PtPkPYPyP PJPuP|PtPi

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

P”"PJPhP”PhHP Py

B (DUODARTS,,Y)

PYPeP»P°Pr:

PrC-CEC#C- CHPuC#PsPIPéPSPé: PrCrC,P°CI'C,PuCHPEPT, C,P°PjCI'CIP»PsP-PéPSCr
PiC-PrCHPsC...P»PsCHP&Pr;

1 PeP°PiCI'CrP»P° PjC-CI'C,PéC,CH PrCrC,P°CI'C,PuCHP&PrCr 0,5 PjPi C,P°
C,P°PjCI'CtP»PsP-P&PSCT PiC-PrCHPsC...P»PsCHP&PrCr 0,4 PjPi;

PrPsPiPsPjC-PI1PSC- ChPuCiPsPIPéPSPeé: PjPsPSPsPrPéPiP»C-CtPuCHPéPrPé
PePéCI'P»PsC,Pé PeP°PiCHPéP»PsPIPsC—,
P+CrC,PéP»PiC-PrCRHPsPeCIPéC,PsP»CIrPsP» (Pe 321), P{PuP»P°C,PéPS,
PiP»C-CtPpCHPéPS, C,PéC,P°PSCr PrC-PsPeCIPéPr (Pe 171), P-P°P»C-P-P°
PsPeCIPéPr PIPsPIC,PéPN: (Ps 172), C,CHPéPiP»C-CtPuCHPéPrPé
CI'PuCHPpPrPSCH PsPiPs P»P°PSCTCRPiP° C,P° P»PpCtPéC,PéPS;
CtPpuP»CRP»PsP-P° PjC-PeCHPsPeCHP&éCI'C,P°P»C-C1PSP®,
PjPpC,P°PeCHPéP»P°C,PSPsPiPs CI'PsPiPsP»C-PjPuCHCr PrPéCI'PiPpCRHCIC-CIJ,
C,P°P»CHP¢, C,CHPéPuC,PéP»CtPéC,CHP°C,;

PsP+PsP»PsPSPeP° C,PIPuCEHPrPsC— PeP°PiCI'CéP»Pé: PeP°CHP°PiC-PSP°PS
(P 407), PeP°P»C-Ch C...P»PsCRHPéPr, C,PéC,P°PSCr PrC-PsPeCIPéPr (Pe 171),
FD&C Yellow 6 (E 110), PiC-PiCHPsPjPuP»PsP-P°, PIC-CI'Pe
PeP°CHPSP°CiP+CI'CHPePéPNe, PeCRHPsC...PjP°P»CH
PeCrPeCrCEHCIPrP-CIIPSPéPN:, P-P°P»C-P-P° PsPeCIPéPr C+PpCHPIPsPSP&EPNe (Pe
172), SW-9008 Black Ink (CEPpP»P°Pe, PiCHPsPiC-P»PpPSPiP»C-PePsP»CH,
P-P°P»C-P-P° PsPeCI'PéPr C+PsCHPSP&éPNe (Pe 172), PeP°P»C-Ch
PiC-PrCHPsPeCI'PéPr).

P>C-PeP°CHCICHPeP® C,PsCRHPjP°. PP°PiCI'CP»Pé C,PIPuCHPrC-.

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



PeP°PiCI'CfP»P° PIPéPrPsPIPIPuPSPsC— C,PsCHPjPé P- PePsCHPiCICI PsPj
PePsCHP&C+PSPuPIPsPiPs PePsP»CHPsCHCT C- PeCHPéCEPuC+PePsCh
PiPsPjP°CRHP°PSC+PuPIPsPiPs PePsP»CIHPsCRHCT P- PjP°CEPeCrPIP°PSPSCIIPj o CPsCHPSPEP;
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PxP°CEPjP°PePsC,PuCEP°PiPpPIC,PéCPSP® PiCHCIPiP°. P—P°CI'PsP+Pé, C%oPs
P-P°CI'C,PsCI'PsPICCRC,CH PiCEPé PrPsP+CEPsCLIPeC-CI'PSC-PNe PiC-PiPpCEPiP»P°P-C-C—
PiPLCEPHPrPjC-C...CfCEPSPIPsC— P-P°P»PsP-Pé. PhPSC,P°PiPsPSC-CI'C, al-
P°PrCEPRPSPsCEPuCtPuPiC,PsCEC-PL. PPsPr PhPYPL GOAC Ph52.

P=P°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-.

PuP°CEPjP°PePsPrPéPSP°PjC-PeP°. P”CrPsPrP°CRHC, C” PePsPjP+C-PSP°C+C-C”Ch PrPIPsC...
P»C-PeP°CHCI'CHPePéEC... P-P°CI'PsP+C-PI: PrCrC,P°CI'C,PuCRP&PrCr, PiPsPrPIC-PN-PSPsPiPs
C-PSPiC-P+C-C,PsCRP° 5a-CRPuPrCrPeC,P°P-Pé (5 PP Pt), C- C,P°PjCI'CrP»PsP-PEPSCT
PiC-PrCEHPsC...P»PsCHP&éPrCr, P°PSC,P°PiPsPSC-CI'C,P° P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI
yp- C- @y PIC- P»C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé PjP°CRC,CH
PIP-P°C”PjPsPrPsPiPsPIPSCRPIP°P»CIHhPSP&PNe PjPuC...P°PSC-P-Pj PrC-C—, P-P°PIPrCIIPePé
CIIPePsPjCt PIC-PrP+CrPIP°C”C,CHCI'CII CEPIPEPrPePp PiPsCI'P»P°P+P»PuPSPSCII
CI'PuC#PsPIPEPrC-P»PuPSPSCI], P-PSP&EPICrC”C,CHCI'CII CEP&P-PéPe PiPsCI'C,CHPsC—
P-P°C,CHP&PjPePé CI'PuCtC- (P“P—PY) C,P° P-PjPuPSCECIC”C,CHCI'CII
C-PjPsPIC-CRPSC-CI'C,CH> PSPuPsP+C...C-PrPSPsCI'C,C- PiCHPsPIPuPrPuPSPSCII
C...C-CRCrCHPiC-C$PSPsC— PsPiPuCRHP°CtC-C— P- PiCHP&PIPsPrCr
PrPsP+CHPsCIIPeC-CI'PSPsC— PiC-PiPpCEPiP»P°P-C-C— PiPuCEPuPrPjC-C...CfCEPsPIPsC—
P-P°P»PsP-Pé.

PkPp PsC+C-PeCrC”C,CHCI'CLI, C%oPs C,P°CEPjP°PePsPrPéPSP°PjC-C+PSC- PuC, PuPeC,Pé

C, C-PeCI'PsPIP°PSPsC— PrPsP-PsPIP°PSPsC— PePsPjP+C-PSP°CtC-C—
PrCrC,P°CI'C,PuCHPEPrCr C,P° C,P°PjCI'CtP»PsP-PéPSCT PIC-PrCRHC-P-PSCIIC,PEPjCIC,CHCI'CII
PIC-Pr C,P&C..., C%oPs PsC,CHP&PjP°PSC- PiCRPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PrCrC,P°CI'C,PuCHPEPTCr C,P° C,P°PjCI'CrP»PsP-P&PSCr CIIPe
PsPeCHPpPjP&C... PePsPjPiPsPSPuPSC,C-P1.B

P”CéC,P°CI'C,PuCFPéPT

P”CrC,P°CI'C,PuCHPEPr PiCEP&PiPSC-C+CrC” P°PeC,P&PIPSC-CI'C,CH CIIPe 1-PiPs, C,P°Pe C- 2-
PiPs C,PéPiCr C-P-PsC, PuCHPjPuPSC,C-PI 5-P°P»CHC, P°-CEPpuPrCrPeC,P°P-Pé, CLIPeC-
PIC-PrPiPsPIC-PrP°CRC,CH P-P° PiPuCHPuC,PIPsCRPuPSPSCII C,PuCI'C,PsCI'C,PuCHPsPSCr
PSP° PrPéPiC-PrCHPsC,PuCI'C,PsCI'C,PuCHPsPS (P”P“Py). P”P“Py C” P°PSPrCHPsPiPuPSPsP;,
CILIPeP&PNe PI PiPuCHCECY C+PuCHPiCt PIC-PrPiPsPIC-PrP°C” P-P° CEC-CIC,
PiPpCHPuPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé C- CHPsP-PIP&C,PsPe
PrPsP+CHPsCIIPeC-CI'PSPsC— PiC-PiPuCEPiP»P°P-C-C— PiPpCHPuPrPjC-C...CfCHPsPIPsC—
P-P°P»PsP-Pé. P{P°PjCI'CrP»PsP-P&PS PiCEPéPiPSC-C+CrC” P°PeC,PéPIPSC-CI'C,CH
P°PrCHPpPSPsCHPuCtPuPiC,PsCHC-PI ayp. C- a,, Cf CI'C,CHPsPjP°P»CHPSC-PNe PiP»P°PrPeC-PNe
PjCICI'PeCrP»P°C,CrCHC- PiPpCEPuPrPjC-C...CrCREPsPIPsC— P-P°P»PsP-Pé C- CEPEPNCtC-



CI'PuC#PsPIPsPiPs PjC-C...CfCHP°. PuCEP&P+P»P&P-PSPs 75 % CHPuCtPuPiC,PsCEC-PI o, Cf
PiPpuCHPuPrPjC-C...CFCRPSPIC-PNe P-P°P»PsP-C- C” CRPuCtPuPiC,PsCEP°PjPé PiC-PrC,P&PiCt
Qe

PyP°PjCI'C4P»PsP-PéPS

PyP°PjCI'CIP»PsP-P&PS PiC-PrPIPéC%oCrC” PjP°PeCI'PéPjP°P»CHPSCY
CEPIP&PrPeC-CI'C,CH C,PsPeCr CI'PuC+C- P-P° CHP°C...CFPSPsPe P-PSP&PPuPSPSCII
C,PsPSCrCI'Cr PiP»P°PrPePéC... Pj'CIIP-C-PI CFrCHPuC,CHPé C-
PiPpuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé, C%oPs CrCI'CrPIP°C”
PsP+CI'C,CECrPeCtC-Ch. PuCHPuPiP°CEP°C, C,P°PePsPY P-PSPEPYCrC”
PIPECRP°PYPpPSC-CI'C,CH CI'PéPjPiC,PsPjC-PI PiPsPrCHP°P-PSPuPSPSCII C,P°
PsP+CI'C,CRCrPeCtC-C—, Ct CHPsP-PIP&C,PeCr CLIPeP&C... C-CI'C,PsC,PSCt CHPsP»CH
PIC-PrC-PiCHP°C” PSPuC,CRP&PjP°PSPSCI] CI'PuC+C- C,P° CI'PePsCHPsC+PuPSPSCII
PiP»P°PrPePéC... Pjsf™ CIIP-C-PI PSPEPIPSC-C... PIC-PrPrC-P»C-PI
CI'PuC+PsPIP&PIC-PrPSPéC... CEP»CIIC...C-PI. PyP°PePéPNe PuC, PuPeC,
PrPsCI'CIIPiP°C”C,CHCI'CLI PiC-Pr C+P°CI" PrPsPIPiPsC,CHP&éPIP°P»PsC—
C,PuCHP°PiC-C—. PkPuPsP+C...C-PrPSC-CI'C,CH PsPiPuCHP°C,P&PIPSPsPiPs
PIC,CHCIrC+P°PSPSCII P°P+Ps PeP°C,PuC,PuCHPEP-P°CtC-C— P-PSP°C$PSPs
P-PSP&PYCrC”C,CHCICI].

PHPSC,P°PiPsPSC-CI'C,Pé a,-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI PjPsPICrC,CH
P-PjPuPSCECIPIP°C,Pé PeCHPsPIBE™ CLIPSPEPN: C,PECI'Pe CEP»CIIC...PsPj P-PSPEPPuPSPSCII
P-P°PiP°P»CIHPSPsPiPs PiPuCHPEC, PuCEP&C+PSPsPiPs PsPiPsCHCY. PuC-Pr C+P°CI’
PrPsCI'P»C-PrPPuPSPSCII PIPiP»P&PICT C,P°PjCI'CrP»PsP-PEPSCTr PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsPiPs P-PSP&PIPuPSPSCII
PeCHPsPIB ™ CLIPSPsPiPs C,PéCI'PeCr.

PnP°CHPjP°PePsPeC-PSPuC,PEPeP°.

PmC-PY PIPIPpPrPuPSPSCIIPj PePsPjP+C-PSP°CtC-C— PrCrC,P°CI'C,PuCHPé&Pr-
C,P°PjCI'CtP»PsP-P&PS C- PsPrPSPsC+P°CI'PSPé&Pj PIPIPuPrPuPSPSCIIPj PrPsP-
PrCrC,P°CI'C,PuCRP&PrCr C- C,P°PjCI'CIP»PsP-PéPSCT PI PeP°PiCI'CtP»P°C... PsPeCHPuPjPs
P+CrP»P° PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSP°® P+C-PsPuPePIC-PIP°P»PuPSC,PSC-CI'C,CHb.

P”PsCI'P»C-PrPIPuPSPSCII P+C-PsPpPePIC-PIP°P»PpPSC,PSPsCI'C,C- PsPrPSPsCHP°P-PsPIP&C...
PrPsP- P+CrP»Ps PiCEPsPIPuPrPuPSPs CIIPe PSP°C,C%oPy, C,P°Pe C- PiC-CI'P»CII
PiCEP&PNPsPjCt C—P9C-. PJ PiPsCRC-PIPSCIIPSPSC- P-C- CI'C,P°PSPsPj PSP°C,C%oPy, Cr
CHP°P-C- P-P°CI'C,PsCI'CrPIP°PSPSCII PiC-CI'P»CLI PiCHPéPN:PsPjCt C—PqC-
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII 30 % P-PSPéPYPuPSPSCII C,,.. (PjP°PeCI'P&éPjP°P»CHHPSPsC—
PePsPSCtPpPSC,CHP°CtC-C—) C,P°PjCI'CtP»PsP-PEPSCT Cr CI'PeP»P°PrC-
PePsPjP+C-PSP°CtC-C— PrCrC,P°CI'C,PuCEPé&Pr-C,P°PjCI'CfP»PsP-PéPS. P+PP° PSPu
PIPiP»P&PIP°P»P° PSP° AUC (PiP»PsC%oCt PiC-Pr C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh
PeCHP&PIPsCR) C,P°PjCI'CtP»PsP-P&PSCT.

P’CI'PjPsPeC,CéPIP°PSPSCII
P”CrC,P°CI'C,PuCHP&Pr

PuC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs PIPIPuPrPuPSPSCII PsPrPSPsCEP°P-PsPIPsC—
PrPsP-Pé 0,5 PjPi PrCrC,P°CI'C,PuCHPEPrCr C+P°CI" PrPs PrPsCI'CLIPiPSPuPSPSCII PNePsPiPs



PiC-PePsPIPsC—B PePsPSCtPuPSC,CHP°C+C-C— PI CI'PéCRPsPIP°C,C+C- PeCRPsPIC-
CI'C,P°PSPsPIP&PI 1 8R“ 3 PiPsPrPéPSPé. PhP+CI'PsP»CRC,PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH CI'C,P°PSPsPIPéP»P° PiCHP&P+P»P&P-PSPs 60 %.
PiiCHP&PNePsPj C—PYC- PSPu PIPiP»P&éPIP°PI PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PrCrC,P°CI'C,PuCHPEPTCY.

PYP°PjCI'CfP»PsP-P&éPS

PyP°PjCI'CrP»PsP-PEPS PICI'PjPsPeC,CrC”C,CHhCI'CII P- PeP&CEPNCEPSPEPeCT C- C” PjP°PN-PPp
PiPsPIPSC-CI'C,ChR P+C-PsPrPsCI'C,CrPiPSP&Pj. PIPe CEPIPEPrPeC-CI'C,CH, C,P°Pe C-
CI'C,CrPiC-PSCH> PICI'PjPsPeC,CrPIP°PSPSCII C,P°PjCI'CfP»PsP-PéPSCr
P-PSPéPYCrCRC,CHCI'CI]I, CIIPeC%oPs PNePsPiPs PiCKP&PN:PjP°CRC,CH PiCEPsC,CLIPiPsPj

B B B B B 30 C...PIPéP»P&PS PiC-CI'P»CILI C—PrPé. P C-PIPSPsPjC-CEPSC-CI'C,CH
PiPsPiP»P&PSP°PSPSCII P-P°P+PuP-PiPuC+CrC”C,CHCI'CII PiCHPéPNePsPjPsPj P”CrPsPrP°CHC,Cr
PI PsPrPéPS C- C,PsPNe PYPp C+P°CI" PrPsP+Pé PiC-CI'P»CLI PiCHPéPN:PsPjCr
PsPrPSPsC,PéPiPSPsC— C—PYC-. PPsPSCtPpPSC,CHP°CtC-CII C,P°PjCI'CrP»PsP-PEPSCT PI
PiP»P°P-PjC- PeCEPsPIC- C” PiCHPsPiPsCECtC-PNePSPsCHR PrPsP-C-.

P1iC-CI'P»CII PiCEP&PN:PsPjCt PsPrPSPsCEP°P-PsPIPsC— PrPsP-Pé C,P°PjCI'CrP»PsP-P&PSCF
PiC-CI'P»CI] C—PrPé PiC-PePsPIP° PePsPSCtPuPSC,CHP°CtC-CII PI PiP»P°P-PjC- PeCRHPsPIC-
PrPsCI'CLIPiP°C”C,CHCI'CLI PICHP&P+P»PéP-PSPs C+PuCHPuP- 6 PiPsPrPéPS.

P C-PIPSPsPIP°PYPSP° PePsPSCtPuPSC,CHP°CtC-CIIB PrPsCI'CIIPiP°C”C,CHhCI'CII PSP°® 5-PNe
PrPuPSCH P+P°PiP°C,PsCHP°P-PsPIPsPiPs PIPIPuPrPuPSPSCII. PYPuCHPuPrPSCII
CBC-PIPSPsPIP°PPSP°® PePsPSCtPuPSC,CREP°CtC-ClI (C,,,) Ct PiP°CtC-C”PSC,C-PI C”
PiCHPEP+P»P&éP-PSPs PSP° PrPIC- C,CHPuC,PéPSPé PIPEC%o0PsCh P-P°
PePsPSCtPuPSC,CHP°CtC-Ch PiC-CI'P»CILI PsPrPSPsCHP°P-PsPIPsPiPs PIPIPuPrPuPSPSCII
C,P°PjCI'CIP»PsP-PéPSCr. PI' PsC$P° CtPp CIIPIPEC%oPn CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt, C,PsPiPs P{ CI'P°PjPsPiPs
CHPuP-CrP»CHC,P°C,Cr PjPsPIPSP° PsC+C-PeCrPIP°C,Pé C- Cr PjPsP»PsPrCEPéC...
PiP°CtC-C”PSC,C-P1.B

P PsP-PiPsPrC-P»

P”CrC,P°CI'C,PuCRPéEPT

P”CrC,P°CI'C,PuCHPEPr PjP°C” PIPuP»P&PeP&PNe PsP+8H ™ C”Pj CHPsP-PiPsPrC-P»Cr (3008 “500
P») C- PIPECI'PsPeCt P-PIBF™ CIIP-CrPIP°PSC-CI'C,CH P:- P+C-P»PeP°PjPé PiP»P°P-PjPé (>99,5
%). PiuC-CI'P»CII C%oPsPrPuPSPSPsPiPs PIPIPuPrPuPSPSCII PrPsP- PePsPSCtPuPSC,CHP°CtC-CI]
PrCrC,P°CI'C,PuCRPéPrCr PI CI'PECHPsPIP°C,CtC- PeCHPsPIC- PrPsCI'CIIPiP°C” 65 %
CBC-PIPSPSPIP°PIPSPsC— PePsPSCtPuPSC,CEP°CtC-C— C+PuCHPuP- 1 PjC-CI'CIICtCH C-
PiCRPéP+P»P&éP-PSPs 90 % BR“ C+PuCHEPuP- 3 PjC-CI'CLICTC-.

P C-PIPSPsPIP°PYPSP°® PePsPSCtPuPSC,CHP°Ct+C-CII PI CI'PéCHPsPIP°C,CtC- PeCHPsPIC- (C,.),
CIIPeP° CI'C,P°PSPsPIPEC,CH PiCRP&P+P»P&P-PSPs 40 PSPi/PjP», PrPsCI'CIIPiP°C”C,CHhCI'CI]
C1PpuCHPuP: 6 PjC-CI'CLICTC-PI PIPIPuPrPuPSPSCII PrPsP-Pé 0,5 PjPi PSP° PrPsP+Cr.
PYPuCEPuPrPSC” P-PSP°C+PuPSPSCII PSP°PrC...PsPrPIPuPSPSCII PrCrC,P°CI'C,PuCHP&PTCr P:
CI'PéCHPsPIP°C,PePé PeCHPsPIC- Cr CI'C-PjsB™ CLIPSCr CHC-PrPéPSCr CI'C,P°PSPsPIP&C,CH
11,5 %.

