PtPkPYPyP PJPuP|PtPi

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

PsPYPHP PeP>P{PhB®

(XARELTOB®)

PYPeP»P°Pr:
PrC-CRC#P° CEPuCPsPIPPSP°: CHP&PIP°CHPsPeCIP°P+P°PS;

1 C,P°P+P»PuC,PeP°, PIPeCEP&C,P° PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCR,
PjC-CI'C,PéC,CH 10 PjPi CEPPIP°CEPsPeCI'P°P+P°PSCY;

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCRP&CI'C,P°P»C-C+PSP°, PSP°C,CHC-Ch PeCHPsCI'PeP°CHPjPuP»PsP-P°,
PiC-PiCHPsPjPuP»PsP-P° 5 CI'CH, P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCRHP°C,, PjP°PiPSC-Ch
CI'C,PuP°CHP°C,, PSP°C,CRHC-Ch P»P°CrCHPéP»CI'CIP»CIHbC,P°C,, PjP°PeCHPsPiPsP» 3350,
P-P°P»C-P-P° PsPeCI'PéPr C+PuCHPIPSPSP&PN: (P 172), C,PéC,P°PSCr PrC-PsPeCI'PEPT (P 171).

P>C-PeP°C’liCI'“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-:PeCHCIPiP»C-
PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé, PIPeCHPEC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh, CI'PIC-C,P»Ps-C{PuCRPIPsPSPsPiPs PePsP»CHPsCHCT P-
C,CHPePeCrC,PSPEPePsPj C,P° CtPéC,CHPsCh 10 P- PsPrPSPsPiPs P+PsPeCr C,P°
C...CHPuCI'C,PsPIP&PrPSP&Pj PSP°PiP&CIPsPj BAYER BR“ P- C-PSCEPsPiPs.

PuP°CEPjP°PePsC,PuCEP°PiPuPIC,PéC+PSP° PiCECIPiP°.
PHPSC,P&C,CEPsPjP+PsC,PéC+PSC- P-P°CI'PsP+Pé. PECRCLIPjC- C-PSPiC-P+C-C,PsCEHPé
C,P°PeC,PSCEP° PI'P°. P P&éPIP°CEPsPeCI'P°P+P°PS. PrPsPr PhPyPI BO1A FO1.

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

PuPuC...P°PSC-P-Pj PrC-C—

P P&PIP°CRHPsPeCI'P°P+P°PS ER" PIPECI'PsPePsCI PuP»PuPeC,PEPIPSPEPNe PiCHCLIPjPEPNe



C-PSPiC-P+C-C,PsCF C,P°PeC,PsCEP°® PI'P°, C%oPs PjP°C” PrPsCI'C,P°C,PSCIHPs PIP&CI PsPeCr
P+C-PsPrPsCI'C,CPiPSC-CI'C,CH PiCRHPé PiPuCHPsCRP°P»CHPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC-. P‘P»PsPeCrPIP°PSPSCII P°PeC,PEPIPSPsCI'C,C- C,P°PeC,PsCRHCY
PI'P° PiPuCHPuCHPEPIP°C” PIPSCrC,CHC-CEPSC-PNe C,P° P-PsPIPSC-CEPSC-PNe CEP»CIIC...Pé
PePsP°PiCrP»CIICTC-PNePSPsPiPs PeP°CI'PeP°PrCr, C-, CIIPe PSP°CI'P»C-PrPsPe,
PiCHPEPiPSC-C+CrC”C,CHCI'CII C,PsCRHPjCrPIP°PSPSCII C,CHPsPjP+C-PSCr C,P°
CrC,PIPsCRPuPSPSCII C,CRPsPjP+Ct. P PEPIP°CHPsPeCI'P°P+P°PS

P+PpuP-PiPsCI' PuCEPuPrPSCHPs PSPu PiCHPéPiPSC-C+CrC” P°PeC,PEPIPSC-CI'C,CH
C,CRPsPjP+C-PSCr (P°PeC,P&PIPsPIP°PSPsPiPs C,P°PeC,PsCEP° PtPt) C,P° PSPu PIPiP»P&PIP°C”
PSP° C,CHPsPjP+PsCtP&C,Pé.

PuP°CRHPjP°PePsPrPePSP°PjC-CPSC- PuC,PuPeC,Pé

PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- Ct P»CRPrPuPNe PIC-PrPjC-C+PpuPSPs
PrPsP-PsP-P°P»PuPPSPu C-PSPiC-P+CrPIP°PSPSCII P°PeC,PEPIPSPsCI'C,C- C,P°PeC,PsCRHP®
PI'P°. PuCHPé PIPéPePsCHP&CI'C,P°PSPSC- C,PuCI'C,Ct Neoplastin CEPEPIP°CEPsPeCI'P°P+P°PS
PIP&CLIPIP»CLIC” PrPsP-PsP-P°P»PuPIPSP&PNe PIPiP»P&PI PSP° PiCHPsC,CHPsPjP+C-PSPsPIP&PN.
C$P°CI’, C%oPs PrPsCI'C,PsPIC-CEPSPs PePsCHPuP»CRC” P- PePsPSCTPuPSC,CHP°CtC-CILIPjPé
Cr PiP»P°P-PjC- PeCHPsPIC- (r=0,98). PuCEPé PIPéPePsCEP&CI'C,P°PSPSC- C-PSCEP&C...
C,PuCI'C,C-PI/PSP°P+PsCHC-PI CHPuP-CfP»CHC,P°C,Pé P+CrPrCrC,CH C-PSCEPEP;PéE.
P1iPsPeP°P-P°PSPSCI] PiCEP&P»P°PrCr PIP°CHC,Ps P-PSC-PjP°C,Pé Cf CI'PuPeCrPSPrpP°C...,
PsCI'PeC-P»CHPePé PmPkP’ (PjC-PIPSP°CHPsPrPSPu PSPsCEPjP°P»C-P-PsPIP°PSPu
PIC-PrPSPsCEPuPSPSCII) PIC-PrPeP°P»C-P+CHPsPIP°PSPu C,P° PiCEPsPIP°P»C-PrPsPIP°PSPu
C,C-P»CHPePé PrP»CII PeCrPjP°CHPEPSC-PI C- PNePsPiPs PSPy PjPsPPSP°
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PrP»CII C-PSCEPEC... P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI. PJ
PiP°CtC-C”PSC,C-PI, CIIPeP&Pj PiCRPsPIPsPrCLIC,CH PIPuP»PéPeC- PsCHC,PsPiPuPrPéC+PSC-
PIC,CHCrC$P°PSPSCI], 5/95 PiCRHPsCtPuPSC,PéP»C-PI PrP»CI] PiCHPsC,CHPsPjP+C-PSCr
(C,PuCI'C, Neoplastin) C+PuCEPpP- 2854 PiPsPrPéPSPé PiC-CI'P»CILI PiCHP&PN:PsPjCr
C,P°P+P»PuC,PePé (C,PsP+C,Ps PiC-Pr C+P°CI" PrPsCI'CLIPiPSPuPSPSCII
PjP°PeCI'P&éPjP°P»CHhPSPsPiPs PuC,PuPeC,Cr) PePsP»PéPIP°CRC,CHCI'CII PIC-Pr 13 PrPs 25 CI’
(PIP&C...C-PrPSC- P-PSP°C#PuPSPSCII PrPs PiCHPsPIPuPrPuPSPSCII PIC,CRCrC+P°PSPSCI]:
128515 CT).

PJ C...PsPrC- PeP»C-PSC-PePs-C, P°CHPjP°PePsP»PsPiC-C+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII
P- PIP6PICPuPSPSCI] PiCHP&PiPSC-C+PuPSPSCII C,P°CHPjP°PePsPrPéPSP°PjC-PePé
CEP&PIP°CHPsPeCI'P°P+P°PSCt Cr P-PrPsCEPsPIPEC... PrPsCEPsCI'P»Pé&C...
PrPsP+CHPsPIPsP»CHCtC-PI (n=22) PiCHPsPIPsPrPéP»P°CI'CH PsC+C-PSPeP° PIPiP»P&PICT
PsPrPSPsCHP°P-PsPIP&C... PrPsP: (50 PmPh/PePi) PePsPSCtPpPSC,CHP°C,C-PI
PiCHPsC,CRPsPjP+C-PSPsPIPsPiPs PePsPjPiP»PuPeCI'Cr (P PYPY) PrPIPsC... CRC-P-PSPEC...
C,PéPiC-PI: P PYPY C-P- 3 C,P°PeC,PsCEC-PI (C,P°PeC,PsCHPé PtPt, PtPI C,P° PI') C,P° P PYPY
C-P- 4 C,P°PeC,PsCHC-PI (C,P°PeC,PsCHPé PtPt, VPtPt, PPI C,P° PI). PuCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P PYPY C-P- 3 C,P°PeC,PsCHC-PI CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII
P-PSP&PIPuPSPSCII CI'PuCHPpPrPSC-C... P-PSP°CPuPSCH PrP§
(PiCEPsC,CHPsPjP+C-PSPsPIPsPiPs C+P°CI'Cr) (Neoplastin) PiCHPéP+P»P&P-PSPs PSP° 1,0 CT"
P-P° 30 C...PIPEP»P&PS, P° PSP° C,P»C- P PYPY C-P- 4 C,P°PeC,PsCHC-PI C,P°PeC-
P-PSP°C+PpuPSPSCII P-PSPEP-PEP»P&CI'CH PSP° P+P»PéP-CHbPePs 3,5 CI'. PKP°C,PsPjC-CI'C,CH
P PYPY C-P- 3 C,P°PeC,PsCHC-PI PIP&CLIPIP»CLIP»Pé PiPsC,CrPIPSC-CEP&PN: C,P°
CEPIPEPrCEPEPN: P-P°PiP°P»CHPSPEPN: PIPiP»PEPI PSP° PiCHPEPiPSC-C+PuPSPSCII P-PjC-PS PI
CrC,PIPsCHPpuPSPSC- PuPSPrPsPiPpPSPSPsPiPs C,CHPsPjP+C-PSCt, PSC-PY P PYPY C-P- 4

C, P°PeC,PsCHC-PI (PrP&PI. CHPsP-PrC-P» B«PuPuCEPuPrPsP-CfPIP°PSPSCLIB»).

PyP°PePsPY CRP&PIP°CHPsPeCI'P°P+P°PS PrPsP-PsP-P°P»PuPYPSPs P-P+C-P»CHCECrC”



P°PeC,PEPIPsPIP°PSPéPNe C+P°CI'C,PePsPIPéPNe C,CHPsPjP+PsPiP»P°CI'C,PéPSPsPIP&PN. C+P°CI
(PHP§P{P§) C- CHPuP-CrP»CIHhC,P°C, HepTest; PsPrPSP°Pe CtC- PiP°CHP°PjPuC,CEPé PSPu
CBPuPePsPjPuPSPrCrC”C,CHCI'CLI PIPéPePsCEP&CI'C,PsPICIPIP°C,Pé PrP»CII PsCtC-PSPePé
C,P°CHPjP°PePsPrPéPSP°PjC-C+PSP&C... PuC,PuPeC,C-PI CEP&PIP°CHPsPeCI'P°P+P°PSCY. P]
PiPuCHC-PsPr P»C-PeCrPIP°PSPSCII CHPEPIP°CHPsPeCI'P°P+P°PSPsPj PiCHPsPIPsPrPéC,Pé
PjPsPSC-C,PsCHP&éPSPi PiP°CHP°PjPuC,CHC-PI P-PiPsCHC,P°PSPSCII PeCHPsPIC- PSPy
PiPsC,CHC-P+PSPs. PuCEPsC,Py, Ct CRP°P-C- PeP»C-PSC-C+PSPsC—
PSPuPsP+C...C-PrPSPsCI'C,C-, CHC-PIPuPSCH CHP&PIP°CHPsPeCI'P°P+P°PSCr PjPsPPu
P+CrC,Pé PIP&PjC-CHCIIPSPEPNe P-P° PrPsPiPsPjPsPiPsCh PeP°P»C-P+CHPsPIP°PSPEC...
PeC-P»CHPeC-CI'PSPEC... C,PuCI'C,C-PI PSP° P°PSC,Pé&C,P°PeC,PsCE PI'P°® (PrPéPI.
CHPsP-PrC-P» B«PeP°CEPjP°PePsPeC-PSPuC,PEPeP°B»).

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

PuCHEPsC,C-P»P°PeC,PéPeP® PIPuPSPsP-PSPsC— C,CEPsPjP+PsPuPjP+PsP»C-C— (P’PyPe) Cé
PrPsCHPsCI'P»PéC... PiP°C+C-C”PSC,C-PI, CIIPePéPj PiCEPsPIPsPrClIC,CH
PsPiPuCEP°C,PEPIPSC- PIC,CHCéC+P°PSPSCII P- PuPSPrPsPiCHPsC,PuP-CéPIP°PSPSCII
PeCéP»CHCEPsPIPsPiPs C$Pé PePsP»C-PSPSPsPiPs CI CéPiP»PsP+C-PI

PBP»C-PSC-C+PSP° PiCHPsPiCHP°PjP° CHPsP-CHPsP+PePé CEP&PIP°CHPsPeCI'P°P+P°PSCY
PiP»P°PSCrPIP°P»P°CI'CII P- PjPuC,PsCh PrPuPjPsPSCI'C,CHP°CtC-C—

PuC, PuPeC,PEPIPSPsCI'C,C- CHPEPIP°CEPsPeCI'P°P+P°PSCY, C%oPs
P-P°CI'C,PsCI'PsPICC”C,CHCI'CII PrP»CII PiCRPsC,C-P»P°PeC,PéPePé P’PyPe, C,PsP+C,Ps
PiCRHPsPeCI'PéPjP°P»CHPSPsPiPs C,P° PrPéCI'C,P°P»CIHhPSPsPiPs C,CRPsPjP+PsP-Cr
PiP»P&P+PsPeP&C... PIPuPS (P§P“P’) C- C,CHPsPjP+PsPuPjP+PsP»C-C— P»PuPiPpPSPuPIPsC—
P°CHC,PuCEC-C— (PjP+P>Ph) Cr C...PIPsCEP&C..., CIIPePéPj PiCEPsPIPsPrCLIC,CHhCI'CII
PIPpP»P&PeC- PsCHC,PsPiPuPrPéC+PSC- PIC,CECIrC+P°PSPSCII PSP° PSPEPYPSC-PNe
PeC-PSCtC-PICtC-. P] CEP°PjPeP°C... PiCHPsPiCHP°PjPé RECORD, C%oPs PIPeP»CRC$P°P»P°
PePsPSC,CHPsP»CHPsPIP°PSC-, CHP°PSPrPsPjC-P-PsPIP°PSC-, PiPsPrPIC-PNePSC- CI'P»C-PiC-
PeP»C-PSC-C$PSC- PrPsCI'P»C-PrPYPuPSPSCII C,P°P-Pé I1I, CI'PiPsCI'C,PuCHC-PiP°P»Pé
PiPsPSP°Pr 9500 PiP°CtC-C”PSC,C-PI (7050 PiP°CtC-C”PSC,C-PI, CLIPeP&P;
PiCEHPsPIPsPrPéP»PsCI'CLI C,PsC,P°P»CHPSPu PiCHPsC,PpP-CrPIP°PSPSCII
PeCIP»CHCEPsPIPsPiPs CI'CrPiP»PsP+P° C,P° 2531 PiP°CtC-C”PSC,, CLIPePsPjCr
PiCEPsPIPsPrPéP»PsCI'CII C,PsC,P°P»CHPSPp PiCHPsC,PuP-CrPIP°PSPSCII PePsP»C-PSPSPsPiPs
CI'CrPiP»PsP£P°). P PéPIP°CEPsPeCI'P°P+P°PS Cr PrPsP-C- 10 PjPi 1 CRP°P- PSP° PrPsP+Cr
PiCEHP&P-PSP°C+P°P»Pé CIIPe PjC-PSC-PjCrPj C{PuCHPuP- 6 PiPsPrPéPS PiC-CI'P»CII
PsPiPuCHP°CtC-C—. PuCEPé CtCHPsPjCr PNePsPiPs PuC,PpPeC,PéPIPSC-CI'C,CH
PiPsCHC-PIPSCRPIP°P»Pé P- PuPSPsPeCI'P°PiP°CHP&PSPsPj 40 PjPi 1 CEP°P- PSP° PrPsP+Cf,
PiPuCHCECT PrPsP-Cr CIIPePsPiPs PiCEP&P-PSP°C+P°P»Pé P-P° 12 PiPsPrPé&PS PrPs
PsPiPuCRP°CtC-C—.

P’ CfCI'C-C... PrPsCI'P»C-PrPIPuPSPSCIIC... C,P°P-Pé III (PrPéPI. C,P°P+P»P&CtCH 1)
CRP&PIP°CHPsPeCI'P°P+P°PS PrPsCI'C,PsPIC-CEPSPs P-PSPEPYCrPIP°PI C+P°CI'C,PsC,Cr
CrCI'C-C... PIPEPiP°PrPeC-PI P'PyP+ (PIP&CIIPIP»PuPSPsPiPs PIPuPSPsPiCHP°C,C-C+PSPs
P°P+Ps CI'PéPjPiC,PsPjPSPsPiPs PyP“P’, PSPuP»PuC,P°P»CHPSPsC— P§P+P>P P°P+Ps
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr) C,P° CI'PuCHPNePsP-PSP&C... P'PyP+
(PiCBEPsPeCI'PéPjP°P»CHPSPsPiPs PyP“P’, PSPuP»PuC,P°P»CHhPSPsC— PyP+P>P} C,P°
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr, PiPsPIBR™ CIIP-P°PSPsPiPs P- P'PyP¢) BB
P-P°P-PrP°P»PpPiC-PrCH P-P°PiP»P°PSPsPIP°PSPEC... PiPuCHPIPEPSPSPEC...
PeC-PSCtPuPIPEC... C,PsCtPsPe PuC, PuPeC,PéPIPSPsCI'C,C-. PhPeCRC-Pj C,PsPiPs, Ct PICI'C-C...
C,CBCHPsC... PrPsCI'P»C-PrPYPuPSPSCIIC... C+P°CI'C,PsC,P° CI'PéPjPiC,PsPjPSPsC— P’'PyP+
(CT'P&PjPiC,PsPjPSPsPiPs PyP“P’, PSPuP»PuC,P°P»CHPSPsC— PyP+P>Ph C,P°



P»PpC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr, PiPsPIsF™ CIIP-P°PSPsPiPs P- P’PyPs) P+CrP»P°
PSP&PYC+PsCh Cr PiP°CtC-C”PSC,C-PI PiCRCrPiPé CRP&PIP°CRPsPeCI'P°P+P°PSCr
PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
PuPSPsPeCI'P°PiP°CEP&PS. PuPuCHPIPEPSPSP°® PeC-PSCtPuPIP° C,PsCPeP° P+PuP-PiPuPePé BR”
PjP°CI'P&PIPSC- PeCHPsPIPsC,PuC+C- 8F“ P+CrP»P° PiPsPrC-P+PSPsCh Cr PiP°CtC-C”PSC,C-PI,
CIIPeC- PsC,CHP&PjCIPIP°P»Pé CHPEPIP°CHPsPeCI'P°P+P°PS 10 PjPi C,P°
PpPSPsPeCI'P°PiP°CHPEPS 40 PjPi.

PyP°P+P»P&CTCII 1.P PuP-CfP»CHC,P°C,Pé PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH
C,P°P-Pé PtPtPt CI'C,PsCI'PsPIPSPs PuC,PpPeC,PéPIPSPsCI'C,C- C,P° P+PpP-PiPpPePé

[RECORD 1 [RECORD 2 [RECORD 3

PUPSPICIP»CLICTC-CLI, C%oPs  [4541 PIP°CTC-C PSC,,CLIPcP&P] PICHPSPIPSPrPEP»PsCICEb  [2509 PiP°CTC-C PSC,C-PL,CLIPeP&P] PICKPSPIPSPrPEP»PsCICEb [2531 PIP°CIC-C"PSC,, CLIPePEP] PICHPSPIPSPrP&P»PsCI CHb

PrPsCI'P»C-PrPYCf-PIP°P»P°CI'CHh{C,PsC,P°P»CHPSP) PuPSPrPsPICEPsC,PuP-CrPIP°PSPSCII C,PsC,P°P»CHPSPy PuPSPrPsPiCEPsC,PuP-CPIP°PSPSCII C,PsC,P°P»CHbPSPy PuPSPrPsPiCHPsC,PpP-CrPIP°PSPSCII
PeCIP»>CHCEPSPIPSPIPs CICIPiP»PsP£CE PeCIP»CHCEPSPIPSPIPs CICIPiP»PsP£CE PePsP»C-PSPSPsPiPs CI'CIPiP»PsP+Ct

P"PsP-P° C,P° P P&PIP° CHPsPe-Cl P°P=P°PSJP+PSPsPeCI P°-PiP°CHP&PY] P P&PIP°ChPsPe-Cl P°P=P°PSJP+PSPsPeCI P°-PiP°CHP&PY] P P&PIP°ChPsPe-CI P°P+P°PSJP+PSPsPeCI P*-PiP°CHP&PS|

C,CHPEPIPP»C-CI'C,CHb 10 PjPi l40 PjPi b 10 PjPi 40 PjPi oy [l0BiR 140 PjPi cr

P»C-PeCIPIP°PSPSCII 1 CB/Pr 1 cB/Pr 1 CB/Pr 1 cp/Pr 1 CB/Pr 1 CH/Pr

PiC-CI'P>Cl] PsPiPRCEP°CtC-C— |35B+4 PrPSC- [35B=4 PrPSC- 35B+4 PrPSC- 12B+2 PrPSC- 12B+2 PrPSC- 12B+2 PrPSC-

P'CTC- PIPEPIP°PrPePé PPyjPe |18 58 <0,001[17 BT <0,001 [79 166 <0,001
(1,1%) 13,7%) (2,0%) 19,3%) (9,6%) (18,9%)

PYPLCHPNePsP-PSP° P'PyP+ n 33 <0,001 6 19 <0,001 o 24 0,01
(0,2%) 2,0%) (0,6%) (5,1%) (1,0%) (2,6%)

PYP&PIPIC, PsPjPSP°P'PyP+ 6 11 3 15 3 24
(0,4%) (0,7%) (0,4%) (1,7%) (1,0%) (2,7%)

PrP°CI PGPIPSC- 6 2 f 0 7 6

PeCHPSPIPSC,PUCHC- (0,3%) 0,1%) (0,1%) 0,1%) (0,6%) (0,5%)

PHPSP°P»C-P- CtP-P°PiP°P»CHPSPRPSPEC. .. CRPuP-CIP»CHhC,P°C,C-PI
PrPsCI'P»C-PrPIPuPSCH C,P°P-Pé PtPtPt PiC-PrC,PIPuCEPrP&PI PrP°PSC-, PsC,CHP&PjP°PSC-
PI C...PsPrC- PsPeCHPpPjP&C... PrPsCI'P»C-PrP{PuPSCH P- PiPsCEC-PIPSCIIPSPSCII

PuC, PpPeC,PEPIPSPSCI'C,C- CEPEPIP°CEPsPeCI'P°P+P°PSCY 10 PjPi 1 CEP°P- PSP® PrPsP+Cr
C,P° PuPSPsPeCI'P°PiP°CEP&PSCY 40 PjPi 1 CRP°P- PSP° PrPsP+Cr, CI'C,PsCI'PsPIPSPs
P-PSP&PPuPSPSCII C+P°CI'C,PsC,Pé CrCI'C-C... PIPEPiP°PrPeC-PI P'PyPe,
CI'PuCHPNePsP-PSP&C... P'PjPe C,P° CI'P&PjPiC,PsPjPSP&C... P'PyPe.

P>C-PeC#PIP°PSPSCII PyP“P’, PyP+P>Ph C,P° PiCEPsC,C-P»P°PeC,PéPeP° CEPUCTPEPrPéPIC-PI
PyP“P’ C- PyP+P>Ph

PiCHPsPiCHP°PjP° PeP»C-PSC-C+PSPéEC... PrPsCI'P»C-PrPIPuPSCH
CEP&PIP°CHPsPeCI'P°P+P°PSCr P+CrP»P° CHPsP-CEPsP+P»PuPSP° P- PiPuC,PsCh
PrPuPjPsPSCI'C,CRP°CtC-C— PuC,PpuPeC,PEPIPSPsCI'C,C- CRP&PIP°CRPsPeCI'P°P+P°PSCr
PrP»CII PiPuCEPIPEPSPSPsC— C- C,CHP&PIP°P»PsC— C,PuCHP°PiC-C— PiPsCI'C,CEPsPiPs
PyP“P’ C- PyP+P>Ph C,P° PiPsPiPuCHPuPrPIPuPSPSCII C—C... CRPuCtP&PrP&PIC-PI.

