PtPKPYPYP PJPJbP!PtPi

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

PKP+PPYP{P]PH
(NEXIUM®®)
PYPeP»P°Pr:
PrC-CRC#P° CEPuCPsPIP6PSP°: PuP-PsPjPuPiCHP°P-PsP»;

1 C,P»P°PePsPS PjC-CI'C,P&C,CH PuP-PsPjPuPiCEP°P-PsP»Ct PSP°C,CHC-Ch 42,5 PjPi,
C%oPs PuPePIC-PIP°P»PuPSC,PSPs PuP-PsPjPuPiCHP°P-PsP»Cr 40 PjPi;

PrPsPiPsPjC-PYPSC- CFPuC#PsPIPéPSPé: PrPéPSP°C,CHC-CR PuPrPuC,P°C,, PSP°C,CEC-Ch
PiC-PrCHPsPeCI'P&éPr.

P>C-PeP°CRHCI'CHPeP° C,PsCRHPjP°.

P1iPsCHPsC€PsPe PrP»CII CHPsP-C+PéPSCr PrP»CII C-PSBR™ C”PeCtC-PNe C,P°
C-PSC, CrP-C-PNe.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PiPsCHPECI'C,P°
PiCHCIPrPeP° P°P+Ps PiPsCRHPsC£PsPe P+C-P»PsPiPs P°P+Ps PjP°PNeP{Pp P+C-P»PsPiPs
PePsP»CHPsCHCT.

PuP°CEPjP°PePsC,PuCEP°PiPpPIC,PéCPSP° PiCHCiPiP°.

P>C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, C%oPs P-P°CI'C,PsCI'PsPICFfCRC,CHCI'CILI PiCHPé
CHPsP-P»P°PrP°C... PePECI'P»PsC,PSPsCI'C,C-. PtPSPiC-P+C-C,PsCHPé PiCHPsC,PsPSPSPsC—
PiPsPjPiPé. PPsPr PHPYPI'A02B CO5.

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

P+P-PsPjPuPiCEP°P-PsP» C” S-C-P-PsPjPuCHPsPj PsPjPuPiCEP°P-PsP»Ct, C%oPs
PiCHP&PiPSC-C+CrC” CI'PuPeCREPuCtC-CR PePéCI'P»PsC,Pé CEP»CrPSPePsPIPsPiPs CI'PsPeCr
P-P°PIPrCLIPePé CI'PIPuCtPEC, C-C+PSPsPjCY, PSP°PiCEP°PIP»PuPSPsPICY PjPuC...P°PSC-P-PiCt
PrC-C—. P'C-PS C” CI'PiPuCtPéC, C-C+PSP&Pj C-PSPiC-P+C-C,PsCHPsPj PePéCI'P»PsC,PSPsC—
PiPsPjPiPé PiP°CHC-C”C,P°P»CHPSPEC... PeP»C-C,PEPS. Pt R-, C- S-C-P-PsPjPuChHPée
PsPjPuPiCHP°P-PsP»Cr PjP°CRC,CH PiPsPrC-P+PSCr C,P°CHPjP°PePsP»PsPiC-CiPSCr



P°PeC,PéPIPSC-CI'C,CHb.

PwC-CI'CtPu C,P°® PjPuC...P°PSC-P-Pj PrC-C—

P+P-PsPjPuPiCRP°P-PsP» CIIPIP»CIIC” CI'PsP+PsCh CI'P»P°P+PeCt PsCI'PSPsPICY, C%oPs
PePsPSCtPuPSC,CHCrC”C,CHCI'CII C,P° PiPuCHPuC,PIPsCRCRC”C,CHhCI'CII PSP®
P°PeC,P&PIPSCY C,PsCHPjCr PI PrCrPPp PePéCI'P»PsPjCt CI'PuCRPpuPrPsPIPEC%0C-
CI'PuPeCHPuC,PsCHPSPEC... PeP°PSP°P»CHC1C-PI PiP°CHC-C”C,P°P»CHPSPEC...
PeP»C-C,PéPS, PrPu C-PSPiC-P+CrC” C,PuCHPjPuPSC, Pk P -PHPyPr-P°P-Cf R
PeP&CI'P»PsC,PSCr PiPsPjPiCr 8R“ C,P° PiCHPéPiPSC-C$CrC” CIIPe P+P°P-P°P»CHPSCT, C,P°Pe
C- CI'C,PéPjCrP»CHPsPIP°PSCrt CI'PuPeCEPuCtC-Ch PePéCI'P»PsC,Pé.