PYP°PjCI'CrP»PsP-PéPS

P] C$PsP»PsPIC-PeC-PI C,P°PjCI'CIP»PsP-P&PS P-PIEF™ CIIP-CrC”C,CHCI'CII P- P+C-P»PeP°PjPé



PiP»P°P-PjPé PiCEP&P+P»P&P-PSPs PSP° 99 %. PhP+5F™ C”Pj CEPsP-PiPsPrC-P»Cr C”
PSPuPIPuP»P&PeP&Pj (PiCEPEP+P»P&P-PSPs 0,21/PePi).

PrPuC,P°P+PsP»C-P-Pj

P”CrC,P°CI'C,PuCHP&Pr

P”CrC,P°CI'C,PpCHPEPT P°PeC,PEPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCICII in vivo. P’
CEPjPsPIP°C... in vitro PrCfC,P°CI'C,PuCEP&Pr PjPuC,P°P+PsP»C-P-CFC”C,CHCICLI
C1P&C,PsC...CEPsPjPsPjB P450 3A4 C- 3A5, CfC,PIPsCECRCRCPé C,CHPé
PjPsPSPsPiC-PrCEPsPeCI' PéP»CHbPsPIP°PSPEC... PjPuC,P°P+PsP»C-C,Pé C- PsPrP&PS
PrP&PiC-PrCHPsPecP&P»CHPsPIP PSPEPNe PjPuC,P°P+PsP»C-C,.

PuC-CI'P»ClI PiPuCEPsCHP°P»CHPSPsPiPs PIPIPuPrPuPSPSCII PrCrC,P°CI'C,PuCEP&PrCr PI
PrPsP-C- 0,5 PjPi/PrPsP+Cr PrPs PrPsCI'CLIPiPSPuPSPSCII CHC-PIPSPsPIP°PYPSPsC—
PePsPSCtPuPSC,CHP°CtC-C— 1,085“15,4 % (CI'PuCEPuPrPSC” P-PSP°C+PuPSPSCII 85“ 5,4 %)
PIPIPuPrPuPSPsC— PrPsP-Pé PrCrC,P°CI'C,PuCHP&PrCr PIPEPrC-P»CIIC”C,CHhCI'CLI Ct PeP°P»
CrB PSPuP-PjC-PSPuPSPsPjCrB PIP&PiP»CIIPrC-.B P PuC€C,P° PIPEPrC-P»CLIC”C,CHCI'CII Cr
PeP°P» Cr PIP&PiP»CIIPrC- 4 PsCI'PSPsPIPSPEC... PjPuC,P°P+PsP»C-C,C-PI, C%oPs
PjC-CI'C,CIIC,CHb 39 %, 21 %, 7 % C- 7 % PePsPIPSPsC— P- CHPuC+PsPIP&PS,

PiPsPIBR™ CLIP-P°PSP&C... P- P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPj, C- 6
PrCRCrPiPsCRCIIPrPSP&C... PjPuC,P°P+PsP»C-C,C-PI (PjPuPSCEPyu 5 % PePsPIPuPS). PJ
CI'PuC+C- P»CRPrPéPSPé PIPECIIPIP»PuPSPs P»PéCEPn PSPuP-PSP°C+PSC-
PeC-P»CHPePsCI'C,C- PSPuP-PjC-PSPuPSPsPiPs PrCrC,P°CI'C,PuCHPEPrCr (PjPuPSCEPp PSC-PY
0,1 % PrPsP-Pé).

PyP°PiCI CIP»PsP-P&PS

P+PSP°PSC,C-PsPjPuCEPSP° P+C-PsPePsPSPIPLCECI'C-CLI P- C,P°PjCI'C{P»PsP-PéPSCr
PiC-PrCEPsC...P»PsCEP&PrCr [R(-) C-P-PsPjPuCE] Ct S( ) C-P-PsPjPuCE Cr P»CRPrPéPSPé PSPy
PIC-PrP+CfPIP°C”C,CHCI'CII. P§P°PjCI'CI-P»PsP-PEPSCF PiC-PrCEPsC...P»PsCEP&Pr
P°PeC,P&PIPSPs PjPuC,P°P+PsP»C-P-CfC”C,CHbCI'CLI C, PuCHPjPuPSC,P°PjPé
CtP&C,PsC...CHPsPjCT P450 Cr PiPpC+C-PSC1C-, C- PjPuPSCEPy 10 % PrPsP-Pé
PIP&PrC-P»CLIC”C,CEbCI'CLI Cf CI'PuC+Ct PI PSPuP-PjC-PSPRPSPsPjCt PIP&PiP»CIIPrC-. PhP»Pp
C, P°CEPjP°PePsPeC-PSPuC,PEC+PSPEPNe PiCEPsC,C-P»CH PjPuC,P°P+PsP»C-C,C-PI Cf
P»CRPrP8PSP& PSPu PICI'C,P°PSPSPIP»PuPSP&PNe. P PuP-CtP»CHbC,P°C,Pé
PrPsCI"P»C-PrPYPuPSCH in vitro PIPeP°P-CFCRC,CH PSP° C,P, C%oPs PrPs
PjPuC,P°P+PsP»C-P-PjCt C,P°PjCI'C#P»PsP-P&PSCF P-P°P»CtC+P°CRC,CHhCICII
C,PuCHPjPuPSC,Pé CYP3A4 C- CYP2D6, P° C,P°PePsPY PSPuP-PSP°C+PSPsCh C” CC+P°CI'C,Clb
C-PSCEP&C... C-P-PsC, PuCEPjPuPSC,C-PI CYP.

PiiCRPé&PiPSC-C+PuPSPSCII P°PeC,PEPIPSPsCI'C,C- C,PuCHPjPuPSC,C-PI, CIIPeC-
P+PuCRCrC,CH CrCtP°CI'C,CH Cr PiPuC+C-PSPePsPIPsPjCr PjPuC,P°P+PsP»C-P-PjC-, PjPsPPu
PiCHPEP-PIPuCI'C,Pé PrPs PiPsCI'PéP»PuPSPsC— PrC-C— C,P°PjCI'CrP»PsP-P&PSCr. PuPuCHPpPr
PIPEPIPpPrPuPSPSCIIPj P- CI'PuC+PuCh PjPuC,P°P+PsP»C-C,Pé C,P°PjCI'CrP»PsP-P&PSCY
PiC-PrCEHPsC...P»PsCHP&éPrCr PiC-PrPrP°CRC,CHCI'CII CEPECHPsPePsPjCr

P-PIER™ CLIP-CfPIP°PSPSCH P- PiP»CRPeCrCHPsPSC-PrPsPj P°P+Ps CI'CP»CHC,P°C,PsP;j.

P’PéPIPuPrPuPSPSCII
P”CrC,P°CI'C,PuCHPé&Pr
P’P&PIPuPrPuPSPSCII PrCrC,P°CI'C,PuCEP&PrCr P-P°P»PpuPP&C,CH PIC-Pr PrPsP-Pé, C-



CtPpPNe PiCHPsCtPuCI’ CI'P»C-Pr PsPiPéCI'CrPIP°C,Pé CIIPe C,P°PeP&PNe, C%oPs
PIC-PrP+CrPIP°C”C,CHCI'CLI PrPIPsPjP° PiP°CEP°P»PuP»CHPSPEPjPé CEP»CLIC...P°PjPé:
PsPrPéPS C” PSP°CI'PéC+CrPIP°PSPEPj PiCHPé PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéC...
PePsPSCtPuPSC,CHP°CtC-CIIC..., P° PrCECrPiPEPNe BF“ PSPuPSP°CI'PéC+CIPIP°PSPEPj. PiuCEHPé
PSP&P-CIHhPeP&C... PePsPSCtPuPSC,CHP°CtC-CIIC... Cf CI'PéCHPsPIP°C,CtC- PeCHPsPIC-
(PjPuPSCEPp 3 PSPi/PjP») PrCrC,P°CI'C,PuCHP&PT CEPIPEPrPePs PIPEPIPsPrPéC,CHCI'CII CLIPe
P-P°P»PpPYPSP&Pj PIC-Pr PePsPSCtPuPSC,CHP°CtC-C—, C,P°Pe C- PSPuP-P°P»PuPPSPEP]
PIC-Pr PePsPSCtPpuPSC,CHEP°CtC-C— CEP»CIIC...PsPj. PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PsPrPSPsCHP°P-PsPIP&C... PrPsP: 5 PjPi P°P+Ps PjPuPSCEP&C... PrPsP- P+CrP»Ps
PIPECIIPIP»PuPSPs PsP-PSP°PePé CEPIP&PrPePsPiPs PeP»C-CHPuPSCI'Cr C-
PICI'C,P°PSPsPIP»PuPSPs PiPuCEC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII, CLIPeP&EPNe
C,CRP&PIP°C” PIC-Pr 3 PrPs 9 PrPSC-PIL.

PuCHPé C,PuCHP°PiPuPIC,P6C+PSPEC. .. PePsPSCTPRPSC,CEP°C+C-CLIC... PiC-CI'P»CII
PiPsPIC,PsCRPSPsPiPs PIPIPuPrPuPSPSCII PrPsP-Pé 0,5 PjPi/PrPsP+Ct PrPsPjC-PSCEC”
PiPsPIC-P»CHPSC-CEPEPNe, P»C-PSC-PN-PSP&PNe CEP»CLIC... PIPEPIPpPrPRPSPSCII, P°
PiPuCEC-PsPr PSP°PiC-PIPIP&PIPuPrPUPSPSCLI CI'C,P°PSPSPIPEC,CHb PiCEP&P+P»P&P-PSPs
385 C,PéPIPSC-PI.

PYP°PjCI'CrP»PsP-P&éPS

PyP°PjCI'CfP»PsP-PéPS C- PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIPEPIPsPrCIIC,CHCI'CI]
PiPuCHPuPIP°PIPSPs P- CI'PuC$PuCH, PI CIIPeC-PNe PiCEP&P+P»P&P-PSPs 9 % PrPsP-Pé
PiCHP&CI'CrC,PSC- Cr PIP&PiP»CIIPrC- PSPpP-PjC-PSPpPSPsC— P°PeC,PEéPIPSPsC—
CEPuC+PsPIPEPSPé.

PiC-CI'P»CII PIPSCrC,CHC-CEPSCHPsPIPUPSPSPsPiPs P°P+Ps PiPuCHPsCHP°P»CHPSPsPiPs
PIPIPuPrPuPSPSCII PI P»C-PeP°CHCI'CHhPeC-PNe C,PsCEPjC- P- PSPpuPiP°PN-PSP&Pj
PIPEPIC-P»CHPSPuPSPSCLIPj PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
C,P°PjCI'CIP»PsP-PéPSCT, C%oPs PjC-CI'C,PéC,CHCI'CLI Cf PiP»P°P-PjC- PeCHPsPIC-,
PePsP»PéPIP°C”C,CHCI'CII PI PrC-P°PiP°P-PsPSC- PIC-Pr 5 PrPs 7 PiPsPrPéPS. PSPuCHPuP-
C, P°CHPjP°PePsPeC-PSPuC,PéPeCt, CHPuPiCIrP»CHPsPIP°PSCt CEPIPéPrPeC-CI'C,Ch
PiPsPiP»PéPSP°PSPSCII, Cr PIPEPiP°PrPeCr P- C,P°PjCI'CrP»PsP-P&PSPsPj Cr PeP°PiCI'CrP»P°C...
P- PjPsPrPéC, C-PePsPIP°PSP&Pj PIPéPIC-P»CHPSPuPSPSCIIPj, CIPiCEP°PIPJPSC-PNe
PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII C,P°PjCI'CFP»PsP-PéPSCY,
PiCHP&PNePSCIIC,PsPiPs PiC-CI'P»CII C—PrPé, CI'C,P°PSPsPIP&C,CH PiCEP&P+P»P&P-PSPs 10
PiPsPrPéPS, P° PI CEC-PIPSPsPIP°PIPSC-PNe PePsPSC+PpuPSC,CHP°C+C-C— Cr
PiP°CtC-C”PSC,C-PI BB PiCEP&éP+P»P&P-PSPs 13 PiPsPrP&PSs.

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

P”CrC,P°CI'C,PuCHPé&Pr

PrP°CHPjP°PePsPeC-PSPuC,PéPeP°® PrCrC,P°CI'C,PuCEPEPrCr PsCtC-PSCRPIP°P»P°CI'CII Crf 36
P-PrPsCHPsPIP&C... C+PsP»PsPIC-PeC-PI Cf PIC-CtC- PIC-Pr 24 PrPs 87 CEPsPeC-PI PiC-CI'P»CII
PIPIPuPrPuPSPSCII PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 5 PjPi. P—PSP°C$PSPsC—
P-P°P»PuPYPSPsCI'C,C- PIPiP»P&PICT PrCrC,P°CI'C,PuCHPEPrCr PIC-Pr PIC-PeCr
PiP°CtC-C”PSC,P° PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII, P°P»Pp PiPuCHC-PsPr
PSP°PiC-PIPIP&PIPpPrPuPSPSCII P+CrPI PePsCHPsC,CEP&Pj Ct C+PsP»PsPIC-PeC-PI PIC-PePsPj
PrPs 50 CHPsPeC-PI. PYC,P°C,PéCI'C,PECPSPé&C... PIC-PrPjC-PSPSPsCI'C,PuPNe Cf
PiPpCHC-PsPrC- PSP°PiC-PIPIP&PIPuPrPuPSPSCII PSPu P+CrP»Ps PiCHPé
PiPsCHC-PIPSCIIPSPSC- PiCRCrPiPé 508F“69-CHC-C+PSP&C... PrPsCI'P»C-PrPYCrPIP°PSP&C... P-



PiCHCrPiPsCh PrPsCI'P»C-PrPICrPIP°PSP&C... PIC-PePsPj PiPsPSP°Pr 70 CHPsPeC-PI.

PyP°PjCI'CrP»PsP-P&éPS

PiPuCHPuC...CHPuCI'PSPu PiPsCHC-PIPSCIIP»CHPSPu PrPsCI'P»C-PrPYPuPSPSCII
P-P°PiP°P»CIhPSPsPiPs PIPiP»P&PICT C,P°PjCI'CfP»PsP-PéPSCr PiC-PrCHPsC...P»PsCHPEPrCr
(AUC (PiP»PsC%oC- PiC-Pr C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh PeCHP&PIPsCR)) C-
PiPpCHC-PsPrCr PSP°PiC-PIPIPéPIPuPrPuPSPSCII PIPeP°P-CrC” PSP° C,Pu, C%oPs

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSP° PrC-CII C,P°PjCI'CfP»PsP-P&PSCT
PiC-PrCHPsC...P»PsCHPéPrCr PjPsPIPu P+CrC,Pé C,CHPsC...Pé C,CHP&PIP°P»C-CEPsCh Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr PiPsCHC-PIPSCIIPSPs P- PjPsP»PsPrPéPjPé
P-PrPsCHPsPIPéPjPé PrPsP+CHPsPIPsP»CHCtCLIPjPé C+PsP»PsPIC-C+PsC— CI'C,P°C,C-.
P’P»P°CI'PSPEPNe PeP»C-CHPuPSCI' PSPu P-P°P»PpuPYP&C,CH PIC-Pr

P-PI8F™ CLIP-CfPIP°PSPSCI]I C,P°PjCI'CIP»PsP-P&PSCr PiC-PrCHPsC...P»PsCRP&PrCr P-
P°P»CHC, P°-1-PeP&CI'P»P&Pj PiP»C-PePsPiCHPsC,PuC—PSPsPj, P°P»Pp P-PSP&PCrC”C,CHCI'CII
P- PIC-PePsPj PiP°CtC-C”PSC,P°, Cf CKPuP-CtP»CHC,P°C,C- C+PsPiPs P-P°PiP°P»CHhPSP°
PrC-CII C” PSP° 40 % CI'PéP»CHPSC-CEPsCh (AUC) Cr PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr
55 PrPs 75 CRPsPeC-PIB PiPsCHC-PIPSCIIPSPs P- PrC-C”Ch Cr PiP°CtC-C”PSC,C-PI
PIC-PePsPjB 2085 “32 CHPsPePé.

P¥kPéCEPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH

P”CrC,P°CI'C,PuCHP&PT

P’PiP»P&PI PSPéCHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PSP°
C,P°CHPjP°PePsPeC-PSPuC,PéPeCr PrCrC,P°CI'C,PuCRP&PrCr PSPp PIPEPICEP°P»Pé. PHP»Pu Cr
CI'PuCiC- P»CRPrPéPSPé PIPECLIPIP»CLIC”C,CHCI'CLI PjPuPSCEPu 0,1 % PrPsP-Pé
PrCrC,P°CI'C,PuCHPEPrCr 0,5 PjPi Cf CHC-PIPSPsPIP°PPSC-PNe PePsPSCtPuPSC,CHP°CtC-C—,
C,PsPjCt PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsPiPs PiC-PrPIP&C%oPpPSPSCII
PePsPSCtPuPSC,CHP°CtC-C— PrCrC,P°CI'C,PuCEP&PrCr Cr PiP»P°P-PjC- PeCHPsPIC- Cf
PiP°Ct+C-C”PSC,C-PI P- PSP6CHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,ChR PsC+C-PeCrPIP°C,Pé
PSPu CI'P»C-PrB (PrPéPIL. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°
PrPsP-PéB»).

PyP°PiCI CIP»PsP-P&PS

PxP°CHPjP°PePsPeC-PSPuC,PéPeP°® C,P°PjCI'CIP»PsP-PéPSCr PiC-PrCEPsC...P»PsCRHP&PrCr
PiPsCHC-PIPSCRPIP°P»P°CI'CII Cr 6 PiP°CtC-C”PSC,C-PI P- PSPECEPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,ChR PIC-Pr CI'P»P°P+PePsPiPs PrPs PiPsPjC-CEPSPsPiPs (30 < CL,<
70 PjP»/C...P1/1,73 Pj’) P°P+Ps PIC-Pr PiPsPjC-CHPSPsPiPs PrPs C,CIIPfPePsPiPs (10 < CL,, < 30
PjP»/C...P1/1,73 Pj’) CI'C,CrPiPuPSCII C- Ct 6 PrPsCI'P»C-PrPYCrPIP°PSP&C... P
PSPsCHPjP°P»CHPSP&Pj PeP»C-CEPuPSCIPsPj (CL,, < 90 PjP»/C...P1/1,73 Pj*). P] C,PsPNe C+P°CI’
CIIPe Cr P-P°PiP°P»CHPSC-PNe PePsPSCtPuPSC,CHP°CtC-C— C,P°PjCI'CfP»PsP-P&PSCr
PiC-PrCHPsC...P»PsCRP&PrCr Cr PiP»P°P-PjC- PeCHPsPIC- CI'PiPsCI'C,PuCRC-PiP°P»P°CI'CI]
P-PjC-PSP° PI CRPuP-CrP»CHC,P°C,C- P-PjC-PSPSPsPiPs P-PIBf™ CLIP-CrPIP°PSPSCI]I P
P°P»CIbC,P°-1-PeP&CI'P»P&Pj PiP»C-PePsPiCHPsC,PuC—PSPsPj, PePsPSCtPuPSC,CHP°CtC-CII
PSPuP-PIBf™ CIIP-P°PSPsPiPs (P°PeC,P&PIPSPsPiPs) C,P°PjCI'CrP»PsP-P&PSCY
PiC-PrCRPsC...P»PsCHPEPrCr, P° C,P°PePsP PIP»P°CI'PSP&PN. PeP»C-CHPuPSCI’
P-P°P»P&CEP°P»P&CI'CII PIC-PrPSPsCI'PSPs CI'C,P°P+C-P»CIbPSPEPjP&. PyPsPjCr
PiP°CtC-C”PSC,P°Pj P- PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,CR PSPu
PiPsC,CHC-P+PSP° PePsCEPuPeCtC-CII PrPsP-Pé C,P°PjCI'CtP»PsP-P&PSCT
PiC-PrCEHPsC...P»PsCHPEPrCr PI PeP°PiCI'CIP»P°C.... PhP»Pp PiP°CtC-C”PSC,Pé P-



C,PuCHPjC-PSP°P»CHPSPsCh CI'C,P°PrC-C”Ch PSPéCHPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (CL,, < 10 PjP»/C...PI/1,73 Pj*) PSPu
PrPsCI'P»C-PrPYCrPIP°P»P&CI'CLL.