PJ C...PsPrC- C$PsC,PeCHCHPsC... CHP°PSPrPsPjC-P-PsPIP°PSPeC...
PePsPSC,CHPsP»CHPsPIP°PSP&C... PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH C,P°P-Pé
PtP1Pt P£CrP»Ps PIPéPICPuPSPs PiPsPSP°Pr 12800 PiP°CtC-C”PSC,C-PI
(PrPsCFP»C—PrPﬂPpPSPSCI,I Einstein DVT, Einstein PE, Einstein Extension C,P° Einstein Choice)
C,P° PrPsPrP°C,PePsPIPs PiCHPsPIPuPrPuPSPs P-PIPuPrPuPSPePNe P°PSP°P»C-P- P-P°
P-P°PrP°PSPéPjPé PiP°CHP°PjPuC,CHP°PjPé PrPsCI'P»C-PrPIPuPSCH Einstein DVT C- Einstein
PE. P—P°PiP°P»CIbPSP° C,CHP&PIP°P»C-CI'C,CH PePsPjPiP»PuPeCI'PSPsPiPs
P»C-PeCrPIP°PSPSCII PI C*CI'C-C... PrPsCI'P»C-PrPPuPSPSCIIC... CI'C,P°PSPsPIPEP»P°
PjP°PeCI'P&PjCrPj 21 PjC-CI'CLICtCIb.

P] PrPsCI'P»C-PrPPuPSPSC- Einstein DVT PIPEPIC+P°P»P&CI'CH 3449 PiP°CtC-C”PSC,C-PI P-
PiPsCI'C,CHP&Pj PyP“P’ P- PjPuC,PsCh P»C-PeCrPIP°PSPSCII PyP“P’ C,P°
PiPsPiPuCEPuPrPYPuPSPSCII PiPsPIC,PsCEPSPsPiPs CHPsP-PIPEC,PeCr PyP“P’ C- PyP+P>P
(PiP°CtC-C”PSC,Pé P- PeP»C-PSC-C$PSP&PjPé PiCHPsCIIPIP°PjPé PyP+P>Ph PSPu
PIPeP»CRC+P°P»P&CI'CII Ct CtPu PrPsCI'P»C-PrPYPuPSPSCII). PyCHP&PIP°P»C-CI'C,CH



P»C-PeCrPIP°PSPSCII CI'C,P°PSPsPIP&P»P° 3, 6 C- 12 PjC-CI'CLIC+C-PI, P-P°P»PuPYPSPs PIC-Pr
PeP»C-PSC-C+PSPsC— PsCtC-PSPePé P»C-PeP°CHCII.

PuuCHPsC,CLIPiPsPj PiPuCRCEPEC... 3 C,PEPIPSC-PI C,PuCEP°PiC-C— PrP»CII
P»C-PeCrPIP°PSPSCI]I PiP“P’ P-P°CI'C,PsCI'PsPICFPIP°PICI'CII CHP&PIP°CRPsPeCI'P°P+P°PS Cr
PrPsP-C- 15 PjPi PrPIC-C+C- PSP° PrPsP+Cr. PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII CtCHPsPiPs
PiPuCHC-PsPrCr PiP°CtC-C”PSC,Pé PsC,CEP&PjCIPIP°P»Pé CHP&PIP°CEPsPeCI'P°P+P°PS Cr
PrPsP-C- 20 PjPi

1 CHP°P- PSP° PrPsP+Cf.

PJ PrPsCI'P»C-PrPIPuPSPSC- Einstein PE PIPEPIC+P°P»P&CI'CH 4832 PiP°CtC-C”PSC,Pé P-
PiPsCI'C,CEPsCR P§P+P>Ph P- PjPuC,PsCh P»C-PeCr-PIP°PSPSCII P§P+P>Ph C,P°

PiCEPsC, C-P»P°PeC,PéPePé CRPuCtPEPrPEPIC-PI PyP“P’ C- PjP+P>Ph. PyCEP&PIP°P»C-CI'C,CHb
P»C-PeCIPIP°PSPSCII CI'C,P°PSPsPIPEP»P° 3, 6 C,P° 12 PjC-CI'CLICTC-PI, P-P°P»PuPYPSPs
PIC-Pr PeP»C-PSC-C#PSPsC— PsCtC-PSPePé P»C-PeP°CHCIL.

P”P»ClI PiPuCHPIPEPSPSPsC— C,PpuCHP°PiC-C— PiPsCI'C,CHPsC— PyP+P>Ph
P-P°CI'C,PsCI'PsPICIPIP°P»Pé CHP&PIP°CRPsPeCI' P°P+P°PS Cr PrPsP-C- 15 PjPi PrPIC-C+C- PSP°
PrPsP+Ct PiCRPsC,CLIPiPsPj C,CRCHPSC... C,PéPIPSC-PL. P”P°P»C- P»C-PeCrPIP°PSPSCII
PiCEPsPrPsPIPYCIPIP°P»PsCI'CH CEP&PIP°CEPsPeCI'P°P+P°PSPsPj Ct PrPsP-C- 20 PjPi 1 CHP°P-
PSP° PrPsP=+Cr.

P’ PsP+PsC... PrPsCfP»C—PrPﬂPpPSPSCI,IC..., Einstein DVT C,P° Einstein PE,
PiPsCHC-PIPSCLIP»CHPSC- CHPuPYPéPjPé P»C-PeCrPIP°PSPSCII CI'PeP»P°PrP°P»PECI'CII P
C,PuCHP°PiC-C— PuPSPsPeCI'P°PiP°CHPEPSPsPj PiCHPsC,CLIPiPsPj PiCHPéPSP°PNPjPSC- 5
PrPSC-PI Cr PePsPjP+C-PSP°CtC-C— P- P°PSC,P°PiPsPSC-CI'C,PsPj PIC-C,P°PjC-PSCTr P PrPs
PrPsCI'CIIPiPSPuPSPSCII C,PuCHP°PiPuPIC,PEC+PSPsPiPs PrC-P°PiP°P-PsPSCT P1iP§/PmPKP’
(=2,0). P”P°P»C- P»C-PeCrPIP°PSPSCII PiCHPsPrPsPIPCrPIP°P»PsCI'CH
P°PSC,P°PiPsPSC-CI'C,PsPj PIC-C,P°PjC-PSCt P Ct PrPsP-C-, PSPuPsP+C...C-PrPSC-PN: PrP»CII
PiC-PrC,CHPéPjPePé P-PSP°C+PuPSPSCII PiiP§/PmPkP’ Cr PjPuPYP°C...
C,PuCHP°PiPpuPIC,PECEPSPsPiPs PrC-P°PiP°P-PsPSCr 2,08H“3,0.

P] PrPsCI'P»C-PrPPuPSPSC- Einstein Extension PIPEPIC+P°P»P&CI'CII 1197 PiP°C+C-C”PSC,C-PI
P- PyjP“P’ P°P+Ps PyP+P>Ph P- PjPuC,PsCh PiCRPsC,C-P»P°PeC,PéPePé PiPsPIC,PsCHPSPsPiPs
PIP&PSPéPePSPuPSPSCII PyP“P’ C- P§P+P>Ph. PCHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCI]
PrPsPrP°C,PePsPIPs CI'C,P°PSPsPIP&P»P° 6 P°P+Ps 12 PjC-CI'CIICtC-PI Cr PiP°Ct+C-C”PSC,C-PI,
CIIPeC- P-P°PIPuCECEPEP»PE 6 P°P+Ps 12-PjC-CI'CLICPSPéPNe PeCFCHCI C,PuCEP°PiC-C—
PIPpPSPsP-PSPsC— C,CEPsPjP+PsPuPjP+PsP»C-C—, P-P°P»PuPYPSPs PIC-Pr
PeP»C-PSC-C+PSPsC— PsCtC-PSPePé P»C-PeP°CHCI]I. P PEPIP°CHPsPeCI'P°P+P°PS Cr PrPsP-C-
20 PjPi 1 CHP°P- PSP° PrPsP+Cr PiPsCHC-PIPSCRPIP°PICI'CI] P- PiP»P°CtPuP+Ps.

P] PrPsCI'P»C-PrPPuPSPSCIIC... Einstein DVT, Einstein PE C,P° Einstein Extension
P-P°CI'C,PsCI'PsPICfPIP°P»Pé PsPrPSP°PePsPIC- PiPsPiPpCHPuPrPSCHPs PIPEP-PSP°C+PuPSC-
PiPpCHPIPEPSPSC- C,P° PIC,PsCHPEPSPSC- PiPsPeP°P-PSP&PePé PuC, PuPeC,PEPIPSPsCI'C,C-.
PuPuCHPIPEPSPSPEPj PiPsPeP°P-PSPéPePsPj PuC, PuPeC,PEPIPSPsCI'C,C- P+CrP»Pé
CHPuCtPéPrPEPIPé P'PyPe P- PeP»C-PSC-C+PSPEPjPé PiCRHPsCIIPIP°PjPé, PIPEP-PSP°C+PuPSC-
ClLIPe CI'CfPeCrPiPSC-CI'C,CH PiPsPIC,PsCEPSPsPiPs PyP“P’ P°P+Ps P»PuC,P°P»CHPSPsC—
C$Pé PSPuP»PuC,P°P»CHPSPsC— PyP+P>Ph. P’C,PsCHPéPSPSP&PNe PiPsPeP°P-PSPé&Pe

PuC, PpPeC,PEPIPSPsCI'C,C- PIPEP-PSP°C+P°PICI'CII C1IPe CI'CfPeCrPiPSC-CI'C,CH
CBPuCtP&PrPEPIC-PI PP“P’, PSPuP»PuC,P°P»CHPSPsC— P§iP+P>Ph C,P° P»PuC,P°P»CHPSP&C...
PIP&PiP°PrPeC-PI P- CfCI'C-C... PiCHP&C+PEPS.



P] PrPsCI'P»C-PrPYPuPSPSC- Einstein Choice PIPEPICP°P»P&CI'CII 3396 PiP°CtC-C”PSC,C-PI
C-P- PiC-PrC,PIPuCHPrPIPuPSPEPj CI'P&PjPIiC,PsPjPSPEPj PyP“P’ C,P°/P°P+Ps PyP+P>P} P-
PjPuC,PsCh PiCRHPsC, C-P»P°PeC,PéPePé P»PuC,P°P»CHhPSPsC— PyP+P>Ph P°P+Ps
PSPuP»PuC,P°P»CHPSPsPiPs CI'PéPjPiC,PsPjPSPsPiPs PiPsPIC,PsCHPSPsPiPs
PIPEPSPéPePSPuPSPSCII PyP“P’ P°P+Ps PP+ P>Ph, CLIPeC- P-P°PIPuCHCEP&P»Pé PeCrCHCI
P°PSC,PéPePsP°PiCrP»CIIPSC,PSPsC— C,PuCRP°PiC-C— C,CHP&PIP°P»C-CI'C,ChR 68512
PjC-CI'CIIC+C-PI. PyP°CtC-C”PSC,Pé P- PiPsPeP°P-P°PSPSCIIPj PrP»CII C,CHPEPIP°P»PsC—
P°PSC,PéPePsP°PiCrP»CIIPSC,PSPsC— C,PuCHP°PiC-C— Crf C,PuCRP°PiPuPIC,PéC+PSP&C...
PrPsP-P°C... P+CrP»Pé PIPéPeP»CRC+PuPSC- C-P- PrPsCI'P»C-PrP{PuPSPSCI].
PyCHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII CI'C,P°PSPsPIP&P»P° PrPs 12 PjC-CI'CIICC-PI
P-P°P»PuPYPSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPsC— PrP°C,Pé
CHP°PSPrPsPjC-P-P°CtC-C— (PjPuPrC-P°PSP°: 351 PrPuPSCH). P"C-Ch
CRHPEPIP°CHPsPeCI'P°P+P°PSCr Cr PrPsP-C- 20 PjPi 1 CRP°P- PSP°® PrPsP+Cr C,P° Cr PrPsP-C- 10
PjPi 1 CRP°P- PSP° PrPsP+Cr PiPsCRC-PIPSCRPIP°P»Pé C-P- PrC-C”Ch 100 PjPi
P°CtPpC,PéP»CI'P°P»C-C1P&P»PsPIPsC— PeP&CI'P»PsC,Pé 1 CHP°P- PSP°® PrPsP+Cr.

PuPpCHPIPEPSPSP&P] PiPsPeP°P-PSP&PePsPj PuC, PuPeC,PEPIPSPsCI'C,C- P+CrPI
CI'PéPjPiC,PsPjPSPéPN. CHPuCtPEPrPEPI P’PiP+, PIPEP-PSP°C+PuPSPEPNe CIIPe
CI'CrPeCIPiPSC-CI'C,CH> PiPsPIC,PsCHPSPsPiPs PiP“P’ P°P+Ps P»PuC,P°P»CHhPSPsC— CiPé
PSPuP»PuC,P°P»CHPSPsC— P§jP+P>Ph.

P] PrPsCI'P»C-PrPPuPSPSC- Einstein DVT (PrPéPI. C,P°P+P»P&éCtCh 2)
CHPEPIP°CHPsPeCI'P°P+P°PS PiCHPsPrPuPjPsPSCI'C,CRCrPIP°PI PSPu PjPuPSCECT
PuC,PpuPeC,PEPIPSC-CI'C,CH, PSC-PY PuPSPsPeCI'P°PiP°CHPEPS/P°PSC,P°PiPsPSC-CIC,
PIC-C,P°PjC-PSCr P P-P° PiPuCHPIPEPSPSPEP] PiPsPeP°P-PSPEPePsPj

PuC, PuPeC,PEPIPSPsCI'C,C-

(CH<0,0001) (PiPsPeP°P-PSPé&Pe B«PSPu PiPsCI'C,CrPiP°C”C,CHCI'CLIB»);
PIC-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI: 0,680 (0,44385“1,042), CE=0,076 (PiPsPeP°P-PSPé&Pe
B«PiPpCHPpPIPuCHCECIC”B»). PYPiC-PIPIC-PrPSPsCEPuPSPSCII CEP&P-P&éPeC-PI P-P°
PiPsPiPuCEPuPrPSCHPs P-P°PrP°PSPsCh C+PéCI'C,PsCh PeP»C-PSC-C+PSPsCh
PePsCHPECI'C,Ch (PiPuCHPIPEPSPSPEPNe PiPsPeP°P-PSPéPe PuC,PuPeC,PEPIPSPsCI'C,C-
PiP»CRCI" PjP°CI'PEPIPSC- PeCHPsPIPsC,PuC+C-) CI'C,P°PSPsPIPEP»Ps 0,67 [(95% P”Pt
(PrPsPIC-CHC$P&PNe C-PSC,PuCEPIP°P»): 0,478F0,95), PSPsPjC-PSP°P»CHPSPu
P-PSP°C#PuPSPSCII CH=0,024] PSP° PePsCRP&CI'C,CH CEP&PIP°CEPsPeCI'P°P+P°PSCT.
P—PSP°C+PuPSPSCII PPXP’ P-PSP°C...PsPrPéP»P&CI'CH PI PjPuPYP°C...
C,PuCHP°PiPuPIC,PECHPSPsPiPs PrC-P°PiP°P-PsPSCt PI CI'PuCHPuPrPSCHPsPiCrt 60,3%
C$P°CI'Ct PiCHPé CI'PuCHPuPrPSC-PNe C,CHPEPIP°P»PsCI'C,C- P»C-PeCrPIP°PSPSCII 189
PrPSC-PI C,P° 55,4%, 60,1% C- 62,8% CfP°CI'Cr PI PiCRCfPiP°C... C-P-
P-P°PiP»P°PSPsPIP°PSPsCh C,CHP&PIP°P»C-CI'C,Ch P»C-PeCrPIP°PSPSCII 3, 6 C- 12
PjC-CI'CLICtC-PI PIC-PrPiPsPIC-PrPSPs. P’ PiCHCIPiC-, C%oPs P»C-PeCIPIP°P»P°CI'CH
PuPSPsPeCI'P°PiP°CEP&PSPsPj/P°PSC,P°PiPsPSC-CI'C,PsPj PIC-C,P°PjC-PSCt Pm, PSPu
PIC-PrPjC-C+PpuPSPs C+C-C,PePsC— P-P°P»PuPIPSPsCI'C,C- PjC-PY CHC-PIPSPyPj
CI'PuCHPpPrPSCH-PsPiPs PiPuCHC-PsPrCr Cr C,PuCEP°PiPuPIC,PéC+PSPsPjCr
PrC-P°PiP°P-PsPSC- (PuPyP”) PI CtPuPSC,CHC- (C+P°CI' PiC-PrC,CHP&PjP°PSPSCII
CtC-P»CHPsPIPsPiPs PrC-P°PiP°P-PsPSCt P-PSP°C+PuPSCH PwPkP’ 2,085“3,0) PI
C,PuCRCtPEP»CIIC... PsPrPSP°PePsPIPsPiPs CHPsP-PjC-CRHCr C- C+P°CI'C,PsC,PsCh
CHPuCtPEPrPEPIC-PI P’PyP+ (CH=0,932 PrP»CII PIP-P°C”PjPsPrC-C—). P’ PjPuPYP°C...
PSP°PNePIP&C%oPsPiPs C,PuCHCtPéP»Ch PIC-PrPiPsPIC-PrPSPs PrPs CtPpPSC,CHCY,
CI'PiC-PIPIC-PrPSPsCE€PuPSPSCII CHPEP-PEPeC-PI Ct CHP°P-C- PiCHP&PNePsPjCr
CHPEPIP°CHPsPeCI'P°P+P°PSCr PI PiPsCHC-PIPSCIIPSPSC- P- PIP°CEC, P°CHP&PSPsPj
CI'C,P°PSPsPIP&P»Ps 0,69 (95% P”Pt: 0,358F“1,35).



P§P°CI'C,PsC,P° PIP6PSP&PePSPUPSPSCLI CLIPIP&C%0 PsCI'PSPSPIPSPsPiPs PiPsPeP°P-PSP&PeP®
P+PyP-PiPuPePé (PjP°CI'P&PIPSC- P°P+Ps PeP»C-PSC-C4PSPs P-PSP°C+CFC%o0C-
PSPPjP°CI'P&PIPSC- PeCRPSPIPsC,PuCiC-) C,P° PIC,PsCEPEPSPSPsPiPs PiPsPeP°P-PSP&PeP®
P+PpuP-PiPuPePé (PjP°CI'PEPIPSC- PeCHPsPIPSC,PuCtC-) P+CrP»P° PsPrPSP°PePsPIPSCH PI
PsP+PsC... C,PuCEP°PiPuPIC,PECPSPEC. .. PICKCLPIP°C....

PyP°P+P»P&CTCII 2. PuPsPeP°P-PSP&PePé PuC, PuPeC,PEPIPSPsCI'C,C- C,P° P+PuP-PiPuPePé P-P°
PrP°PSPé&PjPé PrPsCI'P»C-PrPIPuPSPSCII C,P°P-Pé PtPPt Einstein DVT

PuPsPiCrP»CLICtC-CII 3449 PiP°C+C-C”PSC,C-PI P- CI'P&PjPiC,PsPjPSP&Pj PiPsCI'C,CHP&P;

PrPsCI'P»C-PrPYPuPSPSCII C,CEPsPjP+PsP-PsPj PiP»P&éP+PsPeP&C... PIPUPS

PyPuCHP°PiPuPIC,PEC+PSC- P P&éPIP°CHPsPeCI'P°P+P°PS" [P+ PSPsPeCI P°PiP°CHPEPS/P°PSC,P°PiPsPSC-CIC,

PrPsP-Pé C,p° , 3, 6 P°P+Ps 12 PIC-C,P°PjC-PSCT P1”

C,CHP&PIP°P»C-CI'C,CH PjC-CI'CLICtC-PI 3, 6 P°P+Ps 12 PjC-CI'CIICtC-PI
N=1 731 N=1 718

PYP&PjPiC,PsPjPSP° 36 51

CEPuCtP&PrPEPICFCRCEP® P'PyP*(2,1%) (3,0%)

PYP&PjPiC,PsPjPSP° 20 18

CBPuCtPéPrPéPICYCRCP® (1,2%) (1,0%)

PyP+P>Ph

PYP&PjPiC,PsPjPSP&PNe 14 28

CBPuCtPEPrPEPICFCRCHPEPN: (0,8%) (1,6%)

PyP“P’

PYP&PjPiC,PsPjPSC- PyP+P>Ph C- |1 0

PyP“P’ (0,1%)

P>PuC,P°P»CIHbPSP° 4 6

Py P« P>Ph/CI'PjPuCHC,PuP»CHPSCH(0,2%) (0,3%)

PIPEPiP°PrPeP¢, PePsP»Pé

PSP°CIIPIPSC-CI'C,CIh PyjP+P>Ph

PSPy PjPsPIPSP°

PIP&éPeP»CRCPEC,Pé

PmP°CI'PEPIPSP° P°P+Ps 139 138

PeP»C-PSC-C$PSPs (8,1%) (8,1%)

P-PSP°C$CrC%oP°

PSPuPjP°CI'PEPIPSP®

PeCHPsPIPsC,PuCiP°

PmP°CI'PEPIPSC- 14 20

PeCHPsPIPsC,PuC+C- (0,8%) (1,2%)

P p PEPIP°CHPsPeCI'P°P+P°PS 15 PjPi PrPIC-C+C- PSP° PrPsP+Cr PiCRPsC,CLIPiPsPj 3
C,PEPYIPSC-PI P- PSP°CI'C,CrPiPSP&Pj P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PrPsP-Pé 20 PjPi PsPrPéPS
CHP°P- PSP° PrPsP+Cr.

D) p.PSPsPeCT P PIP°CHPEPS C%oPsPSP°PN-PjPPSCEPY PiCEPsC,CLIPiPsPj 5 PrPSC-PI,
PiC-CI'P»ClI CtCHPsPiPs 8F“ P°PSC,P°PiPsPSC-CI'C, PIC-C,P°PjC-PSCF P,
P-P°CI'C,PsCI'CtPIP°PSPSCII CLIPePsPiPs PiPsC{P&éPSP°C”C,CHhCI'CLI PI PiPpCEHC-PsPr
PiCHP&PNePsPjCt PpuPSPsPeCI'P°PiP°CRP&PSCE.

* CB < 0,0001 (PSPy PjPuPSCEP® PuC, PuPeC,PéPIPSC-CI'C,CH P-P° PiPsPiPuCHPuPrPSCHPs
PIP&P-PSP°CPpPSP&P] CI'PiC-PIPIC-PrPSPsCEPuPSPSCIIP] CHP&P-P&PeC-PI 2,0);
CI'PiC-PIPIC-PrPSPsCEPuPSPSCLI CEP&P-P&PeC-PI: 0,680 (0,443 BR* 1,042), CE=0,076
(B«PiPpCHPuPIPUCECECIC B).