P’PiP»PéPI PSP° CI PuPeCEPuCtC-ChR CEP»C2éPSPePsPIPsPiPs CI PsPeCé

PSPuCEPpP- 5 PrPSC-PI PiPuCHPsCHP°P»CHPSPsPiPs PiCHPéPNePsPjCr PiPs 20 PjPi C,P° 40 PjPi
PuP-PsPjPuPiCHP°P-PsP»Cr CHC-PIPuPSCH CHPk CEP»CrPSPeP° PIPEC%oPy 4
P-P+PuCHC-PiP°PICI'CII PIC-PrPiPsPIC-PrPSPs PI CI'PuCHPuPrPSCHPsPjCr 13 PiPsPrPéPS C,P°
17 PiPsPrPéPSB PiCEPsC,CLIPiPsPj 24-PiPsPrPéPSPSPsPiPs C-PSC,PuCHPIP°P»Cr Cr
PiP°C+C-C”PSC,C-PI C-P- CI'P&PjPiC,PsPjP°C,PéC+PSPsChH P“P+P PT

(PiP°CI'C,CHPsPuP-PsC, P°PiPuP°P»CHPSPsCh CHPuC,P»CRPeCI'PSPsCh C...PIPsCHPsP+PsCR).
P+C,PuPeC, PiPsPrC-P+PSP&PNe PSPuP-P°P»PpuPYPSPs PIC-Pr C,PsPiPs,
P-P°CI'C,PsCI'PsPICC”C,CHCI'CII PuP-PsPjPuPiCHP°P-PsP» PiPpCEPsCEP°P»CHPSPs C1Pé
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPs.

P—P° PrPsPiPsPjPsPiPsCh AUC CIIPe PsPiPsCI'PuCHPuPrPePsPIP°PSPsPiPs PiP°CHP°PjPuC,CHP°
PePsPSCtPuPSC,CHP°C+C-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr Cr PiP»P°P-PjC-
PeCHPsPIC- P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CRHPsPIP°PSPs P-P°P»PuPIPSC-CI'C,CH PjC-Pq
PiCHPéPiPSC-C+PuPSPSCIIPj CI'PpPeCRHPuCtC-C— PePéCI'P»PsC,Pé C,P°
PuPeCI'PiPsP-PéCtC-C”Ch PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PuP-PsPjPuPiCEP°P-PsP»Cr.

PuCHPé PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsPjCt PIPIPuPrPuPSPSC- PuP-PsPjPuPiCHP°P-PsP»Cr
P-PrPsCHPsPIP&Pj PrPsP+CHPsPIPsP»CHCTCLIPj Ct PrPsP-C- 80 PjPi Cr PIP&PiP»CIIPrC-
P+PsP»CRCI'PSPsC— C-PSC, CtP-C-C— C,CRP&PIP°P»C-CI'C,Ch 30 C...PIP&P»P&PS C-P-
PiPsPrP°P»CHCEPé&Pj P-P°CI'C,PsCI'CFPIP°PSPSCIIPj P»C-PeP°CHCI CHhPePsPiPs P-P°CI'PsP+Cr
Cr PIP&PiP»CIIPrC- C,CHPEPIP°P»PsC— PIPSCrC,CHC-CEPSCHPsPIPPSPSPsC—

C-PSC, CrP-C-C— P-C- CEPIP&PrPeC-CI'C,Ch 8 PjPi/PiPsPrPéPSCr C,CHP&PIP°P»C-CI'C,Ch 23,5
PiPsPrPéPSPé CHC-PIPuPSCH CHPk CEP»CrPSPeP° PIPEC%oPy 4 C,P° PIPEC%oPp 6
P-P+PuCHC-PiP°PICI'CII PIC-PrPiPsPIC-PrPSPs PI CI'PuCHPuPrPSCHPsPjCt 21 PiPsPrPéPSCr
C,P° 11 BR“ 13 PiPsPrPéPS PiCHPsC,CIIPiPsPj 24-PiPsPrPéPSPSPsPiPs C-PSC,PuCEPIP°P»Cr.

PuCEPé PiPuCEPsCHP°P»CHPSPsPJCt P-P°CI'C,PsCI'CFPIP°PSPSC- PuP-PsPjPuPiCEP°P-PsP»Ct PI
PrPsP-C- 40 PjPi PiCEP&P+P»P&P-PSPs 78% PiP°CtC-C”PSC,C-PI C-P- CEPuC, P»CRPeCI'PSP&P;
PpP-PsC, P°PiC-C,PsPj PsPrCtPICrCRC,CH C+PuCHPuP- 4 C,PéPIPSC-, 93% B* C+PuCHPuP- 8
C,P&PYPSC-PI P»C-PeCrPIP°PSPSCIL.