PyPuC#C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CHb

P”CrC,P°CI'C,PuCHPé&Pr

P’PiP»PéPI PiPpC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PSP®
C,,P°CHPjP°PePsPeC-PSPiC,PéPeCr PrCrC,P°CI'C,PuCHP&PrCt PSPp PIPEPICP°PICI'CII (PrPéPI.
CHPsP-PrC-P» B«PiiCHPsC,PéPiPsPeP°P-P°PSPSCILIB»). PhCI'PeC-P»CHPePé
PrCrC,P°CI'C,PuCEPé&Pr PIPEPIPsPrPéC,CHhCI'CII PiPuCHPuPIP°PIPSPs CEP»CIIC...PsPj
PjPuC,P°P+PsP»C-P-PjCr, PsC+C-PeCrC”C,CHCI'CLI, C%oPs CHC-PIPSC-
PrCrC,P°CI'C,PuCEP&PrCr PI PiP»P°P-PjC- PeCHPsPIC- CtPéC... PiP°CtC-C”PSC,C-PI
P+CrPrCrC,CH PiC-PrPIPéC%o0PuPSPéPjPé, P° PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
8" C,CHPEPIP°P»C-CEP&Pj (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB» C- B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PYP°PjCI'CfP»PsP-PéPS

PxP°CHPjP°PePsPeC-PSPuC,PéPeCr C,P°PjCI'CIP»PsP-PéPSCr PiC-PrCHPsC...P»PsCEP&PrCY
PiPsCRC-PIPSCRPIP°P»Pé Cr 8 PiP°C+C-C”PSC,C-PI P- PiPsPjC-CHPSP&Pj
PiPsCECrCEPuPSPSCIIPj C,CfPSPeCtC-C— PiPuC+C-PSPePé (PeP»P°CI'P&C, C-PeP°CC-CII P-P°
P§P°PNeP»PrPsPj 8R“ PiusF™ Ch: CI'C,CfPiPuPSC- A C- B) C- Cr 8 PrPsCI'P»C-PrPYCrPIP°PSP&C...
P- PSPsCHPjP°P»CHPSPsCh C,CrPSPeCtC-C”Ch PiPuC+C-PSPePé. P’ C,PsPNe C£P°CI” CIIPe
P-PjC-PSP® PI P-P°PiP°P»CHPSC-PNe PePsPSCtPuPSC,CHP°CtC-C— C,P°PjCI'CIP»PsP-P&PSCr
PiC-PrCHPsC...P»PsCEP&PrCr PI PiP»P°P-PjC- CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PI
CRPuP-CrP»CHC,P°C,C- P-PjC-PSPSPsPiPs P-PIgF ™ CIIP-CfPIP°PSPSCII P- P°P»CHC,P°-1-
PeP&CI'P»PéPj PiP»C-PePsPiCHPsC,PuC—PSPsPj, PePsPSCtPpPSC,CHP°CtC-CII

PSPuP-PIBf™ CIIP-P°PSPsPiPs (P°PeC,P&PIPSPsPiPs) C,P°PjCI'CrP»PsP-P&PSCY
PiC-PrCEHPsC...P»PsCHPéPrCr PSPu P-P°P-PSP°PIP°P»P° P-PSP°C$PSP&C... P-PjC-PS,
PIC-PrP-PSP°C#P°P»P°CI'CII C,C-P»CHPePé PiPsPjC-CHPSP® (32 %) P-PjC-PSP®
PIP»P°CI'PSPsPiPs PeP»C-CEPuPSCI'Ct PSPuP-PIBf™ CLIP-P°PSPsPiPs C,P°PjCI'CrP»PsP-P&PSCY
PiC-PrCHPsC...P»PsCHP&PrCr. PyPsPjCt PiP°CtC-C”PSC,Pé P- PiPsPjC-CHPSP&Pj
PiPsCHCICEPuPSPSCIIPj C,CfPSPeCtC-C— PiPpC+C-PSPePé PSPy PiPsC,CEPpP+CrCRC,CH
PePsCHPpPeCtC-C— PrPsP-Pé C,P°PjCI'CrP»PsP-PéPSCr PiC-PrCHPsC...P»PsCEP&PrCr. P”C-CII
C,P°PjCI'CrP»PsP-P&éPSCT PiC-PrCHPsC...P»PsCHPéPrCr PSPu PIPEPIC+P°P»P°CI'CII Cr
PiP°Ct+C-C”PSC,C-PI P- C,CIIPfPePéPj PiPsCRCrCE€PuPSPSCIIPj C,CrPSPeCtC-C—
PiPuC+C-PSPePé.

P’PuP-PiPuPeP° C,P° PeP»C-PSC-C#PSC- PrPsCI P»C-PrPYPuPSPSCI].

PYPuCHCtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH

PJ 4-CHC-C+PSPsPjCt PeP»C-PSC-C+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-
P-P°CI'C,PsCI'C£PIP°PSPSCLI PrCfC,P°CI'C,PuCEP&PrCt Cf PiPsC”PrPSP°PSPSC- P-
C,P°PjCI'CtP»PsP-P&PSPsPj PrP»CLI P»C-PeCrPIP°PSPSCII PrPsP+CEPsCLIPeC-CI'PSPsC—
PiC-PiPuCEPiP»P°P-C-C— PiPpuCHPHPrPjC-C...CFCEPsPIPSC— P-P°P»PsP-Pé Cr 4844
C+PsP»PsPIC-PeC-PI (PrPsCI'P»C-PrP{PuPSPSCLI CombAT) C+P°CI'C,PsC,P°
PIP&PSP&PePSPRPSPSCII CI'PuCECPRPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (P-P+C-CHPSPy
PiPsPSCIIC,C,CLI) PI PiCRCIPiC- PePsPjP+C-PSPsPIP°PSPsC— C,PpuCHP°PiC-C— P+CIP»P°



PIP&C%0PsCHh (14/1610, 0,9 %), PSC-P{ Ct P+CfPrCH-CIIPeC-PNe PiCECIPiC-
PjPsPSPsC,PuCRP°PiC-C— PrCiC,P°CI'C,PuCHP&PrPsPj (4/1623, B B 0,2 %) P°P+Ps
C,P°PjCI'CIP»PsP-P&éPSPsPj (10/1611, 0,6 %).

P’ PsPeCEPuPjPsPjCr 4-CHC-C$PSPsPjCt PeP»C-PSC-C+PSPsPjCr PiPsCHC-PIPSCLIP»CHPSPsPjCr
PrPsCI'P»C-PrP{PuPSPSC- PiP»P°CtPpuP+Ps P- C...C-PjC-C+PSPsCh
PiCEPsC,C-P»P°PeC,PéPePsCh PrCrC,P°CI'C,PuCRP&PrPsPj P-P° CrC+P°CI'C,Ch 8231
C$PsP»PsPIC-PeP® PIC-PePsPj PIC-Pr 50 PrPs 75 CHPsPeC-PI P- PiPsPiPuCEPuPrPSC-PjPé
PSPuPiP°C,P&PIPSPEPjPé PrP°PSP&PjPé P+C-PsPiCI'C-C— PSP° CEP°Pe
PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé C- PIP&C...C-PrPSPéPj CHC-PIPSPuPj PSA
PjC-P{ 2,5 PSPi/PjP» C- 10,0 PSPi/PjP» Ct C+PsP»PsPIC-PeC-PI PIC-Pr 50 PrPs 60 CEPsPeC-PI
P°P+Ps 3 PSPi/PjP» C- 10,0 PSPi/PjP» Ct C+PsP»PsPIC-PeC-PI PIC-PePsPj PiPsPSP°Pr 60
CHPsPeC-PI (PrPsCI'P»C-PrPIPuPSPSCII REDUCE) P+CrP»Ps PICI'C,P°PSPsPIP»PuPSPs, C%oPs
C#P°CI'C,PsC,P° PIP&PSPéPePSPuPSPSCII CI'PuCHECtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- Cf
PiP°Ct+C-C”PSC,C-PI, CLIPeC- PiCHPéPNePjP°P»Pé PrCrC,P°CI'C,PuCHPEPT 0,5 PjPi 1 CHP°P- PSP°
PrPuPSCH (30/4105, 0,7 %), P+CrP»P° PIPEC%0PsCh PiPsCHC-PIPSCILIPSPs P-
PiP°Ct+C-C”PSC,P°PjPé, CLIPeC- PiCEP&PNPjP°P»Pé PiP»P°CtPpP+Ps B (16/4126, 0,4 %).

P PuC,CHPsCI'PiPpPeC,PEPIPSPEPNe P°PSP°P»C-P- CtCHbPsPiPs PrPsCI'P»C-PrPIPuPSPSCII
PiPsPeP°P-P°PI PIP&C%oCt C+P°CI'C,PsC,Ct CI'PuCHCtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-
Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PiCHP&PNePjP°P»Pé PrCrC,P°CI'C,PuCHP&Pr C- P°P»CHC, P°-
P+P»PsPeP°C,PsCH PsPrPSPsC+P°CI'PSPs (12/1152, 1,0 %), PiPsCEC-PIPSCIIPSPs P-
CI'CrP+'C”PeC,P°PjPé, CLIPeC- PICHPEPNePjP°P»Pé PrCrC,P°CI'C,PuCHPEPT P+PpP- P°P»CHhC, P°-
P+P»PsPeP°C,PsCEP° (18/2953, 0,6 %), PiP»P°CtPuP+Ps C- P°P»CHC, P°-P+P»PsPeP°C,PsCH
(1/1399, <0,1 %) P°P+Ps PiP»P°CtPpP+Ps P+PuP- P°P»CHC, P°-P+P»PsPeP°C,PsCHP° (15/2727,
0,6 %). PuCHP&C+P&EPSPSPsPiPs PIP-P°C”PjPsP-PIBf™ CLIP-PeCr PjC-Pq
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PrCrC,P°CI'C,PuCHPEPrCr (CI'P°PjPsCI'C,C-PNePSPs P°P+Ps Cr
PePsPjP+C-PSP°CtC-C— P- P°P»CHC, P°-P+P»PsPeP°C,PsCHP°PjPé) C,P°
PIPEPSP&PePSPuPSPSCIIPj CI'PuCHCtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-
PICI'C,P°PSPsPIP»PuPSPs PSPu P+CrP»Ps (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P P°Pe PiPuCHPuPrPjC-C...CrCRhPsPIPsC— P-P°P»PsP-Pé C-

PJ 4-CHC-C#PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, PI C1IPePsPjCr PIPEPICP°P»Pé PrC-Ch
PrCrC,P°CI'C,PuCHPEPrCt PiPsCEC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps, Cr 8231 C+PsP»PsPIC-PeP®
PIC-PePsPj PIC-Pr 50 PrPs 75 CHPsPeC-PI P- PiPsPiPuCHPuPrPSC-PjPé PSPuPiP°C,PéPIPSP&PjPé
PrP°PSPéPjPé P+C-PsPiCI'C-C— PSP° CEP°Pe PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé
C- PIPéC...C-PrPSP&Pj CRC-PIPSPuPj PSA PjC-PY 2,5 PSPi/PjP» C- 10,0 PSPi/PjP» Cf
C$PsP»PsPIC-PeC-PI PIC-PePsPj PIC-Pr 50 PrPs 60 CEPsPeC-PI P°P+Ps 3 PSPi/PjP» C- 10,0
PSPi/PjP» Ct CPsP»PsPIC-PeC-PI PIC-PePsPj PIC-Pr 60 CHPsPeC-PI (PrPsCI'P»C-PrPYPuPSPSCII
REDUCE) 6706 CI'CP+BE™ C”PeC,P°Pj P+CrP»Ps PiICHPsPIPpPrPuPSPs PiPsP»PePsPICY
P+C-PsPiCI'C-Ch PiCHPsCI'C,P°C,Pé (PsP+PsPIsE ™ CLIP-PePsPICT P-P° PiPuCEPIP&PSPSP&P)
PiCHPsC,PsPePsP»PsPj), PrP°PSC- CIIPePsC— P+CrP»Pé PIPéPePsCHPECI'C,P°PSC- PrP»CILI
P°PSP°P»C-P-Cr PrPéC,PuCHPuPSCtC-CRPIP°PSPSCII P-P°B CEPeP°P»PsCh P“P»C-CI'PsPSP°. P’
PrPsCI'P»C-PrPPuPSPSC- P+CrP»Ps PIPECIIPIP»PuPSPs 1517 PiP°CtC-C”PSC,C-PI P
PrC-P°PiPSPsP-PsPj CRP°Pe PiCHPsCI'C,P°C,Pé. P‘C-P»CHCEC-CI'C,CH PiCrC...P»PEPS
PiCEPsCI'C,P°C,Pé (70 %), PIPECIIPIP»PuPSPEC... P-P° PrPsPiPsPjPsPiPsCh P+C-PsPiCI'C-C—, PI
PsP+PsC... PiICRCrPiP°C... P»C-PeCrPIP°PSPSCII PjP°P»Pé PIPECI'PsPeP&PN. CHC-PIPuPSCH
PrPéC, PuCHPpPSC+C-CRPIP°PSPSCII (58 “6 P+P°P»C-PI P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP°).

PJ PiCRCtPiC- PrCfC,P°CI'C,PpuCEP&EPrCt P-P°CEPuC”CI'C,CEPsPIP°PSPs P+C-P»CHCE



PIP&CI'PsPeCr C+P°CI'C,PsC,Cr (n = 29, 0,9 %)

PSP&P-CHPePsPrPéC, PuCHPuPSCC-PNePsPIP°PSPsPiPs CHP°PeCr PiCHPsCI'C,P°C,Pé (88510
P+P°P»C-PI P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP°) PiPsCHC-PIPSCIIPSPs P- PiCECrPiPsCh
PiP»P°CtPpP+Ps (n = 19, 0,6 %) (CH = 0,15). P] PiPuCHC£C- 2 CHPsPePé
PrPsCI'P»C-PrPIPuPSPSCII PeC-P»CHPeC-CI'C,CH PiP°CtC-C”PSC,C-PI P- CEP°PePsPj
PiPuCHPpPrPjC-C...CrCEPsPIPSC— P-P°P»PsP-Pé P- PiPsPeP°P-PSP&PePsPj 88“10 P+P°P»C-PI
P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP° P+CrP»P° PsPrPSP°PePsPIPsCh PI PiCHCrPiC-
PrCrC,P°CI'C,PuCEP&PrCr (n 17, 0,5%) C- PI PiCHCIPiC- PiP»P°CtPuP+Ps (n = 18, 0,5 %).
PiCHPsC,CLIPiPsPj B 38F“4-PiPs CHPsPeC-PI PrPsCI'P»C-PrP{PuPSPSCII P+C-P»CHCEP®
PeC-P»CHPeC-CI'C,CH PIP&PiP°PrPeC-PI CHP°PeCr PiPuCHPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé P- PiPsPeP°P-PSP&PePsPj 8810 P+P°P»C-PI P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP°
P+CrP»P° PrC-P°PiPSPsCI'C,PsPIP°PSP° Cr PiCRCrPiC- PrCrC,P°CI'C,PuCHP&PrCr (n = 12, 0,5 %)
PiPsCEC-PIPSCLIPSPs P- PiCHCIPiPsCh PiP»P°CtPuP+Ps (n = 1, < 0,1%) (CE = 0,0035).
P&PuPjP°C” PrP°PSP&C... PiCHPs PIPiP»P&PI PSP° CHPéP-PéPe CRPsP-PIPéC,PeCt CHP°PeCr
PiCEPsCI'C,P°C,Pé Ct C+PsP»PsPIC-PeC-PI, CLIPeC- PiCHPéPN-PjP°CRC,CH
PrCrC,P°CI'C,PuCEPé&Pr PiPsPSP°Pr 4 CHPsPePé. P’C-PrCI'PsC,PsPe PiP°CtC-C”PSC,C-PI P-
PrC-P°PiPSPsP-PsPj CEP°PeCr PiPuCHPuPrPjC-C...CfCEPsPIPsC— P-P°P»PsP-Pé P-
PiPsPeP°P-PSP&PePsPj 885“10 P+P°P»C-PI P-P° CEPeP°P»PsCR P“P»C-CI'PsPSP°
P-P+PpCHC-PiP°PICI'CII PiPsCI'C,C-PNePSP&Pj PI CHC-P-PSC- PiPuCHC-PsPrpPé
PrPsCI'P»C-PrPPuPSPSCII (185 “2-PéPN. CHPsPePé, 38 “4-PéPN. CHPsPePé) PI PiCRCIPiC-
PrCrC,P°CI'C,PuCEP&PrCr (0,5 % Cr PePsPIPSPéPNe PiPuCHC-PsPr C+P°CI'Cr), Cr C,PsPNe C+P°CI’
CLIPe Cr PiCHCrPiC- PiP»P°CtPpP+Ps PIC-PrCI'PsC,PsPe PiP°Ct+C-C”PSC,C-PI C-P-
PSP&P-CHPePsPrPéC, PuCHPuPSCC-PNePsPIP°PSP&Pj CHP°PePsPj PiCHPsCI'C,P°C,Pé (88H“10
P+P°P»C-PI P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP°) P+CrPI PSPéPYC+PéPj Cr 385 “4-C,PéPNe
CHPsPePé, PSC-PY PI 18F“2-PEéPNe CEPsPePé (< 0,1 %B C- 0,5 %, PIC-PrPiPsPIC-PrPSPs) (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCILIB»). PkPp P+CrP»Ps
PSC-CLIPePsC— CHC-P-PSP&Ct+C- PI CP°CI'C,PsC,C- PIPEPiP°PrPeC-PI CHP°PeCr
PiPuCHPpPrPjC-C...CrCEPsPIPsC— P-P°P»PsP-Pé P- PiPsPeP°P-PSP&PePsPj 78H“10 P+P°P»C-PI
P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP° (CH = 0,81).

PJ 4-CFC-C+PSPsPjCt PeP»C-PSC-C+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P»C-PeCIPIP°PSPSCII
PrPsP+CEPsCLIPeC-CI'PSPsC— PiC-PiPpCEHPiP»P°P-C-C— PiPuCEPuPrPjC-C...CtCHPsPIPSC—
P-P°P»PsP-PéB (CombAT), PrPuB PiPuCHPIPéPSPSP&Pj PiCEPsC,PsPePsP»PsPj PSPu P+CrP»Ps
PiPuCHPRPrP+P°C+PuPSPs PsP+PsPIER ™ CLIP-PePsPICT P+C-PsPiCI'C-Ch C- PICI'C-
PrC-P°PiPSPsP-Pé CEP°PeCrt PiCEPsCI'C,P°C,Pé P+CIP»Pé PICI'C,P°PSPSPIP»PuPSC- PSP®
P+C-PsPiCI'C-C— P-P° PiPsPeP°P-P°PSPSCIIPjP&, C{P°CI'C,PsC,P° PIP&PiP°PrPeC-PI CEP°PeCr
PiPpCEHPuPrPjC-C...CFCEPSPIPSC— P-P°P»PsP-Pé P- PiPsPeP°P-PSP&PePsPj 85510 P+P°P»C-PI
P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP° P+CrP»P° 0,5 % (n = 8) Ct PiCRCIPiC-
PrCrC,P°CI'C,PuCHPEPrCr 0,7 % (n=11), Ct PiCRCIPiC- C,P°PjCI'CIP»PsP-P&éPSCt C,P° 0,3% (n=5)
Cf PiCRCIPiC- PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C—.

P—PIER™ CLIP-PsPe PjC-P§ P-P°CI'C,PsCI'CFPIP°PSPSCLIPj PrCtC,P°CI'C,PpuCHPEPICt C,P°
PIP&PSP&PePSPuPSPSCLIPj PSP&P-CHhPePsPrPéC, PuCHPUPSCC-PN-PsPIP°PSPsPiPs CEP°PeCt
PiPLCEPHPrPjC-C...CfCEPSPIPsC— P-P°P»PsP-Pé P-P°P»P&CEP°C”C,CEhCI'CLI

PSPuP-8R™ CLICI'PsPIP°PSP&P;.

P P°Pe PiCHCéPrPSPsC— P-P°P»PsP-P¢ Cé C$PsP»PsPIC-PeC-PI

P”PIP° PIP&PiP°PrPsPe-PePsPSC,CHPsP»CHPsPIP°PSC- PuPiC-PrPuPjC-PsP»PsPiC-CPSC-
PrPsCI'P»C-PrPIPuPSPSCLI, PsPrPSPu PiCEPsPIPRPrPuPSPs Cr PYPEPh
BBBBBBBBBBBBBBB B B (n=339 PIP6PiP°PrPeC-PI CHP°PeCt PiCECIPrPSPsC—
P-P°P»PsP-Pé C- n=6780 Cr PiCECIPiC- PePsPSC,CEPsP»Ch), P° C-PSCEPy Cr P’PuP»PéPeC-PNe



P‘CHPEC,P°PSC-C— B B B B B B B (n= 398 PIPEPiP°PrPeC-PI CHP°PeCr PiCHCrPrPSPsC—
P-P°P»PsP-Pé C- n=3930 Cf PiCHCrPiC- PePsPSC,CHPsP»Ch) Cr P+P°P-P°C... PrP°PSP&C...
PsC...PsCEPsPSPé P-PrPsCHPsPIsF ™ CLI, PSPy PiPsPeP°P-P°P»Pé PSC-CLIPePsPiPs
P-P+C-P»CHCEPuPSPSCII CHPEP-P&PeCr CRPsP-PIPéC,PeCt CRHP°PeCr PiCHCrPrPSPsC—
P-P°P»PsP-Pé Cr CPsP»PsPIC-PeC-PI PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC-
C-PSPiC-P+C-C,PsCEC-PI 5a-CHPuPrCrPeC,P°P-Pé. P PuP-CrP»CHC,P°C,Pé PiPuCHCEPsPiPs
PrPsCI'P»C-PrPPuPSPSCII PSPy PIPECIIPIPEP»Pé PiPsP-P&C,PEPIPSPsPiPs
PIP-P°C”PjPsP-PIBF™ CLIP-PeCrt P- ChP°PePsPj PiCHCIrPrPSPsC— P-P°P»PsP-Pé
(PIC-PrPSPsCI'PSPéPNe CHPéP-PéPe PrP»ClII 3 1 CHPsPeCr P-P°CI'C,PsCI'CrPIP°PSPSCII PrPs
PICI'C,P°PSPsPIP»PuPSPSCII PrC-P°PiPSPsP-Ct CHP°PeCr PiCRCrPrPSPsC— P-P°P»PsP-Pé
PiPsCHC-PIPSCIIPSPs P- < 1 CRPsPeCr P-P°CI'C,PsCI'CfPIP°PSPSCII: 0,70: 95 % P”Pt 0,34, 1,45).
P] PrCRCrPiPsPjCt PrPsCI'P»C-PrPIPuPSPSC- PsCtC-PSPuPSPEPNe PIC-PrPSPsCI'PSP&PNe
CHPEP-PéPe CHP°PeCr PiCHCIPrPSPsC— P-P°P»PsP-Pé, PiPsPIBF™ CLIP-P°PSPEPN. C-P-
P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCHC-PI 5a-CHPuPrCrPeC,P°P-Pé
PiPsCHC-PIPSCILIPSPs P- C,P°PePéPj PiCEPé PIC-PrCI'CrC,PSPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C,P°PSPsPIP&PI 1,08: 95 % P”Pt 0,62, 1,87).