P] PrPsCI'P»C-PrPIPpPSPSC- Einstein PE (PrPéPI. C,P°P+P»PéCtCh 3)
CEP&PIP°CHPsPeCI'P°P+P°PS PiCHPsPrPuPjPsPSCI'C,CHCrPIP°PI PSPy PjPpPSCECY

PuC, PuPeC,PEPIPSC-CI'C,CH, PSC-PY PuPSPsPeCI'P°PiP°CRHP&PS/P°PSC,P°PiPsPSC-CIC,
PIC-C,P°PjC-PSCF P P-P° PiPuCEPIPEPSPSPEPj PiPsPeP°P-PSP&PePsP;

PuC, PuPeC,PEPIPSPsCI'C,C-

[CH=0,0026 (PiPsPeP°P-PSP&Pe B«PSPp PiPsCI'C,CrPiP°C”C,CHCI'CLIB»);
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CEP&P-PEPeC-PI: 1,123 (0,749851,684)].
PYPiC-PIPIC-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI P-P° PiPsPiPuCEPpPrPSCHPs
P-P°PrP°PSPsCh C#PéCI'C,PsCh PeP»C-PSC-C+PSPsCh PePsCHPECI'C,Ch (PiPpCHPIPEPSPSPEPNy
PiPsPeP°P-PSPé&Pe PuC, PuPeC,PEPIPSPsCI'C,C- PiP»CRCI" PjP°CI'PEPIPSC- PeCHPsPIPsC,PuCiC-)
CI'C,P°PSPsPIP&P»Ps 0,849 [(95% P”Pt: 0,63385“1,139), PSPsPjC-PSP°P»CHhPSPu
P-PSP°C+PpPSPSCII CH=0,0275]. P—PSP°C$PuPSPSCII PmPkP’ P-PSP°C...PsPrPéP»P&CI'CI PI
PjPuPYP°C... C,PuCHP°PiPpPIC,PéC+PSPsPiPs PrC-P°PiP°P-PsPSCr PI CI'PuCEPpuPrPSCHPsPjCr
63% C$P°CI'Ct PiCRHPé CI'PuCEPuPrPSC-PNe C,CHPEPIP°P»PsCI'C,C- P»C-PeCrPIP°PSPSCII 215
PrPSC-PI C,P° 57%, 62% C-

65% C+P°CI'Cr PI PiCHCIPiP°C... C-P- P-P°PiP»P°PSPsPIP°PSPsChR C,CHPEPIP°P»C-CI'C,Ch
P»C-PeCrPIP°PSPSCII 3, 6 C- 12 PjC-CI'CLICC-PI PIC-PrPiPsPIC-PrPSPs. P’ PiICHCIrPiC-, C%oPs
P»C-PeCrPIP°P»P°CI'CH PuPSPsPeCIP°PiP°CHP&PSPsPj/P°PSC,P°PiPsPSC-CI'C,PsPj
PIC-C,P°PjC-PSCt Pm, PSPp PIC-PrPjC-C+PuPSPs C+C-C,PePsC— P-P°P»PuPYPSPsCI'C,C- PjC-Pf
CEC-PIPSPuPj CI'PpuCHPuPrPSCHPsPiPs PuPyP” PI CtPuPSC,CHC- (CP°CI’
PiC-PrC,CHPéPjP°PSPSCII CtC-P»CHsPsPIPsPiPs PrC-P°PiP°P-PsPSCr P-PSP°C+PuPSCH PwPXP’
2,085“3,0) PI C,PuCRCtPEP»CIIC... PsPrPSP°PePsPIPsPiPs CEPsP-PjC-CECt C- C+P°CI'C,PsC,PsCh
CEPuCtPéPrPEPIC-PI P’P§P+ (CH=0,082 PrP»CII PIP-P°C”PjPsPrC-C—). P’ PjPuPYP°C...
PSP°PNePIPEC%oPsPiPs C,PuCHCtPéP»Ch PIC-PrPiPsPIC-PrPSPs PrPs CtPuPSC,CHCT,
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CEP&P-P&PeC-PI Cf CEP°P-C- PiCHPéPNPsPjCr
CEP&PIP°CHPsPeCI'P°P+P°PSCt PI PiPsCRHC-PIPSCIIPSPSC- P- PIP°CKC,P°CHP&PSPsP;
CI'C,P°PSPsPIP&P»Ps 0,642 (95% P”Pt: 0,27785“1,484).

P§P°CI'C,PsC,P° PIP6PSP&PePSPUPSPSCLI CLIPIP&C%0 PsCI'PSPsPIPSPsPiPs PiPsPeP°P-PSP&PeP°
P+PpuP-PiPuPePé (PjP°CI'PEPIPSC- P°P+Ps PeP»C-PSC-C4PSPs P-PSP°C+P&PjC-
PSPUPjP°CI'P&PIPSC- PeCEPSPIPsC,PuCiC-) P+CrP»P° PrPuC%oPs PSPEPYCPsCR PI PiCECIPiC-,
C%oPs P»C-PeCIPIP°P»P°CI'CH CHP&PIP°CHPsPeCI'P°P+P°PSPsPj [10,3% (249/2412)], PSC-PY PI
PiCHCIPiC-, C%oPs PsC,CHP&PjCIPIP°P»P°® PuPSPsPeCI'P°PiP°CEP&PS/P°PSC,P°PiPsPSC-CIC,
PIC-C,P°PjC-PSCF P1b [11,4% (274/2405)]. PSP°CI'C,PsC,P° CLIPIPEC%o PIC,PsCEPEPSPSPsPiPs
PiPsPeP°P-PSP&PeP° P+PpP-PiPuPePé (PjP°CI'P&PIPSC- PeCRPSPIPsC,PuCiC-) P+CrP»P°
PSP&PYCPsCR PI PiCECIPiC-, C%oPs P»C-PeCIPIP°P»P°CI'CH CEP&PIP°CEPsPeCI'P°P+P°PSPsP;
[1,1% (26/2412)], PSC-P{ PI PiCECtPiC- PuPSPsPeCI'P°PiP°CEP&PSC/P°PSC,P°PiPsPSC-CI'C,P°
PIC-C,P°PjC-PSCTF P1b [2,2% (52/2405)] P-C- CI'PiC-PIPIC-PrPSPsCEPuPSPSCIIPj CEP&P-PéPeC-PI
0,493 (95% P”Pt: 0,30885"0,789).

PjP°P+P»P&CtCLI 3. PuPsPeP°P-PSPéPePé PuC, PuPeC,PEPIPSPSCI'C,C- C,P° P+PpP-PiPpPePé P-P°
PrP°PSPéPjPé PrPsCI'P»C-PrPPuPSPSCILI C,P°P-Pé PtPtPt Einstein P Pe

PuPsPiCrP»CLICTC-CII 4 832 PiP°CtC-C”PSC,Pé P- PiPsCI'C,CHPsCh CI'P&PjPiC,PsPjPSPsCh PyP+P>Ph
PrPsCI'P»C-PrP{PuPSPSCII
PyPuCHP°PiPpPIC,P&C+PSC- P P&éPIP°CHPsPeCI'P°P+P°PS" [P« PSPsPeCI P°PiP°CEP&PS/P°PSC,P°PiPsPSC-CIC,
PrPsP-Pé C,P° , 3, 6 P°P+Ps 12 PIC-C,P°PjC-PSCf Pm”
C,CHP&PIP°P»C-CI'C,CH PjC-CI'CIICtC-PI 3, 6 P°P+Ps 12 PjC-CI'CIICtC-PI
N=2 419 N=2 413
PYP&PjPiC,PsPjPSP° 50 44
CHPuCtPEPrPEPICFCRCP° P’PyP+*|(2,1%) (1,8%)




PYP&P;PiC, PsPjPSP° 23 20

CEPuCtPEPrPEPICFCRCIP® (1,0%) (0,8%)
PyP+P>Ph

PYP&PjPiC, PsPjPSPEPNe 18 17
CHPuCtPEPrPEPICFCRCIPEPNe  |(0,7%) (0,7%)
PyP“P’

PYP&PjPIC,PsPjPSC- PyP+P>Ph C- |0 2
PyP“P’ (<0,1%)
P>PuC,P°P»CIbPSP° 11 7
PyP+P>Ph/CI'PjPuCHC, PuP»CEPSCH(0,5%) (0,3%)

PIP&PiP°PrPePé, PePsP»Pé
PSP°CIIPIPSC-CI'C,CH PjP+P>Ph
PSPy PjPsPPSP®
PIP&PeP»CRCPEC,Pé

PmP°CI'PEPIPSP° P°P+Ps 249 274
PeP»C-PSC-C$PSPs (10,3%) (11,4%)
P-PSP°C+CrC%oP°
PSPuPjP°CI'PEPIPSP®
PeCRPsPIPsC,PuCiP°

PP CIP&PIPSC- 26 52
PeCEPsPIPSC,PuCtC- (1,1%) (2,2%)

)P PEPIP°CHPsPeCI'P°P+P°PS 15 PjPi PrPIC-C+C- PSP°® PrPsP+Cr PiCHPsC,CLIPiPsPj 3
C,PéPYPSC-PI P- PSP°CI'C,CrPiPSP&Pj P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PrPsP-Pé 20 PjPi PsPrPéPS
CHP°P- PSP° PrPsP+Cf.

b) P+PSPsPeCI'P°PiP°CHPEPS C%oPsPSP°PN-PjPuPSCEPp PiCEPsC,CLIPiPsPj 5 PrPSC-PI,
PiC-CI'P»CILI CtCHPsPiPs BR“ P°PSC,P°PiPsPSC-CI'C, PIC-C,P°PjC-PSCY P,
P-P°CI'C,PsCI'CfPIP°PSPSCII CIIPePsPiPs PiPsC+PéPSP°C”C,CHCI'CLI PI PiPuCHC-PsPr
PiCHPEPN:PsPjCt PuPSPsPeCI'P°PiP°CHPEPSCT-.

* CF < 0,0026 (PSP PjPpPSCEP® PuC, PuPeC,PéPIPSC-CI'C,CH P-P° PiPsPiPuCEPuPrPSCHPs
PIP&P-PSP°C#PpPSP&Pj CI'PiC-PIPIC-PrPSPsCEPuPSPSCLIPj CEP&P-PEPeC-PI 2,0);
CI'PiC-PIPIC-PrPSPsCEPUPSPSCLI CRP&P-PéPeC-PI: 1,123 (0,74985F“1,684).

P‘CIP»Ps PiCEPsPIPuPrPuPSPs P-PIPuPrPuPSP&PNe P°PSP°P»C-P- CRHPP-CIP»CHhC,P°C,C-PI
PrPsCI'P»C-PrPYPuPSCH Einstein DVT C- P P+ P-P° PiPsPiPuCEPuPrPSCHbPs
PIP&P-PSP°C+PuPSP&PjPé PiP°CHP°PjPuC,CEP°PjPé (PrPéPI. C,P°P+P»P&CICH 4).

PyP°PxP»PeCtCI] 4. PiiPsPeP°P-PSPePePé PpC,,PpPeC,PéPIPSPsCFC,C— C,P° P£PuP-PiPuPePé P-P°
PrP°PSPéPjPé P-PIPuPrPuPSPsPiPs P°PSP°P»C-P-Cr CHPuP-CrP»CHC,P°C,C-PI
PrPsCFP»C—PrPﬂPpPSCH) C,P°P-Pé PtPtPt Einstein DVT C,P° Einstein P Pe

PuPsPiCrP»CLICTC-CII 8 281 PiP°CtC-C"PSC, P- PiPsCI'C,CHP&Pj CI'PéPjPiC,PsPjPSP&Pj PyP“P’ P°P+Ps
PrPsCI'P»C-PrPYPuPSPSCII PyP+P>Ph
PyPuCHP°PiPpPIC,P&C+PSC- P P&PIP°CHPsPeCI'P°P+P°PS" [P+ PSPsPeCI P°PiP°CHP&PS/P°PSC,P°PiPsPSC-CI'C,
PrPsP-Pé C,P° , 3, 6 P°P+Ps 12 PIC-C,P°PjC-PSCf P”
C,CHPEPIP°P»C-CI'C,CH PjC-CI'CIICtC-PI 3, 6 P°P+Ps 12 PjC-CI'CIICtC-PI
N=4 150 N=4 131
PYP&PjPiC,PsPjPSP° 36 95
CEPuCtPEPrPEPICICRCHP® P'PyP«*|(2,1%) (2,3%)
PYP&PjPiC,PsPjPSP° 43 38
CHPuCtPEPrPéPICFCRCEP® (1,0%) (0,9%)
PyP+P>Ph




PYPEPjPiC,PsPjPSPEPNe 32 45

CHPuCtPEPrPEPICFCRCIPEPNe  |(0,8%) (1,1%)
PyP“P’

PYP&PjPIC,PsPjPSC- PyP+P>Ph C- |1 2
PyP“P’ (<0,1%) (<0,1%)
P>PuC,P°P»CIbPSP° 15 13
PyP+P>Ph/CI'PjPuCHC, PuP»CEPSCH(0,4%) (0,3%)

PIPEPiP°PrPePé, PePsP»Pé
PSP°CLIPIPSC-CI'C,CH PyP+P>P}
PSPy PjPsPIPSP°
PIP&éPeP»CRCPEC,Pé
PmP°CI'PEPIPSP° P°P+Ps 388 412
PeP»C-PSC-C$PSPs (9,4%) (10,0%)
P-PSP°C$CrC%oP°
PSPuPjP°CI'PEPIPSP®
PeCHPsPIPsC,PuCtP°
PmP°CIPEPIPSC- 40 72
PeCHPsPIPsC,PuCtC- (1,0%) (1,7%)

)P PEPIP°CHPsPeCI'P°P+P°PS 15 PjPi PrPIC-C+C- PSP°® PrPsP+Cr PiCHPsC,CLIPiPsPj 3
C,PéPYPSC-PI P- PSP°CI'C,CrPiPSP&Pj P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PrPsP-Pé 20 PjPi PsPrPéPS
CEP°P- PSP° PrPsP+Cf.

b) P+PSPsPeCI'P°PiP°CHP&PS C%oPsPSP°PN:PjPuPSCEPp PiCEPsC,CIIPiPsPj 5 PrPSC-PI,
PiC-CI'P»CII CtCHPsPiPs Bf“ P°PSC,P°PiPsPSC-CI'C, PIC-C,P°PjC-PSCr P,
P-P°CI'C,PsCI'CrPIP°PSPSCII CIIPePsPiPs PiPsC+PéPSP°C”C,CHCI'CLI PI PiPpCHC-PsPr
PiCHPEPN:PsPjCt PuPSPsPeCI'P°PiP°CHP&PSCT-.

* CE < 0,0001 (PSP PjPpuPSCEP® PuC, PuPeC,PéPIPSC-CI'C,CH P-P° PiPsPiPuCEHPuPrPSCHPs
PIP&P-PSP°C#PpPSP&Pj CI'PiC-PIPIC-PrPSPsCEPuPSPSCLIPj CRP&P-PéPeC-PI 1,75);
CI'PiC-PIPIC-PrPSPsCEPUPSPSCLI CRP&P-P&PeC-Pl: 0,886 (0,6618F1,186).

PYPiC-PIPIC-PrPSPsCEPuPSPSCILI CRP&P-PéPeC-PI P-P° PiPsPiPuCHPuPrPSCHPs
P-P°PrP°PSPsCh C#P&CI'C,PsCh PeP»C-PSC-C+PSPsCh PePsCHPECI'C,Ch (PiPpCHPIPEPSPSPEPNe
PiPsPeP°P-PSP&éPe PuC, PuPeC,PEPIPSPSCI'C,C- PiP»CRCI PjP°CI'P&PIPSC- PeCEHPsPIPsC,PuCiC-)
P-P° PrP°PSP&PjPé P-PIPpPrPuPSPsPiPs P°PSP°P»C-P-Ct CI'C,P°PSPsPIP&P»Ps 0,771 [(95% P”Pt:
0,61455"0,967), PSPsPjC-PSP°P»CHPSPu P-PSP°C+PuPSPSCLI CH=0,0244].

P] PrPsCI'P»C-PrPYPuPSPSC- Einsten Extension (PrPéPI. C,P°P+P»PéCtCh 5)
CEP&PIP°CHPsPeCI'P°P+P°PS PiCHPsPrPuPjPsPSCI'C,CHCrPIP°PI PiPuCHPuPIP°PiCt PSP°Pr
PiP»P°CtPuP+Ps CI"C,PsCI'PsPIPSPs PiPuCHPIP&PSPSPEC... C- PIC,PsCEP&PSPSPEC...
PiPsPeP°P-PSP&PeC-PI PuC,PpaPeC,PEPIPSPsCI'C,C-. PSP°CI'C,PsC,P° CIIPIP&C%o
PiPsP»PsPIPSPsPiPs PiPsPeP°P-PSPéPeP°® P+PyuP-PiPuPePé (PjP°CI'PéPIPSC- PeCHPsPIPsC,PuCtC-)
Cf PiP°CtC-C”PSC,C-PI, C%oPs P»C-PeCrPIP°P»P&CI'CH CHP&PIP°CHPsPeCI'P°P+P°PSPsPj PI
PrPsP-C- 20 PjPi PsPrPéPS CHP°P- PSP°® PrPsP+Cr, P+CrP»P° PeC-P»CHPeC-CI'PSPs
PSPuP-PSP°C+PSPs PIPEC%0oPsCh, PSC-PY Cr C...PIPsSCHPEC..., C%oPs PsC,CHP&PjCrPIP°P»Pé
PiP»P°CtPuP+Ps. P§P°CI'C,PsC,P° PIPEPSPEPePSPuPSPSCII CLIPIPEC%o0 PIC,PsCHPéPSPSPsPiPs
PiPsPeP°P-PSP&PeP° P+PpP-PiPuPePé (PjP°CI'PEPIPSC- P°P+Ps PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oC- PSPuPjP°CI'PEPIPSC- PeCEPsPIPsC,PuC+C-) P+CrP»P° PIPEC%o0PsCh Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé CHPEPIP°CHPsPeCI'P°P+P°PS PI PrPsP-C-
20 PjPi PsPrPéPS CHP°P- PSP°® PrPsP+Cr, PSC-PY Cr PiP°CtC-C”PSC,C-PI, C%oPs
P»C-PeCrPIP°P»PéCI'CH PiP»P°CtPpP+Ps.



PyP°P+P»P&CtCII 5. PuPsPeP°P-PSPéPePé PuC, PuPeC,PEPIPSPsCI'C,C- C,P° P+PuP-PiPuPePé P-P°
PrP°PSPePjPe PrPsCFP»C—PrPﬂPpPSPSCI,I C,P°P-Pé PtPtPt Einstein Extension

PuPsPiCrP»CLICtC-CLI 1197 PiP°CtC-C”PSC,C-PI, Cr CIIPePéC...

PrPsCI'P»C-PrPYPuPSPSCII PiCHPsPrPsPIPYCIPIP°P»PsCI'CH P»C-PeCrPIP°PSPSCII
P°P+Ps PiCEPsC, C-P»P°PeC,PéPeP° CHPuCtPéPrPEPIC-PI
PIPuPSPsP-PSPsC— C,CHPsPjP+PsPuPjP+PsP»C-C—

PyPuCHP°PiPuPIC,PECHPSC- P PEPIP°CHPsPeCI'P°P+P°PS"[PuP»P°CtPuP+Ps

PrPsP-Pé C,P° , 6 P°P+Ps 12 PjC-CI'CLICtC-PI |6 P°P£Ps 12 PjC-CI'CLICtC-PI

C,CHP&PIP°P»C-CI'C,CHh N=602 N=594

PYP&PjPiC,PsPjPSP® 8 42

CBPuCtPEPrPEPICFCRCHP® P’PyP+* [(1,3%) (7,1%)

PYP&PjPiC,PsPjPSP® 2 13

CEPuCtPéPrPEPICFCRCHP® (0,3%) (2,2%)

PyP+P>Ph

PYP&PjPiC,PsPjPSP&PNe 5 31

CEPuCtP&PrPEPICFCRCHPEPNe (0,8%) (5,2%)

PyP“P’

P>PuC,P°P»CHbPSP° 1 1

Py/P+P>P}/CI'PjPuCHC,PuP»CHPSC- [(0,2%) (0,2%)

PIPéPiP°PrPePé, PePsP»Pé

PSP°CIIPIPSC-CI'C,CH> PyP+P>Ph

PSPu PjPsPPSP®

PIPePeP»CRhCtPeC,Pée

PmP°CI'PEPIPSC- 4 0

PeCHPsPIPsC,PuC+C- (0,7%) (0,0%)

PsP»C-PSC-C+PSPs 32 7

P-PSP°C+CrC%oC- (5,4%) (1,2%)

PSPuPjP°CI'P&PIPSC-

PeCHPsPIPsC,PuCtC-

)P P&PIP°CHPsPeCI'P°P+P°PS 20 PjPi PsPrPéPS CHP°P- PSP® PrPsP+Cr.

* CE < 0,0001 (B«PiPpCHPRPIPUCECECIC”B»); CI'PiC-PIPIC-PrPSPsCEPUPSPSCII
CHP&P-P&éPeC-PI: 0,185 (0,0878F0,393).

P] PrPsCI'P»C-PrPIPuPSPSC- Einsten Choice (PrPéPI. C,P°P+P»P&CtCHh 6)
CBPéPIP°C"5PsPeCfP°PiP°PS Cr PrPsP-P°C... 20 PjPi C,P° 10 PjPi
PiCEPsPrPuPjPsPSCI'C,CRCrPIP°PI PiPuCHPpPIP°PiCt PSP°Pr
P°CtPuC,PéP»CI'P°P»C-CtPéP»PsPIPsCR PePéCI'P»PsC,PsCh Ct PrPsP-C- 100 PjPi
CI'C,PsCI'PsPIPSPs PiPuCHPIPEPSPSPé&C... C- PIC,PsCHPEPSPSPéEC... PiPsPeP°P-PSPéPeC-PI

PuC, PuPeC,PEPIPSPsCI'C,C-. PhRCI'PSPsPIPSPEPN: PiPsPeP°P-PSPéPe P+PyuP-PiPpuPePé
(PjP°CfPéPIPSC— PeCHPsPIPsC,PuC+C-) P+CrPI PiPsPrC-P+PSPéPNe Cr PiP°CtC-C”PSC,C-PI,
CLIPeC- PsC,CRHPéPjCrPIP°P»Pé CBPéPIP°C"5PsPeCfP°PiP°PS Cr PrPsP-C- 20 PjPi P°P+Ps 10 PjPi,
PiPSCHC-PIPSCLIPSPs P- P°C{PuC,PéP»CI'P°P»C-C1P&P»PsPIPsCR PePéCI'P»PsC,PsCh Cr
PrPsP-C- 100 PjPi.