P] CEP°PSPrPsPjC-P-PsPIP°PSPsPjCt PiPsPrPIC-PN-PSPs CI'P»C-PiPsPjCt PiP»P°CtPpP+Ps-
PePsPSC,CEPsP»CHPsPIP°PSPsPjCt PeP»C-PSC-CHPSPsPjCt PrPsCI'P»C-PrPPuPSPSC-



PiP°CtC-C”PSC,C-PI C-P- PuPSPrPsCI PePsPiC-C+PSPs PrPsPIPuPrPuPSPsCh
PeCHPsPIPsC,PuC+PuCh PiPpPiC,PéC+PSPsC— PIPECRP°P-PePé PeP»P°CI'Ct PtP°, PtP+, PtPP°
C$Pé PtPtP= (9%, 43%, 38% C,P° 10% PIC-PrPiPsPIC-PrPSPs) P-P° PrPsCHCHPuCI'C,PsPj
CBP°PSPrPsPjC-P-CrPIP°P»Pé PrPs PiCHCrPi P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PkPpuPeCI'C-CrPj, CEPsP-C{PEPSCT PrP»CII
C-PSC, CfP-C-PNe (n=375), P°P+Ps PiP»P°CtPpP+Ps (n=389). PuC-CI'P»CII
PpPSPrPsCIPePsPiC-C+PSPsPiPs PiPuPjPsCI'C,P°P-Cr PiP°CtC-C”PSC,P°Pj PIPIPsPrPéP»Pé
P°P+Ps PpuP-PsPjPpPiCHP°P-PsP» Cr PrPsP-C- 80 PjPi Cr PIPéPiP»CILIPrC-
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsC— C-PSC, CrP-C-C— C,CRP&PIP°P»C-CI'C,Ch 30
C...PIPEP»P&PS C-P- PiPsPrP°P»CHCEPsCh C,CHPéPIP°P»PsCh C-PSC,CrP-C-C"Ch P-C-
CEPIPéPrPeC-CI'C,CR 8 PjPi/PiPsPrPéPSCT P°P+Ps PiP»P°CtPuP+Ps PiCHPsC,CIIPiPsPj 72
PiPsPrPéPS. PiiC-CI'P»CII PiPsC+P°C,PePsPIPsPiPs 72-PiPsPrPéPSPSPsPiPs PiPuCEC-PsPrCr
PICI'C-C... PiP°CtC-C”PSC,C-PI PiPuCHPuPIPsPrPéP»Pé PSP° PiPuCHPsCHP°P»CHPSPEPNe
PiCEP&PN:PsPj P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Cr PkPpPeCI'C-CfPj Cr PrPsP-C- 40 PjPi
PiCEPsC,CLIPiPsPj 27 PrPSC-PI PrP»CII PiCEP&PiPSC-C+PuPSPSCILI PePECI'P»PsC,PSPsC—
CI'PpPeCHPuCtC-C—. P§SP°CI'C,PsC,P° PiPsPIC,PsCHPSPsC— PeCHPsPIPsC,PuCtC-
PiCEPsC,CLIPiPsPj 3 PrC-P+ CI'C,P°PSPsPIPéP»P° 5,9 % Cr PiCHCIPiC- PiCHPéPN-PsPjCr
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PkPpPeCI'C-CrPj C,P° 10,3% Crf PiCHCIPiC-
PiP»P°C1PpP+Ps. P§SPuCHPuP- 30 PrPSC-PI PiC-CI'P»CII C,PuCHP°PiC-C— C+P°CI'C,PsC,P°
PiPsPIC,PsCRPSP&C... PeCEPsPIPsC,PuC# Cr PiCHCIrPiC- PiCHPEPNePsPjCr
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PkPpPeCI'C-CrPj C,P° PiP»P°CtPuP+Ps
CI'C,P°PSPsPIP&P»P° PIC-PrPiPsPIC-PrPSPs 7,7% C,P° 13,6%.

PJ] PiPuCHC-PsPr P»C-PeCrPIP°PSPSCII P°PSC,PéCI PuPeCHPuC,PsCHPSPEPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé CHC-PIPSC- PiP°CI'C,CEP&PSCT Cr
CI'PECRPsPIP°C,CtC- P-CHPsCI'C,P°CRC,CH Cr PIC-PrPiPsPIC-PrCH PSP° P-PSPéPYPuPSPSCII
CI'PuPeCHPuCTC-C— PeP&CI'P»PsC,Pé. P C-PIPuPSCH C...CHPsPjPsPiCHP°PSC-PSCt Ph (CgA)
C,P°PePsP{ P-CHPsCI'C,P°C” PIPSP°CI'P»C-PrPsPe P-PjPpuPSCEPuPSPSCII
PeP&CI'P»PsC,PSPsCI'C,C- CEP»CrPSPePsPIPsPiPs CI'PsPeCt. PSPuCHPuP-
PiC-PrPIP&C%oPpPSPSCII CEC-PIPSCII CgA PjPsPP»P&PIPEPNe. PIPiP»P&PI PSP°
CHPuP-CrP»CHC,P°C,Pé P»P°P+PsCHP°C,PsCRPSP&C... PrPsCI'P»C-PrPIPuPSCH P-
PIP&CIIPIP»PpPSPSCII PSPaPNCHPsPuPSPrPsPeCEP&PSPSPEC... PiCrC...P»P&PS.
PhPiCIP+P»C-PePsPIP°PSC- PrP°PSC- CI'PIC-PrC+P°C,CH PiCEPs C,Pu, C%oPs
P»C-PeCrPIP°PSPSCII C-PSPiC-P+C-C,PsCEP°PjPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé CI'P»C-Pr
PiCEP&PiPéPSP&C,Pé PiCHPsC,CLIPiPsPj PiPpuCHC-PsPrCr PIC-Pr 5 PrPSC-PI PrPs 2 C,PéPYPSC-PI
PrPs PIPéPjC-CHCRPIP°PSCH CEC-PIPSCII CgA PrP»CII C,PsPiPs, C%oPsP+ CRHC-PIPuPSCH CgA
PSPsCEPjP°P»C-P-CrPIP°PICI'CLI, PsCI'PeC-P»CHbPePé CtPuPNe PiPsPeP°P-PSPéPe PjPsPYPu
P+CrfC,Pé C...PéP+PSPs PiC-PrPIPEC%oPuPSP&Pj PiC-CI'P»CII P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHP°PjPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé (PtP1yPm).