PiiCRP&C+PEPSPSPEPNe PIP-P°C”PjPsP-PI8E ™ CIIP-PsPe PjC-PY PIP&PiP°PrPeP°PjPé CEP°PeCr
PiCHCrPrPSPsC— P-P°P»PsP-Pé Cr C+PsP»PsPIC-PeC-PI C,P° PrPsPIPiPsC,CHP&PIP°P»P&Pj
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PrCrC,P°CI'C,PuCHPEPrCr PSPu PICI'C,P°PSPsPIP»PuPSPs.

Pi6P»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCII.

P>C-PeCrPIP°PSPSCII PiPsPjC-CHPSPé&C... C,P° C,CIIPIPePéC... CI'PéPjPiC,PsPjC-PIB
PrPsP+CHPsCIIPeC-CI'PSPsC— PiC-PiPuCEPiP»P°P-C-C— PiPuCHPuPrPjC-C...CftCHPsPIPsC—
P-P°P»PsP-Pé.

P—PjPpPSCEPuPSPSCII CRHPEP-PéPeCr PIPEPSP&PePSPUPSPSCII PiPsCI'C,CHPsC—
P-P°C,CRHPEPjPePé CI'PuC+C- C,P° PSPuPsP+C...C-PrPSPsCI'C,C- C...C-CHCrCEHPiC-C$PSPsPiPs
PIC,CRCrC+P°PSPSCII Cr PiP°CtC-C”PSC,C-PI P- PiPsPjC-CHPSP&PjPé C,P° C,CLIPPeP&éPjPé
CI'P&PjPiC,PsPjP°PjPé PrPsP+CHPsCIIPeC-CI'PSPsC— PiC-PiPpCHPiP»P°P-C-C—
PiPpuCHPpPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P”CrPsPrP°CHC, PSPu P-P°CI'C,PsCI'PsPICFfCRC,CH PrP»CLI P»C-PeCrPIP°PSPSCII
PYC-PSPsPe C- PrC-C,PpPNe (PrPéPI. CEPsP-PrC-P» B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr
PiPnCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCHCIrPrPrCRB»).

P”CrPsPrP°CHC, PICRPsC,PéPiPsPeP°P-P°PSPEPNe C...PIPsCRP&Pj P-
PiC-PrPIPEC%oPuPSPsCRB C#CrC,P»P&PIC-CI'C,Ch PrPs PrCrC,P°CI'C,PuCRHPEPTCY,
C-PSC£PéC... C-PSPiC-P+C-C,PsCHC-PI 5a-CHPuPrCrPeC,P°P-Pé, C,P°PjCI'CrP»PsP-PéPSCr
(PIPeP»CRC+P°CRC1Pé C,P°PjCI'CtP»PsP-P6PSC-PSPrCrPePsPIP°PSPEPNe
P°PSPiC-PsPSPuPICHPsC,PéC+PSP&PNe PSP°P+CHCILIPe), C-PSCEPEC... PePsPjPiPsPSPuPSC,C-PI
PiCHPpPiP°CRHP°C,Ct P°P+Ps PrPs CI'PsC— C- P°CHP°C...C-CI'Cr.



P"CtPsPrP°CEC, PiCEPsC,PéPiPsPeP°P-P°PSP&PN. C...PIPSCEP&P], CLIPeC- PjP°CRC,CH
PI P°PSP°PjPSPuP-C- PsCRC,PsCI'C,P°C,PéC+PSCT P°CEC,PpuCHC-P°P»CHPSCY
PiC-PiPsC,PuPSP-C-CRE.

P”CrPsPrP°CHC, PiCHPsC,PéPiPsPeP°P-P°PSPéPNe C...PIPsCEP&Pj P- C,CIIPPePsCh
PiPuC+C-PSPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

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

P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— PiCEPuPiP°CHP°C,Cr P"CIPsPrP°CRC, P-
C-PSCEP&PjPé P»C-PeP°CRCI'CEbPeP&PjPé P-P°CI'PsP+P°PjPé PSPy PiCEPsPIPsPrP&P»P&CICLL.
P”P°P»C- PiPsPrP°PSPs PSP°CLIPIPSCY C-PSC, PsCEPjP°CtC-Ch PiCEPs PsPeCEHPuPjC-
C-PSPiCEPuPrc-C”PSC,Pé.

P”CéC,P°CI'C,PuCFPéPT

P”P»CII PsP-PSP°PNePsPjP»PpPSPSCII P- C-PSC, PsCEPjP°CtC-C”Ch PiCRHPs P-PSPéPPuPSPSCII
CHC-PIPSC-PI PiCHPsCI'C,P°C,-CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCr (PSA) PI
CI'PECRHPsPIP°C,CtC- PeCHPsPIC- PiC-Pr CP°CI" P»C-PeCrPIP°PSPSCII
PrCrC,P°CI'C,PuCEP&PrPsPj C,P° P- CEPuPePsPjPuPSPrP°CtC-CILIPjPé PIC-PrPSPsCI'PSPs
PIP&CIIPIP»PpPSPSCII CHP°PeCr PiPuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé PrPépI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCILIB».

P’PiP»PéPI C-PSCEPéC... P»C-PeP°CECI CHhPePéC... P-P°CI PsP+C-PI PSP°
C, P°CBPjP°PePsPeC-PSPuC,PéPeCé PrCsC,P°CI C,PuCEPéPrCs

P—P°CI'C,PsCI'C2PIP°PSPSCII CEP°P-PsPj P- C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 C,P°/P°P+Ps P-
PiP»C-PePsPiCHPsC,PuC—PSCz?

P”CrC,P°CI'C,PuCHP&Pr PiPuCRPuPIP°PIPSPs PIPEPIPsPrPéC,CHhCI'CII CEP»CIIC...PsPj
PjPuC,P°P+PsP»C-P-PjCr. P"PsCI'P»C-PrPPuPSPSCI] in vitro PiPsPeP°P-CfCRC,CH, C%oPs
PeP°C,P°P»C-P-P°C,PsCHP°PjPé PjPuC,P°P+PsP»C-P-PjCr C” CYP3A4 C- CYP3A5.

PhC, C-CtC-PNePSC- PrPsCI'P»C-PrPYPuPSPSCI] PIP-P°C”PjPsPrC-C— P- P°PeC,PéPIPSP&PjPé
C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 PSPu PiCRPsPIPsPrPéP»P&CI'CII. PuCRPsC,Pp PI
PrPsCI'P»C-PrPPuPSPSC- PiPsPiCtP»CILICtC-PNePSPsC— C,P°CHPjP°PePsPeC-PSPuC,PéPePé
PePsPSCtPuPSC,CRP°CtC-C— PrCrC,P°CI'C,PuCEP&PrCr PI CI'PECRPsPIP°C,CtC- PeCRHPsPIC-
P+CrP»Pé PI CI'PuCRPpPrPSCIHPsPjCr PI 1,685“1,8 CRP°P-Pé PIPEC%0PEPjPé Cr
PSPuPIPuP»PéPePsC— PeC-P»CHPePsCI'C,C- C,PéC... PiP°CtC-C”PSC,C-PI, CIIPeC-
PsPrPSPsC+P°CI'PSPs P»C-PeCrPIP°P»P&CI'CLI PIPuCHP°PiP°PjC-P»PsPj P°P+Ps
PrPeP»C,C-P°P-PuPjPsPj (PiPsPjC-CHPSC- C-PSPiC-P+C-C,PsChHPe CYP3A4 C,P°
C-PSPiC-P+C-C,PsCHPé P-PiP»C-PePsPiCHPsC,PuC—PSCr), PSC-PY Cr C-PSCEPéC...
PiP°C+C-C”PSC,C-PI.

PuCHPé PrPsPIPiPsCI'C,CHPsPePsPIPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- PePsPjP+C-PSP°CtC-C—
PrCrC,P°CI'C,PuCEP&PrCr P- P»C-PeP°CHCI CHhPePEPjPé P-P°CI'PsP+P°PjPé, CIIPeC- C”
CI'PéP»CIHhPSPsPrC-CRC$PéPjPé C-PSPiC-P+C-C,PsCRHP°PjPé C,PuCHPjPuPSC,Cr CYP3A4
(PSP°PiCRP&PeP»P°Pr: CRP&C,PsPSP°PIC-CH, C-PSPrPéPSP°PIC-CH, PSPuC, P°P-PsPrPsPS,
C-C,CBP°PePsPSP°P-PsP», PePuC,PsPePsPSP°P-PsP», CIIPeC- PIPIPSPrPéP»Pé
PiPuCHPsCHP°P»CHPSPs), PePsPSCtPuPSC,CHP°C+C-CII PrCrC,P°CI'C,PuCHPEPrCr PI



CI'PéCHPsPIP°C,CtC- PeCRPsPIC- PjPsPIPu PiC-PrPIPEC%o0CrPIP°C,PECICI].
P1iPsPrP°P»CHCEPp C-PSPiC-P+CrPIP°PSPSCII 5a-CHPpPrCrPeC,P°P-Pé PiCHPé
PiC-PrCI'PéP»PpPSC-PNe PrC-C— PrCrC,P°CI'C,PuCHPEPrCr C” PjP°P»PsPN:PjPsPIC-CHPSP&P;.
PhP»Pu PjPsPIP»P&PIPu P-PjPuPSCEPUPSPSCII C£P°CI'C,PsC,Pé PIPIPuPrPuPSPSCII PrPsP-
PrCrC,P°CI'C,PuCEP&PrCt Ct CEP°P-C- CEHPsP-PIP&C,PeCr PiPsP+C-C+PSPEC... PuC,PpPeC,C-PI.
PYP»C-Pr PIC-PrP-PSP°C+P&C,Pé, C%oPs Ct CHP°P-C- PiCHP&PiPSC-C+PpPSPSCI]
P°PeC,P&PIPSPsCI'C,C- C,PuCHPjPuPSC,Cr PrPsPIPiPéPNe PiPpCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII PjPsPIPu CI'C,P°C,Pé C%oPp PrPsPICEPEP]j C- CI'CrPiCrC,PSCII
C,PaCHP°PiC-CII PjPsPYPu Cr C,P°PePsPjCr PIPéPiP°PrPeCr C,CHPEPIP°C,Pé PiPsPSP°Pr 6
PjC-CI'CIICtC-PI PrPs C,PsPiPs, CLIPe P+CrPrPyu PrPsCI'CIIPiPSCrC,Ps PSPsPIPsC—B
CHC-PIPSPsPIP°PPSPsC— PePsPSCtPuPSC,CHP°C+C-C—.

P—P°CI'C,PsCI'CFPIP°PSPSCII 12 Pi C...PsP»PuCI'C,PéCHP°PjC-PSCt C+PuCHPuP- 1 PiPsPrPéPSCr
PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 5 PjPi
PrCtC,P°CI'C,PuCHPEPrCr PSPy PIPiP»P&PIP°P»Ps PSP° C, P°CHPjP°PePsPeC-PSPuC,PéPeCY
PrCrC,P°CI'C,PuCHPé&PrCr.

P’PiP»PéPI PrCéC,P°CI'C,PuCEPéPrCé PSP°® C,P°CEPjP°PePsPeC-PSPuC,PéPeCé C-PSCEPEC...
P»C-PeP°CECI'CHhPePéC... P-P°CI'PsP+C-PI

P] PSPRPIPuP»P&PePsPjCt PrPsCI'P»C-PrPIPuPSPSC- (N=24) C,CHP&PIP°P»C-CI'C,Ch PI PrPIP°
C,P&PYPSC- P-P® CFC+P°CI'C,CR P-PrPsCEPsPIPEC... C+PsP»PsPIC-PeC-PI PrCrC,P°CI'C,PuCEPéPr
(0,5 PSP° PrPsP+Cr) PSPy PIPiP»P&PIP°PI PSP° C, P°CHPjP°PePsPeC-PSPuC,PéPeCr
C,P°PjCI'CtP»PsP-PéPSCt P°P+Ps C,PuCHP°P-PsP-P&PSCY. P] CtCHbPsPjCIB
PrPsCI'P»C-PrPIPUPSPSC- C,P°PePsPY PSPu P+CrP»Ps PIP&CIIPIP»PuPSPs PsP-PSP°Pe

C, P°CEPjP°PePsPrPéPSP°PjC-C+PSPsC— PIP-P°C”PjPsPrC-C—.

P"CtC,P°CI'C,PuCEP&Pr PSPy PIPiP»P&PIP°C” PSP° C,P°CEPjP°PePsPeC-PSPuC,P&PeCY
PIP°CEC,P°CEP&PSCY P°P+Ps PrPéPiPsPeCI'P&éPSCYE. P!Pp PIP€P°P-CEC” PSP° C,Py, C%oPs
PrCrC,P°CI'C,PuCHP&Pr PSPp C-PSPIiC-P+CrC”/ PSPp C-PSPrCrPeCrC” P°PeC,P6PIPSC-CI'C,Chb
C,PuCHPjPuPSC,Ct CYP2C9 P°P+Ps P -PiP»C-PePsPiCEPsC,PpC—PSCt-
PiPpCEPuPSPsCI'PSP&PeP°. P”P°PSC- PrPsCI'P»C-PrPIPuPSCH PIP-P°C”PjPsPrC-C— in vitro
PIPeP°P-CFCRC,CH PSP° C,Py, C%oPs PrCrC,P°CI'C,PuCEP&PT PSPp C-PSPiC-P+CrC”
C,PuCEPjPRPSC,Pé CYP1A2, CYP2D6, CYP2C9, CYP2CI9 P°P+Ps CYP3A4.

PyP°PjCI'C4P»PsP-PéPS

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°PjCI'CIP»PsP-PEPSCT
PiC-PrCRPsC...P»PsCHPEPrCr P- P»C-PeP°CHCI'CHPePéPjPé P-P°CI'PsP+P°PjPé, CLIPeC-
PjPsPYCrC,CH P-PSPéPYCrPIP°C,Pé P°CHC,PuCHC-P°P»CHPSP&PNe C,PéCI Pe, Cf C,PsPjCr
C$P&CI'P»C- CHP°P-PsPj P-C- P-PSPuP+PsP»CRPIP°P»CHhPSPEPjPé P»C-PeP°CECI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé, C-PSPiC-P+C-C,PsCEP°PjPé 5-C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé C,P°
C-PSC£PéPjPé P°P»CIhC,P°-1-P°PrCHPuPSPsP+P»PsPeP°C,PsCHP°PjPé PjPsPYPp
C,PuPsCRPuC,PéC+PSPsB PiCRP&P-PIPsPrP&éC,Pé PrPs PiPsCI'PéP»PuPSPsC—
PiC-PiPsC,PpPSP-PéPIPSPsC— PrC-C—. P”CfPsPrP°CRC, PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PI PePsPjP+C-PSP°CtC-C— P- C-PSC£P&PjPé P°P»CHC, P°-1-
P°PrCHPpuPSPsP+P»PsPeP°C,PsCHP°PjPé.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CfP»PsP-PEPSCr
PiC-PrCHPsC...P»PsCEP&PI'Ct C,P° PePuC,PsPePsPSP°P-PsP»Cr (CI'PéP»CHPSPsPiPs
C-PSPiC-P+C-C,PsCHP° CYP3A4)B B P-P+C-P»CHCECrC” PV, C,P° AUC

max

C,P°PjCI'CtP»PsP-PéPSCT PiC-PrCEHPsC...P»PsCRPEPrCr Cr 2,2 C,P° 2,8 CHP°P-P°



PIC-PrPiPsPIC-PrPSPs.

PYC{PjC-CI'PSPp P-P°CI'C,PsCI'CPIP°PSPSCII C,P°PjCI'CrP»PsP-P&PSCF
PiC-PrCEHPsC...P»PsCHPEPrCt C,P° PiP°CHPsPeCI'PuC,PéPSCrt (CI'PEP»CHPSPsPiPs
C-PSPiC-P+C-C,PsCEP° CYP2D6) P-P+C-P»CHCECFC” PV, C,P° AUC C,P°PjCI'CtP»PsP-P&PSCF
PiC-PrCRPsC...P»PsCHPéPrCr Cr 1,3 C,P° 1,6 CRP°P-P° PIC-PrPiPsPIC-PrPSPs.
PHPSP°P»PsPiC-C+PSPp P-P+C-P»CHCEPuPSPSCII PsC+C-PeCrC”C,CHCI'CII Crf
PiP°CtC-C”PSC,C-PI P-C- CI'P»P°P+PeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6
PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé P- C-PSC,PuPSCI'PEPIPSP&Pj PjPuC,P°P+PsP»C-P-PjPsPj
PiCHPé CI'CrPjC-CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- P- CI'PéP»CHhPSPEPjPé
C-PSPiC-P+C-C,PsCRHP°PjPé CYP3A4.

P+C,PuPeC, CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PsP+PsC...
C-PSPiC-P+C-C,PsCEHC-PI CYP3A4 C,P° C-PSPiC-P+C-C,PsCHC-PI CYP2D6 P-
C,P°PjCI'CtP»PsP-P&PSPsPj PeP»C-PSC-C$PSPs PSPy PrPsCI'P»C-PrPICrPIP°PICI'CI], PsPrPSP°Pe
PiPsC,PuPSCt+C-PNePSPs PjPsPYPu CI'CrC,C,C"PIPs P-P+C-P»CHCECIPIP°C,PECI'CI]
PePsPSCtPpPSC,CHP°CtC-CLI C,P°PjCI'CrP»PsP-PEPSCT (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CrP»PsP-PEPSCY
PiC-PrCRPsC...P»PsCHPEPrCr (0,4 PjPi) C- CtPéPjPuC,PéPrPéPSCr (400 PjPi PePsPYPSC- 6
PiPsPrPéPS PiCHPsC,CLIPiPsPj 6 PrPSC-PI) PiCEP&P-PIPsPrPéP»Ps PrPs P-PSP&PIPuPSPSCII
PeP»C-CHPpPSCI'CY (26 %) C- P-P+C-P»CHCEPPPSPSCII AUC (PiP»PsC%oC- PiC-Pr

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh PeCHPEPIPsCh) (44 %) C,P°PjCI'CP»PsP-P&PSCT
PiC-PrCHPsC...P»PsCEP&PrCr. P”CrPsPrP°CRHC, CI'P»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PI PePsPjP+C-PSP°CtC-C— P- CtP&PjPuC,PéPrPEPSPsP;.

P’'P&CPuCEPiPSP PrPsCI'P»C-PrP{PuPSPSCII PIP-P°C”PjPsPrC-C— C,P°PjCI'CtP»PsP-P&PSCY
PiC-PrCEPsC...P»PsCEP&PrCr C- PIP°CEC, P°CRP&PSCT PSP PiCEPsPIPsPrP&P»PsCICIL.

P PpP-CtP»CHbC,P°C,Pé PsP+PjPuPIPuPSP&C. .. PrPsCI'P»C-PrPIPuPSCH in vitro C,P° in vivo C”
PSPuPrPsCI'C,P°C,PSC-PjPé. P— PsP+PuCEPuPYPSC-CI'C,CR CI'P»C-Pr PiCRPsPIPsPrP&C,Pé
PsPrPSPsCtP°CI'PSPu P»C-PeCrPIP°PSPSCII PIP°CHC, P°CHP&PSPsPj C-
C,P°PjCI'CtP»PsP-P6PSCY PiC-PrCEHPsC...P»PsCEP&PrPsP;.