PjP°P+P»P&CtCLI 6. PuPsPeP°P-PSPéPePé PuC, PuPeC,PEPIPSPSCI'C,C- C,P° P+PpP-PiPpPePé P-P°
PrP°PSP&PjPé PrPsCIP»C-PrPYPuPSPSCII C,P°P-Pé PtPtPt Einstein Choice



PuPsPiCrP»CIICTC-CII 3396 PiP°CtC-C”PSC,C-PI P- C,CHP&PIP°P»PsCh
PrPsCI'P»C-PrPIPuPSPSCII PiCEPsC, C-P»P°PeC,PéPePsCh PiPsPIC,PsCHPSPsPiPs
PIP&PSP&PePSPUPSPSCI] PyP“P’
PyPuCHP°PiPuPIC,PEC+PSC- PrPsP-Pé [P P&PIP°CEPsPeCI'P°P+P°PS|P PéPIP°CHPsPeCI'P°P+P°PS|PHPY P 100 PjPi
20 PjPi 1 CHP°P- PSP° 10 PjPi 1 CEP°P- PSP° 1 CHP°P- PSP°
PrPsP+Cr PrPsP+Cr PrPsP+Cr
N=1107 N=1127 N=1131
Pr,PpPrC-P°PSP° C,CHPEPIP°P»PsCI'C,CH
C,PuCHP°PiC-C— v . 350 [1868H“362]
[C—PS(?PpCBPePIP°CBC,PéP»CI—bPSPéPNe349 [189857362] PrPSC-PI 1353 [1908"362] PrPSC- 5 po s py
PrC-P°PiP°P-PsPS]
PYP&PjPiC,PsPjPSP° 17 13 50
CHPuCtP&PrPEPICFCRCEP° P'PyPe* (1,5%)* (1,2%)** (4,4%)
PYP&PjPiC,PsPjPSP® 6 6 19
CHPuCtP&PrPEPICFCRCEP° PyP+P>Ph  [(0,5%) (0,5%) (1,7%)
PYP&P;jPiC,PsPjPSP&PNe 8 8 30
CHPuCtP&PrPEPICFCRCHPEPNe PYP“P°  [(0,8%) (0,7%) (2,7%)
P>PuC,P°P»CHPSP°
P3P+ P>Ph/PYPjPuCHC,PuP»CHPSC- ) )
PIPEPiP°PrPePé, PePsP»Pé (0.2%) 0 (0.2%)
PSP°CIIPIPSC-CI'C,CH> PyP+P>PhH PSPp | ° ’
PjPsPIPSP° PIPéPeP»CRCHP&C,Pé
PYP&PjPiC,PsPjPSP®
CHPuCtPEPrPEPICFCRCHP® P'PyPe,
C-PSC,P°CHPeC, PjC-PsPeP°CEPrCr,  [19 18 56
C-PSCI'CIP»CHC, P°P£Ps (1,7%) (1,6%) (5,0%)
CI'PECI'C,PuPjPSP° PuPjP+PsP»C-CII
PiPsP-P° PjPuP{P°PjPé P|PkPY
PrP°CI'P&PIPSC- PeCHPsPIPsC,PuCiC- [6 5 3
(0,5%) (0,4%) (0,3%)
PP»C-PSC-CPSPs P-PSP°CiCIC%oC- |5 b b0
PSPuPjP°CI'P&PIPSC- 2.7) (2.0) (1.8)
PeCHPsPIPsC,PuC+C- ’ ’ '
PYP&PjPiC,PsPjPSP°
CBPpCTPéPrgéPICr'CéBCiP“ P'PyP. b3 17 -
P°P+Ps PjP°CI'P&PIPSP®
PeCEPsPIPSC,PuCtP® (CPECIC,P° (2,1%) (1,5%) (4,7%)
PeP»C-PSC-CPSP° PePsCHP&CI'C,CHb)

* CR < 0,0001 (B«PiPuCEPuPIPpCECECFC”B») CEP&PIP°CEPsPeCI'P°P+P°PS 20 PjPi 1 CEP°P-
PSP°® PrPsP+Ct PiPsCHC-PIPSCIIPSPs P- PLPYPm 100 PjPi 1 CEP°P- PSP® PrPsP+Cr;
CI'PiC-PIPIC-PrPSPsCEPuPSPSCLI CEP&P-P&PeC-PI = 0,34 (0,20850,59);

#CF < 0,0001 (B«PiPpCHPRPIPRCHCECIC”B») CEP&PIP°CEPsPeCI'P°P+P°PS 10 PjPi 1 CHP°P-
PSP° PrPsP+Cr PiPsCEC-PIPSCLIPSPs P- PhPYPs 100 PjPi 1 CEP°P- PSP® PrPsP+Cr;
CI'PiC-PIPIC-PrPSPsCEPUPSPSCLI CEP&P-PéPeC-PI = 0,26 (0,14850,47) ;

P P&PIP°CHPsPeCI'P°P+P°PS 20 PjPi 1 CHP°P- PSP° PrPsP+Cr PiPsCHC-PIPSCIIPSPs P- PLPYPm
100 PjPi 1 CHP°P- PSP°® PrPsP+Cf; CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CHP&éP-PéPeC-PI = 0,44
(0,278K“0,71), p=0,0009 (PSPsPjC-PSP°P»CIbPSPp);

P P&PIP°CEPsPeCI'P°P+P°PS 10 PjPi 1 CEP°P- PSP°® PrPsP+Ct PiPsCEC-PIPSCLIPSPs P- PhPYPm
100 PjPi 1 CRP°P- PSP°® PrPsP+Cf; CI'PiC-PIPIC-PrPSPsCEPPSPSCLI CEP&P-P&PeC-PI =0,32
(0,18850,55), p<0,0001 (PSPsPjC-PSP°P»CIhPSPp).

P”PsPrP°C,PePsPIPs PrPs PrPsCI'P»C-PrPIPuPSCH PtPtPt C,P°P-Pé PiCEPsPiCEHP°PjPé EINSTEIN
P+CfP»Ps PiCEPsPIPuPrPuPSPs PiCEPsCI PiPuPeC,PéPIPSPy
PSPuC-PSC,PuCHPIPuPSCtC-PN:PSPy PIC-PrPeCEP&C,Pp PePsPiPsCEC,PSPy
PrPsCI'P»C-PrPIPuPSPSCLI (XALIA) C-P- C+PuPSC,CEP°P»C-P-PsPIP°PSPsCR PsCtC-PSPePsCh



PeC-PSCTPuPIPEC... C,PsCtPsPe, PIPeP»CRCP°CRCHPé CHPuCTPEPrPEPIPE P'PyPs,
CI'PuCBPNePsP-PSC- PeCHPsPIPsC,PuC+C- C,P° P»PuC,P°P»CHPSC- PIP6PiP°PrPePé. P”P»CII
PIPéPIC+PpPSPSCI]I P+PuP-PiPuPePé PrPsPIPiPsC,CHPEPIP°P»PsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
CBP&PIP°CHPsPeCI'P°P+P°PSCr Cr PeP»C-PSC-C+PSC-PNe PiICHP°PeC,PéCtC- Cr
PiPsCEC-PIPSCIIPSPSC- P- C,CHP°PrPéCtC-PN:PSPsCh P°PSC,PéPePsP°PiCIP»CIIPSC,PSPsCh
C,PuCHP°PiC-C”Ch PI PrPsCI'P»C-PrPIPuPSPSCII P+CrP»Ps PIPeP»CRCHPuPSPs 5142
PiP°CtC-C”PSC,Pé P- PiPsCI'C,CHP&Pj PiP“P’. P] PiCRCrPiC- CHPéPIP°CEPsPeCI'P°P+P°PSCY
C$P°CI'C,PsC,P° CI'PuCHPNePsP-PSP&C... PeCHPsPIPsC,PuCt CI'C,P°PSPSPIPEP»P° 0,7 %,
CEPuCtP8PrPéPICFCRC1PsPiPs P’PyPe 8R“ 1,4 %, P»PuC,P°P»CHPSPEC... PSP°CI'P»C-PrPeC-PI
P- CfCI'C-C... PICHP&C$PéPS 8H"“ 0,5 %. PJ PIP&C...C-PrPSPé&C...
C...P°CRHP°PeC,PuCRP&CI'C,PEPeP°C... PiP°CtC-C”PSC,C-PI P+CrP»Pé PIC-PrPjC-PSPSPsCI'C,C-,
PIPeP»CRC+P°CRC$Pé PIC-Pe, PsPSPePsP»PsPiC-C+PSC- P-P°C...PIPsCRCRPIP°PSPSCII C,P°
PSPECHPePsPICT PSPuPrPsCI'C,P°C,PSC-CI'C,CH. P”P»CII PePsCHP&PiCrPIP°PSPSCII
PIC-PrPjC-PSPSPsCI'C,PuPNe Ct PIPEC...C-PrPSP&C... C...P°CHP°PeC,PuCHPECI'C,PEPeP°C...
P+CrP»Ps P-P°CI'C,PsCI'PsPIP°PSPs PiPsPiPuCEPuPrPSCHPs P-P°PiP»P°PSPsPIP°PSP&PNe
CI'C,CHP°C,PéC, C-PePsPIP°PSPEPNe P°PSP°P»C-P: P-P° PePsPuC, C-CtC-C”PSC,PsPj
CI'C...PéP»CHPSPsCI'C,C-, P°P»Py, PSPuP-PIP°PYP°CRC$Pé PSP° CtPy, P-P°P»P&CEPePsPIPp
PIC-PrC...PéP»PuPSPSCII PjPsPYPpu PIPiP»PéPIP°C,Pé PSP° CEPuP-CrP»CHC,P°C,. PuCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CRHP&PIP°CHPsPeCI'P°P+P°PSCt PI PiPsCHC-PIPSCIIPSPSC- C-P:
C,CRP°PrPéCt+C-PN:PSPsCh C,PuCHP°PiC-C”Ch CI'PePsCRP&PiPsPIP°PSC-
PIC-PrPSPsC€PuPSPSCII CHP&éP-PEPeC-PI CI'PuCEHPNePsP-PSP&C... PeCHPsPIPsC,PuCt,
CHPuCtP&PrPEéPICFCRCEPsPiPs P'PyP+ C,P° P»PuC,P°P»CHPSPEC...PSP°CI'P»C-PrPeC-PI P-
CrCI'C-C... PICHPéC$PéPS CI'C,P°PSPsPIP»CLIC,CH PIC-PrPiPsPIC-PrPSPs 0,77 (95% P”Pt
0,40-1.50), 0,91 (95% P”Pt 0,5485“1,54) C,P° 0,51 (95 % P”Pt 0,2485“1,07). PiC-
CHPpP-CIP»CHC,P°C,Pé Cr PeP»C-PSC-C+PSC-PNe PiCHP°PeC,PéCtC-
PIC-PrPiPsPIC-PrP°CRC,CH PICI'C,P°PSPsPIP»PuPSPsPjCt PiCHPsC, C-P»Ch P+PpP-PiPuPePé
PrP»CII PrP°PSPsPiPs PiPsPeP°P-P°PSPSCII.

PJ] PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PN:PSPsPjCt PSPuC-PSC,PuCEPIPuPSCtC-PN:PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- P-P° CrC$P°CI'C,Ch PiPsPSP°Pr 162000 PiP°CtC-C”PSC,C-PI C-P-
PSPpPeP»P°PiP°PSPSPsCh C,C-P+CHPEP»CLICTC-C”Ch PiPuCHPuPrCI'PuCHPrCH C-P-
C$PsC,PéCHCIHPsC... PeCEP°C—PS CHP&PIP°CHPsPeCI'P°P+P°PS PiCHP&P-PSP°C+P°P»Pé
PrP»CII PiCHPsC, C-P»P°PeC,PéPePé C-PSCI'CrP»CHC,Cr C,P° CI'P&CI'C,PuPjPSPsC—
PpPjP+PsP»C-C—. P§P°CI'C,PsC,P° PIP&PiP°PrPeC-PI C-CEPpPjC-C+PSPsPiPs C-PSCI'CP»CHC,Cr
CI'C,P°PSPsPIP&P»P° 0,70 (95 % P”Pt 0,448F“1,13) PSP° 100 PiP°CtC-C”PSC,Ps-CEPsPeC-PI.
P§P°CI'C,PsC,P° PeCRHPsPIPsC,PuC#, C1IPeC- PiCRP&P-PIPuP»Pé PrPs
PiPsCI'PiC-C,P°P»C-P-P°CtC-C—: 0,43 (95 % P”Pt 0,3185“0,59) PiPsPrC-C— PSP° 100
PiP°CtC-C”PSC,Ps-CHPsPeC-PI 8 “ PIPSCIC,CHC-CEPSCHPsC+PuCHPuPiPSC-
PeCEPsPIPsC,PuC#C-, 1,04 (95 % P”Pt 0,65851,66) BH“ CEP»CrPSPePsPIPs-PeP&CEPePsPIC-
PeCEHPsPIPsC,PuC#C-, 0,41 (95 % P”Pt 0,31850,53) 8F“ CrCRPsPiPuPSC-C,P°P»CHPSC-
PeCEHPsPIPsC,PuC+C- C,P° 0,40 (95 % P”Pt 0,25850,65) BR“ C-PSCEC- PeCRHPsPIPsC,PuC+C-.

P PEPIP°CRPsPeCI'P°P+P°PS P+CtP»Ps PiPsCHC-PIPSCIIPSPs C-P- PIP°CRHC, P°CHPEPSPsPj Cr
PiP°CtC-C”PSC,C-PI P- C,CHPsPjP+PsP-PsPj PI P°PSP°PjPSPuP-C- P-
PrC-P°PiPSPsCI'C,PsPIP°PSP&Pj P°PSC,PéC, PsCI'C, PsP»C-PiC-PrPSPéPj CI'PéPSPrCHPsPjPsPj
(PhPxPY) P- PIP&CI'PsPePéPj CHPEP-PéPePsPj C,CHPsPjP+PsPuPjP+PsP»C-C+PSPEC... CIIPIP&C %o
(PiPsP-P&C,PEPIPSC- CHPuP-CIP»CHC,P°C,Pé PrP»CII PICI'C-C... C,CHCHPsC...
P°PSC,PéC,PsCI'C, PsP»C-PiC-PrPSPé&C... P°PSC,P&C,C-P»: PIPSPICP°PePsPIP&PN:



P°PSC,PéPePsP°PiCIP»CIIPSC,, P°PSC,PéPeP°CHPrC-PsP»C-PiC-PSPsPIC- P°PSC,P&éC,C-P»P°,
P°PSC,Pé-P+PuC,P°-2-PiP»C-PePsPiCHPsC,PuC—PS I P°PSC,PéC,C-P»P°) Cf
CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr PIC-PrPeCHP&C,PsPjCr PjCIP»CHC,PéCtPuPSC,CHPsPIPsPjCr
CI'PiPsPSCI'PsCHPsPIP°PSPsPjCt PrPsCI'P»C-PrPSP&éPeP°PjPé PeP»C-PSC-C+PSPsPjCr
PIPéPiCHPsP+CrPIP°PSPSC- C-P- B«P-P°CI'P»C-PiP»PpuPSPsCRB» PsCtC-PSPePsCh
PeC-PSCtPuPIPsC— C,PsCtPePé. P”PsCI'P»C-PrPIPuPSPSCII P+CrP»Ps PiCHPéPiPéPSPuPSPs
PrPsCI'C,CRPsPePsPIPs PiC-CI'P»CII PIPeP»CRC+PuPSPSCII 120 PiP°CtC-C”PSC,C-PI
PIPSP°CI'P»C-PrPsPe P-CHPsCI'C,P°PSPSCII C+P°CI'C,PsC,Pé
C,CHPsPjP+PsPuPjP+PsP»C-C+PSP&C... CIIPIP&C%o Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCHP&PNePjP°P»Pé CHP&PIP°CEPsPeCI'P°P+P°PS. PYPuCHPuPrPSC-PNe PiPuCHC-PsPr
CI'PiPsCI'C,PuCHPuPYPuPSPSCII CI'C,P°PSPsPIP&PI 569 PrPSC-PI, 59 PiP°CtC-C”PSC,C-PI
P+CrP»Ps CHP°PSPrPsPjC-P-PsPIP°PSPs PI PiCHCIPiCt P-P°CI'C,PsCI'CfPIP°PSPSCII
CRBP&PIP°CHPsPeCI'P°P+P°PSCt PI PrPsP-C- 20 PjPi (15 PjPi PrP»CII PiP°CtC-C”PSC,C-PI P-
PeP»C-CHPuPSCI'PsPj PeCHPuP°C,PéPSC-PSCT < 50 PjP»/C...PI) C- 61 8F“ PIP°CKC, P°CHP&PSCT
(PmPLP’ 2,0853,0). PyCHPsPjP+PsC,PéC+PSC- CIIPIPEC%oP°® P+CrP»Pé Cr 12 %
PiP°Ct+C-C”PSC,C-PI, CBP°PSPrPsPjC-P-PsPIP°PSP&C... PI PiCHCrPiCr
P-P°CI'C,PsCI'CtPIP°PSPSCII CEP&PIPsCEPsPeCI'P°P+P°PSCT (4 C-CEPuPjC-C+PSPéC...
C-PSCI'CIP»CHC,Pé C,P° 3 C-PSC,P°CHPeC,Pé PjC-PsPeP°CHPrP®). PkPu P+CrP»Ps
P-P°CHPuC”CI'C,CHPsPIP°PSPs C,CEPsPjP+PsPuPjP+PsP»C-C+PSP&C... CITPIPEC%o Cr
PiP°Ct+C-C”PSC,C-PI, CEP°PSPrPsPjC-P-PsPIP°PSP&C... PI PiCHCIrPiCr
P-P°CI'C,PsCI'CfPIP°PSPSCII PIP°CHC, P°CRPEPSCY. P'PuP»PéPeC- PeCHPsPIPsC,PuC+C-
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr 4 PiP°CtC-C”PSC,C-PI (7 %) PiCHCrPiPé
CRHPEPIP°CHPsPeCI'P°P+P°PSCr C,P° 2 PiP°CtC-C”PSC,C-PI (3 %) PiCHCrPiPé

PIP°CEC, P°CRHP&PSCY.

P—P°CI'C,PsCI'CrPIP°PSPSCII PrC-C,CIIPj

P, PICHPsPiPpPN:CI'CFhPeP® PjPuPrPéC+PSP°® P°PiPuPSCtC-CII PIC-PrPjPsPIPEP»P°CI'CH PIC-Pr
PiCEP°PIP° PIPEPjP°PiP°C,Pé PIPéPePsPSP°PSPSCII P-PsP+PsPIsF™ CLIP-P°PSPSCII
CI'C,PsCI'PsPIPSPs PiPsPrP°PSPSCII CHPuP-CrP»CHC,P°C,C-PI PrPsCI'P»C-PrPYPuPSCH C-P-
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCI'P°CHPuP»C,PsB® PI CFCI'C-C... PiC-PrPiCRCrPiP°C...
PiCRPpPrCI'C,P°PIPSP&PeC-PI PrPéC,CIIC+PsC— PiPsPiCtP»CIICtC-C— PrP»CII
P»C-PeCrPIP°PSPSCII C,CHPsPjP+PsPuPjP+PsP»C-C+PSP&C... CI'C,P°PSC-PI. P”P»CI]I
PsP-PSP°PNePsPjP»PuPSPSCII P- C-PSC,PsCEPjP°CtC-C”Ch PiCHPs PIPéPePsCHP&CI'C,P°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr Cr PrC-C,PuPNe PrPéPIPECI'CH> CHPsP-PrC-P»
B«P”C-C,PéB».

PxP°CEPjP°PePsPeC-PSPuC,PéPeP®.

P’'CI'PiPsPeC,CrPIP°PSPSCII

P P&PIP°CRPsPeCI'P°P+P°PS CEPIP&PrPePs PICIPjPsPeC,CrC”C,CHCI'CI];
PjP°PeCI'PéPjP°P»CHPSC- PePsPSCtPuPSC,CEP°CtC-C— (PY,,,) PrPsCI'CLIPiP°CRC,CHCI'CII
CtPuCHPpP- 285 “4 PiPsPrPéPSPé PiC-CI'P»CLI PiCEP&PNePsPjCr C,P°P+P»PuC,PePé.

PuCHPé PiPuCHPsCHP°P»CHPSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- CEP&PIP°CEPsPeCI'P°P+P°PS
PjP°PNePYPp PiPsPIPSC-CI'C,Ch PICI'PjPsPeC,CrC”C,CHhCI'CILI, C- PNePsPiPs
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiC-CI'P»CLI PiPpCEPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP-Pé 2,5 PjPi C,P° 10 PjPi C” PIPECI'PsPePsCh (8085“100 %)
PSPuP-P°P»PuPYPSPs PIC-Pr PiCHP&éPNePsPjCr C—PYC-. P—P°CI'C,PsCI'CrPIP°PSPSCII
C,P°P+P»P)C,PePé CHP&PIP°CHPsPeCI'P°P+P°PSCr 2,5 PjPi C,P° 10 PjPi PiC-Pr CfP°CI’
PIPYP&PIP°PSPSCII C—P{C- PSP PIPiP»PEPIP°C” PSP° AUC (PiP»PsC%oP° PiC-Pr PeCHP&éPIPsCh



P-P°P»PpuPYPSPsCI'C,C- PePsPSCtPuPSC,CHP°CtC-CLI 8R“ C+P°CI’) C,P° C,.,,
CHPEPIP°CEPsPeCI'P°P+P°PSCY. PCI'P°CHPUP»C,PsB®, C,P°P+P»PuC,PePé 2,5 PjPi C,P° 10 PjPi
PjPsPYPSP°® PiCHP&PNePjP°C,Pé PSPuP-P°P»PuPYPSPs PIC-Pr PIPIPéPIP°PSPSCII C—PYC- (PrPéPI.
CBPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

P PEPIP°CEPsPeCI'P°P+P°PS C...P°CHP°PeC,PuCHPEP-CC”C,CHhCI'CII PjP°PNePPp
P»C-PSC-PNePSPsCHh C, P°CEPjP°PePsPeC-PSPuC,PéPePsCh PrPs PrPsP-Pé P+P»P&P-CHhPePs 15
PjPi (PsPrPéPS CEP°P- PSP° PrPsP+Cr). P] PIPEPiP°PrPeCr P-P°CI'C,PsCI'CIPIP°PSPSCII
PIP&C%0Pé&C... PrPsP- P°P+CI'PsCEP+CtC-CII CREP&PIP°CRPsPeCI'P°P+P°PSCY
PsP+PjPuPYCrC”C,CHCI'CII PiP°CRP°PjPuC,CRP°PjPé CEPsP-C+PEPSPSPsCI'C,C-, PiCHPé
CtCHPsPjCr PSP° C,PsPSC- PIP&C%oP&C... PrPsP- PIC-PrPjC-C$P°C”C,CHhCI'CI]
P-PSP&PPuPSPSCII P+C-PsPrPsCI'C,CrPiPSPsCI'C,C- C,P° CEPIPéPrPePsCI'C,C-
PICI'PjPsPeC,CrPIP°PSPSCII. P!Pu CIIPIP&C%oPp C” P+C-P»CHCE PIPECEP°PIPuPSPéPj PiCEPé
PiCEP&PNPsPjC- P»C-PeP°CRECI'CHhPePsPiPs P-P°CI'PsP+Ct PSP°C,C%oPuCIPuCHCtPy, PSC-PY
PiCEHPé PIPéPePsCEHP&CI'C,P°PSPSC- PiC-CI'P»CII C—P9C-. PxP°CEPjP°PePsPeC-PSPuC,PéPeP®
CHP&PIP°CHPsPeCI'P°P+P°PSCt C...P°CHP°PeC,PuCHPEP-CrC”C,CHCI'CII PiPsPjC-CHPSPsCh
PjC-PSP»P&PIC-CI'C,Ch; C-PSPrPéPIC-PrCrP°P»CHPSP® PjC-PSP»P&PIC-CI'C,CH
(PIP°CHC-P°CtC-PNePSP&PNe PePsPuC,C-CtC-C”PSC,) CI'C,P°PSPsPIP&C,CH PIC-Pr 30 % PrPs 40
%, P-P° PIPEPSCIIC,PePsPj PrPSCII PiCHPsPIPuPrPuPSPSCII PsPiPuCHP°C,PEPIPSPsPiPs
PIC,CHCrC$P°PSPSCII C,P° PSP°CI'C,CrPiPSPsPiPs PrPSCII, PePsP»Pé PjC-PSP»P&PIC-CI'C,CH
PuPeCI'PiPsP-PéC+C-C— C” PIP&CI'PsPePsCh (70%).

P’CI'PjPsPeC,CIPIP°PSPSCII CHPEPIP°CEPsPeCI'P°P+P°PSCr P-P°P»PuPYPéC,CH PIC-Pr
PjC-CI'CtCLI PIP6PIC-P»CHPSPPSPSCII P»C-PeP°CRHCI'CHPePsPiPs P-P°CI'PsP+Cr PI
C€P»CrPSPePsPIPs-PePéCEPePsPIPsPjCr C,CHP°PeC,C-. P'C-PrP-PSP°C+P°C”C,CHCI'CII 29 % C-
56 % P-PSP&PIPuPSPSCII AUC C- C,,, PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- PiCRP°PSCrP»CIIC,P°
CHP&PIP°CHPsPeCI'P°P+P°PSCF, P- PIPEPIC-P»CHPSPuPSPSCIIPj PrC-CRC$PsC—
CBPuC+PsPIPEPSPé PI PiCHPsPeCI PéPjP°P»CHPSPsPjCr PIC-PrPrC-P»C- C,PsPSPePsPiPs
PePéC€PeC-PIPSP&PeP°, Cr PiPsCHC-PIPSCIIPSPSC- P- C,P°P+P»PuC,PsPIP°PSPsCh
C,PsCRPjPsCh. P*PeCI'PiPsP-PéCt+C-CII P-PjPuPSCECrC”C,CHCI'CII C%oPp P+C-P»CHCEPH
PiCHPé PIP&PIC-P»CHPSPuPSPSC- PrC-CRC+PsC— CHPuC+PsPIPEPSPé PI
PrPéCI'C,P°P»CHPSPsPjCt PIC-PrPrC-P»C- C,PsPSPePsPiPs PePéCEPeC-PIPSPéPeP°® CPé
PIPECI'C...C-PrPSC-PNe C+P°CI'C,PEPSC- PsP+PsPrPsPIPsC— PePéCEPePé. PkPuPsP+C...C-PrPSPs
CrPSP&PeP°C,Pé PIPIPuPrPuPSPSCII CRP&PIP°CHPsPeCI'P°P+P°PSCr
PrPECI'C,P°P»CHPSC-CEPp CEP»CrPSPeP®, PsCI'PeC-P»CHPePé CtPu PjPsPIPu
PiCHPEP-PIPuCI'C,Pé PrPs P-PSPEPIPuPSPSCII PICI'PjPsPeC,CrPIP°PSPSCI] C,P°
PIC-PrPiPsPIC-PrPSPsPiPs PIPiP»P&PICt PSP° PuPeCI PiPsP-PECtC-Ch.