PuC-Pr C+P°CI" PrPsPIPiPsC,CHPéPIP°P»PsC— C,PuCHP°PiC-C— PpP-PsPjPuPiCEP°P-PsP»PsPj
CIIPe Ct PrC-C,PuPNe, C,P°Pe C- PI PrPsCHPsCIP»P&C... CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CI]
P-P+C-P»CHCEPuPSPSCII PeC-P»CHPePsCI'C,C-

PuPSC,PuCEPsC...CEPsPjP°C, C-PSPsPiPsPrC-P+PSP&C... PeP»C-C,PéPS (P+PI'Pm), CLIPePy,
PjPsPYP»P&PIPs, P+CrP»Ps CI'PiCEP&CPEPSPuPSPu PiC-PrPIPEC%oPuPSPSCIIPj PIPjC-CI'C,Cr
PiP°CI'C,CHPEPSCr PI CI'P&CHPsPIP°C,CtC- PeCEPsPIC-. P!C- CHPuP-CfP»CHC,P°C,Pé
PIPIP°PYP°CRC,CHCI'CII PeP»C-PSC-C+PSPs PSPuP-PSP°C+CrC%oPEPjPé.



PkP° C,PsPSC- PrPsPIPiPsC,CHP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCII
PiPpCHPsCHP°P»CIHPSPéPjPé P°PSC,PéCI PuPeCHPuC,PsCEPSPEPjPé P»C-PeP°CRCI CHhPePé&PjPé
P-P°CI'PsP£P°PjPé PIC-PrP-PSP°C+P°P»PsCI'CII PrPuCIIPePp P-CHPsCI'C,P°PSPSCII
C$P°CI'C,PsC,Pé CrC,PIPsCHPuPSPSCII CEP»CrPSPePsPIPEC... PiP»P°PSPrCrP»CILICHPSP&C...
PeC-CI'C,. PIC- P-PjC-PSPé C” C,C-P-C-PsP»PsPiC-CPSP&Pj PSP°CI'P»C-PrPePsPj
PIP&CHP°PYPuPSPsPiPs PiCHP&PiPSC-C+PuPSPSCII CI'PuPeCHPuCtC-C— CEP»CrPSPePsPIPsPiPs
CI'PsPeCt, PIPsPSPé C” PrPsP+CHPsCIIPeC-CI'PSPéPjPé C,P° PiCHPsC...PsPrCLIC,CH
PiC-CI'P»CI]I P-P°PIPuCEC£PuPSPSCII P»C-PeCrPIP°PSPSCI].

P—PjPuPSCEPuPSPSCI]I PePéCI'P»PsC,PSPsCI'C,C- CEP»CrPSPePsPIPsPiPs CI'PsPeCr C-P:
P+CrPrCH-CIIPePEC... PICRHPECEP&PS, Cr C,PsPjCt C+PéCI'P»C- PIPSP°CI'P»C-PrPsPe
P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiC-P+C-C,PsCEC-PI PiCHPsC,PsPSPSPsC— PiPsPjPiPé,
PiCEP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPpPSPSCII Ct CEP»CrPSPeCr PeC-P»CHPePsCI'C,C-
P+P°PeC,PuCHC-PNe, C%oPs P-P°P-PIPEC+P°PNe PiICHPECI'CrC,PSC- Cf CEP»CIPSPePsPIPs-
PeP&C£PePsPIPsPjCr C,CHP°PeC,C-. P>C-PeCrPIP°PSPSCII C-PSPiC-P+C-C,PsCRP°PjPé
PiCHPsC,PsPSPSPsC— PiPsPjPiPé PjPsP{Pu PrPuC%oPs P-P+C-P»CH-CECIPIP°C,Pé CHPEP-PéPe
C€P»CrPSPePsPIPs-PePéCEPePsPIPEC... C-PSC, PuPeCtC-PNe, P-CrPjPsPIP»PuPSPéC...,
PSP°PiCHP&PeP»P°Pr, Salmonella C,P° Campylobacter, C- Cf PiPsCI'PiC-C,P°P»C-P-PsPIP°PSPé&C...
PiP°CtC-C”PSC,C-PI, 85“ PjPsPYP»P&PIPs, C,P°PePsPY Clostridium difficile.