PkC-CIIPePsC— PIP-P°C”PjPsPrC-C— PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI], PePsP»Pé
C,P°PjCI'CIP»PsP-PéPSCr PiC-PrCHPsC...P»PsCRP&Pr PIPIPsPrPéP»Pé PsPrPSPsC+P°CI'PSPs P:
P°C,PuPSPsP»PsP»PsPj P°P+Ps PuPSP°P»P°PiCHP&P»PsPj, P°P+Ps PSC-C, PuPrPéPiC-PSPsP;,
P°P+Ps C,PuPsC,C-P»C-PSPsPj. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
C,CfCHPsCI'PuPjC-PrCr PiCRP&P-PIPsPrPéC,CH PrPs P-PSPéPPuPSPSCII CRC-PIPSC-PI
C,P°PjCI'CtP»PsP-P&PSCT PI CI'PéCHPsPIP°C,CtC- PeCHPSPIC-, P°P»Py, PsCI'PeC-P»CHPePé
CtC- CRC-PIPSC- P-P°P»P&CE€P°CRC,CHCI'CII Cf PjPuPYP°C... PSPsCHPjP°P»CIHbPSPsPiPs
PrC-P°PiP°P-PsPSCr, PePsCHPuPeCtC-CII PrPsP-Pé PSP PiPsC,CHC-P+PSP°.

P’ CfPjPsPIP°C... in vitro PSC- PrC-P°P-PuPiP°Pj, PSC- PiCRHPsPiCHP°PSPsP»PsP», PSC-
C,CHP&C...P»PsCEPjPuC,C-P°P-P&éPr, PSC- C...P»PsCHPjP°PrPéPSPsPS, PSC-
P°PjC-C,CRP&PiC,PéP»C-PS, PSC- PrPéPeP»PsC, PuPSP°Pe, PSC- PiP»C-P+PuPSPeP»P°PjC-Pr,
PSC- CI'P&PjPIP°CI'C,P°C,PéPS PSPy P-PjC-PSCRCRC,CH PIC-P»CHPSCT C,CHP°PeCtC-Ch
C,P°PjCI'CfP»PsP-P&PSCT Cr PiP»P°P-PjC- PeCHPsPIC- P»CRPrPéPSPé. PyP°PjCI'CfP»PsP-P&PS
C,P°PePsP{ PSPy P-PjC-PSCRC” PIC-P»CHPSC- C,CHP°PeCtC-C— PrC-P°P-PuPiP°PjCt,
PiCRPsPiCHP°PSPsP»PsP»Cr, C,CHP&C...P»PsCEPjPuC,C-P°P-PEPrCr C-
C...P»PsCEPjP°PrPéPSPsPSCY.



PkC-CIIPePsC— PIP-P°C”PjPsPrC-C— PSP° CRHC-PIPSC- PiPuC+C-PSPePsPIPsPiPs
PjPuC,P°P+PsP»C-P-PjCr PSPy CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiC-Pr CP°CI’
PrPsCI'P»C-PrPPuPSCH in vitro P- PjC-PeCRPsCI'PsPjP°P»CHhPSPEPjPé C,CHP°PeCtC-CIIPjPé
PiPpC+C-PSPePé (PiPsPeP°P-PsPIPsCh C” CI'PECI'C,PuPjP° PiPsPIBF™ CIIP-P°PSPEC... P:
CtPé&C,PsC...CHPsPjP°PjPé P 450 C,PuCHPjPuPSC,C-PI, C%oPs PjPuC,P°P+PsP»C-P-CfCRC,CH
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+P¢) C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
P°PjC-C,CRP&PiC,PéP»C-PSCr, CI'P°P»CHP+CrC,P°PjPsP»Cr C- PiP»C-P+PuPSPeP»P°PjC-PrCr.
PuuCHPsC,Pp PrPéPeP»PsC, PuPSP°Pe PjPsPIPu PiC-PrPIPEC%0CrPIP°C,Pé CEPIPEPIPeC-CI'C,CH
PIPEPIPuPrPuPSPSCII C,P°PjCI'CtP»PsP-P&PSCY.

PhCI' PsP+P»PéPIPsCIC,C-
P-P°CI'C,PsCI'C4PIP°PSPSCII.

P1PsPjP+C-PSPsPIP°PSCY C,PpuCHP°PiC-Ch PiCHP&P-PSP°C+P°CRC,CH PiC-CI'P»CII
CHPuC,PuP»CHPSPsPiPs P°PSP°P»C-P-Ct CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCEP&CI'C,CH/CHPEP-PéPe, Cr P-PIBR™ CLIP-PeCrt P- PiPsC,PpPSCC-PNePSP&Pj
P-P+C-P»CHCEPuPSPSCIIPj CEP&P-PéPeCr PiPsP+C-C4PSPEC... CEPPP°PeCtC-PNe
(PIPeP»CRC+P°CRC$Pé CI'PuCRCtPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH), C,P°
PIP&PICPpPSPSCII PIP°CHC-P°PSC,C-PI P°P»CHC,PuCHPSP°C,PEéPIPSPsPiPs
P»C-PeCrPIP°PSPSCII, PIPeP»CRC+P°CRC+Pé PjPsPSPsC,PuCHP°PiC-Ch.

PuPsP+C-CtPSC- CRPuP°PeCtC-C— P- P+PsPeCr CI'PuCRCtPuPIPs-CI'CrPrPéPSPSPsC—

CI'PéCI'C,PuPjPé

P—P° PrP°PSP&PjPé PrPIPsC... 4-CHC-C$PSP&C... PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPIPuPSCH, C+P°CI'C,PsC,P° PIP&éPSP&PePSPuPSPSCII CI'PuCHCPuPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PePsPjP+C-PSPsPIP°PSPEPNe C,PuCHPjC-PS PrP»CII PICI'C-C...
PiPsPIC-PrPsPjP»PuPSCH, PiPsP»PsPIPSPéPj C+PEPSPsPj CI'PuCHCtPuPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- C,P° P-P°CI'C,C-PN.PSPsC— CI'PuCHCtPuPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-) P=CrP»P° PIPEC%0PsCh Cr PsCI'C-P+, CLIPeC-
P»C-PeCrPIP°P»P&CI'CII PePsPjP+C-PSP°C+C-C”Ch PrCrC,P°CI'C,PuCHPEPrCr P- P°P»CHC, Pe-
P+P»PsPeP°C,PsCHPsPj, PiPsP»PsPIPSP&Pj C+P&PSPsPj C,P°PjCI'CrP»PsP-PEPSPsP;,
PiPsCHC-PIPSCIIPSPs P- PsCI'PsP+P°PjPé, CIIPeC- PSPy P»C-PeCrPIP°P»P&CI'CII C,P°PePsCh
PePsPjP+C-PSP°CtC-C”CR. P§P°CI'C,PsC,P° CI'PuCHCtPpPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-
P+CrP»P° PSPéP-CHhPePsCh (< 1 %) C,P° PIP°CHC-P°P+PuP»CHPSPsCh Cr PjPuPYP°C...
CtPé&C... PrPsCI'P»C-PrPIPuPSCH. P”PéCI'PiCHPsPiPsCHCtC-C— Cr C+P°CI'C,PsC,C-
PIPEPSPéPePSPuPSPSCII CI'PuCHCtPuPIPs-CI'CFPrPEPSPSPEC. .. PiPsP+C-C+PSPEC... CLIPIP&C%o
PSPuPjP°C” PI PIPsPrPSPsPjCr P- PrPsCI'P»C-PrPIPuPSCH. PuCRHP&C+PEPSPSPsPiPs
PIP-P°C”PjPsP-PIBF ™ CLIP-PeCr PjC-PY P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PrCtC,P°CI'C,PuCRHP&PrCr
(PsPeCHPuPjPs P°P+Ps Cr PePsPjP+C-PSP°CtC-C— P- P°P»CHC, P°-P+P»PsPeP°C,PsCHP°PjPé)
C,P° PIPEPSPéPePSPuPSPSCIIPj CI'PuCHCtPuPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-
PICI'C,P°PSPsPIP»PuPSPs PSPu P+CfP»Ps (B«PuP°CHPjP°PePsP»PsPiC-C+PSC-
PIP»P°CI'C,PEPIPsCI'C,C-B»)

PuCHPsPIPuPrPuPSPs PjPuC,P°P°PSP°P»C-P- 12 CHP°PSPrPsPjC-P-PsPIP°PSPeC...,
PiP»P°CtPpP=+Ps- P°P+Ps PIPsCHC-PIPSCLIP»CIPSPEC... PePsPSC,CHPsP»CIbPsPIP°PSPEC...
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH (n=18802), PI CIIPePsPjCr



PsCtC-PSCRPIP°P»Pé CHPéP-PéPe CHPsP-PIPéC,PeCr PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe P-
P+PsPeCr CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsC— CI'P&éCI'C,PuPjPé PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrCrC,P°CI'C,PuCRHP&PrCr (PiPsCHC-PIPSCIIPSPs P-
PePsPSC,CHPsP»CHPSPsCh PiCHCIPiPsCh). PkPu P+CrP»Ps PICI'C,P°PSPsPIP»PuPSPs
CI'C,C-PNePePsPiPs CI'C,P°C,PéCI'C,P&C+PSPs P-PSP°C+CrC%oPsPiPs P-P+C-P»CHCEPuPSPSCII
CRHPEP-P&éPeCrB CI'PuCHCTPpPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (RR 1,05; 95 % P”Pt 0,71,
1,57), PiPsCI'C,CEPsPiPs C-PSC,P°CHPeC,Cr PjC-PsPeP°CEPrP° BBBBB BB BB B B B (RR 1,00;
95 % P”Pt 0,77, 1,30) P°P+Ps C-PSCI'CP»CHC,Cr (RR 1,20; 95 % P”Pt 0,88, 1,64).

P P°Pe PiPuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé C,P° PiCrC...P»PéPSPé PIPECI PsPePsPiPs

CI'C,CrPiPuPSCII PiCRP°PrP°CtC-C— P-P° P“P»C-CI'PsPSPsPj (PSP&P-CIhPePs-

PrPeC,PuCRhPuPSCtC-PN.PsPIP°PSC-)

PJ C...PsPrC- 4-CHC-C$PSPsPiPs PeP»C-PSC-C+PSPsPiPs PrPsCI'P»C-PrP{PuPSPSCII P-P°
CrC#P°CI'C,Ch > 8000 C+PsP»PsPIC-PeC-PI PIC-PePsPj PIC-Pr 50 PrPs 75 CHPsPeC-PI P-
PiPsPiPuCEPpPrPSCHPsCR PSPuPiP°C,PéPIPSPsCh P+C-PsPiCI'C-C”Ch PSP° CRP°Pe
PiPpCHPpPrPjC-C...CFrCHPsPIPsC— P-P°P»PsP-Pé C,P° C,PsPSPsPIP&éPj CEC-PIPSPuPj PSA PjC-P
2,5 PSPi/PjP» C,P° 10,0 PSPi/PjP» (PrPsCI'P»C-PrPYPuPSPSCII REDUCE) Cr 1517
C$PsP»PsPIC-PeC-PI P+CtP»Ps PrC-P°PiPSPsCI'C,PsPIP°PSPs CHP°Pe
PiPpCHPpPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé. P’C-PrP-PSP°C+P°P»P°CI'CH PIPEC%oP°
C$P°CI'C,PsC,P° PIPEPSPéPePSPuPSPSCII CHP°PeCt PiPuCHPuPrPjC-C...CftCHPsPIPsC—
P-P°P»PsP-Pé P- PrPéC, PuCHPuPSCHC-CRPIP°PSPSCIIPj 88510 P+P°P»C-PI P-P° C€PeP°P»PsCh
P“P»C-CI'PsPSP® Cr PiCRCrPiC- PrCrC,P°CI'C,PuCHP&PrCr (n=29, 0,9 %) PiPsCHC-PIPSCIIPSPs
P- PiCRCrPiPsCh PiP»P°CtPuP+Ps (n=19, 0,6 %). PuCHP&éC+P&éPSPSPsPiPs

PIP-P°C”PjPsP-PIER ™ CIIP-PeCr PjC-P{ P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PrCrC,P°CI'C,PuCEP&PrCr
C,P° PIPéPSPéPePSPuPSPSCIIPj PSP&P-CHPePsPrPéC, PuCEPuPSCHC-PNePSPIP°PSPsPiPs
CBP°PeCr PiPuCHPuPrPjC-C...CrCEPsPIPsC— P-P°P»PsP-Pé PICI'C,P°PSPsPIP»PuPSPs PSPu
P+CfP»Ps. PP»C-PSC-C+PSP° P-PSP°C+CrC%o0C-CI'C,CH CtPéC, CEPsPIPsPiPs
PrPéCI'P+P°P»P°PSCI'Ct PSPu PICI'C,P°PSPsPIP»PuPSP°.B

P§PsP»PsPIC-PeP&, CLIPeC- P-P°CI'C,PsCI'PsPICFCRC,CH P”CtPsPrP°CEC,, PjP°CRC,CH
CHPuPiCIP»CIICEPSPs PiCEPsC...PsPrPéC,Pé PsP+CI'C,PuPIPRPSPSCII C%oPsPrPs
PIP&P-PSP°C+PpPSPSCII CEP&P-PéPeCt CRPsP-PIPC,PeCt CRP°PeCr
PiPuCHPpPrPjC-C...CFCEPSPIPSC— P-P°P»PsP-Pé, PIPeP»CRCP°CRCPé C,PuCI'C, PSP°
PiCEHPsCI'C,P°C,-CI PiPuCtP&C,C-CPSPEPNe P°PSC,P&PiPuPS.

P] PrPsPrP°C,PePsPIPsPjCt PiPsCI'P»C-PrPsPIPSPsPjCt 2-CHC-C+PSPsPjCr
CI'PiPsCI'C,PuCHPuPYPuPSPSC- PsCEP&PiC-PSP°P»CHPSP&C... PiP°CtC-C”PSC,C-PI PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- B PrCrC,P°CI'C,PuCRP&PrCr PI CIIPePsCI'C,C- C...C-PjC-C$PSPsC—
PiCHPsC, C-P»P°PeC,PéPePé (PrPsCI'P»C-PrPYPuPSPSCII REDUCE) P+CrP»P°
PICI'C,P°PSPsPIP»PpPSP° PSP&P-CHPeP°® C+P°CI'C,PsC,P° PSPsPIPEC... PIPEPiP°PrPeC-PI
CHP°PeCr PiPuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé (PiCHCrPiP°
PrCrC,P°CI'C,PuCEP&PrCr [n=14, 1,2 %]) C,P° PiCRCIrPiP°® PiP»P°CtPuP+Ps [n=7, 0,7 %]) P-
PIC-PrCI'CrC,PSC-CI'C,CR PSPsPIP&C... C-PrPuPSC,PéC, C-PePsPIP°PSPéEC... PIPEPiP°PrPeC-PI
CHP°PeCr PiPuCHPuPrPjC-C...CfrCHPsPIPsC— P-P°P»PsP-Pé P-
PrPéC,PuCHPuPSCtC-CRPIP°PSPSCIIPj 88F“10 P+P°P»C-PI P-P° C€PeP°P»PsCh
P“P»C-CI'PsPSP°.

P”PsPIPiPsC,CRP&PIP°P»Py PiPsCI'P»C-PrPsPIPSPy (PrPs 18 CHPsPeC-PI)
CI'PiPsCI'C,PuCHPuPYPRPSPSCII PiP°CC-C”PSC,C-PI P- PeP»C-PSC-C+PSPsPiPs
PrPsCI'P»C-PrPIPUPSPSCII C-P- P-P°CI'C,PsCI'CFPIP°PSPSCIIPj C-PSCEPsPiPs
C-PSPiC-P+C-C,PsCEP° 5a-CEPRPrCtPeC,P°P-Pé (C,C-PSP°CI'C,PuCEPEPrCE) PI CLIPePsCI'C,C-



C...C-PjC-C+PSPsC— PiCHPsC, C-P»P°PeC,PéPePé PSP PiPsPeP°P-P°P»Ps
CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPsC— CHC-P-PSPECTC- PjC-P{ PiCRCrPiP°PjPé
C,C-PSP°CI'C,PuCEP&PrCr C,P° PiP»P°CtPuP+Ps Cr PiPsPeP°P-PSP&PeP°C...
P-P°PiP°P»CIHPSPsPiPs PIPEPYP&PIP°PSPSCII (HR1,02, 95 % P”Pt 0,9785“1,08) P°P+Ps
PIP&PIP&PIP°PSPSCII PiC-CI'P»CII PrC-P°PiPSPsCI'C,CfPIP°PSPSCII CHP°PeCr
PiPuCHPpPrPjC-C...CrCEPsPIPsC— P-P°P»PsP-Pé (HR1,01, 95 % P”Pt 0,85851,20).B B B

P’PiP»Pé&PI PSP° PiCRPsCI'C,P°C,-CI'PiPuCtP&C,C-C+PSPEPNe P°PSC,PEPiIPuPS (PSA

PsPsPSCHPRPSC,CHP°CC-CII PiCEPsCI'C,P°C,-CI'PiPuCtP&C, C-C+PSPsPiPs P°PSC,P&PiPuPSCY
PiPuCHPpPrPjC-C...CtCHPSPIPSC— P-P°P»PsP-Pé (PSA) B C” PIP°P{P»P&PIP&P;
PePsPjPiPsPSPUPSC,PsPj CI'PeCRP&PSC-PSPiPsPIPsPiPs PiCEPsCPuCI'Ct PrP»ClI
PIP&CLIPIP»PuPSPSCII CHP°PeCr PiPuCEPuPrPjC-C...CtCHPsPIPSC— P-P°P»PsP-Pé.
P”CfC,P°CI'C,PuCEHP&Pr P-PrP°C,PSPEPN: P-PSP&P{CrPIP°C,Pé CHC-PIPuPSCH
CI'P6CEHPsPIP°C,PePsPIPsPiPs PiCEPsCI'C,P°C,-CI PiPuCtP&C, C-CPSPsPiPs P°PSC,PéPiPuPSCr Cr
C...PIPSCEP&C... PiCEP&P+P»P&P-PSPs PSP° 50 % C+PuCHPuP: 6 PjC-CI'CLICtC-PI
P»C-PeCrPIP°PSPSCIL.

PiP°CtC-C”PSC,Pé, CIIPeC- PiCHPEPNePjP°CRC,CH P”CrPsPrP°CKC,, PiPsPIP6PSPSC- PjP°C,Pé
PSPsPIPEPNe PIPEC...C-PrPSPéPNe CHC-PIPpPSCH> PSA, PICI'C,P°PSPsPIP»PuPSP&PNe C+PuCHPuP-
6 PjC-CI'CIICtC-PI PiC-CI'P»CII P»C-PeCrPIP°PSPSCII CtPéPj PiCEPuPiP°CHP°C,PsP;.
PkP°PrP°P»C- CtPuPNe CRC-PIPuPSCH CEPuPePsPjPuPSPrCrC”C,CHhCI'CII
PiPpuCHPpPIC-CHCIIC,Pé CEPuPiCIP»CLICHPSPs. P‘CfPrCH-CILIPePy PiC-PrC,PIPuCEPrPIPuPSPu
P-P+C-P»CHCEPpPSPSCII CHC-PIPSCII PSA PIC-Pr PSP°PNePSP&PYC+PsPiPs CHC-PIPSCII PiC-Pr
C$P°CI" P-P°CI'C,PsCI'C*PIP°PSPSCI] P”CrPsPrP°CHC,Crt PjPsPPu P+CrC,Pé
CI'PIC-PrC+PuPSPSCIIPj PSP°CIIPIPSPsCI'C,C- CHP°PeCr PiPuCHPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé P°P+Ps PSPuPrPsC,CEP&PjP°PSPSCII CEPuPYP&PjCr P»C-PeCrPIP°PSPSCII
P”CrPsPrP°CHC,PsPj C- PiPsC,CEPpP+CrC” CEPuC,PuP»CHPSPsPiPs PIPEPICPuPSPSCI],
PSP°PIC-C,CH CIIPeC%oPs PiPsPeP°P-PSP&PePé PSA P-PSP°C...PsPrCLIC,CHhCI'CII Crf
PjPuPYP°C... PSPsCEPjPé Ct CPsP»PsPIC-PeC-PI, CIIPeC- PSPp P»C-PeCrPIP°P»PéCI'CH
C-PSPiC-P+C-C,PsCHP°PjPé 5a-CRPpuPrCrPeC,P°P-Pé. PuCHPé C-PSC,PuCHPiCEPuC,P°CtC-C—
PiPsPeP°P-PSP&PeC-PI PSA Cr C...PIPsCRPéEC..., CIIPeC- P»C-PeCrCRC,CHCICI]
P”CrPsPrP°CHC,PsPj, CI'P»C-Pr P-PIP°PIP°C,Pé PSP° PiPsPiPuCEPuPrPSC- PiPsPeP°P-PSP&PePé
PSA PrP»CII PiPsCEC-PIPSCIIPSPSCI].