P‘C-PsPrPsCI'C,CrPiPSC-CI'C,CH (AUC C- C,,,) P+CrP»P° CI'PiC-PICI'C,P°PIPSPSChR PrP»CII
CHPEPIP°CHPsPeCI'P°P+P°PSCr 20 PjPi PiCHP&éP-PSP°C+PuPSPsPiPs PiPuCHPsCHP°P»CHPSPs Cr
PIPEPiP»CIIPrC- PiPsPrCEC-P+PSPuPSPsC— C,P°P+P»PuC,PePé P-PjC-CEP°PSPsC— P-
CLIP+P»CrC+PSPéPj PiCRCHPu C+Pé PIPsPrPsCh, PIPIPuPrPuPSPsPiPs CPuCHPuP:
CEP»CrPSPePsPIPEPNe P-PsPSPr PsPrCRHP°P-Cr PiC-CI'P»CII CRC-PrPePsC— C—P{C-, C,P°
PrP»CII PiCHP&PNePsPjCr CtC-P»PsC— C,P°P+P»PuC,PePé. P’CHP°C...PsPICFCRCHPé,
PiPuCHPpPrP+P°C+CrPIP°PSPEPNe, PrPsP-Ps-PiCHPsPiPsCHCTC-PNePSP&PNe

C, P°CHPjP°PePsPeC-PSPuC,PECPSP&PNe PiCHPsC, C-P»CH CHP&PIP°CHPsPeCI'P°P+P°PSCF,
CHPuP-CrP»CHC,P°C,Pé PrP°PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII P-
P+C-PsPrPsCI'C,CrPiPSPsCI'C,C-, PNePjPsPIC-CHPSPs, PjPsPYCrC,CH CI'C,PsCI'C*PIP°C,PéCI'CII
C- PSPEPYCHP&C... PrPsP- CHPéPIP°CHPsPeCI'P°P+P°PSCY.

P PsP-PiPsPrC-P»




P—PIBF™ CIIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé PiP»P°P-PjPé Cf P»CRPrPéPSPé C”
PIPECI'PsPePé&Pj C- CI'C,P°PSPsPIPEC,CH> P+P»P&P-CHhPePs 92% - 95%, PICRPé CtCH>PsPjCr
PsCI'PSPsPIPSP&Pj P-PIBR™ CLIP-CrCRC$PéPj PePsPjPiPsPSPuPSC,PsPj C”
CI'P&CHPsPIP°C,PePsPIPEPNe P°P»CHbP+CrPjC-PS. PhP+BF™ C”Pj CHPsP-PiPsPrC-P»Cr 8R*
PiPsPjC-CHPSP&PNe, PiPsPeP°P-PSPéPe Vss (PsP+ER™ C”Pj CHPsP-PiPsPrC-P»Cr PI
CHC-PIPSPSPIP°PIPSPsPjCr CI'C,P°PSC-) CI'C,P°PSPsPIPEC,CH PjP°PNePIPyu 50 P».

PwPuC,P°P+PsP»C-P-Pj C- PIPEPIPuPrPuPSPSCII P- PsCRHPiP°PSC-P-PjCr

PP°PNePYPp 2/3 PiCEPEPN:PSCLIC,PsC— PrPsP-Pé CEP&PIP°CEPsPeCI'P°P+P°PSCY
PjPuC,P°P+PsP»C-P-CfC”C,CEbCI'CII P- PSP°CI'C,CIPiPSP&Pj PIP&PIPuPrPuPSPSCLIP]
PiPsP»PsPIP&éPSPé PjPuC,P°P+PsP»C-C,C-PI PSPECEPeP°PjPé, P° C-PSCEPsC— PiPsP»PsPIP&PSPé
- P- PeP°P»PsPj. P PuCEC,P° (1/3) PiCEPEPN:PSCLIC,PsC— PrPsP-Pé PIP&PIPsPrPéC,CEbCICII
P+PpuP-PiPsCI'PuCEPuPrPSCHPs PSPECEPeP°PjPé Cr PIP&PiP»CLIPrC- PSPuP-PjC-PSPuPSPsC—
PrC-CRC#PsC— CRPuC+PsPIPEPSPé C-P- CI'PuC+PuCh PiPuCEPuPIP°PIPSPs CEP»CIIC...PsP
P°PeC,PéPIPSPSC— PSPECEPePsPIPsC— CI'PpPeCEPuCHC-C—.

P®PpC,P°P+PsP»C-P-Pj CRPéPIP°CHPsPeCI'P°P+P°PSCrt P-P°P+PpP-PiPuC+CrC”C,CHCICII
C-P-PsC, PuCHPjPuPSC,P°PjPé CYP3A4, CYP2]2 C,P° PSPuP-P°P»PpuPYPSP&éPjPé PIC-Pr
CI'PéCI'C,PpPjPé CtPéC,PsC...CEPsPjCF CYP PjPuC...P°PSC-P-PjP°PjPé. PhCI'PSPsPIPSP&PjPé
PrC-P»CIIPSPeP°PjPé P+C-PsC,CRP°PSCI'C,PsCHPjP°CtC-C— C” PjPsCEC, PsP»C-PSPsPIP®
PiCRHCIPiP°, C%oPs P-P°P-PSP°C” PsPeP&CI'PSPsPiPs CEPsP-PeP»P°PrP°PSPSCI], C,P°
P°PjC-PrPSC- PiCHCrPiPé, CLIPeC- PiC-PrP»CLIPiP°CRC,CH PiC-PrCEPsP»C-P-Cr.
P’PEC...PsPrCLICtPé P- PsC,CHP&PjP°PSPEC... in vitro PrP°PSP&C..., CRPEPIP°CEPsPeCI'P°P+P°PS
C” CI'CfP+CI'C,CEP°C,PsPj C,CEP°PSCI'PiPsCHC,PSP&C... P+C-P»PeC-PI P -gp (P -
PiP»C-PePsPiCRPsC,PuC—PS) C,P° Berp (P+C-P»PsPe CBPuP-PéCI'C,PuPSC,PSPsCI'C,C- PrPs
CRP°PeCr PjPsP»PsC+PSPsC— P-P°P»PsP-Pé).

PkP°PNePIP°PYP»P&PIC-CEPsChR CI'PiPsP»CrPePsCh PI PiP»P°P-PjC- PeCHPsPIC- P»CRPrPéPSPé
C” PSPpP-PjC-PSPuPSP&PN: CEP&PIP°CHPsPeCI'P°P+P°PS, PiCEPé CtCHPsPjCt P-PSP°C+PSC-
P°P+Ps P°PeC,PéPIPSC- CtPé6CHPeCrP»CRCRC+C- PjPuC,P°P+PsP»C-C,Pé PSPu
PIPECIIPIP»PpuPSC-. P PEPIP°CHPsPeCI'P°P+P°PS, CI'PECI'C,PuPjPSP&PN. PeP»C-CHPuPSCI
CIIPePsPiPs CI'C,P°PSPsPIP&C,CH P+P»P&P-CHhPePs 10 P»/PiPsPr, PjPsPYPu P+CrC,Pé
PIC-PrPSPuCI'PpuPSPEPN: PrPs P»C-PeP°CHCI'CHPePéEC... P-P°CI'PsP+C-PI P- PSPéP-CH>PeP&Pj
CBC-PIPSPuPj PeP»C-CBPuPSCI'Ct. PuC-CI'P»CII PIPSCrC,CEC-CEPSCHPsPIPuPSPSPsPiPs
P-P°CI"C,PsCI'CfPIP°PSPSCII PrPsP-Pé 1 PjPi PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CI'C,P°PSPsPIP&C,CH P+P»PéP-CHbPePs 4,5 PiPsPrPéPSPé. PuCHPé
PiPpCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PIPEPIPuPrPuPSPSCII
PsP+PjPuPYCrC”C,CHhCI'CII CEPIPéPrPeC-CI'C,CR P°P+CI'PsCHP+CtC-C—. PiuCHPé
PIPéPIPuPrPpPSPSC- CHP&PIP°CHPsPeCI'P°P+P°PSCY P- PiP»P°P-PjPé
C,PuCHPjC-PSP°P»CHPSPEPNe PiPuCEC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII
CI'C,P°PSPsPIP&C,CH PIC-Pr 5 PrPs 9 PiPsPrPéPS Cr PjPsP»PsPrPéC... PiP°CtC-C”PSC,C-PI C,P°
PIC-Pr 11 PrPs 13 PiPsPrPéPS Cr PsCI'C-P+ P»C-C,PSCH>PsPiPs PIC-PeC¥.

PhCI'PsP+P»P&PIC- PiCRCrPiPé C...PIPsCRP&EC...

PYC,P°C,CH. P] C+PsP»PsPIC-PeC-PI C- PC-PSPsPe PeP»C-PSC-C+PSPs P-PSP°C+CrC%oC-
CHPsP-C...PsPrPIPuPSPSCII C,P°CHPjP°PePsPeC-PSPuC,PéPePé PSPu PIPECLIPIP»PuPSC-
(PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé. P] PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs
PIC-PeCr PePsPSCtPuPSC,CHP°CtC-C— CHP&PIP°CHPsPeCI'P°P+P°PSCr Cf PiP»P°P-PjC-



PIP&C%oC-, PSC-PY Cr PjPsP»PsPrPéC... PiP°CtC-C”PSC,C-PI, CI'PuCHPuPrPSC”
P-PSP°CtPpuPSPSCII AUC PiCHPEP+P»PéP-PSPs Cr 1,5 CHP°P-P° PiPuCHPuPIPEC%oCrC”
PIC-PrPiPsPIC-PrPSC- P-PSP°CPuPSPSCI!I Cr PjPsP»PsPrPeC... PiP°CtC-C”"PSC,C-P],
PiPsP»PsPIPSP&Pj C+PEPSPsPj CrPSP°CI'P»C-PrPsPe P-PSPEPIPuPSPsPiPs P-P°PiP°P»CHPSPsPiPs
C,P° PSP8CHPePsPIPsPiPs PeP»C-CHPuPSCI'Cr. PkPuPjP°C” PiPsC,CRHPuP+Pé PI
PePsCHPuPeCtC-C— PrPsP-Pe.

P C-P-PSC- PIP°PiPsPIC- PeP°C,PuPiPsCFC-C—. P—P°PSP°PrC,Ps PjP°P»P° P°P+Ps PIPuP»P&éPeP°
PjP°CI'P° C,C-P»P° (PjPuPSCEPy 50 PePi C- P+C-P»CEbCEP 120 PePi) P»P6CEPy
PSPuP-PSP°C4PSPsCR PjC-CHPsCE PIPiP»P&PIP°C” PSP° PePsPSCPuPSC,CEP°C+C-C—
CRP&PIP°CRPsPeCI'P°P+P°PSCF Cf PiP»P°P-PiC- (PjPUPSCEPH 25 %). PKPuPjP°C”
PiPsC,CHPuP+Pé PI PePsCEPuPeCtC-C— PrPsP-Pé.

ProC-PYPuC,PSC-C+PSC- PsCI'PsP+P»PéPIPsCI'C,C-. PP»C-PSC-C+PSPs P-PSP°C+CrC%oC-
CHPsP-C...PsPrPIPuPSPSCII C,P°CEPjP°PePsPeC-PSPuC,PéPePé (PrPm) C,P°
C,P°CRPjP°PePsPrPéPSP°PjC-PePé (PxP”) Cr PiP°CtC-C”PSC,C-PI C”"PICHPsPiPuPsC—PrPSPsC—,
P°C,CRHPsP°PjPuCHP&PeP°PSCI'CHhPePsC—, P»P°C,PéPSPsP°PjPuCRP&PeP°PSCI'CHhPePsC—,
CLIPiPsPSCI'CHhPePsC— P°P+Ps PeP&C,P°PNeCI'CHhPePsC— PuC,PSC-C+PSPsC—
PiCHP&PSP°P»PuPIPSPsCI"C,C- PSPy CI'PiPsCI'C,PuCHC-PiP°P»P&CI"CI].

PyPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH. P] C...PIPsCEP&C... PSP° CtPECHPsP-
PiPuC+C-PSPePé P- P»PpuPiPePsCh PiPpC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
(PeP»P°CI" P} P-P° PeP»P°CI'P&C,C-PeP°CtC-C”Ch P§P°PNeP»PrP°sH“Pusf™ CR)
C,,P°CHPjP°PePsPeC-PSPiC,PéPeP° CHPéPIP°CHPsPeCI'P°P+P°PSCrt P»PéCEPH
PSPuP-PSP°C+PSPs PIC-PrCHC-P-PSCIIP»P°CI'CII PIC-Pr PIC-PrPiPsPIC-PrPSPéC...
PiPsPeP°P-PSP&PeC-PI (Ct CI'PuCHPuPrPSCHPsPjCr 1,2-CHP°P-PsPIPp P-P+C-P»CHCEPpPSPSCII
AUC CHP&PIP°CHPsPeCI'P°P+P°PSCY) Ct PePsPSC,CEPsP»CHPSC-PNe PiICECrPiC-
P-PrPsCRHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI.P] C...PIPsCHPEC... PSP° CtPéCHPsP-
PiPpC$C-PSPePé C-P: CI'PuCHPuPrPSCHPsC,CLIPIPePsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PeP»P°CI" P’ P-P° PeP»P°CI'PéC,C-PeP°CtC-C”"Ch
P§P°PNeP»PrP°s}“Push™ Ch) CI'PuCEPuPrPSCII AUC CEPéPIP°CHPsPeCI'P°P+P°PSCt P+CIP»P°
P-PSP°C$PSPs PiC-PrPIP&C%oPuPSP® (Cr 2,3 CHP°P-P°) PiPsCRHC-PIPSCIIPSPs P: C,P°PePsCh Cr
P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI. AUC PSPuP-PIB{™ CIIP-P°PSPsC—
CBPuC+PsPIPEPSPé PiC-PrPIPEC%o0CrPIP°P»P°CI'CII Cr 2,6 CHP°P-P°. P] CtP&C...
PiP°CtC-C”PSC,C-PI C,P°PePsPY P-P°CHPuC”CI'C,CRHPsPIP°PSPs P-PSP&PPuPSPSCII
PIPEPIPuPrPpPSPSCII CEP&PIP°CRHPsPeCI'P°P+P°PSCT P- CI'PuC+PuCR, PiPsPrC-P+PSPp PrPs
C,PsPiPs, C%oPs C...P°CHP°PeC,PuCHPSPn PrP»CII PiP°CtC-C”PSC,C-PI P- PSPECEPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSCII.

PkPuPjP°C” PrP°PSP&C... C%oPsPrPs PiP°CtC-C”"PSC,C-PI P- C,CLIP{PeP€P;j
PiPsCHCrCE€PpPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé.

PuCHP&PiPSC-CPPSPSCLI P°PeC,PéPIPSPSCI'C,C- C,P°PeC,PsCEP° PI'P® P+CIP»Ps
PIP&CHP°PYPuPSPu CI'PéP»CHPSC-CEPy (2,6-PeCEP°C,PSPR CEPsP-C...PsPrPIPuPSPSCLI) Cr
PiP°CtC-C”PSC,C-PI C-P- CI'PuCHPuPrPSCHPsC,CLIPIPeP&Pj PiPsCECICEPRPSPSCLIP]

C, CIPSPeCtC-C— PiPpC+C-PSPePé, PSC-PY Cf P-PrPsCEPsPIP&C. .. PrPsP+CEHPsPIPsP»CHCC-PI;
PuP§ C,P°PePsPY (2,1-PeCHP°C,PSPs) PiPsPrPsPIPICrPIP°PICI'CII. PyP°C+C-C”PSC,Pé P-
CI'PuCHPpPrPSCHPsC,CLIPYPeP&Pj PiPsCECECEPUPSPSCLIPj C, CFPSPeCtC-C— PiPpC+C-PSPePé
P+CfP»Pé P+C-P»CHbCE C+CIC,P»P&PIPEPjPé PrPs CEPEPIP°CEPsPeCI'P°P+P°PSCY, C%oPs
PiCEP&P-PIPSPrP&P»Ps PrPs P+C-P»CHCE PeCECIC,PsC— PeCHPEPIPsC—
P-P°P»PuPYPSPSCI'C,C- PxPis/PxP” PjC-P§ PePsPSCPuPSC,CEP°CtC-C”Ch C,P° PyPs.



P P&PIP°CEPsPeCI'P°P+P°PS PiCEPsC,P&éPiPsPeP°P-P°PSP&PNe PiP°CC-C”PSC,P°Pj P-
C...PIPsCHPsP+P°PjPé PiPuC+C-PSPePé, C%oPs CI'CtPiCEPsPIPsPrPCtCRC,CHCICII
PePsP°PiCrP»PsPiP°C,C-C”"Ch P- PeP»C-PSC-C+PSPs P-PSP°C#P&PjP&Pj CHP&P-PéPePsPj
PIP&PSP&PePSPuPSPSCII PeCEPsPIPsC,PuC+C-, PI C,PsPjCt CP&CI'P»C- C...PIPsCHP&Pj PSP°
CtP&CHPsP- PiPuCC-PSPePé PeP»P°CI'Ct P’ C,P° PV P-P° PeP»P°CI'P&C, C-PeP°CtC-C"Ch
P§P°PNeP»PrP°sF“Pus™ Ch (PrP&PL. CHPsP-PrC-P» B«PuCHPsC,P&PiPsPeP°P-P°PSPSCLIB»).

PkPéCEFPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH. P’C-PrP-PSP°C+P°P»PsCI'CII
P-P+C-P»CHCEPpPSPSCII PuPeCIPiPsP-PéCtC-C— CHPEPIP°CRPsPeCI'P°P+P°PSCr, CIIPePu
PsP+PuCHPSPuPSPs PiCHPsPiPsCHCtC-PNePSPs PePsCEPuP»CRC” P-C- P-PSP&PIPuPSPSCIIPj
C, CtPSPeCtC-C— PSPECEPsPe, C%oPs PIPEP-PSP°C+P°P»Pé P-P° PeP»C-CRPuPSCIPsPj
PeCEPpP°C,PEPSC-PSCTF. P’ PsCI'C-P+ P- P»PuPiPePéPj (PeP»C-CEPuPSCI’
PeCHPpP°C,PEPSC-PSCr 508F“80 PjP»/C...PI), CTPuCEPuPrPSCHPsC,CLIPIPePEP)
(PeP»C-CRPpuPSCI" PeCHPuP°C,PéPSC-PSCF

3085“49 PjP»/C...PI) P°P+Ps C,CLIPYPePéPj (PeP»C-CEPpuPSCI" PeCHPuP°C,P6PSC-PSCY 158529
PjP»/C...PI) PiPsCHCIrCEPpPSPSCIIPj C,CfPSPeCtC-C— PSPECHPsPe,
PePsPSCtPpPSC,CHP°CtC-C— CEP&PIP°CHPsPeCI'P°P+P°PSCr Cr PiP»P°P-PjC- (AUC) P+CrP»Pé
PI 1,4, 1,5 C,P° 1,6 CEP°P-P° P+C-P»CIHCEC- PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé Cr
P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI. P’C-PrPiPsPIC-PrPSPs
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII
C,P°CRPjP°PePsPrPéPSP°PjC-C+PSP&C... PuC,PuPeC,C-PI. P’ PsCI'C-P+ P- P»PuPiPePéPj,
CI'PuCEPpuPrPSCH:PsC,CIIPYPePéPj P°P+Ps C,CIIPPeP&Pj PiPsCRHCIrCEPuPSPSCIIPj

C, CrPSPeCtC-C— PSPECEPsPe P-P°PiP°P»CHPSP PiCHPéPiPSC-C+PuPSPSCII
P°PeC,PEPIPSPsCI'C,C- C,P°PeC,PsCEP° PI'P° P+CrP»Ps PIC-PrPiPsPIC-PrPSPs PI 1,5, 1,9 C,P° 2
CEP°P-Pé P+C-P»CHCEPEPj PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj Cr P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI; PuP§ PiPsPrC-P+PSPéPj C+P&PSPsPj P-CHPsCI'C,P°P»Ps Cr 1,3, 2,2
C,P° 2,4 CEP°P-P° PIC-PrPiPsPIC-PrPSPs. P”P°PSC- C%oPsPrPs PiP°CtC-C”PSC,C-PI P-
PeP»C-CHPuPSCI'PsPj PeCHPuP°C,PEPSC-PSCT < 15 PjP»/C...PI PIC-PrCI'CfC,PSC-.

P— PsPiP»CIIPrCr PSP° PIP&CI'PsPePp P-PIEF™ CIIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé, PsCC-PeCrC”C,CHhCI'CII, C%oPs CHP&PIP°CEPsPeCI'P°P+P°PS PSPy
PIP&PIPsPrP&éC,CHCI'CII P- PsCRPiP°PSC-P-PjCf CEP»CIIC...PsPj PrC-P°P»C-P-Cr.

PkPp CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P=+ PiP°CtC-C”PSC,P°Pj C-P- PeP»C-CRPuPSCIPsPj
PeCHPuP°C,PEPSC-PSCF

< 15 PjP»/C...P1. P PEPIP°CKPsPeCI'P°P+P°PS CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P- PeP»C-CRPuPSCIPsPj
PeCEPpP°C,PEPSC-PSCF

158F“29 PjP»/C...PI (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

PrP°CEPjP°PePsPeC-PSPuC,PéCtPSC- PrP°PSC-, PIC-PrPjC-C#PuPSC- Cé PiP°C+C-C”PSC,C-PI. P]
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCFCRC,CH CRPEPIP°CHPsPeCI'P°P+P°PS PrP»CI]
PiCEPsC, C-P»P°PeC,PéPePé P'PyP+ PI PrPsP-C- 10 PjPi CRP°P- PSP° PrPsP+Cf,
CI'PuCHPuPrPSC-PNe PiPuPsPjPuC,CHPECPSPEPNe PiPsPeP°P-PSPéPe
PePsPSCtPpPSC,CHP°CtC-C— (C-PSC,PuCHPIP°P» PiCHPsPiPSPsP-CfPIP°PSPSCII BF* 90 %)
C+PuCHPuP- 285“4 PiPsPrPéPSPé C,P° PjP°PNePPu C+PuCHPuP: 24 PiPsPrPéPSPé PiC-CI'P»CI]
P-P°CI'C,PsCI'CfPIP°PSPSCII (C+P°CI’, C%oPs PiCHP&P+P»P&P-PSPs PIC-PrPsP+CHP°PIP°C”
PrPsCI'CIIPiPSPuPSPSCII PjP°PeCI'PéPjP°P»CHPSPsC— C,P° PjC-PSC-PjP°P»CHPSPsC—
PePsPSCtPpPSC,CHP°CtC-C— PI PiCHPsPjC-PYPeP°C... PjC-PY PiCHP&PN-PsPjP°PjPé PrPsP-)
CI'C,P°PSPsPIP&PI 101 (785“273) C- 14 (485“51) PjPePi/P», PIC-PrPiPsPIC-PrPSPs.



PrP°CHPjP°PePsPeC-PSPuC,PéC#PSC-/C,P°CEPjP°PePsPrPéPSP°PjC-C+PSC-
PIP-P°C”PjPsP-PIgF™ CLIP-PePé. PhCtC-PSPeP° C,P°CHPjP°PePsPeC-PSPuC,PéCEPSPsPiPs/
C,P°CHPjP°PePs-PrPéPSP°PjC-C+PSPsPiPs (PxPm/PaP”) PIP-P°C”PjPsP-PIBf™ CIIP-PeCr PjC-Pq
PePsPSCtPuPSC,CHP°CtC-C”Ch CHP&PIP°CHPsPeCI'P°P+P°PSCr PI PiP»P°P-PjC- PeCRPsPIC-
C,P° PrPuCIIPePéPjPé C,P°CRPjP°PePsPrPéPSP°PjC-C+PSP&PjPé PeC-PSCtPuPIPEPjPé
C,PsC$PeP°PjPé (PiCHP&PiPSC-C+PuPSPSCII C,P°PeC,PsCRP° PI'P°, PuP§, PHP§PyPS, HepTest)
PiCHPsPIPsPrPéP»P°CI'CH PSP° C,P»C- P-P°CI'C,PsCI'CrPIP°PSPSCII PIPuP»P&PePsPiPs
PrC-P°PiP°P-PsPSCr PrPsP- (5830 PjPi PrPIC-C$C- PSP° PrPsP+Cr).