P"C-C,Pé

P] PiP»P°C1PuP+Ps-PePsPSC,CEPsP»CHPsPIP°PSPsPjCr PrPsCI'P»C-PrPYPuPSPSC- (98
C...PIPsCEP&C... PIC-PePsPj PIC-Pr 1 PrPs 11 PjC-CI'CLICtC-PI) PsCtC-PSCRPIP°P»P&éCI'CH
PuC, PuPeC,PEPIPSC-CI'C,CH C,P° P+PuP-PiPpPeP° P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PI PiP°CtC-C”PSC,C-PI C-P- PsP-PSP°PeP°PjPé C,P°
CI'P&PjPiC,PsPjP°PjPé P“P+P PI. P+P-PsPjPuPiCEP°P-PsP» 1 PjPi/PePi PsPrPéPS CEP°P- PSP°
PrPsP=Cr PIPIPsPrPéP»Pé PiPuCEPsCHP°P»CHPSPs PiCHPsC,CLIPiPsPj 2 C,PéPYPSC-PI
(PIC-PrPeCHPé&C,P° C, P°P-P°), P° 80 PiP°CtC-C”PSC,C-PI P+CrP»Ps PIPeP»CRC+PuPSPs
PiCHPsC,CLIPiPsPj 4 PrPsPrP°C,PePsPIP&C... C,PEPIPSC-PI (PiPsPrPIC-PNePSP° CI'P»C-PiP°,
C,,P°P-P° PIC-PrPjC-PSPé P»C-PeCrPIP°PSPSCII). PkPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CHy
CI'CrC,C,C”"PIPsC— CHC-P-PSP&CtC- PjC-PY PuP-PsPjPuPiCHP°P-PsP»PsPj C,P° PiP»P°CtPuP+Ps
CI'C,PsCI'PsPIPSPs PrPsCI'CLIPiPSPuPSPSCII PiPuCHPIPéPSPSPsC— PeC-PSCtPuPIPsC—
C,PsCtPePé C,P° PiCHP&PiPEPSPUPSPSCII P»C-PeCrPIP°PSPSCII C+PuCHPpP-
PiPsPiC-CHCEPuPSPSCII CI'P&PjPiC,PsPjC-PI.

PJ PiP»P°C{PuP+Ps-PePsPSC,CEPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- (52
PiP°CtC-C”PSC,Pé PIC-PePsPj <1 PjC-CI'CLICtCII) PsCtC-PSCRPIP°P»Pé

PuC, PpPeC,P&PIPSC-CI'C,CHb C,P° P+PyP-PiPuPeCt P»C-PeP°CHCI'CHbPePsPiPs P-P°CI'PsP+Cf Pl
PiP°CtC-C”PSC,C-PI C-P- CI'P&PjPiC,PsPjP°PjPé P“P+P PI. P+P-PsPjPuPiCHP°P-PsP» 0,5 PjPi/PePi
PsPrP&PS CHP°P- PSP° PrPsP+Ct PIPIPsPrPéP»Pé PiPuCEPsCHP°P»CHPSPs PiCEPsC,CLIPiPsP;j
PjC-PSC-PjCIPj 10 PrPSC-PI. PkPp P+CrP»Ps CI'CIC,C,C”PIPsC— CEHC-P-PSP&CTC- PjC-PY
PpP-PsPjPuPiCHP°P-PsP»PsPj C,P° PiP»P°CtPuP+Ps CI'C,PsCI'PsPIPSPs PiPpCHPIPEPSPSPsC—
PeC-PSCHPRPIPsC— C,PsC#PePé P-PjC-PSPé PeC-P»CHPePsCI'C,C- PIPEPiP°PrPeC-PI
CI'P&PjPiC,PsPjC-PI P“P+P PI' Ct PiPsCRC-PIPSCIIPSPSC- P- PIPEC...C-PrPSPéPj CHC-PIPSPyP.

P PuP-CrP»CHC,P°C,Pé, PsC,CRPEPjP°PSC- PI C...PsPrC- PrPsCI'P»C-PrPIPuPSCH P-P°
CrC$P°CI'C,Ch PiP°Ct+C-C”PSC,C-PI PrPéC,CIIC+PsPiPs PIC-PeCr, PiPsPeP°P-CrCRC,CHb, C%oPs



PrPsP-Pé PpuP-PsPjPuPiCEP°P-PsP»Cr 0,5 PjPi/PePi C- 1,0 PjPi/PePi Cf PSPuPjPsPIP»CIIC,
PIC-PePsPj <1 PjC-CI'CIICtCII C- 185" 11 PjC-CI'CIICtC-PI PIC-PrPiPsPIC-PrPSPs,
P-PSPEPYCrCRC,CH CI'PuCEPuPrPSC-PNe PIC-PrCI'PsC,PsPe C+P°CI'CYt
PIPSCrC,CHC-CEPSCHPsCI'C,CHP°PIPsC...C-PrPSPsPiPs CHPx < 4,0. PuCHPsC,C-P»CH
P+PpP-PiPpPePé P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
PIPéCIIPIP&PICI'CILI PiPsPrC-P+PSPé&Pj PrPs C,P°PePsPiPs Cf PrPsCEPsCI'P»PéC....