P—P°CI'C,PsCI'CFPIP°PSPSCII P”CrPsPrP°CHC,Cr PSPy PIPiP»P&PIP°C” PSP®
PIP&PePsCHP&CI'C,P°PSPSCII CHC-PIPSCII PiCHPsCI'C,P°C,-CI PiPuCtP&C, C-CPSPsPiPs
P°PSC,PéPiPuPSCrt PrP»CII PrC-P°PiPSPsCI'C,PéPePé CHP°PeCr
PiPpCHPuPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé PiC-CI'P»CLI PICI'C,P°PSPsPIP»PpuPSPSCII
PNePsPiPs PSPsPIPsPiPs PIPEC...C-PrPSPsPiPs CHC-PIPSCII.

P—P°PiP°P»CHPSP&PNe CEC-PIPuPSCH CI'PECEPsPIP°C,PePsPIPsPiPs PiCHPsCI'C,P°C,-
CI'PiPuCtP&C, C-C+PSPsPiPs P°PSC,PéPiPuPSCr PiPsPIPuCHC,P°C”C,CHCI'CII PrPs
PIP&C...C-PrPSPsPiPs CHC-PIPSCII PiCHPsC,CLIPiPsPj 6 PjC-CI'CIICtC-PI PiC-CI'P»CII
PiCHPEPiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCI].

PYPiC-PIPIC-PrPSPsCEPuPSPSCII PY PIC-P»CHPSPsPiPs PiCEPsCI'C,P°C,-

CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCt C- P-P°PiP°P»CHPSPsPiPs PNePsPiPs
CRHC-PIPSCII P-P°P»PéCEP°C”C,CHCI'CII CI'C,P°P»PéPj PSP°PIC-C,CH PiC-Pr C+P°CI’
P»C-PeCrPIP°PSPSCII P”CrPsPrP°CHC,PsPj. PIPeC%oPs PrP»CII PIP&P-PSP°C+PpuPSPSCII
CHP°PeCr PiPuCHPpPrPjC-C...CrCEPsPIPsC— P-P°P»PsP-Pé P»C-PeP°CH PIPECHC-CEPEC,CH
PIPéPePsCEP&CI'C,P°C,Pé PIC-PrCI'PsC,PePsPIPéPNe PiPsPeP°P-PSPéPe PIC-P»CIHhPSPsPiPs



PiCEPsCI'C,P°C,-CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCr Cr C...PIPsCHPsPiPs, CIIPeP&PNe
P»C-PeCrC”C,CHCI'CII P”CrPsPrP°CRHC,PsPj, PSC-CIIPePsPiPs PePsCHPuPiCrPIP°PSPSCII
PiPsPeP°P-PSP&PeP° PIC-P»CIHbPSPsPiPs PiCHPsCI'C,P°C,-CI'PiPuCtPéC, C-C+PSPsPiPs
P°PSC,PéPiPuPSCr PiCHPsPIPsPrPéC,Pé PSPn PiPsC,CHC-P£PSPs.

PPuCHPPr PiPsC+P°C,PePsPj PeCrCECI'Ct P»C-PeCrPIP°PSPSCII P”CrPsPrP°CHC,PsPj C,P°
PiPpCHC-PsPrPéC+PSPs PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,P°Pj P-
PrPsP+CHPsCIIPeC-CI'PSPsCR PiC-PiPpCEPiP»P°P-C-C”Ch PiPuCEPuPrPjC-C...CFCEPsPIPsC—
P-P°P»PsP-Pé CI'P»C-Pr CHPsP+P&C,Pé PiP°P»CHCtPpuPIPp CHPuPeC,P°P»CHPSPu
PsP+CI'C,PuPYPuPSPSCI], P° C,P°PePsPq P-P°CI'C,PsCI'PsPICFPIP°C,Pé C-PSCEC- PjPuC,PsPrPé
PIP&CIIPIP»PpPSPSCII CHP°PeCt PiPuCHPuPrPjC-C...CFrCHPsPIPsC— P-P°P»PsP-Pé.

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

P>C-PeCrPIP°PSPSCI] C...PIPsCEP&C... P- C,CLIPfPePsCh PSPéCHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CRB (PeP»C-CRPuPSCI’ PeCHPuP°C,PEPSC-PSCr < 10 PjP»/C...PI)
PiPsC,CHC-P+PSPs PiCHPsPIPsPrPEC,Pé P- PsP+PuCREPuPYPSC-CI'C,Ch, PsCI'PeC-P»CH>PePé
C,P°CHPjP°PePsPeC-PSPuC,PéPeP° PrCrC,P°CI'C,PuCEP&PrCr Cr C,P°PePéC... C...PIPsCHPEC...
PSPy PIPEPICP°P»P°CI'Clb.

PHCRHC,PuCRC-P°P»CIbPSP° PiC-PiPsC,PuPSP-C-CII

PiPsPrC-P+PSPs PrPs C-PSCEP&C... P°P»CHC, P°1-P°PrCEPuPSPsP+P»PsPeP°C,PsCHC-PI,
PsCHC,PsCI'C,P°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CI] PjPsPPu PIPEPSP&PePSCIC,Pé Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- P»C-PeCrPIP°P»P&CI'CII C,P°PjCI'CIP»PsP-P&PSPsPj, C- Cr
CHC-PrPeC-CI'PSP&EC... PIPEPiP°PrPeP°C... PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs CI'PEPSPePsPiPy.

PuCHPé PiPuCHCEPEC... PsP-PSP°PeP°C... PsCRC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PpPSP-C-C—
(P-P°PiP°PjPsCRHPsC+PuPSPSCII, CI'P»P°P+PeC-CI'C,CH) PiP°CtC-C”PSC,C-PI, CIIPeC-
CHPsP-PiPsCP°P»Pé P»C-PeCrPIP°PSPSCII P”CrPsPrP°CHC,PsPj, CI'P»C-Pr PiPuCRPuPIPuCI'C,Pé
Cr PiPsP»PsPYPuPSPSCII CI'PéPrCLICPé P°P+Ps P»PpPYP°C1Pé, PiPsPePé CI'PéPjPiC,PsPjPé PSPu
PjP&PSCrC,CH.

PYP»C-Pr PrPsC,CHPéPjCrPIP°C,PéCI'CH PsP+PuCHPuPIPSPsCI'C,C- PiCHPé
CI'CrPjC-CI'PSPsPjCrt P-P°CI'C,PsCI'CfPIP°PSPSC- P°P»CHC, P°-
P°PrCEPpPSPsP+P»PsPeP°C,PsCHC-PI, PIPeP»CRC+P°CRCtPé C,P°PjCI'CFP»PsP-PéPS, C,P°
C-PSPiC-P+C-C,PsCRHC-PI 5-C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé. PHP»CHC,P°-
P°PrCHPuPSPsP+P»PsPeP°C,PsCHPé C,P° C-PSPiC-P+C-C,PsCHPé 5-

C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé C” PIP°P-PsPrPéP»P°C,P°C,PsCHP°PjPé C,P° PjPsPCrC,Clb
P-PSPEPYCIPIP°C,Pé P°CHC,PuCHC-P°P»CHPSPEPNe C,P&CIPe. PYCIPjC-CI'PSPp
P-P°CI'C,PsCI'CfPIP°PSPSCII CtP&C... PrPIPsC... PeP»P°CI'C-PI P»C-PeP°CHCI'CHhPePéC...
P-P°CI'PsP+C-PI PjPsPPu PiPsC,PuPSCtC-PNePSPs CI'PiCKP&éC+PéPSP&C,Pé
CI'PéPjPiC,PsPjP°C,PéC+PSCt P°CHC,PuCEC-P°P»CHPSCT PiC-PiPsC,PuPSP-C-Ch (PrPéPI.
CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHhPePEPjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé PIP-P°C”PjPsPrC-PNeB»).

PtPSC,CHP°PsPiPuCHP°CtC-PNePSPEPNe CI'PPSPrCHPsPj P°C,PsPSC-CPSPsC—

CHP°PN-PrCrP{PePé

PyC-Pr C+P°CI’ PsPiPuCEP°CtC-C— P- PiCHP&PIPSPrCr PeP°C,P°CHP°PeC,Pé C,P°
PiP»P°CIPePsPjPé Cf PrPuCIIPePEC. .. PiP°CtC-C”PSC,C-PI, CLIPeC- CHP°PSC-CEPy
PsC,CHP&PjCIPIP°P»Pé C,P°PjCI'CLP»PsP-P&PS, P+CrPI PIC-PrP-PSP°C+PpPSPEPN:



C-PSC,CHP°PsPiPuCHP°CtC-PN-PSP&PNe CI'P6PSPrCEPsPj P°C,PsPSC-C4PSPsC—
CHP°PNePrCrPPePé (PtPYPHP , PIP°CEFC-P°PSC, CI' PéPSPrCEPsPjCt PICP-CHPePsC—
P-C-PSP&CC-). PtPSC,CHP°PsPiPuCEHP°CtC-PN:PSP&EPNe CI'PéPSPrCEPsPj P°C,PsPSC-C+PSPsC—
CHP°PN:PrCIPqPePé PjPsPIPp PiCRHP&P-PIPUCI'C,Pé PrPs P-P+C-P»CHCEPUPSPSCII
CHP&P-P&PeCt PsC+PSPEC... CFCI'PeP»P°PrPSPuPSCH PiC-Pr C4P°CI" P°P+Ps PiC-CI'P»CII
PsPiPuCEP°C{C-C—. P§PsPjCt P»C-PeCrPIP°PSPSCII P”CfPsPrP°CEC,PsPj PSP
CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PiP°CC-C”PSC,P°Pj, CLIPeP&Pj P-P°PiP»P°PSPSPIP°PSPs
PsPiPuCHP°CtC-Ch P- PICEP&PIPSPrCr PeP°C,P°CEHP°PeC, Pé.

PriC-Pr C£P°CI" PiPuCRPuPrPsPiPuCHP°C1C-PNePSPsPiPs PsP+CI'C,PuPPuPSPSCII
C...C-CRHCrCHPi-PsC, C,P°P»CHPjPsP»PsPi C- PNePsPiPs P+CHPEPiP°PrP° PjP°CRC,CH

P-BR™ CLICI'CfPIP°C,Pé, C+Pé PICHP&P-PSP°C+P°P»Pé PiP°CtC-C”PSC,PsPIC- CRP°PSC-C£Pn
P°P+Ps C,PuPiPuCH P”CrPsPrP°CHC,. P!Pu PrP°CI'C,CH P-PjPsPiCr PiPuCRPuPrP+P°CtPEC,Pé
PjPsPYP»P&PICT PiPsCIIPICt C-PSC,CHP°PsPiPpCEP°CtC-PN.PSPsPiPs CI'PéPSPrCHPsPjCr
P°C,PsPSC-C+PSPsC— CHP°PNePrCrPYPePé PiC-Pr CP°CI" PsPiPuCHP°C+C-C—.

PhC,CEHP&PjP°PSPs PiPsPsPrP&PSPsPeC- PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
PiPsP-P&C,PEPIPSPEPNe PuC, PuPeC, PIC-PrPjC-PSPé C,P°PjCI'C{P»PsP-P&PSCY P-P° 1852
C,P&éPYPSC- PrPs PsPiPuCEP°CtC-C— P- PiCEP&PIPSPrCrt PeP°C,P°CEP°PeC,Pé C,P°
PiP»P°CrPePsPjPé, PsPrPSP°Pe PiPuCEPuPIP°PiPé C,P° CI'C,CEPsPePé PiCEP&PiPE6PSPRPSPSCII
P»C-PeCrPIP°PSPSCII PrPs PsPiPpCHP°CtC-C— P- PICRP&PIPSPrCr PeP°C,P°CRP°PeC,Pé C,P°
PiP»P°CrPePsPjPé PSPp PICI'C,P°PSPsPIP»PuPSC-.

PkPuPiPuCHPjPuC,PéC+PSC- PeP°PiCI'CrP»Pé

P”CrC,P°CI'C,PuCHPEPr P°P+CI'PsCHP+CrC”C,CHCI'CII CPuCHPuP: CEPeC-CRCY, C,PsPjCr
PYC-PSPePé C,P° PrC-C,Pé PjP°CRC,CH CrPSP&PeP°C,Pé PePsPSC,P°PeC,Cr P-
PSPuPiPuCHPjPuC,PECEPSP&PjPé PeP°PiCI'CrP»P°PjPé. PIPeC%oPs CHC-PrPEPSP° P-
PeP°PiCI'CrP»Pé PiPsC,CHP°PiPéP»P° PSP° C€PeC-CRHCr, C—C— CI'P»C-Pr PSPuPiP°PN-PSPs
P-PjP&C,Pé PIPsPrPsCR P- PjP&éP»PsPj.

PtPSPiC-P+C-C,PsCHPé& PYYP3A4 C,P° CYP2D6

PYCrPjC-CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CIP»PsP-P&PSCr
PiC-PrCHPsC...P»PsCEP&PrCr P- CI'PéP»CHPSPEPjPé C-PSPiC-P+C-C,PsCHP°PjPé PYYP3A4
(PSP°PiCHPEPeP»P°Pr PePuC,PsPePsPSP°P-PsP»PsPj) P°P+Ps 8R“ Cr PjPuPSCEC-PNe PjC-CHC-
BR“ P- CI'P&P»CHhPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP2D6 (PSP°PiCRP&PeP»P°Pr
PiP°CHPsPeCI'PuC,PéPSPsPj) PjPsPYPp P-P+C-P»CHCECIPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-Ch
C,P°PjCI'CtP»PsP-P&PSCT (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEPEPjPé
P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).
PyPsPjCt PSPu CHPuPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICrPIP°C,Pé
C,P°PjCI'CrP»PsP-PéPS PiP°CtC-C”PSC,P°Pj, CIIPeC- P»C-PeCrChC,CHhCI'CII
CI'PéP»CHPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé PYYP3A4, C,P° CHPuPePsPjPuPSPrPsPIP°PSPs
P- PsP+PuCHPuPYPSC-CI'C,CR P-P°CI'C,PsCI'PsPICFPIP°C,Pé C,P°PjCI'CrP»PsP-PEPS
PiP°CtC-C”PSC,P°Pj, CLIPeC- P»C-PeCrCRC,CHCI'CII PiPsPjC-CHPSP&PjPé
C-PSPiC-P+C-C,PsCEP°PjPé PYYP3A4 (PSP°PiCEP&PeP»P°Pr PuCHPEC,CHPsPjC-CtP&PSPsPj),
CI'PéP»CIHhPSP&PjPé P°P+Ps PiPsPjC-CHPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP2DS6,
PePsPjP+C-PSP°CtC-C”Ch PsP+PsC... PYYP3A4 C,P° CYP2D6 C-PSPiC-P+C-C,PsCHC-PI P°P+Ps
PiP°CtC-C”PSC,P°Pj P-C- CI'P»P°P+PeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj CYP2DG6.

PuPuC+C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CHh



P’PiP»PéPI PiPpC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PSP®
C,,P°CHPjP°PePsPeC-PSPiC,PéPeCIB PrCrC,P°CI'C,PuCHPEPIrCr PSPy PIPEPIC+P°PICI'CI].
PSPuCEPpP- P°PeC,PéPIPSPEPNe PjPuC,P°P+PsP»C-P-Pj PrCrC,P°CI'C,PuCHPEPrCr C,P° 38B"5-
C,Pé C,PéPYPSPuPIPEPN: PiPuCHC-PsPr PNePsPiPs PSP°PiC-PIPIPéPIPuPrPuPSPSCII
P»C-PeCrPIP°PSPSCII PrCrC,P°CI'C,PuCEPEPrPsPj C...PIPsCHP&EC... P- P»PpPiPePsCh P°P+Ps
PiPsPjC-CHPSPsCHh PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch CI'P»C-Pr
PiCEPsPIPsPrPéC,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB», B«PiCHPsC,PéPiPsPeP°P-P°PSPSCILIB»,
B«PxP°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PEPIPsCI'C,C-B»).

P”PsPiPsPjC-P{PSC- CRPuC+PsPIPéPSPe

P”CrPsPrP°CHC, PjC-CI'C,PéC,CH P+P°CHPIPSPéPe FD&C Yellow 6 (E 110), C%oPs PjPsPPu
CI'PiCEP&CPEPSPEC,Pé P°P»PuCHPiC-C+PSC- CHPuP°PeCtC-C—.

P P°Pe PiCRCIPrPSPsC— P-P°P»PsP-Pé Cr C+PsP»PsPIC-PeC-PI

PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCKPs CEC-PrPeC-CI'PSC- PIPEPiP°PrPePé CHP°PeCr
PiCECrPrPSPsC— P-P°P»PsP-Pé Cr C+PsP»PsPIC-PeC-PI PiC-Pr C+P°CI’ PeP»C-PSC-C$PSPéC...
PrPsCI'P»C-PrPPuPSCH C,P° Cr PiPsCI'C,PjP°CRPePuC,PéPSPiPsPIPEPNe PiPuCHC-PsPr. PuCHPé
CtCHPsPjCr PuPiC-PrPpPjC-PsP»PsPiC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCII PIPeP°P-CrCRC,CH
PSP° PIC-PrCI'CrC,PSC-CI'C,CH PiC-PrPIPEC%oPuPSPSCII CRP&P-PéPeCt CEPsP-PIP&C,PeCr
CHP°PeCr PiCRHCIPrPSPsC— P-P°P»PsP-Pé Ct C+PsP»PsPIC-PeC-PI PiCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSPiC-P+C-C,PsCHC-PI 5a-CHPuPrCrPeC,P°P-Pé. P>C-PeP°CHC-
PiPsPIPEPSPSC- PiPsPiPuCHPuPrPéC,Pé CI'PIPsC—C... PiP°CtC-C”PSC,C-PI PiCHPs
PSPuPsP+C...C-PrPSC-CI'C,CH PSPuPiP°PNePSPs PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs P+CrPrCH-
CIIPeC- P-PjC-PSPé Cr C,PeP°PSP&PSC- PiCHCIPrPSPsC— P-P°P»PsP-Pé, PSP°PiCHP&éPeP»P°Pr
PiCHPs PIPEPrC-P»PuPSPSCII C-P- CI'PsCI'PeP°® P°P+Ps PiCRP&PiCrC...P»C-CI'C,CHb.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCEC-PsPr PIP°PiC-C,PSPsCIC,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCEHCéPrPrCE.

P”CtPsPrP°CEC, PiCEPsC,P&PiPsPeP°P-P°PSP&PNe PrP»ClLI P»C-PeCrPIP°PSPSCII PYC-PSPsPe.
P”PsCI'P»C-PrPIPuPSPSCII P- PIP6PIC+PuPSPSCII PIPiP»P&PICE P”CIPsPrP°CEC,Cr PSP°
PIP°PiC-C,PSC-CI'C,CH, P»P°PeC,P°CtC-Ch C,P° C,PuCEC,PEP»CHPSC-CI'C,CH PSP
PiCHPsPIPsPrPéP»Pé. P”P°P»C- PSP°PrP°C”C,CHCI'CLI C-PSC, PsCEPjP°C+C-CLI PiCEPs
P-P°CI'C,PsCI'CFPIP°PSPSCILI PePsPYPSPsPiPs PePsPjPiPsPSPuPSC,P° PsPeCHPuPjPs.

PxPuCRC,PéP»CIHbPSC-CI'C,CIb.

P”CrC,P°CI'C,PuCEP&PT PIPiP»P&PIP°C” PSP° C...P°CHP°PeC,PuCEPECI'C,PéPePé
PuCILIPeCrP»CIIC,Cr (P-PjPuPSCEPUPSPSCII PeC-P»CHPePsCI'C,C-
CI'PiPpCHPjP°C,PsP-PsC—PrC-PI, PsP+8F™ C”PjCt PuCILIPeCrP»CIIC,Ct C,P°
CHCrC...PsPjPsCI'C,C- CI'PiPuCHPjP°C,PsP-PsC—PrC-PI). PkPp PIPéPeP»CRCPpPSPEPNe
CRPéP-PéPe P-PSPEPTPuPSPSCII C+PsP»PsPIC-C+PsC— C,PuCHC,PéP»CHPSPsCI'C,C-.

PhCtC-PSPeP° PIPiP»P&PICT C,P°PjCI'CP»PsP-PéPSCr PiC-PrCHPsC...P»PsCHPéPrCr PSP°
PeC-P»CHPeC-CI'C,CH P°P+Ps C,CrPSPeCtC-Ch CI'PiPuCHPjP°C,PsP-PsC—PrC-PI PSPu
PiCEPsPIPsPrPéP»P°CI'CI].



P'P°PiC-C,PSC-CI'C,CIb.