P’P-P°C”PjPsP-PIgRy™ CLIP-PsPe PjC-PY PePsPSCtPuPSC,CRHP°CtC-C”"Ch
CHP&PIP°CHPsPeCI'P°P+P°PSCt C,P° P°PeC,PéPIPSC-CI'C,Ch C,P°PeC,PsCRHP° PI'P°
PSP°PNePeCHP°C%oPu PIPEP-PSP°C+P°C”C,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh Pe . PjPsPrPuP»C-.
POPsPrPs PiP§ 8h“ PSP°PNeP+C-P»CHC€ PrPsCI'C,PsPIC-CRPSC- PrP°PSC-
PsC,CHPéPjCrCRC,CH CEP»CIIC...PsPj P-P°CI'C,PsCI'CfPIP°PSPSCI] P»C-PSC-PN:PSPsC—
PjPsPrPuP»C- PiPuCRPuC,PEPSP°PSPSCII PIC-PrCHC-P-PeC-PI. P’ P-P°P»PuPYPSPsCI'C,C- PIC-Pr
CBC-P-PSP&C... CRPuP°PiPuPSC,C-PI PrP»CII PIPéP-PSP°C+PuPSPSCII PiiP§, PeCrC,PsPIP&PNe
PePsPuC, C-C+C-C”PSC, PjPsP{Pyu PjP°C,Pé CI'CrC,C,C"PIPs PIC-PrPjC-PSPSC-
P-PSP°C+PpPSPSCII. PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- CEPuP°PiPpPSC,Cr Neoplastin PrP»CII
PIP&éPjC-CRHCRPIP°PSPSCII PiP§, PIPEC...C-PrPSPéPNe PiiP§ CI'C,P°PSPSPIPEPI P+P»P&P-CHyPePs
13 CI', P° PeCrC,PsPIP&PN: PePsPuC,C-CtC-C”PSC, 8R“ PIC-Pr 3 PrPs 4 CI'/(100 PjPePi/P»).

P PpP-CrP»CHC,P°C,Pé PrP/PuP” P°PSP°P»C-P-C-PI Cr PrPsCI'P»C-PrPIPuPSPSCIIC... C,P°P-
PtPt C,P° PtPtPt PIC-PrPiPsPIC-PrP°P»Pé PrP°PSP&Pj, PsC,CHPEPjP°PSPEPj Cr
P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI. P] PiP°CtC-C”PSC,C-PI, PSP° P+P°P-PsPIC-
CRHC-PIPSC- C,P°PeC,PsCRHP° PI'P° C,P° PuP§ PIPiP»P&PIP°P»Pé C...C-CHCrCHPiC-C+PSC-
PIC,CRCrC$P°PSPSCII, PI CHPuP:-CrP»CHC,P°C,C- C+PsPiPs PIPEPSPéPeP°P»Pé
PIC-PrPjC-PSPSPsCI'C,C- PeCrC,PsPIPsPiPs PePsPuC,C-CtC-C”PSC,Cr
CI'PiC-PIPIC-PrPSPsC€PuPSPSCII PePsPSCtPuPSC,CRP°CtC-CI1/PyP§ PjC-PY
PiPsPeP°P-PSP&PeP°PjPé PiC-CI'P»CI] PsPiPuCHP°C,PéPIPSPsPiPs PIC,CHCrC+P°PSPSCII C,P° PI
CI'C,P°P+C-P»CHPSPsPjCr CI'C,P°PSC-.

P”PéC,CIICtPéPNe PIC-Pe. P+C,PpPeC,PEPIPSC-CI'C,CH C,P° P+PuP-PiPpuPeP®
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHhPePsPiPs P-P°CI'PsP+Cr P-P°
PiPsPeP°P-P°PSPSCLIPj PICHPsC, C-P»P°PeC,PéPeP° PIPPSPsP-PSPsC—
C,CRPsPjP+PsPuPjP+PsP»C-C— Cr PrC-C,PpPNe C,P° PiC-PrP»C-C,PeC-PI (PIC-PePsPj PrPs 18
CHPsPeC-PI) PSPu PIPEPICP°P»P&CI'CII.

P"PsPeP»C-PSC-C+PSC- PrP°PSC- P- P+PuP-PiPuPePé

P+CI'PSCFCRC#C- PrPsPeP»C-PSC-C+PSC- PrP°PSC-, PsC,CHP&PjP°PSC- PI C...PsPrC-
C,CHP°PrPéCtC-PNePSPéEC... PrPsCI'P»C-PrPIPuPSCH C,P°CHPjP°PePsP»PsPiC-CPSPsC—
P+PpP-PiPpPePé, C,PsPeCI'PéC+PSPsCI'C,C- PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé,
PiPuPSPsC,PsPeCI'PéC+PSPsCI'C,C-, C, PsC,PsC,PsPeCI'PéC+PSPsCI'C,C-,
PeP°PSCtPuCHPsPiPuPSPSPsPiPs PiPsC,PuPSCtC-P°P»Crt C,P° CRPuPiCRPsPrCtPeC,PEPIPSPsC—
C,PsPeCI'PEC+PSPsCI'C,C- PIPeP°P-CrCRC,CH PSP° PIC-PrCI'CrC,PSC-CI'C,CH P+CrPrCH-
CILIPeP&C... CI'PiPuCtPé&C, C-C+PSP&C... ChHP&P-PéPeC-PI PrP»CII P»CRPrPéPSPé.

P] PrPsCI'P»C-PrPPuPSPSCIIC... C,PsPeCI'PéC+PSPsCI'C,C- P+P°PiP°C,PsCHP°P-PsPIPEC...
PrPsP: CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CH PuC,PuPeC,Pé, PiPsPIsF™ CLIP-P°PSC-,
PiPsP»PsPIPSP&Pj C+P&PSPsPj, P- PSP°PrPjC-CHPSPs PIPéCHP°PIPuPSPsCh
C,P°CHPjP°PePsPrPéPSP°PjC-C+PSPsCh PrC-C”Ch CEP&PIP°CHPsPeCI'P°P+P°PSCY.

P&Pp P-P°CEPuC”CI'C,CEPsPIP°PSPs PIPiP»P&PI PSP° C,PuCHC,PéP»CHPSC-CI'C,CH Cf
CI'P°PjP&CTCHb C,P° CI'P°PjCtC-PI C%oCI-CEC-PL. PJ C...PsPrC- PrPsCI'P»C-PrPPuPSCH PSP°



C,PIP°CEP&PSP°C... P+CrP»Ps PIPECLIPIP»PuPSPs CEPuPiCHPsPrCrPeC,PEPIPSCY
C,PsPeCI'PéC+PSC-CI'C,CHb, PiPsPIBF™ CLIP-P°PSCT P- C,P°CHPjP°PePsP»PsPiC-C+PSPEP;
PjPuC...P°PSC-P-PjPsPj PrC-C— CHP&éPIP°CHPsPeCI'P°P+P°PSCr (PiPuPjPsCEHP°PiC-C+PSC-
CrCI'PeP»P°PrPSPuPSPSCII).

PuP»C-PSC-C$PSC- C...P°CHP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.

PiiCEPsC, C-P»P°PeC,PéPeP°® PIPPPSPsP-PSPsC— C,CHPsPjP+PsPuPjP+PsP»C-C— (P'PyPs) Cr
PrPsCEHPsCI'P»P&C... PIP°CTC-C”PSC,C-PI, CLIPeP&Pj PiCEPsPIPsPrCIIC,CH
PsPiPuCEP°C,PéPIPSC- PIC,CRCIC+P°PSPSCII P- PuPSPrPsPiCEPsC,PuP-CIPIP°PSPSCII
PeCIP»CHCEPSPIPsPiPs C+Pé PePsP»C-PSPSPsPiPs CI'CIPiP»PsP+C-PI.

P>C-PeCrPIP°PSPSCII C,CHPsPjP+PsP-Cr PiP»PéP+PsPeP&C... PIPuPS (PiP“P’),
C,CHPsPjP+PsPuPjP+PsP»C-C— P»PuPiPuPSPuPIPsC— P°CHC,PuCHC-C— (PjP+P>Ph) C-
PiCEPsC,C-P»P°PeC,PéPeP° CHPuCtP&PrPEPICT PyP“P’ C,P° PyP+P>Ph Cr PrPsCHPsCIP»Pé&C...
(Pr'P&PI. CHPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»
CI'C,PsCI'PsPIPSPs PiP°CtC-C”PSC,C-PI P- PjP+P>Ph, C%oPs PjP°CRC,CIH
PSPuCI'C,P°P+C-P»CHPSC- PiPuPjPsPrPéPSP°PjC-C+PSC- PiPsPeP°P-PSP&PePé).

PuCHPsC,PéPiPsPeP°P-P°PSPSCII.

P1C-PrPIP&C%oPuPSP°® C+CrC,P»PEPIC-CI'C,CIH PrPs CHPéPIP°CHPsPeCI'P°P+P°PSCT P°P+Ps
PrPs PrPsPiPsPjC-PIPSPEC... CRPuC+PsPIP&PS P»C-PeP°CHCI CHPePsPiPs P-P°CI'PsP+Cr.

PpP»C-PSC-C$PSPs P-PSP°C+CrC%oP° P°PeC,PEPIPSP° PeCHPsPIPsC,PuC+P°.

PJC€PePsPrPIPuPSPSCLI P°P+Ps CI'C,P°PSPé, C%oPs CI'CPiCEPsPIPsPrPICtCRC,CHCICLI
P-PSP°C$PSP&Pj CEP&P-PéPePsPj CRPsP-PIPEC,PeCt PeCEPsPIPsC,PuCt, CLIPeC- PjPsPICIC,CH
PIPeP»CRC$P°C,Pé PSP°CLIPIPSC- PSP° PrP°PSP&PNe PjPsPjPuPSC, P°P+Ps
PSPUC%0PsPrP°PIPSPs PIPECLIPIP»PuPSC- PIPECEP°P-PePé CEP»CrPSPePsPIPs-
PeP&CEPePsPIPsPiPs C,CEP°PeC,Ct, P-P»PsCILIPeC-CI'PSC- PSPsPIPsCEC,PIPsCEPuPSPSCLI P-
PIP&CI PsPeP&Pj CEP&P-PéPePsPj PeCEPsPIPSC,PuCt, PSPpC%oPsPrP°PIPSPs
PiPpCHPuPSPuCI'PUPSCY C,CHP°PIPjCt PiPsP»PsPIPSPsPiPs P°P+Ps CI'PiPéPSPSPsPiPs
PjPsP-PeCt, PSPuC%oPsPrP°PIPSPs PiPuCEPRPSPRCI PuPSPy PsPiPpCHP°C,PEPIPSPy
PIC,CECICP°PSPSCII PSP° PiPsP»PsPIPSPsPjCt, CI'PiPéPSPSPsPjCt PjPsP-PeCt C4Pé PsCHP°C...,
PSPUC%o0PsPrP°PIPSC-PNe PIPSCFC,CEC-CEPSCHPsC{PuCEPuPiPSPEPN: PeCHPsPIPSPIPEP»P&PI,
PIP&CIIPIP»PuPSPp CPé PiC-PrPsP-CECRPIP°PSPy PIP°CHP&PePsP-PSP
CEPsP-CEPECEPuPSPSCLI PIPuPS CI'C,CEP°PIPsC...PsPrCt, P°CEC,PuCEC-PsPIPuPSPsP-PSC-
PjP°P»CHbC,PSCEPjP°CtC-C—, P°PSPRPICEP&P-PjPé CI'CFPrPéPS P°P+Ps P-PSP°C+PSC-
PIPSCIC,CEC-CEPSCHPSCI'PiC-PSP°P»CHPSC- C1Pé
PIPSCtC,CEC-CEPSCHPsCTPRCEPuP+CHP°P»CHPSC- CI'CtPrPéPSPSC- P°PSPsPjP°P»C-C—.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII P- P+CrPrCH-CIIPePéPjPé C-PSCEP&PjPé
P°PSC,PéPePsP°PiCrP»CIIPSC,P°PjPé, PSP°PiCEP&PeP»P°Pr P-

PSPuC, CHP°PeCtC-PsPSPsPIP°PSPEPj PiPpPiP°CHP&PSPsP;,
PSPé&P-CHPePsPjPsP»PpPeCrP»CIICHPSP&PjPé PiPpPiP°CHPéPSP°PjPé
(PpPSPsPeCI'P°PiP°CHP&PS, PrP°P»CHC,PuPiP°CHPEPS), PiPsC...C-PrPSP&PjPé



PiPpPiP°CHP&PSCY (C,PsPSPrP°PiP°CHP&PSCrPeCI’), PIPuCEPsCHP°P»CHPSPEPjPé
P°PSC,PéPePsP°PiCrP»CIIPSC,P°PjPé (PIP°CKHC, P°CHPEPS, PrP°P+C-PiP°C,CHP°PSCr
PuC,PuPeCI'PEP»P°C,, P°PiC-PeCI'P°P+P°PS), PsPeCHC-Pj CI'PiPuCtPéC, C-CPSPéEC...
PsP+CI'C,P°PIPéPS PiPuCHPuC...PsPrCr PSP° P°P»CHC,PuCHPSP°C,PéPIPSCY
P°PSC,PéPePsP°PiCrP»CIIPSC,PSCr C,PuCHP°PiC-Ch (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB») P°P+Ps PIP&PiP°PrPePé, PePsP»Pé

PSPuC, CHP°PeCtC-PsPSPsPIP°PSP&éPNe PiPuPiP°CHP&PS PiCHP&P-PSP°CP°CRC,CH Cr
PrPsP-P°C..., PSPuPsP+C...C-PrPSPé&C... PrP»CII P-P°P+PpP-PiPuC+PpPSPSCII
C,,CrPSPeCtC-PsPSCIPIP°PSPSCII PIC-PrPeCHP&C,PsPiPs PeP°C,PuC,PuCHP°
CtPpuPSC,CHP°P»CHPSPEC... PIPuPS C$Pé P°CHC,PuCEC-PNe (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

P—P°C...PIPsCHCRPIP°PSPSCIIPiPpC+C-PSPePé, C%oPs P°CI'PsCtC-CRCRC,CEbCI'CII P-
PePsP°PiCtP»PsPiP°C,C-C”Ch C,P° PeP»C-PSC-C+PSPs P-PSP°C+CrC%oP&Pj CEP&P-PEPePsP;
CEPsP-PIP&C,PeCt PeCEPsPIPSC,PuCtC-, PI C,PsPjCt C+PECI'P»C- CtPECEHPsP- PiPuC+C-PSPePé
PeP»P°CI'CE P’ C,P° PV (P-P° PeP»P°CI'PéC,C-PeP°CtC-C”Ch P§P°PN:P»PrP°sE“PysF™ Ch)
(PrP&PL. CEPsP-PrC-P» B«PuP°CEPjP°PePsPeC-PSPuC,PéPeP°By).

P’C-Pe PiP°C+C-C”PSC,P°® PrPs 18 CEPsPeC-PlI.

P’P°PiC-C,PSC-CI'C,Clb C,P° PiPsPrCrPIP°PSPSCLI PiCECIPrPrCR (PrPéPl. CEPsP-PrC-P»

B«P—P°CI'C,PsCI'CfPIP°PSPSCII Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCrPIP°PSPSCII PiCHCrPrPrChRB»).

B

PhCI'PsP+P»PéPIC- P-P°C...PsPrPé P+PuP-PiPuPcPé.

PuPsPrCRC-P+PSPuPSPSCII C,P°P+P»PuC,PsPe

PyP°P+P»PuC,PePé CHPEPIP°CEPsPeCI'P°P+P°PSCt PjPsPYPSP° PiPsPrCRHC-P+PSP&C,Pé C,P°
CI'CfCI'PiPpPSPrCrPIP°C,Pé Cr 50 PjP» PIPsPrPé P- PIPIPpPrPuPSPSCIIPj P-P°
PrPsPiPsPjPsPiPsCh PSP°P-PsPiP°CI'C,CHP°P»CHPSPsPiPs P-PsPSPrP° P°P+Ps
CEP»CrPSPePsPIPsPiPs P-PsPSPrP° PrP»ClI PiPsPrCrPIP°PSPSCII PiC-CI'P»CIlI
PiPpCHPpPIC-CHPePé PiCHP°PIPEP»CHPSPsCI'C,C- PNePsPiPs CHPsP-C,P°CECrPIP°PSPSCII Cr
C€P»CrPSPeCr. PiuC-CI'P»CII C$PsPiPs P-PsPSPr CI'P»C-Pr PiCEPsPjPéC,Pé PIPsPrPsCH.
PhCI'PeC-P»CH>PePé PICI PjPsPeC,CrPIP°PSPSCII CHPEPIP°CHPsPeCI'P°P+P°PSCr
P-P°P»PpPYP&C,CH PIC-Pr PjC-CI'CtCLI PIPEPIC-P»CHPSPuPSPSCII P°PeC,PEPIPSPsC—
CBPuC1PsPIPéPSPé, CI'P»C-Pr CFPSPéPeP°C,Pé PIPIPuPrPuPSPSCII
CBP&PIP°CHPsPeCI'P°P+P°PSCr PrPéCI'C,P°P»CHPSPs PI CEP»CrPSPsPe, PsCI'PeC-P»CHPePé
CtPn PjPsPYPp PiCEP&P-PIPuCI'C,Pé PrPs P-PjPuPSCEPuPSPSCII P°P+CI'PsCHP+CtC-C— C,P°,
PsC,PYPy, PrPs P-PjPuPSCEPuPSPSCII PIPiP»P&PICT P°PeC,PéPIPSPsC— CHPuC+PsPIP&PSPé.
P1C-CI'P»CII PIPIPuPrPuPSPSCII C,P°P+P»PuC,PsPe PiPs 10 PjPi PSPuPjP°C”
PSPuPsP=+C...C-PrPSPsCI'C,C- PsPrCHP°P-Cr PIPIPsPrPéC,Pé PuPSC,PuCHP°P»CHPSPu
PiPsPrCrPIP°PSPSCII.

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.



P1PSPiC-P+C-C,PsCRHPé CYP3A4 C,P° P-gp

PhPrPSPsC+P°CI'PSPyu P-P°CI'C,PsCI'CFPIP°PSPSCII CHP&PIP°CRPsPeCI'P°P+P°PSCr C,P°
PePpC,PsPePsPSP°P-PsP»Cr (400 PjPi 1 CHP°P- PSP° PrPsP+Cr) P°P+Ps CRHP&C,PsPSP°PIC-CHCY
(600 PjPi 2 CRHP°P-Pé PSP° PrPsP+Cr) PiCHP&P-PIPsPrPéP»Ps PrPs 2,6-PeCEP°C,PSPsPiPs/2,5-
PeCEP°C,PSPsPiPs PiC-PrPIP&C%oPuPSPSCII CI'PuCHPuPrPSCHPsC—
CHC-PIPSPsPIP°PIPSPsC— AUC CEP&PIP°CHPsPeCI'P°P+P°PSCt C,P° 1,7-PeCHP°C,PSPsPiPs/1,6-
PeCEP°C,PSPsPiPs P-P+C-P»CHCEPpPSPSCII CI'PuCEPpPrPSCHPsC— PY, .
CHP&PIP°CHPsPeCI'P°P+P°PSCt, CIIPePp CI'CIPiCHPsPIPsPrPYCIPIP°P»PsCI'CII P-PSP°C+PSPéEPj
PiPsCI'PéP»PuPSPSCIIPj C,P°CHPjP°PePsPrPéPSP°PjC-C+PSPEC... PuC,PuPeC,C-PI
P»C-PeP°CHCI'CH>PePsPiPs P-P°CI'PsP+Cr, C%oPs PiC-PrPIPEC%oCrC” CEP&P-PéPe
PeCEPsPIPsC,PuCtC-. P—PIP°PYP°CRC+Pé PSP° CtPp, P-P°CI'C,PsCI'CfPIP°PSPSCII
PBCI'P°CRHPuP»C,PsB® PSPu CEPpuPePsPjPuPSPrCrC”C,CHCI'CII PiP°C+C-C”PSC,P°Pj, CIIPeC-
PsC,CHPéPjCrCRC,CH CI'CrPiCrC,PSC” CI'PéCI'C,PuPjPSPu P»C-PeCrPIP°PSPSCII
PiCEPsC,PéPiCHP&P+PePsPIPEPjPé PiCHPuPiP°CRP°C,P°PjPé P°P-PsP»CHPSPsC— PiCHCrPiPé
C,P°PePéPjPé CIIPe PePuC,PsPePsPSP°P-PsP», C-C,CHP°PePsPSP°P-PsP»,
PIPsCHP&PePsPSP°P-PsP» C,P° PiPsP-P°PePsPSP°P-PsP»,P°P+Ps C-PSPiC-P+C-C,PsCHP°PjPé
P’P+P>8R“PiCEPsC,PuP°P-Pé. PIC- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé C” PiPsC,CrPYPSPEPjPé
C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 C,P° PsPrPSPsC+P°CI'PSPs PER“gp (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P PpC+PsPIP&PSPé, CLIPeC- P°PeC,PEPIPSPs C-PSPiC-P+CrCRC,CH C,C-P»CHbPePé PsPrPéPS
P-C- CEP»CIIC...C-PI PIPEPIPRPrPuPSPSCII CEP&PIP°CEPsPeCI'P°P+P°PSCY P-
PsCEPiP°PSC-P-PjCt, CYP 3A4 P°P+Ps P-gp, CLIPe PsC+C-PeCrC”C,CHCICLI,
P-P+C-P»CHCECFCRC,CH PePsPSCtPuPSC,CEP°CtC-C— CEP&PIP°CEPsPeCI'P°P+P°PSCE Cf
PiP»P°P-PjC- PjPuPSCEPsCR PjC-CEPsCR.

PkP°PiCHPéPeP»P°Pr, PeP»P°CHP&C,CHPsPjC-CtP&PS (500 PjPi 2 CKP°P-Pé PSP° PrPsP+Cr),
C%oPs C” PiPsC,CrPIPSPéPj C-PSPiC-P+C-C,PsCRHPsPj CYP 3A4 C- C-PSPiC-P+C-C,PsCHPsPj P-gp
CI'PuCHPuPrPSCHPsC— C-PSC,PuPSCI'PEPIPSPsCI'C,C-, CI'PiCHP&C+P&PSCIIPI 1,5-
PeCHP°C,PSPu P-P+C-P»CHCEPuPSPSCII CI'PuCHPuPrPSC-C... P-PSP°CPuPSCH AUC C,P° 1,4-
PeCEP°C,PSPp P-P+C-P»CHCEPuPSPSCII PY, . CHPEPIP°CHPsPeCI'P°P+P°PSCr.
P’P-P°C”PjPsPrC-CII P- PeP»P°CHP&C,CRPsPjC-CtP&PSPsPj PN:PjPsPIC-CHPSPs PSPu C”
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsCh PrP»CII P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI,
P°P»Pp PiPsC,PuPSCtC-PNePSPs PjPsP{Pu P+CrC,Pé P-PSP°C+CrC%oPsCh PrP»CII
PiP°CtC-C”PSC,C-PI PIPéCI'PsPePsPiPs CEPéP-PEPeCt (C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII
Cr PiP°CtC-C”PSC,C-PI P- PSPEéCEPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P+CEP&C,CEPsPjC-CP&PS (500 PjPi 3 CEP°P-Pé PSP° PrPsP+Cr), C%oPs PiPsPjC-CEPSPs
C-PSPiC-P+CfC” C-P-PsC, PuCEPjPuPSC, CYP 3A4 C- P-gp, CI'PiCEP&C+PEPSCLIPI 1,3-
PeCRP°C,PSPy P-P+C-P»CHCEPUPSPSCII CI'PuCEPuPrPSC-C... CEC-PIPSPsPIP°PYPSPEC...
P-PSP°C+PuPSCH AUC C- PV, CHP&PIP°CEPsPeCI'P°P+P°PSCt. P’P-P°C”PjPsPrC-ClI P-
PuCHP&C, CEPsPjC-CtPEPSPsPj PNePjPsPIC-CEPSPs PSPy C” PeP»C-PSC-C4PSPs
P-PSP°C+CtC%0PsCR PrP»CLI P+C-P»CHCEPsCI'C,C- PiP°C+C-C”PSC,C-PI, P°P»Pp
PiPsC,PpPSCtC-PN:PSPs PjPsPPu P+CtC,Pé P-PSP°C+CrC%oPsChR PrP»CLI PiP°C+C-C”PSC,C-PI
PIP&CI"PsPePsPiPs CRP&P-P&PeCY.