P] PrPsCI'P»C-PrPYPuPSPSC-, PiCHPsPIPuPrPuPSPsPjCr P-P° C+C+P°CI'C,Ch
PiPpPrC-P°C,CHPéC+PSP&C... PiP°CtC-C”PSC,C-PI P- P“P+P PI (PIC-PePsPj PIC-Pr < 1 PrPs 17
CBPsPeC-PI), CLIPeC- PsC,CHP&PjCIPIP°P»Pé C,CHPEPIP°P»Pp P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHP°PjPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé (PtPyPu), Cf 61% PrC-C,PuPNe
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PiC-PiPuCHPiP»P°P-C-CII ECL-PeP»C-C,PEPS
PSPuP-PSP°C+PSPsPiPs CI'C,CrPiPuPSCII, CI'C,PsCI'PsPIPSPs CLIPePsC— PeP»C-PSC-C+PSP°
P-PSP°C+Pé&PjC-CI'C,CH P+CrP»P° PSPuPIC-PrPsPjPsCh; CEPsP-PIP&C,PeCr

P°C,CHPsC, C-C+PSPsPiPs PiP°CI'C,CEP&C,Ct P°P+Ps PeP°CHCtP&PSPsC—PrPSPéEC...
PiCrC...P»PéPS PSPy PIC-PrPjC-C+P°P»PsCI'CI].

PxP°CEPjP°PePsPeC-PSPuC,PEPeP°.

P PsP-PiPsPrC-P»

PhC+PpPIPEPrPSP&PN: PsP+8H™ C”Pj CHPsP-PiPsPrC-P»Cr PiCHPé CHC-PIPSPsPIP°PYPSC-PNe
PePsPSCtPuPSC,CHEP°CtC-C— Ct P-PrPsCHPsPIPEC... PrPsP+CHPsPIPsP»CHCTC-PI
CI'C,P°PSPsPIP&C,CH> PiCHPEP+P»PEP-PSPs 0,22 P»/PePi PjP°CI'Pé C,C-P»P°.
P+P-PsPjPuPiCEP°P-PsP» PSP°® 97 % P-PIBR™ CLIP-C+C”C,CHCI'CILI C-P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCEPsPIC-.

P‘C-PsC,CRP°PSCI'C,PsCRPjP°CtC-CII

P+ P-PsPjPuPiCHP°P-PsP» PiPsPIPSC-CI'C,CR PjPuC,P°P+PsP»C-P-CfC”C,CHbCI'CII
CI'P&CI'C,PpPjPsCh CtP&C,PsC...CHPsPJCt P 450 (CYP). PRCI'PSPsPIPSP® C+P°CI'C,P6PSP®
PjPuC,P°P+PsP»C-P-PjCt PuP-PsPjPuPiCEP°P-PsP»Cr P-P°P»PuPYP&C,CHb PIC-Pr
PiPsP»C-PjPsCEC, PSPsPiPs CYP2C19, C%oPs PIC-PrPiPsPIC-PrP°C” P-P° CrC,PIPsCEPuPSPSCII
PiC-PrCEPsPeCI'Pé- C,P° PrPuCI'PjPuC,PéP»PjPuC,P°P+PsP»C-C,C-PI PuP-PsPjPuPiCEP°P-PsP»Cr.
P PuC€C,P°® PjPuC,P°P+PsP»C-P-PjCt P-P°P+PpP-PiPuCCrC”C,CHhCI'CLI C-PSCEPSCR
CI'PiPuCtP&C, C-C+PSPsCR C-P-PsC, PsCEPjPsCR, CYP3A4, C%oPs PIC-PrPiPsPIC-PrP°C” P-P°
CtC,PIPsCEPuPSPSCII PpP-PsPjPuPiCEP°P-PsP»Ct CI'CtP»CHC, PsPSCF, PsCI'PSPsPIPSPsPiPs
PjPuC,P°P+PsP»C-C,Ct Cf PiP»P°P-PjC- PeCEPsPIC-.

P’PePIPuPrPuPSPSCII

PuP°CHP°PjPuC,CEPé, PSP°PIPRPrPuPSC- PSPEPYCPy, PIC-PrPsP+CHP°PIP°CRC,CHb PI
PsCI'PSPsPIPSPsPjCt C...P°CHP°PeC,PuCE C,P°CEHPjP°PePsPeC-PSPuC,PéPePé Cr
PiP°CtC-C”PSC,C-PI P P°PeC,P&PIPSP&P] C, PuCHPjPRPSC,PsPj CYP2C19, Cf CLIPeP&C. ..
PjPpC,P°P+PsP»C-P-Pj PIC-PrP+CfPIP°C”C,CHCI'CII CEPIPEPrPePs.