PiPe C- C-PSC£C- C-PSPiC-P+C-C,PsCHPé 5a-CHPpuPrCrPeC,P°P-Pé, PrCrC,P°CI'C,PuCEHP&PT
PiPpCHPuCEPePsPrPIP°C” PiPuCEPuC,PIPsCHPuPSPSCH C,PuCI'C,PsCI'C,PuCHPsPSCr Cr
PrPé&PiC-PrCHPsC,PuCI'C,PsCI'C,PuCEPsPS, C%oPs PjPsP{Pu PiP°P»CIHhPjCrPIP°C,Pé
CHRPsP-PIP&éC,PsPe P-PsPIPSC-CEPSC-C... CI'C,P°C,PuPIPEC... PsCHPiP°PSC-PI Cr PiP»PsPrP°
C$PsP»PsPIC-C#PsC— CI'C,P°C,C-. PkPpuP-PSP°C#PSCt PeC-P»CHPeC-CI'C,CH
PrCrC,P°CI'C,PuCRHPEPrCr P+CrP»Ps PIPECILIPIP»PuPSPs PI PuCIIPeCrP»CIIC,C- PiCHPé
PiCEPsPIPuPrPuPSPSC- PrPsCI'P»C-PrPYPuPSPSCII. PkPuPIC-PrPsPjPs, C+Pé PIPiP»P&PIP°C”
PrCrC,P°CI'C,PuCHPEPT, C%oPs PiPsC,CHP°PiP&PI PrPs PsCHPiP°PSC-P-PjCr PYC-PSPePé P-
CI'C-PjsB™ CILIPj C$PsP»PsPIC-PeP°, CIIPePéPNe P»C-PeCrC”C,CHCI'CII P”CfPsPrP°CHC,PsPj,
PSP° PiP»C-Pr C+PsP»PsPIC-C+PsC— CI'C,P°C,C-.

PiPe C- Cf CRP°P-C- P-P°CI'C,PsCI'CFPIP°PSPSCLI C-PSCEPEC... C-PSPiC-P+C-C,PsCRC-PI 5a-
CHPuPrCrPeC,P°P-Pé, CHPuPePsPjPuPSPrCrC”C,CHCICLI PePsCHPECI'C,CIPIP°C,PECI'Clb
PiCEHPuP-PpCHPIP°C,PéPIPsPj PiC-Pr C+P°CI" CI'C,P°C,PuPIPsPiPs P°PeC,Cr, CLIPeC%oPs
PYC-PSPeP° PIP°PiC-C,PSP®, P°® C+PsP»PsPIC-Pe P»C-PeCrC”C,CHCI'CLI P”CfPsPrP°CRHC,PsPj, P-
PjPuC,PsChR P-P°PiPsP+C-PiP°PSPSCII PiPsC,CHP°PiP»CIIPSPSCR CI'C-PjsF™ CLI PrPs
PsCEHPiP°PSC-P-PjCt PC-PSPePé.

P&PuPjP°C” PrPsPeP°P-C-PI C,PsPiPs, C%oPs PIPIPpPrPuPSPSCII C,P°PjCI'CtP»PsP-PEPSCY
PiC-PrCEPsC...P»PsCEP&PrCr PIP°PiC-C,PSP&Pj CI'P°PjPeP°Pj C%oCr-CEC-PI C,P° PeCEPsP»C-PI

Cr PrPsP-P°C..., C%oPs PiPnCHPuPIPEC%0CrCRC,CH C,PuCHP°PiPuPIC,PECHPSC-,
PSPuPiP°C,PEPIPSPs PIPiP»PePIP°C” PSP° PiP»C-Pr.

P“PsPrCrPIP°PSPSCII PiCRCIrPrPrCh.

PKPpPIC-PrPsPjPs, CiPé PiCEPsPSPéPeP°CRC,CH PrCrC,P°CI'C,PuCEP&Pr C,P°
C,P°PjCI'CIP»PsP-P&PS Ct PiCHCIPrPSPu PjPsP»PsPePs PYC-PSPePé.

P—PrP°C,PSC-CIC,CH PIPiP»PéPIP°C,Pé
PSP° CEPIPéPrPeC-CIC,CH
CHPuP°PeCtC-C— PiCHPé
PePuCEHC3sPIP°PSPSC-
P°PIC,PsC,CHP°PSCI PiPsCEC,PsPj P°P+Ps
C-PSC€PéPjPé PjPuC...P°PSC-P-PjP°PjPeé.

P”PsCI'P»C-PrPIPuPSPSCII P- PIP&PIC+PuPSPSCII PIPiP»P&PICE P”CPsPrP°CEC,Cr PSP
P-PrP°C,PSC-CI'C,CH PePuCECIPIP°C,Pé P°PIC,PsC,CHP°PSCIPiPsCEC,PsPj P°P+Ps
C-PSC€P&PjPé PjPuC...P°PSC-P-PjP°PjPé PSPp PiCEPsPIPsPrPéP»P&CLICII. PhPrPSP°Pe
PiP°CtC-C”PSC,C-PI PiPsC,CEC-P+PSPs PiCRPsC-PSC, PsCRPjCIPIP°C,Pé PiCHPs
PjPsPYP»P&PIPn PIP6PSP&PePSPUPSPSCLI CI'P&éPjPiC,PsPjC-Pl, PiPsPIEF™ CIIP-P°PSP&C... P-
PsCHC,PsCI'C,P°C,P&C+PSPsCR P°CEC,PuCHC-P°P»CHPSPsCE PiC-PiPsC,PuPSP-C-C”CR,



P-PsPeCHPuPjP° PiCHPs P-P°PiP°PjPsCEPsC+PuPSPSCII, PiCRPé P-P°CI'C,PsCI'CrPIP°PSPSC-
P”CtPsPrP°CEC,Ct.

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

P”PsCHPsCI'P»C- (PIPeP»CRCfP°CRCtPé C...PIPsSCHP&C... P»C-C,PSCIHhPsPiPs PIC-PeCr

P PuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° P”CfPsPrP°CHC,Cr B8R 1 PeP°PiCI'CrP»P° (0,5 PjPi/0,4
PjPi) PSP° PrPsP+Ct. PuCHPuPiP°CHP°C, PiCHPEPNePjP°CRC,CH PiPuCEPsCEP°P»CHhPSPs
C+PuCHPuP: 30 C...PIPEP»PEPS PiC-CI'P»CII CI'PiPsPPéPIP°PSPSCII C—PYC- PI PsPrPé&PS C-
C,PsPNe PPp C+P°CT". PiP°PiCI'CrP»Cr CI'P»C-Pr PePsPIC,P°C,Pé CtC-P»PsCh, PSPu
PIC-PrPeCEP&PIP°C,Pé C,P° PSPu CREPsP-PIPsPICIPIP°C,Pé, PsCI'PeC-P»CHPePé PiCEPé
PePsPSC,P°PeC,C- C-P- PIPjC-CI'C,PsPj PeP°PiCI'CP»Pé PjPsPIP»P&PIPn
PiPsPrCRHP°P-PSPuPSPSCII CI'P»P&P-PsPIPsC— PsP+PsP»PsPSPePé CEPsC,P° C,P° PiP»PsC,PePé.

P”CIPsPrP°CEC, PjPsPIPSP° P-P°CI'C,PsCI'PSPICLPIP°C,Pé PrP»ClI P-P°PjC-C%oPpuPSPSCII
PePsPjP+C-PSPsPIP°PSPsC— C,PuCEP°PiC-C— PrCrC,P°CI'C,PuCEP&PrPsPj C,P°
C,P°PjCI'CtP»PsP-P&PSCT PiC-PrCEHPsC...P»PsCHP&EPrPsPj P- PjPuC,PsCR PiPsP»PpPiCEPpPSPSCII
P»C-PeCrPIP°PSPSCIL.

P—P°PjC-PSP°® P”CrPsPrP°CEC,PsPjB PrCrC,P°CI'C,PuCEP&PrCr P°P+Ps
C,P°PjCI'C£P»PsP-PEPSCT PiC-PrCEPsC...P»PsCEPEPrCr PiCEPé PjPsPSPsC,PuCHP°PiC-C—
PjPsP{P»P&PIP°, CLIPeC%oPs CtPpn PeP»C-PSC-C+PSPs PsP+T‘CECFPSC,PsPIP°PSPs.

PkPéCRPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH

PxP°CEPjP°PePsPeC-PSPuC,PéPeP°® P”CrPsPrP°CHC,Cr Cr C...PIPsCHPEC... P- PSPECHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPu PIP&PIC+P°P»P°CI'CH. P—PjC-PSCRPIP°C,Pé PrPsP-Cf
PiCEPpPiP°CHP°C,Cr PrP»CII P»C-PeCrPIP°PSPSCII C,P°PePéC... C...PIPsCHPEC... PSPp
PiPsC,CBC-P+PSPs (PrPéPl. CEPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCILIB» C,P° B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).

PuPpCiC-PSPePsPIP° PSPuPrPsCIC,P°C,PSC-CI'C,CH

PxP°CEHPjP°PePsPeC-PSPuC,PéPeP°® P”CIPsPrP°CHC,Cr Cr C...PIPsCHPéEC... P-
PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPu PIPEPIC+P°P»P°CI'CIb, C,PsPjCr
PiCEPpPiP°CHP°C, CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch
PiCEP& P»PpPiPeC-PNe C,P° PiPsPjC-CHPSC-PNe PiPpC+C-PSPePsPIC-PNe
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P° B«PuP°CHPjP°PePsPeC-PSPuC,PéPeP°B»). PI PIPsCHPEP; P-
C,CIIPYPePsCh PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PiCHPuPiP°CEP°C,
PiCEPsC,PéPiPsPeP°P-P°PSP&PN: (PrPéPI. CHPsP-PrC-P» B«PuCEPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P”C-C,Pe. B

P—P°CI'C,PsCI'CfPIP°PSPSCII PiCHPsC,PéPiPsPeP°P-P°PSPs.

PuPuCEPuPrPsP-C4PIP°PSPSCII.



P”P°PSP&C... PiCEPs PIP&PiP°PrPePé PiPpuCHPUPrPsP-CEPIP°PSPSCII P”CfPsPrP°CHC,PsPj
PSPUPjP°C”. P”P°P»C- PSP°PrP°C”C,CHhCI'CLI C-PSC, PsCEPjP°C+C-CLI PiCHPs
P-P°CI'C,PSCI'C£PIP°PSPSCLI PePsPYPSPsPiPs PePsPjPiPsPSPuPSC,P° PsPeCEPuPjPs.

P”CéC.P°CI'C.PuCEPéPr

P—P° PrP°PSPéPjPé PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH, Cr
PrPsP+CHPsPIPsP»CHCtC-PI CEP°P-PsPIC- PrPsP-Pé PrCrC,P°CI'C,PuCEP&PrCr PrPs 40
PjPi/PrPsP+Cr (CfB 80 CHP°P-C-PI PIPEC%0C- P-P° C,PuCHP°PiPuPIC,PEC+PSC-)
PiCEPsC,CLIPiPsPj 7 PrPSC-PI PSPu PIPéPeP»P&PeP°P»Pé P-P°PSPuPiPsPePsC”PSCH C%oPsPrPs
P+PuP-PiPuPePé C—C... P-P°CI'C,PsCI'CfPIP°PSPSCII. PuuC-Pr C+P°CI" PeP»C-PSC-C+PSPéEC...
PrPsCI'P»C-PrPYPuPSCH P-P°CI'C,PsCI'PsPICrPIP°P»Pé PrPsP-Pé PrCrC,P°CI'C,PuCRPEPrCr PiPs
5 PjPi/PrPsP+Cr PiCRHPsC,CIIPiPsPj 6 PjC-CI'CIICtC-PI P+PpP- PiPsCIIPIPé
PrPsPrP°C,PePsPIPEC... PiPsP+C-C+PSPé&C... CRPpP°PeCtC-PNe PiPsCHC-PIPSCIIPSPs C-P-
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PrCrC,P°CI'C,PuCHPEPTCr Cr PrPsP-C- 0,5 PjPi/PrPsP+Cr.

PYPiPuCtP&C, C-C$PSPsPiPs P°PSC,PéPrPsC,Ct PSPuPjP°C”, C,PsPjCt Ct CHP°P-C-
PjPsP{P»PéPIPsPiPs PiPuCHPuPrPsP-CrPIP°PSPSCII PiCHPsPIPsPrCLIC,CH
CI'PEPjPiC,PsPjP°C,P&C+PSCr C,P° PiC-PrC,CRPéPjCrPIP°P»CHPSCr C,PuCHP°PiC-Ch.

PyP°PjCI'C4P»PsP-PéPS

P&P°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII C%oPsPrPs PiPsCI'C,CHPsPiPs
PiPpuCHPuPrPsP-CrPIP°PSPSCII C,P°PjCI'CtP»PsP-PéPSCT PiC-PrCHPsC...P»PsCHP&éPrPsPj Cr
PrPsP-C- 5 PjPi, PIB CHPpP-CrP»CHC,P°C,C-B CLIPePsPiPsB
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CHB PiPsCI'C,CEP°B P°CHC,PuCHC-P°P»CIHHPSP°B
PiC-PiPsC,PuPSP-C-CLIB (CI'PECI'C,PsP»C-C$PSPéPNe B P°CHC,PuCEC-P°P»CHPSPEPN.B
C,PéCI'Pe 70 PjPj/Hg), P+P»CRPIP°PSPSCII C,P° PrC-P°CEPuCI], CIIPeC- P»C-PeCrPIP°P»Pé
C-PSC, CrP-C-C”Ch CHC-PrPéPSPé, PiC-CI'P»CLI C+PsPiPs PiP°CtC-C”PSC, PIC-PrC+CrPI
PiPsP»PpPiCEPuPSPSCII Cf C,PsPNe CI'P°PjP&PNe PrPuPSCH. P] CHP°P-C- PiPsCI'C,CHPsC—
P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PpPSP-C-C—, CIIPeP°® PIPEPSPEPeP°C” PiC-CI'P»CII
PiPpCHPuPrPsP-CrPIP°PSPSCII C,P°PjCI'CrP»PsP-PéPSCr PiC-PrCHPsC...P»PsCHP&PrPsP;j,
CI'P»C-Pr P-P°P+PuP-PiPuCtPéC,Pé PiC-PrC,CEP&PjPeCr PrC-CIIP»CHPSPsCI'C,C-
CI'PuCHCtPpPIPs-CI'CrPrPEPSPSPsC— CI'PéCI'C,PuPjPé. PiuP°CtC-C”PSC,Cr PI C,P°PePsPjCr
CI'C,P°PSC- CI'P»C-Pr PiCHP&PN-PSCIIC,Pé PiPsCHP&EP-PsPSC,P°P»CHPSPu
PiPsP»PsPYPuPSPSCII, C%oPsP+ PIC-PrPSPsPIP&C,Pé P°CHC,PuCEC-P°P»CHPSPEPN: C,PéCI Pe
C- PSPsCRPjP°P»C-P-CrPIP°C,Pé CP°CI'C,PsC,Ct CI'PuCRCtPuPIPEC... CI'PePsCHPsC+PuPSCH.
PiPeC%oPs CtPp PSPp PrPsPiPsPjPsP{Py, CI'P»C-Pr PiCHP&P-PSP°C+P&C,Pé
PiP»P°P-PjPsP-P°PjC-PSPSP&PePé, P° Ct CHP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- BR“
CI'CrPrPéPSPsP-PICFPYCrPIP°P»CHhPSC- P-P°CI'PsP+Pé. PiiPsC,CHC-P+PSPs CI'C,PuPYP&C,Pé
P-P° C,CrPSPeCtC-C”Ch PSPECHPsPe C- PiCHPsPIPsPrPéC,Pé
P-P°PiP°P»CIHPSPsPiC-PrC,CHPEéPjCIPIP°P»CHPSCT C,PuCHP°PiC-Ch. P”C-P°P»C-P- PjPsPPu
PIP&CIIPIPEC,P&CI'CLI PSPuPuC, PuPeC,PEPIPSP&P), PsCI'PeC-P»CHPePé
C,P°PjCI'CIP»PsP-PéPSCI PiC-PrCEPsC...P»PsCHP&PT PjP°PNePPp PiPsPIPSC-CI'C,Ch

P-PIB™ CIIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé PiP»P°P-PjPé.

PuCEPé PiPuCHPpPrPsP-CrPIP°PSPSC-, C%oPsP+ P-P°PiPsP+C-PiC,Pé P°P+CI'PsCHP+CtC-C—,
Cr PiP°CtC-C”PSC,P° PSPuPsP+C...C-PrPSPs PIPéPeP»PéPeP°C,Pé P+P»CRPIP°PSPSCII.
PiPeC%oPs PiCHPéPN-PSCIIC,Ps PIPuP»P&PeC- PrPsP-Pé PiCHPuPiP°CRP°C,CF,
PSPuPsP+C...C-PrPSPs PiCHPsPIPuCI'C,Pé PiCHPsPjPEPIP°PSPSCII CEP»CrPSPeP°, PrP°C,Pé
P°PeC,PéPIPsPIP°PSPu PICFPiC-P»P»CII C,P° PiCHPsPSPsCI'PSPyu, PSP°PiCHPéPeP»P°Pr
CI'CfP»CHC,P°C, PSP°C,CHC-Ch.



PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

PP»C-PSC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCII P-P°CI'C,PsCI'CrPIP°PSPSCII P”CrPsPrP°CHC,Cr
PSPu PiCEPsPIPsPrPéP»PECI'CLI, PsPrPSP°Pe P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CEPsPIP°PSPs
P+C-PsPpPePIC-PIP°P»PpPSC,PSC-CI'C,CH P”CrPsPrP°CHC,Cr PiCHPé CI'CIPjC-CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PrCrC,P°CI'C,PuCHPEPrCr C,P° C,P°PjCI'CIP»PsP-PEPSCT.

PtPSC, PsCHPjP°C+C-Ch PiCHPs PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII
PsPrPuCHPYP°PSPs P- PrPsCI'P»C-PrPYPuPSPSCII CombAT (PePsPjP+C-PSP°CtC-CII
PHPIPsPrP°CHC,Cr C,P° C,P°PjCI'CIP»PsP-PEPSCr), PI CLIPePsPjCt PiPsCRHC-PIPSCRPIP°P»Pé
PePsPjP+C-PSP°CtC-Ch PrCrC,P°CI'C,PuCEP&PrCr PI PrPsP-C- 0,5 PjPi C,P°
C,P°PjCI'CtP»PsP-P&PSCT 0,4 PjPi PsPrPéPS CEP°P- PSP° PrPsP+Cr PiCRPsC,CLIPiPsPj 4
CHPsPeC-PI P°P+Ps PjPsPSPsC,PuCHP°PiC-ChR CtPéPjPé PiCHPuPiP°CHP°C,P°PjPé.

PtPSC, PsCRPjP°CtC-Ch PiCHPs PiPsP+C-C+PSC- CHPuP°PeCtC-C— PePsPPSPsPiPs
PePsPjPiPsPSPuPSC,P° PsPeCHPuPjPs (PrCrC,P°CI'C,PuCREPéPr C,P° C,P°PjCI'CFP»PsP-P&PS)
C,P°PePsP{ PSP°PIPuPrPuPSPs PSPEPYC$Pu. PkPp PiCHPs PICI'C- PiPsP+C-C+PSC-
CBPpP°PeCtC-C—, C%oPs PIC-PrPjC-C+P°P»Pé PiCHPé P-P°CI"C,PsCI'CfPIP°PSPSC-
PePsPYPSPsPiPs PePsPjPiPsPSPuPSC,P° PsPeCHPuPjPs, PiPsPIC-PrPsPjP»CLIP»Pée PiCHPe
P-P°CI'C,PsCI'CfPIP°PSPSC- P”CfPsPrP°CHC,Ct, C- C,PsPjCt C-PSC,PsCHPjP°CtC-Ch PiCEHPs
PiPsP+C-C+PSC- CHPuP°PeCtC-C— PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PsPeCHPuPjPEC...
PePsPjPiPsPSPuPSC,C-PI P”CfPsPrP°CRC,Cr C,P°PePsPY PIPeP»CRC+PuPSPs PI PrP°PSCr
C-PSCI'C,CRCrPeCtC-CHh.

P—P° PrP°PSPéPjPé 4-CHC-C+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCILI CombAT, PIC-PrCI'PsC,PsPe
PiPsP+C-C+PSP&C... ChPuP°PeCtC-PNe, PIPEP-PSP°C+PpuPSPéEC... PrPsCI'P»C-PrPSPéPeP°PjPé
PiCEPsC,CLIPiPsPj PiPpCECEPsPiPs, PrCECrPiPsPiPs, C,CHPuC,CHPsPiPs C,P°
C$PuC,PIPuCHC,PsPiPs CEPsPeC-PI P»C-PeCrPIP°PSPSCII, P-PjC-PSCRPIP°PICI'CLI:
PIC-PrPiPsPIC-PrPSPs 22 %, 6 %, 4 % C,P° 2 % PiCHPé PePsPjP+C-PSPsPIP°PSC-PNe
C,PuCHP°PiC-C— PrCrC,P°CI'C,PuCHP&PT C,P°PjCI'CrP»PsP-PEPS; 15 %, 6 %, 3 % C,P° 2 %B
PiCEPé PjPsPSPsC,PuCEP°PiC-C— PrCrC,P°CI'C,PuCEP&PrPsPj; 13 %, 5 %, 2 %, C,P° 2 % PiCHPé
PjPsPSPsC,PuCHP°PiC-C— C,P°PjCI'CIP»PsP-P&PSPsPj. P’PEC%oP&PNe PIC-PrCI'PsC,PsPe
PiPsP+C-C+PSPé&C... ChPuP°PeCtC-PNe Cf PiCHCIPiC-, CLIPeP°® PsC,CHPEPjCIPIP°P»P°
PePsPjP+C-PSPsPIP°PSCr C,PuCHP°PiC-Ch, PiCHPsC,CLIPiPsPj PiPpCHCEPsPiPs CHPsPeCr
P»C-PeCrPIP°PSPSCII P-CrPjPsPIP»PuPSP&PNe PIPEC%oP&PjPé PiPsPeP°P-PSPéPeP°PjPé
CBPpPiCEPsPrCrPeC,PEPIPSPEC... PiPsCHCrCEPUPSCH, P° CI'P°PjPu PiPsCHCrCEPpPSPSCII
PuCILIPeCrP»CIICtC-C—, CLIPeC- CI'PiPsCI'C,PpCHC-PiP°P»PECI'CH Cr PiCHCrPiC-.