PJ PiP°C+C-C”PSC,C-PI P- PSP6CEPePsPIPSCR PSPuPrPsCI'C,P°C,PSC-CI'C,CF P»PuPiPePsPiPs
CI'C,CIPiPuPSCLI C,CIIPYPePsCI'C,C-, PSP° PIC-PrPjC-PSCF PIC-Pr PiP°C{C-C”PSC,C-PI C-P-
PSPSCEPjP°P»CHPSPsCR C,CrPSPeCC-C”CR PSP6CEPsPe, PiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PuCHP&C, CEPsPjC-CtPEPSC (500 PjPi 3 CHP°P-Pé PSP° PrPsP+Cr) PIC-PrP-PSP°CP°P»Pé 1,8-



PeCHP°C,PSPn P-CHPsCI'C,P°PSPSCII CI'PuCEPuPrPSCHPsPiPs P-PSP°C+PuPSPSCII AUC C,P°
1,6-PeCHP°C,PSPu P-P+C-P»CHCEPUPSPSCII PV, . CHPEPIP°CEPsPeCI'P°P+P°PSCY. PJ
PiP°CtC-C”PSC,C-PI P- PSP8CEPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIPPePsCI'C,C- PSP° C,P»C-
PuCEPé&C,CHPsPjC-CtPéPSCr CI'PiPsCI'C,PuCHC-PiP°P»Pé P-P+C-P»CHCEPpPSPSCII
CI'PuCEPpPrPSCH-PsPiPs P-PSP°CPuPSPSCII AUC CEP&PIP°CHPsPeCI'P°P+P°PSCTt PI 2
CHP°P-Pé C- PiC-PrPIPEC%oPpPSPSCII C,.. CRPEPIP°CHPsPeCI'P°P+P°PSCY PI 1,6 CHP°P-P°
PiPsCHC-PIPSCLIPSPs P- PiP°CtC-C”PSC,P°PjPé P+PpP- PiPsCHCrCEPuPSCH C, CrPSPeCtC-C—
PSP&CHPsPe. P'PiP»PéPI PuCRP&C,CHPsPjC-CtPéPSCr C” P°PrPéC,PeéPIPSPEPj PrPs CIIPIP&C%o
PSP&CHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PxP»CrPePsPSP°P-PsP» (400 PjPi 1 CEP°P- PSP° PrPsP+Cr) PIPIP°P{P°C”C,CHCI'CII
C-PSPiC-P+C-C,PsCHPsPj CYP 3A4 CI'PuCHPuPrPSCHPsC— C-PSC,PpPSCI'PEPIPSPsCI'C,C-, C-
PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII CI'PiCHP&éCP&PSCIIP»Ps 1,4-PeCHP°C,PSPu
P-P+C-P»CHCEPUPSPSCII CI'PuCHPpPrPSC-C... P-PSP°C+PuPSCH AUC C,P° 1,3-PeCHP°C,PSPu
P-P+C-P»CHCEPuPSPSCII PV, CHPEPIP°CHPsPeCI'P°P+P°PSCr. P'P-P°C”PjPsPrC-CII P-
C,P»CrPePsPSP°P-PsP»PsPj PNePjPsPIC-CHPSPs PSPy C” PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsCh
PrP»CII P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI, P°P»Py PiPsC,PuPSC1C-PN:PSPs PjPsP{Pu
P+CrC,Pé P-PSP°C+CrC%oPsCh PrP»CLI PiP°CtC-C”PSC,C-PI PIP6CI'PsPePsPiPs
CHPEP-P&PeCr(C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII PiP°CtC-C”PSC,P°Pj P-
PSP&CHPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

P—PIP°PYP°CRC+Pé PSP° PsP+PjPuPIPuPSC- PeP»C-PSC-C+PSC- PrP°PSC- C%oPsPrPs
PrCRPsPSPuPrP°CEPsPSCY, CI'P»C-Pr CFPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs PNePsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P- CHPEPIP°CHPsPeCI'P°P+P°PSPsPj.

PHPSC,PéPePsP°PiCrP»CIIPSC,Pé

P1iC-CI'P»CI] PePsPjP+C-PSPsPIP°PSPsPiPs PiCHP&P-PSP°C+PuPSPSCII
PuPSPsPeCI'P°PiP°CRP&PSCT (PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 40 PjPi) C-
CHPEPIP°CHPsPeCI'P°P+P°PSCr (PsPrPSPsCRP°P-PsPIPsC— PrPsP-Pé 10 PjPi)
CI'PiPsCI'C,PuCHC-PiP°PICI'CII P°PrP&C,PEPIPSPEPNe PuC,PuPeC, PIC-PrPSPsCI'PSPs
PiCRP&PiPSC-C+PuPSPSCII P°PeC,PéPIPSPsCI'C,C- C,P°PeC,PsCEP° PI'P°, C%oPs PSPu
CI'CrPiCHPsPIPsPrPICrPIP°P»PsCI'CI] PrPsPrP°C,PePsPIPéPjPé P-PjC-PSP°PjPé PiCHPsP+ PSP°
P-PiPsCHC,P°PSPSCII PeCEPsPIC- [PiP§ (PiCRPsC,CHPsPjP+C-PSPsPIPEPNe C+P°CI’), PHPSPyPS§
(P°PeC,PéPIPsPIP°PSP&PNe C+P°CI'C,PePsPIP&PNe C,CHPsPjP+PsPiP»P°CI'C,PEPSPsPIP&EPN:
C$P°CTI’)]. PsPSPsPeCI'P°PiP°CHP&PS PSP P-PjC-PSCRPIP°PI C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
CHPEPIP°CHPsPeCI'P°P+P°PSCF.

P§PUCHPuP: P-P+C-P»CHCEPuPSPSCILI CEPéP-PéPeCr CHPsP-PIPEC,PeCt PeCHPsPIPsC,PuCt
CI'P»C-Pr P PsP+PuCRPuPIPSC-CI'C,Ch CI'C,P°PIPéC,P&CI'CLI PrPs PsPrPSPsC+P°CI'PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P- C-PSCEPEPjPé P°PSC,PéPePsP°PiCrP»CLIPSC,P°PjPé (PrPéPI.
CHPsP-PrC-P»Pé B«PuCEPsC,PéPiPsPeP°P-P°PSPSCIIB» C,P° B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

PyiC-CI'P»CII PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII
CHP&PIP°CHPsPeCI'P°P+P°PSCF (15 PjPi) C,P° 500 PjPi PSP°PiCEPsPeCI'PuPSCr



PeP»C-PSC-C$PSPs CRPuP»PuPIP°PSC,PSPsPiPs PiPsPrPsPIPIPuPSPSCII C+P°CI'Crt
PeCHPsPIPsC,PuC+C- PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII. PuCHPsC,Pp PI PsPeCHPuPjPéEC...
PsCI'C-P+ PjPsPYP»P&PIP° P+C-P»CIhC€ PIPECHP°PIPuPSP°

C, P°CHPjP°PePsPrPéPSP°PjC-C+PSP° PIC-PrPiPsPIC-PrChb.

PkPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéC...

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPEC... P°P+Ps C,P°CHPjP°PePsPrPéPSP°PjC-C+PSPEC...
PIP-P°C”PjPsPrC-PNe PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
PiCI'P°CHPUP»C,PsB® C,P° 500 PjPi P°CtPuC,PéP»CI'P°P»C-C1PéP»PsPIPsC— PeP&CI'P»PsC,Pé.

P&Pp PIP&CLIPIP»PuPSPs C, P°CEPjP°PePsPeC-PSPuC,P6C+PSPsC— PIP-P°C”PjPsPrC-C— PjC-Pq
CHP&PIP°CHPsPeCI'P°P+P°PSPsPj (15 PjPi) C- PeP»PsPiC-PrPsPiCEPuP»PpPj
(PSP°PIP°PSC,P°PYCPIP°P»CEbPSP° PrPsP-P° 8F“ 300 PjPi C-P- PiPsPrP°P»CHCEPEP]
PiCEHP&P-PSP°CPRPSPSCLIPj PiC-PrC,CEP&PjCFCRCEPEC. .. PrPsP- 75 PjPi), P°P»Pp PI
PiC-PrPiCECIPiC- PiP°CtC-C”PSC,C-PI PIP&CLIPIP»PuPSPs CHPuP»PuPIP°PSC,PSPy
P-P+C-P»CHCEPRPSPSCII C,CHP&PIP°P»PsCI'C,C- PeCEPsPIPSC,PuCiC-, C%oPs PSPy
PePsCHPuP»CRPIP°P»Ps P- P°PiCEPuPiP°CtC-C"Ch C,CHPsPjP+PsCtP&C,C-PI C-
CHC-PIPSCLIPjPé P -PYPuP»PpPeC,P&PSCY P°P+Ps GPIIb/ Illa-CEPuCtPuPiC,PsCEC-PL

PkPpPsP+C...C-PrPSPs PrPsC,CHP&éPjCrPIP°C,PECI'CLI PsP+PuCHPuPIPSPsCI'C,C- PiCHPé
PiCEHP&P-PSP°C+PuPSPSC- CHPEPIP°CHPsPeCI'P°P+P°PSCr PiP°CtC-C”PSC,P°Pj, CLIPeC-
PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICFfCRC,CH PkPuP—P— (PIPeP»CRCP°CRC1Pé
P°CtPpC,PéP»CI'P°P»C-C1P&P»PsPICT PePéCI'P»PsC,Cr) C,P° C-PSPiC-P+C-C,PsCHPé
P°PiCHPpPiP°CtC-C— C,CHPsPjP+PsCtP&C,C-PI, PsCI'PeC-P»CHPePé CtC-
P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé P-P°P-PIP&C+P°PNe PiC-PrPIP&C%o0CIrCRC,CH CHPEP-PéPe
PeCEPsPIPsC,PuCt (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PYPuP»PuPeC PePIPSC- C PSPIC P+C- C PSC"EPe P-PIPsCHPsC, PSPSPlPs P-P°C.. PsPlP»PuPSPSCI.I

(PtP— P PYPk)

PiPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPEC... P°PSC,PéPePsP°PiCrP»CLIPSC,C-PI,
PiC-PrPIPEC%oCrC”C,CHCI'CII CRHP&P-PéPe CHPsP-PIP&C,PeCr PeCHPsPIPsC,PuCt Cr
PiP°Ct+C-C”PSC,C-PI, CLIPeC- PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICFCRC,CH PYPtP—P—PY
P°P+Ps P{P—P—PVPxk PIPSP°CI'P»C-PrPsPe PIPiP»P&PICT PsCI'C,P°PSPSC-C... PSP°
C,CHPsPjP+PsCtP&C,Pé. PuCRPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- P-
CHPEPIP°CHPsPeCI'P°P+P°PSPsPj Ct C...PsPrC- PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII P+C-P»CHCEP° PeC-P»CHPeC-CI'C,CH PeP»C-PSC-C+PSPs
P-PSP°C$CrC%oPéC... PeCRPsPIPsC,PuCt PI CFCI'C-C... PiCRCrPiP°C... C,PuCHP°PiC-C—.

P’P°CRC.P°CRPEPS

PuCEPé PiPpCEPuC...PsPrC- PiP°CtC-C”PSC,C-PI P- P°PSC,P°PiPsPSC-CI'C,Ct PIC-C,P°PjC-PSCY
P7 PIP°CEC, P°CEP&PSCY (PmPKP’ 2,0 EF“ 3,0) PSP° CHP&PIP°CEPsPeCI'P°P+P°PS

(20 PjPi) P°P+Ps P- CRP&PIP°CEPsPeCI'P°P+P°PSCr (20 PjPi) PSP°® PIP°CEC,P°CEP&PS (PmPkP’
2,085"3,0) PiCEPsC,CHPsPjP+C-PSPsPIP&PNe C+P°CI" C,P° PmPkP’ (C,PuCI'C, Neoplastin)
P-P+C-P»CHbCECIPIP P»P8CI'CLI P+C-P»CHhCE CIIPe P°PrP&C,PEPIPSPs
(PIC-PrP-PSP°C+P°P»P&CI'CLI PsPeCEPuPjC- P-PSP°C+PuPSPSCII PmPKP’ PrPs 12), Ct C,PsPNe
C$P°CI" CIIPe PIPiP»P&PI PSP° PHP§PyP§, C-PSPiC-P+Cr-PIP°PSPSCLI P°PeC,PEPIPSPSCI'C,C-
C,P°PeC,PsCEP° Xa C,P° PuPSPrPsPiPpuPSPSP&PNe C,CEPsPjP+C-PSPSPIPEPN:



PiPsC,PuPSCtC-P°P» (P«PyP1) P+CrP»Pé P°PrPeC,PePIPSPEPjPé.

PiPeC%oPs P+P°PYP°PSPs PiPuCEPRPIC-CEPEC,Pé C, P°CEPjP°PePsPrPéPSP°PjC-C+PSC-

PuC, PuPeC,Pé CEP&PIP°CEPsPeCI'P°P+P°PSCY PiC-Pr C+P°CI’ PiPpCEC-PsPrCr
PiPpCEPyuC...PsPrCt, PjPsPYCrC,CH P+CrC,Pé PIPéPePsCEPECI'C,P°PSC- C,PuCI'C,Pé PSP°
PIPP-PSP°C+PuPSPSCLI P°PeC,PEPIPSPSCI'C,C- P°PSC,Pé-Xa, PiCT C- HepTest,
PsCI'PeC-P»CHhPePé PIP°CEC, P°CEP&PS PSPy PIPiP»PEPIP°C” PSP° CHPpP-CFP»CHhC,P°C,Pé
C1P&C... C,PuCI'C,C-PI. PyPsC+PéPSP°CRCHPé P- 4 PrPsP+Pé PiC-CI'P»CII PIC-PrPjC-PSPé
PIP°CEC, P°CEP&PSCT C- PI PiPsPrP°P»CHCEPsPJC PICI'C- C,PuCI'C,Pé (PIPeP»CRCP°CRCPS
PuPy, PhP§P{P§, C-PSPiC-P+CrPIP°PSPSCII P°PeC,P&PIPSPSCI'C,C- C,P°PeC,PsCEP® Xa C,P°
P+P§Py) PIC-PrPsP+CEP°PIP°CRC,CH P»PéCEPY PuC, PuPeC, CEPEPIP°CEPsPeCI'P°P+P°PSCY.

PIPeC%o0Ps P+P°PYP°PSPs PiPuCEPuPIC-CHPEC,Pé C,P°CHPjP°PePsPrPéPSP°PjC-C+PSC-

PuC, PuPeC,Pé PIP°CRHC,P°CHPEPSCT PiC-Pr CP°CI" PiPpCRC-PsPrCr PiPuCRPuC...PsPrCr,
PjPsPPSP° PIPéPePsCHPECI'C,P°C,Pé PIP&P-PSP°C+PuPSPSCII PmPkP’ PiCHPé
PrPsCI'CLIPiPSPuPSPSC- PV, CRP&PIP°CHPsPeCI'P°P+P°PSCr (C+PpCHPuP: 24 PiPsPrPéPSPé
PiC-CI'P»CII PiCHP&PN:PsPjCr PiPsPiPuCHPuPrPSCHhPsC— PrPsP-Pé
CBP&PIP°CHPsPeCI'P°P+P°PSCr), PsCI'PeC-P»CHPePé Ct CtPuPNe PjPsPjPuPSC,
CHP&PIP°CHPsPeCI'P°P+P°PS PSP°PNePjPuPSCEPp PIPiP»P&PIP°C” PSP° CHPuP-CrP»CHC,P°C,Pé
C,PuCI'C,Cr PmPkP’.

PwC-PY PIP°CRHC, P°CRPEPSPsPj C,P° CHPEPIP°CHPsPeCI'P°P+P°PSPsPj PSPy
PIC-PrP-PSP°C+PuPSPs C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsC— PIP-P°C”PjPsPrC-C—.

PtPSPrCrPeC,PsChPé CYP3A4

PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CIPIP°PSPSCII CRP&PIP° CEPsPeCI P°P+P°PSCY C,P°
CHP&C, P°PjPiC-CtPEPSCE, C%oPs C” CI'PEP»CHPSPEPj C-PSPrCrPeC,PsCEPsPj CYP 3A4 C- P-gp,
PiCEP&P-PIPsPrP&éP»Ps PrPs PiCEP&P+P»P&P-PSPs 50 % P-PSPEPIPRPSPSCLI
CI'PuCEPRPrPSCHPsC— AUC CRP&PIP°CEPsPeCI'P°P+P°PSCY C,P° PiP°CEP°P»PuP»CHPSPsPiPs
P-PjPuPSCEPUPSPSCII PNePsPiPs C,P°CEPjP°PePsPrP&éPSP°PjC-C+PSPEC. .. PuC,PuPeC,C-PL.
PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CIPIP°PSPSCII CRP&PIP°CEPsPeCI P°P+P°PSCY P-
C-PSC€P&PjPé CI'PéP»CHPSPsPrC-CRCHPEPjPé C-PSPrCIPeC,PsCHP°PjPé CYP3A4
(PSP°PiCEP&PeP»P°Pr C, PuPSC-C,PsC—PSPsPj, PeP°CEP+P°PjP°P-PuPiC-PSPsPj,

C, PuPSPsP+P°CEP+C-C,P°P»PsPj P°P+Ps P-P°CI'PsP+P°PjPé PSP° PsCI'PSPsPIC-
P-PIC-CEPsP+PsCR) C,P°PePsPq PjPsPPy CI PiCEP&C+PEPSPEC,Pé P-PSPEPIPuPSPSCII
PePsPSCPuPSC,CHP°CC-PNe CEP&PIP°CEPsPeCI'P°P+P°PSCY Cf PiP»P°P-PjC- PeCHPSPIC-.
P§/PsPjCt CI'P»C-Pr CfPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs PiCEP&P-PSP°C+PuPSPSCII P-
P»C-PeP°CHCI'CHhPeP&Pj P-P°CI'PsP+PsPj PiPsC,CIPIPSP&C... C-PSPrCiPeC,PsCEC-PI CYP3A4,
PsPeCEC-Pj PIP&PiP°PrPeC-Pl, PePsP»Pé P-P°P+PuP-PiPuCtPuPSPs CHPuC,PuP»CHbPSPEPNe
PSP°PiP»CIIPr P-P° PiP°CtC-C”PSC,PsPj P- PjPuC,PsCE PIP&CLIPIP»PuPSPSCII PsP-PSP°Pe C,P°
CI'P&PjPiC,PsPjC-PI C,CHPsPjP+PsP-Cr.

PtPSCEC- P»C-PeP°CRCI' CHPeC- P-P°CI'PsP+Pé CI'CrPiCrC,PSCHPsC— C,PuCRP°PiC-C—

P&Pp PIC-PrP-PSP°C+P°P»PsCI'CLI PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéC...
C,P°CHPjP°PePsPeC-PSPuC,PéC+PSP&C... P°P+Ps C,P°CHPjP°PePsPrPéPSP°PjC-CPSPEC...
PIP-P°C”PjPsPrC-PNe PiCRPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC-
CBP&PIP°CHPsPeCI'P°P+P°PSCr P- PjC-PrP°P-PsP»P°PjPsPj (CI'CrP+CI'C,CEP°C, CY3A4),
PrPéPiPsPeCI'PéPSPsPj (CI'CrP+CI'C,CRP°C, P-gp), P°C,PsCRHPIP°CI'C,P°C,PEPSPsPj
(CI'CrP+CI'C,CRP°C, CYP3A4 C,P° P-gp) P°P+Ps PsPjPuPiCHP°P-PsP»PsPj (C-PSPiC-P+C-C,PsCH
PiCEPsC,PsPSPSPsC— PiPsPjPiPé). P PEéPIP°CHPsPeCI'P°P+P°PS PSPu PiCHP&éPiPSC-C+CrC” C-



PSPu C-PSPrCrPeCrC” P+CrPrCH-CIIPeC- PIP°PP»PEPIC- C-P-PsC,PsCHPjPé
CtPéC,PsC...CHPsPjCr CYP, C,P°PeC- CI1IPe CYP3A4.

P&Pyp PIC-PrP-PSP°C#PpuPSPs P+CrPrCH-CIIPePéC... PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéC...
PIP-P°C”PjPsPrC-PNe P- C—PYPuCHh (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

P’PiP»PePI PSP° P»P°P+PsCRP°C,PsCRPSC- PiP°CRP°PjPuC,ChPé

P'PiP»P&PI PSP°® PiPsPeP°P-PSPéPePé P-PiPsCEC,P°PSPSCII PeCEPsPIC- (PuP§, PHPSP{PS,
HepTest) C” PiPuCEPuPrP+P°CCIPIP°PSPEPNe, P- CtCHP°C...CEPIP°PSPSCIIP;
PjPuC...P°PSC-P-PjCt PrC-C— CEP&PIP°CEPsPeCI'P°P+P°PSCY (PrPéPI. CEPsP-PrC-P»
B«PxP°CEPjP°PePsP»PsPiC-CPSC- PIP»P°CI'C,PEPIPSCI'C,C-B»).

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

P’PiCRPsPrPsPIPY PiPuCHC-PsPrCt P»C-PeCrPIP°PSPSCILI CHPuPePsPjPuPSPrCrC”C,CHCICLI
P-PrC-PNeCI'PSCRPIP°C,Pé PeP»C-PSC-C+PSP&PNe PSP°PiP»CLIPT, C%oPs PIC-PrPiPsPIC-PrP°C”
PiCRP°PeC,P&CtC- P-P°CI'C,PsCI'CFPIP°PSPSCII P°PSC,PéPePsP°PiCtP»CLIPSC,C-PL.

P PéP-PéPe CHPsP-PIPEC,PeCr PeCHPsPIPsC,PuCt

PIPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPEC... P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI,
PiP°CtC-C”PSC,Pé, CIIPeC- PiCEP&PN:PjP°CRC,CH P»C-PeP°CHCI' CHhPePEPNe P-P°CI'C-P+
PmCI'P°CEPuP»C,PsO, PiPsPIPEPSPSC- PiPuCHPuP+CrPIP°C,Pé PiC-Pr CHPuC,PuP»CHPSP&P]
PSP°PiP»CLIPrPsPj PrP»CII PIPECIIPIP»PuPSPSCII PsP-PSP°Pe PeCHPsPIPsC,PuC+C-.

P PpPePsPjPuPSPrCrC”C,CHCI'CII P- PsP+PuCHPuPYPSC-CI'C,CR P-P°CI'C,PsCI'PsPICrPIP°C,Pé
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PiCRHPé P-P°C...PIPsCRCRPIP°PSPSCIIC..., C%oPs
CI'CrPiCHPsPIPsPrPICICRC,CHCI'CII PiC-PrPIPEC%oPuPSPEPj CHPEP-PEPePSP]
CHRPsP-PIP&C,PeCt PeCRPsPIPsC,PuCt. P] CEP°P-C- CI'PuCHPNePsP-PSPsC— PeCHPsPIPsC,PuCtC-
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+CrPmCIP°CHPuP»C,PsO
PiCHP&éPiPéPSCLICRC,CH(PrPéPI. CHPsP-PrC-P» B«PuPpCEPuPrPsP-CrPIP°PSPSCIIB»).

P] PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PeCHPsPIPsC,PuC+C- P-C-
CI'P»PéP-PsPIPEC... PsP+PsP»PsPSPsPe (PSP°PiCHPéPeP»P°Pr, PSPsCI'PsPIC-
PeCEPsPIPsC,PuCtC-, PeCHPsPIPsC,PuC+C- P- CLICI'PuPS, CEP»CrPSPePsPIPs-PePéCEPePsPIC-
PeCHPsPIPsC,PuC+C-, PeCHPsPIPsC,PuCtC- P- PsCRPiP°PSC-PI CI'PuC+PsCI'C,P°C,PuPIPsC—
CI'P&CI'C,PpPjPé, PIPeP»CRCHP°CRC$Pé P°PSPsPjP°P»CHPSCT PIP°PiC-PSP°P»CHPSCT
PeCEPsPIPsC,PuC+Cr P°P+Ps PiPsCI'PéP»PpuPSPSCII PjPpuPSCI'C,CHCrP°P»CHPSPsC—
PeCHPsPIPsC,PuC+C-) C,P° P°PSPuPjC-CII P-CrCI'C,CHC-C+P°P»PéCI'CH C+P°CI'C,C-CE€Pn PSP°
C,P»C- PrPsPIPiPsC,CHP&PIP°P»PsC— C,PuCHP°PiC-C— CHPEPIP°CRHPsPeCI'P°P+P°PSPsPj,
PSC-P{ PiCEPé& P»C-PeCrPIP°PSPSC- P°PSC,P°PiPsPSC-CI'C,P°PjPé PIC-C,P°PjC-PSCt Pr.
P—PIP°PIP°CRC$Pé PSP°® CtPy, PrPsPrP°C,PePsPIPs PrPs PSP°P»PuPIPSPsPiPs
PeP»C-PSC-C$PSPsPiPs PSP°PiP»CLIPrCt Ct PIC-PrPiPsPIC-PrPSP&C... PIPEPiP°PrPeP°C...
PrPsCtC-P»CHPSPs PiCHPsPIPsPrPéC,Pé P»P°P+PsCHP°C,PsCHPSCt PiPuCEPuPIC-CHPeCr
PiPsPeP°P-PSP&PeC-PI PiPuPjPsPiP»PsP+C-PSCr/PiPuPjP°C,PsPeCHPEC,Cr P- PjPuC,PsCh
PIP&CIIPIP»PpuPSPSCII PIPEPiP°PrPeC-PI PIPSCIC,CEC-CEPSC-C... PeCEPsPIPsC,PuCt PrP»CII
PIP&P-PSP°C$PuPSPSCII PeP»C-PSC-C$PSPsC— P-PSP°C+CrC%oPsCI'C,C- CIIPIPSP&C...
PeCRHPsPIPsC,PuCt.

PuPuPIPSC- PeP°C,PpPiPsCRC-C— PiP°CtC-C”PSC,C-PI, CLIPe P-P°P-PSP°CPnuPSPs PSPeP{C+Py,



PjP°CRC,CH PiC-PrPIP&C%oPuPSP&PNe CHPEP-PéPe CHPsP-PIP&C,PeCt PeCHPsPIPsC,PuCtC-.
PyP°PeC- PiP°CtC-C”PSC,Pé PiC-CI'P»CII PiPsC$P°C,PeCrt P»C-PeCrPIP°PSPSCI] PiPsPIPEPSPSC-
PiPpCEHPuP+CrPIP°C,Pé PiC-Pr CHPuC,PuP»CHPSPEPj PSP°PiP»CIIPrPsPj PrP»CII
PIPECIIPIP»PpPSPSCII CI'PéPjPiC,PsPjC-PI PiPuPjPsCHP°PiC-C+PSPéC...
CftCI'PeP»P°PrPSPuPSCH C- P°PSPuPjC-C— (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C$PSC-
CHPpP°PeCtC-C—B»). P”P»CII PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CHPéPjCfCRC,CH
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PmCI'P°CHPuP»C,PsO PrP»CII

PiCEPsC, C-P»P°PeC,PéPePé P'PyP+ PiC-CI'P»CII PsPiPuCHP°C,PEPIPSPsPiPs
PIC,CRCrC$P°PSPSCII P- PuPSPrPsPiCHPsC,PpuP-CrPIP°PSPSCII PeCrP»CHCEPsPIPsPiPs C1Pé
PePsP»C-PSPSPsPiPs CI'CIPiP»PsP+C-PI,CHPuPePsPjPpPSPrCrCRC,CHCI'CII
CHPuPiCrP»CLICHPSC- PjPuPrPéCtPSC- PsPiP»CIIPrPé, CRPuC,PuP»CHhPSPu
CI'PiPsCI'C,PuCEPuPYPuPSPSCII P-P° PrCEPuPSCrPIP°PSPSCIIPj C...C-CRCrCHPiC-C+PSP&C...
CHP°PS C,P° PiPuCRC-PsPrPéC+PSPéPNe PePsPSC,CHPsP»CH CHC-PIPSCII
PiPpPjPsPiP»PsP+C-PSCf.

PuuCHPé PxCrPrChb-CLIPePsPjCr P-PSPéPYPuPSPSC- CHC-PIPSCII PiPuPjPsPiP»PsP+C-PSCr CiPé
P°CHC,PuCEC-P°P»CHPSPsPiPs C,PéCI'PeCt PSPuP-8F™ CLICI PsPIP°PSPsC—
PuC,C-PsP»PsPiC-C— PSPuPsP=C...C-PrPSPs PIPeCLIPIPeC,Pe PrPYIPuCRPuP»Ps
PeCHPsPIPsC,PuCiC-.

P&PpP-PIP°PIP°CRCiPé PSP° C,Pp, C%oPs P»C-PeCrPIP°PSPSCII
CHP&PIP°CHPsPeCI'P°P+P°PSPsPj PSPu PIP&PjP°PiP°C” PiCEPsPIPuPrPRPSPSCLI
CI'C,P°PSPrP°CEC,PSPsPiPs PjPsPSC-C,PsCEP&PSPICt PNPsPiPs PuPeCI'PiPsP-PéC+C-C—,
PIP&P-PSP°C+PpPSPSCII CEC-PIPSCLI CRP&PIP°CEPsPeCI P°P+P°PSCY P-P° PrPsPiPsPjPsPiPsCh
PIC-PrPeP°P»C-P+CEPsPIP°PSP&C... PeC-P»CHPeC-CI'PSPEC. .. P°PSC,Pé-C, P°PeC,PsCE PI'P°
C,PuCI'C,C-PI PjPsP{Pu PIP&CLIPIP&C,PECI"CLI PePsCHP&CI'PSP&Pj Ct PIPEPSCLIC,PePsPIPEC. ..
CI'P&C,CfP°C{C-CLIC..., PePsP»Pé PIC-PrPsPjPsCI'C,C- PiCEPs PuPeCI'PiPsP-PéC+C-Ch
CRP&PIP°CHPsPeCI'P°P+P°PSCt P-PrP°C,PSC- PIPiP»P&PSCFC,Pé PSP PiCRHP&PN-PSCIIC,C,CII
PeP»C-PSC-C$PSPEC... CEC-CEPRPSCHb, P-PsPeCEPRPjP° PiCEPé PiPpuCHPRPrPsP-CrPIP°PSPSC-
C,P° PuPeCI'C,CEPRPSP&C... C...C-CRCFCHPIC-CPSPEC... PIC,CRCFC+P°PSPSCIIC... (PrP&PI.
CEPsP-PrC-P» B«PxP°CEHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PEPIPSCI'C,C-B»).

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

PJ PiP°CtC-C”PSC,C-PI P- C,CLIPfPePsCR PSP&CEPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR
(PeP»C-CHPpPSCI’ PeCEPpP°C,P8PSC-PSCF < 30 PjP»/C...PI) PePsPSCHPuPSC,CEP°CtC-ClI
CHP&PIP°CEPsPeCI'P°P+P°PSCt Ct PiP»P°P-PjC- PeCRPsPIC- PjPsP{Pu CI'C+C,C,C"PIPs
PiC-PrPIP&C%oCIPIP°C,PECI'CLI (PI CI'PpCHPRPrPSCIbPsP|CE Cr 1,6 CEP°P-P°), C%oPs PjPsP{Pp
PiCEP&P-PIPuCI'C,Pé PrPs PiC-PrPIP&C%0PpPSPsPiPs CEP&P-P&éPeCr PeCEHPsPIPSC,PuCiC-.

PYP»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICtPIP°C,Pé PiCI'P°CHPuP»C,PsB®
PiP°CtC-C”PSC,P°Pj P- PeP»C-CHPuPSCIPsPj PeCHPuP°C,P6PSC-PSCF 15-29 PjP»/C...PI.

P&Py CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PiP°CtC-C”PSC,P°Pj C-P:- PeP»C-CEPuPSCI PsPj
PeCHPpP°C,PEPSC-PSCT < 15 PjP»/C...PI (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB», B«PuP°CHPjP°PePsP»PsPiC-C+PSC-
PIP»P°CI'C,P&PIPsCI'C,C-B»).

PmCI'P°CEPuP»C,PsB® PSPuPsP+C...C-PrPSPs P-P°CI'C,PsCI'PsPICfPIP°C,Pé P-
PsP+PuCEPuPIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P- PSP&CHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,ChR CI'PuCREPpuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIPYPePsCI'C,C-



(PeP»C-CRPpuPSCI" PeCHPuP°C,PéPSC-PSCr 30-49 PjP»/C...PI), CIIPeC- CI'CfPiCtC,PSCHPs
P-P°CI'C,PsCI'PsPICFfCRC,CH P»C-PeP°CRHCI'CHhPeC- P-P°CI'PsP+Pé, C%oPs
PiCRP&P-PIPsPrCIIC,CH PrPs PiC-PrPIP&EC%oPpPSPSCII PePsPSCtPuPSC,CHP°CtC-C—
CHP&PIP°CHPsPeCI'P°P+P°PSCr Cr PiP»P°P-PjC- PeCHPsPIC- (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHPePéPjPE P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CRCI CHPePé&PjPé P-P°CI'PsP+P°PjPé

P&Pp CHPpPePsPjPuPSPrCrC”C,CHCI'CILI P-P°CI'C,PsCI'CrPIP°PSPSCII PisCI'P°CHPuP»C,PsB®
PiP°CtC-C”PSC,P°Pj, CIIPeC- PsC,CHP&PjCrCRC,CH CI'CrPiCrC,PSC” CI'PéCI'C,PuPjPSPu
P»C-PeCrPIP°PSPSCII PiCHPsC,PéPiCHPéP+PePsPIPéPjPé PiCHPuPiP°CHP°C,P°PjPé
P°P-PsP»CHPSPsC— PiCHCrPiPé (PSP°PiCHP&PeP»P°Pr PePuC,PsPePsPSP°P-PsP»PsPj,
C-C,CHP°PePsPSP°P-PsP»PsPj, PIPsCHP&PePsPSP°P-PsP»PsPj C- PiPsP-P°PePsPSP°P-PsP»PsPj)
P°P+Ps C-PSPiC-P+C-C,PsCHP°PjPé P’PtP>-PiCHPsC,PuP°P-Pé (PSP°PiCHP&PeP»P°Pr
CHP&C,PsPSP°PIC-CHPsPj). P!C- PiCEPuPiP°CHP°C,Pé C” PiPsC,CrPIPSP&PjPé
C-PSPiC-P+C-C,PsCHP°PjPé PsPrPSPsC+P°CI'PSPs C-P-PsC,PuCEPjPuPSC,C-PI CYP 3A4 C,P° P-
gp, C,PsPjCr PIPsPSPé PjPsPYCrC,CH PiC-PrPIPéC%o0CrPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-C—
CHPEPIP°CHPsPeCI'P°P+P°PSCr Cr PiP»P°P-PjC- PrPs PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsPiPs
CHC-PIPSCII (PI CI'PuCHPuPrPSCHPsPjCr Cr 2,6 CHP°P-P°), C%oPs PjPsP{Ppn
PiCEP&P-PIPsPrPéC,Pé PrPs PiC-PrPIPEC%oPpPSPSCII CHP&P-PéPeCr PIPEPSPéPePSPuPSPSCII
PeCHPsPIPsC,PuCtC- (PrPéPI. CHPsP-PrC-P» B«P'P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»).

PkPpPsP+C...C-PrPSPs P+CrC,Pé PsP+PuCHPuPYPSPEPjPé PiCHPé PiCHPEP-PSP°C+PuPSPSC-
CRHPEPIP°CHPsPeCI'P°P+P°PSCr PiP°CtC-C”PSC,P°Pj, CIIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+P&, C%oPs PIPiP»P&éPIP°CRC,CH PSP° PiPuPjPsCI'C,P°P:,
PSP°PiCHP&PeP»P°Pr PSPuCI'C,PuCHPsC—PrPSC- PiCHPsC,PéP-P°PiP°P»CHhPSC- P-P°CI'PsP+Pé
(PkPiP—P—), P°CtPuC,PéP»CI'P°P»C-CtPéP»PsPICT PePECI'P»PsC,Cr C,P°
C-PSPiC-P+C-C,PsChHPé P°PiCHPuPiP°CtC-C— C,CHPsPjP+PsCtP&C,C-PI, P°P+Ps
CI'PuP»PpPeC,PéPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs P-P°C...PsPiP»PuPSPSCII
CI'PuCHPsC,PsPSC-PSCt (PYPtP—P—PY) C,P° C-PSPiC-P+C-C,PsCEPé P-PIPsCHPsC,PSPsPiPs
P-P°C...PsPiP»PuPSPSCII CI'PuCEPsC,PsPSC-PSCr-PSPsCEPuPiC-PSPuC, CHPEPSCT
(PtP—P—PYPk). PIPeC%oPs C-CI'PSCrC” CHP&P-PéPe CHPsP-PIP&C,PeCr PIPECHP°P-PePsPIPsC—
C...PIPsCHPsP+Pé CEP»CrPSPePsPIPs-PePéCEPePsPIPsPiPs C,CHP°PeC,Cr, CI'P»C-Pr
CHPsP-PiP»CIIPSCrC,Pé PiPéC,P°PSPSCII PiCRPs PiCHPsPIPuPrPuPSPSCII
PIC-PrPiPsPIC-PrPSPsPiPs PiCEPsC,C-P»P°PeC,PéC+PSPsPiPs P»C-PeCrPIP°PSPSCII (PrP&PI.
CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI CHhPePéPjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PtPSC€C- C,P°PeC,PsCHPé CHPéP-PEPeCt CHPsP-PIPEC,PeCr PeCHPSPIPsC,PuC

PiPe C- C-PSC£C- P°PSC,PéC,CRPsPjP+PsC,PéCPSC- P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé,
CHPEPIP°CHPsPeCI'P°P+P°PS PSPuPsP+C...C-PrPSPs P-P°CI'C,PsCI'PsPICtPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P- PiC-PrPIPéC%oPuPSPéPj CHPEP-PEPePsPj
PeCHPsPIPsC,PuC#C-, Ct C,PsPjCt C+PéCI'P»C- PiCHPé PSP°CIIPIPSPsCI'C,C-:

BHyB B B B B B B PICHPsPrP{PuPSPsC— P°P+Ps PSP°P+CrC,PsC— PiP°C,PsP»PsPiC-C—
P-PiPsCRHC,P°PSPSCII PeCHPsPIC-;

BhyB B B B B B B PSPpuPePsPSC,CHPsP»CHPsPIP°PSPsC— C,CLIP{PePsC—
P°CRHC,PuCHC-P°P»CEPSPsC— PiC-PiPuCHC,PuPSP-C-C—;



5ByB B B B B BB C-PSCEPsPiPs CEP»CrPSPePsPIPs-PeP&CEPePsPIPSPiPs
P-P°C...PIPsCECRPIP°PSPSCII P+PpuP- PIP6CRP°P-PsPe PI P°PeC,PEPIPSC-PNe
C%oPs PjPsPYPy PiPsC,PpuPSCtC-PNPSPs PiCRHP&P-PIPSPrP&éC,Pé PrPs
PiPpPjPSCEHP°PiC-C+PSPEC. .. CFCI'PeP»P°PrPSPuPSCH (PSP PiCEP&PeP»P°Pr P-P°PiP°P»CH PSPy
P-P°C...PIPsCHCRPIP°PSPSCLI PePéCEPuC+PSPEPeCE, PuP-PsC, P°PiC-C,, PiP°CI'C,CHPEC, C,P°
PiP°CI'C,CHPsPuP-PsC, P°PiPpP°P»CHPSP° CRHPRC,P»CRPeCI'PSP® C...PIPsCHPsP+P°);

CI'C,P°PrC-C—

8ByB BB B B BB CI'CtPrP&PSPSPsC— CHPuC,PéPSPsPiP°C,C-C—;

85yB B B B B BB P+CEPsPSC...PsPuPeC,P°P-Ct P°P+Ps P»PuPiPpPSPuPIPsC—
PeCEPsPIPsC,PuC+C- PI P°PSP°PjPSPpP-C-.

PuP°CtC-C”PSC,Pé P- PsPSPePsP»PsPiC-C+PSPéPj P-P°C...PIPSCRCRPIP°PSPSCIIPj

PuP°CtC-C”PSC,Pé P-C- P-P»PsCILIPeC-CI'PSP&PjPé P-P°C...PIPsCECRPIP°PSPSCLIPjPé
PsPrPSPsC4P°CI'PSPs PjPsPYCI-C,CEb PjP°C,Pé PiC-PrPIP6C%oPpPSP&PN. CHP&P-PéPe
PeCHPsPIPsC,PuC+C- C,P° C,CEPsPjP+PsP-Cr. PtPSPrPéPIC-PrCrP°P»CHPSCT PePsCEPECIC,CH
P°PSC,P&C,CEPsPjP+PsC,P&C+PSPsPiPs P»C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsCEC-PIPSCLIC,Pé P-
CRP&P-PéPePsPj PeCRPsPIPsC,PuC Cr PiP°CtC-C”PSC,C-PI P- P°PeC,P&éPIPSPEP;
PsPSPePsP»PsPiC-C+PSP&Pj P-P°C...PIPsCECRPIP°PSPSCIIPj P-P°P»PuPYPSPs PIC-Pr
P»PsPeP°P»C-P-P°C{C-C— PiCtC...P»P&PSPé§, PiCEPsC,P&PIiCIC...P»PéPSPSPsC—
C,PuCEP°PiC-C— C,P° CI'C,P°PrC-C— P-P°C...PIPsCECRPIP°PSPSCLI. PuCrC...P»P&PSP8,
CEPsP-C,P°CEPSPIP°PSC- PI CEP»CrPSPePsPIPs-PeP&CEPePsPIPsPCE C,CHP°PeC,C- P°P+Ps
CI'PpCtPsCI'C,P°C,PuPIPsPjCt C,CHP°PeC,C-, P+CrP»Pé PiPsPIEE™ CLIP-P°PSC- P-
PiC-PrPIP8C%oPpPSPéPj CEP&P-PéPePsPj PeCEPsPIPsC,PuCtC- PiC-Pr CP°CT
P»C-PeCrPIP°PSPSCLI CRP&PIP°CEPsPeCI'P°P+P°PSPsP;.

P—P°CI"C,PsCI'CfPIP°PSPSCII CEP&PIP°CEPsPeCI'P°P+P°PSCY PiCEPsC,PéPiPsPeP°P-P°PSPu
PiP°C+C-C”PSC,P°Pj P-C- P-P»PsCIIPeC-CI'PSP&PjP& PSPsPIPsCrC,PIPsCEPpPSPSCIIPjPé P-
PIP&CI' PsPePéPj CEP&P-PéPePsPj PeCRPsPIPSC,PuCst (PrPéPI. CHPsP-PrC-P»
B«PyCEPsC,P&PiPsPeP°P-P°PSPSCLIB»).

PuP°CtC-C”PSC,Pé P-C- CEC,CrCtPSP&PjPé PeP»P°PiP°PSP°PjPé CI'PuCRHCtC

P P&PIP°CRPsPeCI'P°P+P°PS PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé PrP»CII
C,CHPsPjP+PsPiCRHPsC, C-P»P°PeC,PEPePé PiP°CtC-C"PSC,C-P°Pj, CLIPeC- PSPuC%oPsPrP°PIPSPs
PiPpCHPuPSPuCI'P»Pé C,CRP°PSCI'PeP°C,PuC,PuCREPSCYt P-P°PjC-PSCr
P°PsCEC,P°P»CHPSPsPiPs PeP»P°PiP°PSP° (PjP—PhPm). P‘PpuP-PiPuPeP° C,P°

PuC, PuPeC,PEPIPSC-CI'C,CH PCI'P°CEPuP»C,PsB® PSPp PIPEPIC+P°P»P&CI'CH Cr
PiP°Ct+C-C”PSC,C-PI P-C- CEC,CrC$PSP&PjPé CI'PuCHCtPuPIPEPjPé PeP»P°PiP°PSP°PjPé, C,PsPjCr
PIC-PrCI'CrC,PSC- PrP°PSC-, CIIPeC- PiC-PrC,PIPuCRPrPYCtCRC,CH, C%oPs
PmBCI'P°CRPuP»C,PsB® P-P°P+PpP-PiPuC+CrC” PrPsCI'C,P°C,PSCh
P°PSC,PéPePsP°PiCIP»CIICTC-Ch Cr CtC-C”C— PiCHCrPiPé PiP°CtC-C”PSC,C-PI. PkPn
CHPpPePsPjPpPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICPIP°C,Pé PiCI'P°CEPuP»C,PsB® PrP»CII
P»C-PeCrPIP°PSPSCII C,P°PePéC... PiP°C+C-C”PSC,C-PI.

PI'C-CRCrCRPiC-C$PSC- PIC,CRCrC+P°PSPSCII PiCRPé PiPuCRPuP»PsPjP°C... CI'C,PuPiPSP°

P P&PIP°CEPsPeCI'P°P+P°PS PSPy PIP&PIC+P°P»Pé Cf C...PsPrC-
C-PSC,PuCHPIPuPSCTC-PNePSPEC. .. PeP»C-PSC-CHPSP&C... PrPsCI'P»C-PrP{PuPSCH P-
CrCP°CI'C,CR PiP°CtC-C”PSC,C-PI PiC-CI'P»CLI PsPiPuCEP°C,P&PIPSPsPiPs
PIC,CHC{CP°PSPSCILI P- PiCEP&PIPsPrCt PiPuCEPuP»PsPjCt CI'C,PuPiPSPe.



PuP°CtC-C”PSC,Pé P- P°PSC,P&éC,PsCI'C,PsP»C-PiC-PrPSP&Pj CI'PéPSPrCHPsPjPsPj

P&Pp CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHCIIPjP&C...
PiPnCHPsCHP°P»CIHPSPEC... P°PSC,PéPePsP°PiCIP»CIIPSC,C-PI, PIPeP»CRC+P°CRCtPé
CRP&PIP°CHPsPeCI'P°P+P°PS, PiP°C+C-C”PSC,P°Pj C-P- C,CHPsPjP+PsP-PsPj PI
P°PSP°PjPSPuP-C- P- PrC-P°PiPSPsCI'C,PsPIP°PSP&Pj P°PSC,PéC, PsCI'C, PsP»C-PiC-PrPSP&P;
CI'P&PSPrCHPsPjPsPj. P—PsPeCRPuPjP°, Cr PiP°CtC-C”PSC,C-PI, CILIPeC- PjP°CRC,CH
PiC-PrC,PIPuCHPrPIPuPSC- PiPsP-PéC,PEPIPSC- CHPuP-CIP»CHC,P°C,Pé C,PuCI'C,Cr PrP»CII
PICI'C-C... C,CRCHPsC... P°PSC,PéC, PsCI'C, PsP»C-PiC-PrPSPéC... P°PSC,PéC,C-P»
(PIPsPIC$P°PePsPIP&PNe. P°PSC,PéPePsP°PiCrP»CIIPSC,,
P°PSC,PéPeP°CRHPrC-PsP»C-PiC-PSPsPIC- P°PSC,P&éC,C-P»P°, P°PSC,P&-P+PuC,P°-2-
PiP»C-PePsPiCHPsC,PuC—PS I P°PSC,PéC,C-P»P°), C,PuCHP°PiC-CII PiCECLIPjP&PjPé
PiPpCHPsCHP°P»CIHPSPEPjPé P°PSC,PéPePsP°PiCIP»CIIPSC,P°PjPé PjPsPYPu P+CrC,Pé
PiPsPIBR™ CIIP-P°PSP°® C-P- PiC-PrPIP&C%oPuPSPSCIIPj CHPéP-P&éPeCr PiPsPIC,PsCHPSPEC...
C,CRPsPjP+PsC,PéC+PSP&C... CLIPIPEC%o Cr PiPsCRHC-PIPSCLIPSPSC- C-P- C,P°PePéPjPé PiCRPé
C,PuCHP°PiC-C— P°PSC,P°PiPsPSC-CI'C,P°PjPé PIC-C,P°PjC-PSCY Pm.

PI.IP CTC C"PSC Pe P PyPe P>Ph C P° PSPuCFC P°P+C- P>>CI—bPSPePlPe

PgP]P+PSP»PgP€C,PSP]C CLl

PkPp CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PmCI'P°CHPuP»C,PsB® CIIPe
P°P»CHC,PuCREPSP°C,PEPICT PSP