P—P°PiP°P»CHbPSPEPNe PiP»P°P-PjPsPIPEPNe PeP»C-CHPuPSCI' CI'C,P°PSPSPIPEC, Cb



PiCHPEP+P»P&éP-PSPs 17 P»/PiPsPrPéPSCr PiC-CI'P»CILI CHP°P-PsPIPsC— PrPsP-Pé C,P°
PiCHPEP+P»P&éP-PSPs 9 P»/PiPsPrPéPSCr PiC-CI'P»ClLI PiPsPIC,PsCEPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII. PuPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr C-P- PiP»P°P-PjPé CI'C,P°PSPsPIP&C,CH
PiCHPéP+P»PéP-PSPs 1,3 PiPsPrPéPSPé PiCHPé PiPsPIC,PsCHPSPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC- PsPrPéPS CHP°P- PSP°® PrPsP+Cr.

P+P-PsPjPuPiCEP°P-PsP» PiPsPIPSC-CI'C,Ch PIP&PIPsPrPéC,CHCI'CII C-P- PiP»P°P-PjPé PjC-P1
PiCEP&PN:PsPjP°PjPé, C- C,PuPSPrPuPSCtC-C— PrPs PNePsPiPs PSP°PePsPiP&éC+PpPSPSCII PI
PsCHPiP°PSC-P-PjC- PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PsPrPéPS CHP°P- PSP° PrPsP+Cr PSPu
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII.

PhLCI'PSPSPIPSC- PjPuC,P°P+PsP»C-C,Pé PuP-PsPjPuPiCEP°P-PsP»Cr PSP PIPiP»PéPIP°CRC,CH
PSP° CI'PpPeCHPuCtC-Ch CEP»CrPSPePsPIPsPiPs CI'PsPeCr. PmP°PNePYPpu 80%
PiPuCHPsCHP°P»CHPSPsC— PrPsP-Pé PuP-PsPjPuPiCHP°P-PsP»Cr PIP&PIPsPrPéC,CHhCI'CII Crf
PIP&PiP»CIIPrC- PjPuC,P°P+PsP»C-C,C-PI C-P- CI'PuC+PuCh, CHPuCEC,P° 8R“ P- PeP°P»PsPj. PJ
CI'PuC#C- PIP&CIIPIP»CIIC”C,CHCI'CII PjPpuPSCEPp 1 % PSPuP-PjC-PSPuPSPsPiPs
PuP-PsPjPuPiCHP°P-PsP»Cr.

P>C-PSC-PN.PSC-CI'C,CHb/PSPuP»C-PSC-PN.PSC-CI'C,CH»

P—P°PiP°P»CHPSP°® PuPeCI'PiPsP-PéCtC-CII (AUC) P-CRPsCI'C,P°C” PiCHPé
PiPsPIC,PsCHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PuP-PsPjPuPiCHP°P-PsP»Cr. PPp
P-CHPsCI'C,P°PSPSCI] P-P°P»PpuPYPéC,CH PIC-Pr PrPsP-Pé C,P° PiCHP&P-PIPsPrPeC,CHh PrPs
CrC,PIPsCRPuPSPSCII PSPuP»C-PSC-PNePSPsC— P-P°P»PpPYPSPsCI'C,C- PjC-P{ PrPsP-PsCh
C,P° AUC PiC-CI'P»CI] PiPsPIC,PsCHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI]. PyP°PeP®
P-P°P»PpPYIPSC-CI'C,CH PIC-Pr CP°CI'Cr C,P° PrPsP-Pé P-CrPjPsPIP»PuPSP°
P-PSPEPYPuPSPSCIIPj PiCEPuCI'PéCI'C,PuPjPSPsPiPs PjPuC,P°P+PsP»C-P-PjCr C,P°
CI'PECI'C,PpPjPSPsPiPs PeP»C-CRHPpPSCI'Ct, CI'PiCEP&éCPEPSPuPSPsPiPs, PIC-CHPsPiC-PrPSPs,
PiCHP&PiPSC-C+PpPSPSCIIPj C,PuCEPjPuPSC,Ct CYP2C19 PuP-PsPjPuPiCHP°P-PsP»PsPj
C,P°/P°P+Ps PNePsPiPs CI'CP»CH>C, PsPSPsPIPéPj PjPuC,P°P+PsP»C-C,PsP;.