PuPsP+C-CPSC- CEPpP°PeCtC-C—, C%oPs PIPEPSP&PeP°P»Pé P- C+P°CI'C,PsC,PsCRB =1 %
PiCEPsC,CLIPiPsPj PiPuCECEPsPiPs CEPsPeCt P-P°CI'C,PsCI'CFPIP°PSPSCLI, P-P° PrP°PSP&PjPé
PrPsCI'P»C-PrPSP&CTCHPePEC. .. P°PSP°P»C-P-C-PI CombAT, REDUCE, P° C,P°PePsPq
PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSCH PjPsPSPsC,PuCHP°PiC-PNe
PePsPjPiPsPSPRPSC,P°PjPé P”CrPsPrP°CEC,Ct, PSP°PIPuPrPuPSC- PI C,P°P+P»P&CHC-.

P+PSC, PsCHPjP°CtC-CII C%oPsPrPs PiPsP+C-C$PSP&C... CRPpP°PeCtC-PNe
C,P°PjCI'CrP»PsP-P&PSCr P+P°P-CrC”C,CHCI'CLI PSP°® PrP°PSP&C..., C%oPs PrPsCI'C,CrPiPSC-
PSP° PIC-PrPiPsPIC-PrPSP&C... PjPuPrPéC+PSPEC... CRPuCI'CfCHCI'P°C.... P§P°CI'C,PsC,P°
C—C... PIP&PSP&PePSPuPSPSCII PjPsPYPu P-CHPsCI'C,P°C,Pé PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CtPIP°PSPSC- PrCrC,P°CI'C,PuCHPEPrCr C,P° C,P°PjCI'CFP»PsP-PéPSCT.



P§P°CI'C,PsC,P° PIPEPSPéPePSPuPSPSCII PiPsP+C-C$PSP&C... CHPpP°PeCtC-PNe,
PIP&CIIPIP»PpuPSPEC... Cf PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC...: C+P°CI'C,Ps (=
1/100 BB-B BBB B B B B B < 1/10), PSPuC+P°CI'C,PsB (= 1/1000 B- B < 1/100), CEC-PrPePs (=
1/10000 B- B < 1/1000), PrCrPYPu CHC-PrPePs (< 1/10000). PiiPsP+C-C+PSC- CEPpuP°PeCtC-C—,
PeP»P°CI'PéC, C-PePsPIP°PSC- P-P° PeP»P°CI'P°PjPé CI'PECI'C,PpuPj PsCHPiP°PSC-PI,
PiCEPpPrCI'C,P°PIP»PuPSPs Cf PiPsCHCIIPrPeCr P-PSPEPIPuPSPSCII C—C... CI'C,CIPiPpPSCII

C,CLIPYPePsCI'C,C-.

PeP»P°CI" CI'PECI'C,PpPjPé
PsCHPiP°PSC-PI

P1iPsP+C-C$PSC- CHPpP°PeCtC-C—

P”CrC,P°CI'C,PuCHPéPr|
C,P°PjCI'CrP»PsP-PEPS
e

P”CrC,P°CI'C,PuCHPéPT]

PyP°PjCT'CEP»PsP-P&PS

P— P+PsPeCr PSPRCHPIPsPIPsC— PkPuPiCHP&C,PsPjPSC-CI'C,CH P C-PrPePs
CTPECI'C,PpPjPé P—P°PiP°PjPsCEPsC+PuPSPSCII PSP°CI'C,Ps PSP°CI'C,Ps

P“PsP»PsPIPSP&PNe P+C-P»CH - PkPuC+P°CI'C,Ps
P— P+PsPeCr CTPuCRCtCII B PYPuCHCPuPIP® PkPuC$P°CI'C,Ps PkPuC$P°CI'C,Ps’

PSPuPrPsCI'C,P°C,PSC-CI'C,CH
(P-P+C-CHPSPu PiPsPSCIIC,C,CII")

P1PsCI P&P>PuPSPu
CI'PpCHCtPpP+PEC,C,CII

PXPuCHP°CI'C,Ps

P— P+PsPeCr CI CFPrPaPSPSPSC—
CI'PECI'C,PpPjPé

PuPsCL'C,CFCRP°P»CEbPSP®
PiC-PiPsC,PuPSP-C-CII

PXPuCHP°CI'C,Ps

PeP&éCE€PePsPIPsPiPs C,CHP°PeC,Cr

P— P+PsPeCr PrP&C...P°P»CIbPSPsC— [P PéPSC-C, PkPuC+P°CI'C,Ps
CI'P&CI'C,PuPjPé, PsCHPiP°PSC-PI

PiCBCPrPSPsC— PeP»C-C,PePé C-B

CI'PuCEPuPrPsCI'C,C-PSPSCII

P— P+PsPeCr CEP»CrPSPePsPIPs- P—P°PiPsCH PXPuC$P°CIC,Ps

P"C-P°CRPuCII

PkPpC3P°CI'C,Ps

PkCrPrPsC,P°

PXPuCIP°CIC,Ps

P"P»CRPIP°PSPSCII

PkPuC+P°CI'C,Ps

PHPSPiC-PsPSPuPICHPsC,PECPSPEPNe}-

CBPUPICEPsPrCPeC,PéPIPSPSC—
CI'P&CI'C,PuPjPé C- PiCRCIPrPSPEC...
P-P°P»PsP-

P— P+PsPeCl CEPeC-CEHP& C,P° P C-PrPePs

PiC-PrC€PeC-CRPSP&C... PSP°P+CHCLIPe

C,PeP°PSP&PS PYP&PSPrCEPsPj P”CrPYPp CHC-PrPePs
PYC,C-PIPuPSCIP° 5B"
P”PYPsPSCI PsPSP°
P5CEPsPiP&PI CLIPSPeP® P&PuCiP°CIC,Ps
P’PECTPEPI P&PuCEP°CIC,Ps
PYPIPRCEP=C-PY P&PuCP°CIC,Ps

P— P+PsPeCr PuCEC-P°PiC-P-Pj

P”CrPYPu CHC-PrPePs

P§P°CI'C,Ps

P§P°CI'C,Ps”

P1PjPiPsC,PuPSCtC-CII®

PiiPsCRHCrCEPpPSPSCII® PSP°CI'C,Ps PSP°CIC,Ps”

(P-PSPEPYPuPSPSCII) P»C-P+C-PrPs

PirPsCRHCrCEPPPSPSCIIT® PSP°CI'C,Ps P§P°CI'C,Ps” PSP°CI'C,Ps
PuCIIPeCrP»CIICtC-C—

P—P°C...PIPsCHCRPIP°PSPSCII P§P°CI'C,Ps P§P°CI'C,Ps”

PiCHCrPrPSP&C... P-P°P»PsP-

P—P°PiP°P»CIbPSC- CHPsP-P»P°PrPé

PLCI'C,PuPSC-CII

PKPECEP°CIC,Ps

BEEREEEEREEEE prCrC,P°CI'C,PUCHPEPT C,P°PjCI'CIP»PsP-PEéPS:B Cr PrPsCI'P»C-PrPIPuPSPSC-
CombAT C$P°CI'C,PsC,P° CtPEC... PiPsP+C-C+PSP&C... CHPuP°PeCTC-PNe
P-PSPEPYCrC"C,CHbCICLI P- PePsPPSPEPj PSP°CI'C,CIPiPSPEPj CHPsPePsPj P- 1-PiPs PrPs 4-PiPs.

,BBBBBBBBBB P— PrPsCI'P»C-PrP{PuPSCH PjPsPSPsC,PuCEP°PiC-C—
PrPsP+CHPsCLIPeC-CI'PSPsC— PiC-PiPpCEPiP»P°P-C-C— PiPuCEPHPrPjC-C...CFCEPsPIPsC—
P-P°P»PsP-Pé PrCrC,P°CI'C,PuCHP&PrPsPj.

CIBEBBEBEBBEBEE p_ psCI"PSPSPIPSPsC— C-PSC, PsCEPjP°CtC-C— P- P+PyuP-PiPpPePé
C,P°PjCI'CfP»PsP-P&PSCrt PrP»CI] PeCHP°C—PS P+PV.

dBBBBBBBBBBBED prpe [P, C-PrPIPuPSPSCLI REDUCE.

'BBBBBBBBBB P—P+C-CRHPSPu PiPsPSCIIC,C,CII B«CI'PuCECtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CHB» PIPeP»CRC+P°C” P-P°CI'C,C-PNePSCr CI'PuCHCtPuPICY



PSPuPrPsCI'C,P°C,PSC-CI'C,CH, CI'PuCHCTPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH,
PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»C-PIPsPiPs CEP»CrPSPsCtPeP°, PiPsCI'C,CHCr
CI'PuCRBCtPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH, PeP°CHPrC-PsPiPuPSPSPEPNe CEPsPe,
PiPsCI'C,CHCr PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»C-PIPsPiPs CEP»CrPSPsCtPeP°,
PSPuPrPsCI'C,P°C,PSC-CI'C,CFH PiCHP°PIPsPiPs CEP»CrPSPsCPeP°, PiPsCI'C,CHCY
PSPuPrPsCI'C,P°C,PSC-CI'C,CH PiCHP°PIPsPiPs C£P»CrPSPsC+PeP°,
PSPuPrPsCI'C,P°C,PSC-CI'C,CH CEP»CrPSPsCtPeP°,
PeP°CHPrC-PsPiCrP»CHPjPsPSP°P»CHPSCTr PSPuPrPsCI'C,P°C,PSC-CI'C,CHb,

B P-P°CI'C,C-PNePSCt PeP°CRPrC-PsPiP°C,C-Ch.

BBBBBBBEBBBEE prpep, R C+P°CRCHPé PiC-PiPpuCHPuCI'C,PuP-C-Ch C,P°
P-P+C-P»CHCEPUPSPSCII PiCHCIPrPSPEC... P-P°P»PsP-.

JBEBBEBEBBEBES pipsp+(C-CPSC- CHPpP°PeCtC-C—, PiPsPIB™ CIIP-P°PSC- P-
PiPsCHCrCE€PpPSPSCIIPj CI'PuPeCI'CrP°P»CHPSPsC— C,CrPSPeCtC-C—,
P°CI'PsCtC-CRCRC,CHCI'CII P- P»C-PeCrPIP°PSPSCIIPj PrCrC,P°CI'C,PuCHPEPrPsP;
(PIPeP»CRC$P°CRC+Pé PjPsPSPsC,PuCEP°PiC-Ch C,P° PePsPjP+C-PSP°Ct+C-Ch P-
C,P°PjCI'CfP»PsP-P&PSPsPj). P!C- PiPsP+C-C$PSC- CEPuP°PeCtC-C— PjPsPYCIC,CH
C,CHP&EPIP°C,Pé PiC-CI'P»CII PiCHPéPiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCI]. P’'PiP»P&PI
PrCrC,P°CI'C,PuCHP&PrCr PSP° C—C... C,CHPEPIP°P»C-CI'C,CHh PSPuPIC-PrPsPjpP°.

"BBBBBBBB P'PeP»CRCtP°CRCEPé P-PjPpuPSCEPEPSPSCII PsP+EE™ C”PjCt CI' PiPuCEHPjPé.

P”P°PSC- PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPEC... PrPsCI P»C-PrPIPuPSCH

PJ] PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPsPjCr CI'PiPsCI'C,PuCHPuPIPuPSPSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C— C,C-PeCI'CrPIP°P»P&CI'CII P-C- CI'PiPsPSC,P°PSPSP&C...
PiPsPIC-PrPsPjP»PuPSCH, C,PsPjCt C,PsC+PSP° C+P°CI'C,PsC,P° C,P°PePéC... CHPpP°PeCtC-PNe
PSPuPIC-PrPsPjPe.

PmPsPSPsC,PuCREP°PiC-CII PrCrC,P°CI'C,PuCRHPéPrPsPj

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé
P§P°CI'C,PsC,P° PSPUPIC-PrPsPjP°: P°P»PuCHPiC-C+PSC- CHPuP°PeCtC-C—,
PIPeP»CRC$P°CRC$Pé PIPECI'PEPI, CI'PIPuCHP+C-PY, PeCHPsPiP&éPIBR™ CIIPSPeCT,

P»PsPeP°P»C-P-PsPIP°PSP&PNe: PSP°P+CHCLIPe C,P° P°PSPiC-PsPSPUPICEPsC,P&C+PSPEPNe
PSP°P+CERCLIPe.

P— P+PsPeCé PiCI'PéC...C-PePé
P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PrPuPiCHPuCI'C-CI].
P— P+PsPeCé C€PeC-CEPé C,P° PiC-PrC€PeC-CEPSPsC— PeP»C-C,PePsPIPéPSPé

P C-PrPePs: P°P»PsPiPuCtC-CII (PiPsP»PsPIPSP&Pj C+PEPSPsPj, PIC,CHP°C,P° PIPsP»PsCI'CI'CI]
PSP° C,C-P»C-), PiC-PiPuCHC,CRHPEC...PsP-.

P— P+PsPeCé CRPuPiCFPsPrCéPeC,PéPIPSPsC— CI'PECI'C,PuPjPé C,P° PiCHCZéPrPSPéC...
P-P°P»PsP-



P§P°CI'C,PsC,P° PSPRPIC-PrPsPjP°: C,PuCI'C,PéPeCIP»CLICHPSP&PNe P+C-P»CH C,P°
PSP°P+CRCLIPe.

P PsPSPsC,PuCRHP°PiC-CII C,P°PjCI'CiP»PsP:-PéPSPsPj

P—P° PrP°PSP&PjPé PiPsCI'C,PjP°CEPePuC,PEPSPiPsPIPsPiPs CI'PiPsCI'C,PuCRPuPIPuPSPSCII
PiC-Pr C+P°CI" PsPiPuCHEP°CtC-C— P- PiCEP&PIPsPrCr PeP°C,P°CRHP°PeC,Pé C,P°
PiP»P°CrPePsPjPé Cr PrPuCILIPePéC... PiP°CtC-C”PSC,C-PI, CIIPeC- CHP°PSC-C€Pn
PsC,CRHPEPjCrPIP°P»Pé P°P»CHC,P°1-P°PrCEPuPSPsP+P»PsPeP°C,PsCHPE,
PIPeP»CRC+P°CRCtPé C,P°PjCI'CrP»PsP-P&PS, P+CrPI PIC-PrP-PSP°C+PpuPSPEPNe
C-PSC,CHP°PsPiPuCEP°CtC-PN.PSPéPNe CI'PEPSPrCHPsPj P°C,PsPSC-C+PSPsC—
CBP°PNePrCrPYPePé (PtPYPHP , PIP°CHC-P°PSC, CI'PEPSPrCHPsPjCr PICFP-CHPePsC—
P-C-PSP&CtC-) (PrPéPI. B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PuC-Pr C+P°CI" PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PNPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI]
P+CrP»Pé PrPsPrP°C,PePsPIC- PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PIP&PiP°PrPePé
C,,C-P+CHP&P»CLICtC-C— PiPuCHPpuPrCI'PuCHPrCH, P°CHP&C,PjC-C—,
C,P°C...C-PeP°CRPrC-C—, PrPéCI'PiPSPsPi,B PSPsCI'PsPIPEC... PeCHPsPIPsC,PuCt,
PiPsCECrCEPpPSCH P-PsCRCY, PI C,. Ct. Ct PIP&PiP»CIIPrC- P-PSPEPIPuPSPSCII PN:PsPiPs
PiPsCI'C,CHPsC,Pé, PjCtP»CHC,PéC, PsCEPjPSPsC— PuCEP&C,PuPjPé,

PuPeCI'C, PsP»C-P°C,P&PIPSPsPiPs PrPuCHPjP°C,PéC,Cr C,P° CI'CrC...PsCI'C,C-
CI'P»Pé&P-PsPIPsC— PsP+PsP»PsPSPePé CHPsC,PsPIPsC— PiPsCHPsPPSPEPSPé,
P°CI'PsCtC-PNePsPIP°PSC- C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C,P°PjCI'CrP»PsP-PEPSCT.

PtPSCE€C- PrP°PSC-

PJ C...PsPrC- PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII (PrPsCI'P»C-PrPIPuPSPSCII
REDUCE) Ct C+PsP»PsPIC-PeC-PI, CIIPeC- P»C-PeCrPIP°P»PéCI'CII PrCrC,P°CI'C,PuCHPEPIPsP;,
PIC-PrP-PSP°C+P°P»P°CI'CH PIPEC%0P° C+P°CI'C,PsC,P° PIPéPSPéPePSPuPSPSCII CHP°PeCr
PiPpCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-PéB (P-P° CEPeP°P»PsCh P“P»C-CI'PsPSP° 8"
885 “10) PiPsCHC-PIPSCIIPSPs P- PiCRCrPiPsCh PiP»P°CtPuP+Ps (PrPéPl. CRPsP-PrC-P»Pé
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB» C,P°
B«PxP°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PEPIPsCI'C,C-B»). PuCHP&C+P&PSPSPsPiPs
P-PI8R™ CIIP-PeCt PjC-PY P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PrCrC,P°CI'C,PuCHPEPrCr C,P°
PIPEPSP&PePSPuPSPSCIIPj CEP°PeCr PiPuCEPuPrPjC-C...CrCRPsPIPsC— P-P°P»PsP-Pé
PIP&CI'PsPePsC— PiCEP°PrP°C+C-C— P-P° P“P»C-CI'PsPSPsPj PICI'C,P°PSPsPIP»PuPSPs PSPy
P+CrP»Ps.

P—P° PrP°PSPéPjPé PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH C,P°
PiPsCI'C,PjP°CRPePuC,PEPSPiPsPIP&C... CI'PiPsCI'C,PpCHPuPIPuPSCH P+CrP»Pé
PiPsPIC-PrPsPjP»PuPSPSCII PiCRHPs PIPéPiP°PrPePé CHP°PeCrt PiCHCIrPrPSPsC— P-P°P»PsP-Pé Cr
C$PsP»PsPIC-PeC-PI (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI"C,PsCI'CfPIP°PSPSCIIB»).

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

2 CHPsPePeé.



PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.
P—P+PuCEC-PiP°C,Pé PiCEPé C,PuPjPiPpuCHP°C,CCHC- 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°.

P&PPPICHPsP-PsCEHC- C,P»P°PePsPSPé P- PiPsP»C-PuC,PéP»PuPSCr PIP6CI' PsPePsC—
C%oC-P»CHPSPSCI'C,C- P+C-P»PsPiPs PePsP»CHPsCEHCT P-
PiPsP»C-PiCEPsPiC-P»PpuPSPsPIP&PjPé PeCEPECEPEPPjPé, C%oPs PjP°CRC,CH P-P°C...PECIC,
PIC-Pr PIC-PrPeCEP&C,C,CLI PrC-C,CHbPjPé, PiPs 30 P°P+Ps PiPs 90 PeP°PiCI'C{P» Cr
C,P»P°PePsPSC-; PiPs 1 C,P»P°PePsPSCt PI PeP°CEC,PsPSPSC-PNe PePsCHPsP+CtC-.

PsP°C,PpPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCPuPiC,PsPj.

P’PéCEPsP+PSP&Pe.
PP°C,P°P»PuPSC, P”PIPuCEPPRPSC- PEPSCEPSPrPsCEC, P“PjP+PI’, PkC-PjPuC+C+PEPSP?/

Catalent Germany Schorndorf GmbH, Germany.

PwC-CI'CtPpP-PSP°C...PsPrPIPuPSPSCII PIP6éCHPsP+PSP&PeP° C,P° PNcPsPiPs
P°PrCHPuCIP° PjC-CI'C+CII PiCEPsPIP°PrPIPpPSPSCII PrC-CIIP»CHPSPsCIC,C-.

PEC,P°PN:PSP+P°PN:CEC,CEP°CI'CI'Pu 1 C- 2, PEPSCEPSPrPsCEC,, P‘P°PrPuPS-
P'CCEC,PuPjP+PuCEPi, 73614, PkC-PjPuCCP&PSP°/

Steinbeisstr. 1 und 2, Schorndorf, Baden-Wuerttemberg, 73614, Germany.