PuCHPé PiPsPIC,PsCRPSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CHCI' CHhPePsPiPs
P-P°CI'PsP+Cr PI PrPsP-P°C... 40 PjPi Cr PIP&PiP»CIIPrC-
PIPSCrC,CHC-CEPSCHPsPIPUPSPSPEC... C-PSBR™ C”PeCtC-PNe CI'PuCHPuPrPSCII
PjP°PeCI'P&PjP°P»CIHhPSP° PePsPSCtPuPSC,CHP°CtC-CII PNePsPiPs Crf PiP»P°P-PjC-
CI'C,P°PSPsPIP&C,CH PiCHP&P+P»P&P-PSPs 13,6 PjPePjPsP»CH/P». PYPuCHPuPrPSCII
PjP°PeCI'P&éPjP°P»CHbPSP° PiP»P°P-PjPsPIP° PePsPSCtPuPSC,CHP°CtC-CII PiC-CI'P»CII
PIC-PrPiPsPIC-PrPSP&C... PiPpCEPsCEP°P»CHPSPEC... PrPsP- CI'C,P°PSPsPIPEC,CHb
PiCRPéP+P»P&P-PSPs 4,6 PjPePjPsP»CH/P». PBPuPSC£Pn P-CRPsCI'C,P°PSPSCII
(PiCEP&P£P»PEéP-PSPs PSP° 30%) P-P°PiP°P»CHPSPsC— PpuPeCIPiPsP-PéCtC-C—
PIC-PrP-PSP°C+P°C”C,CHCI'CII PiCHPé PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PiPsCEC-PIPSCIIPSPs C-P- PiPpCEPsCEP°P»CHPSP&EP)
PiCHP&PN:PsPjPsPj. P’C-PrP-PSP°C+PuPSPs P»C-PSC-PNePSPp PrPsP-PsP-P°P»PuPYPSPu
P-CEPsCI'C,P°PSPSCII PuPeCI PiPsP-PéCtC-C— PiCHPé PIPIPuPrPuPSPSC-
PuP-PsPjPuPiCHP°P-PsP»Cr Cr PIPEPiP»CILIPrC- PIPSCrC,CHC-CEPSCHPsPIPPPSPSPsC—
C-PSC, CfP-C-C— C,CRP&PIP°P»C-CI'C,Ch 30 C...PIPéP»P&PS (Cr PrPsP-C- 40 PjPi, 80 PjPi P°P+Ps
120 PjPi) C-P- PiPsPrP°P»CHCEP&Pj PN:PsPiPs PIPIPuPrPuPSPSCIIPj Ct PIPEPiP»CIIPrC-
C,CRP&PIP°P»PsC— C-PSC, CfP-C-C— (P-C- CEPIPEPrPeC-CI'C,Ch 4 PjPi/PiPsPr P°P+Ps 8
PjPi/PiPsPr) PiCHPsC,CIIPiPsPj 23,5 PiPsPrPéPSPé.



PhCI'PsP+P»P&PIC- PiCRCrPiPé PiP°CtC-C”"PSC,C-PI

PuPsPIC-P»CHbPSC- PjPuC,P°P+PsP»C-P-P°C,PsCHPé

PiuCHP&P+P»P&P-PSPs 2,9 B+1,5% PSP°CI'PuP»PuPSPSCII PSPy PjP°C”

C, CfPSPeCtC-PsPSP°P»CHPSPsPiPs C,PuCHPjPuPSC,Ct CYP2C19 C- PSP°P-PéPIP°C”C,CHCI'CII
PiPsPIC-P»CHPSPEPjPé PjPuC,P°P+PsP»C-P-P°C,PsCRP°PjPé. P] CtP&C... PsCI'C-P+
PjPuC,P°P+PsP»C-P-Pj PuP-PsPjPuPiCHP°P-PsP»Cr, PNePjPsPIC-CEPSPs,
PeP°C,P°P»C-P-CrC”C,CHCI'CI] PiPuCEPuPIP°PIPSP&Pj C+PEPSPsPj CYP3A4. PiiC-CI'P»CI]
P+P°PiP°C,PsCEP°P-PsPIPsPiPs PiPuCEPsCHP°P»CHPSPsPiPs PiCHPéPN:PsPjCr
PuP-PsPjPuPiCHP°P-PsP»Cr Ct PrPsP-C- 40 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cr
CI'PuCHPuPrPSCII P-P°PiP°P»CHPSP° PuPeCI'PiPsP-PéCC-CLI P+CrP»P° PiCHP&P+P»PéP-PSPs
PSP° 100% PIP&C%oPsCh Cr PiPsPIC-P»CIFbPSP&C... PjPuC,P°P+PsP»C-P-P°C,PsCHC-PI, PSC-P
Cr PsCI'C-P+ C-P- C,CrPSPeCtC-PsPSP°P»CHPSPé&Pj C, PuCHPjPuPSC,PsPj CYP2C19
(CEPIP&PrPeP&C... PjPuC,P°P£PsP»C-P-P°C,PsCHC-PI). PYPuCHPuPrPSCII
PjP°PeCI'PéPjP°P»CHPSP° PePsPSCtPuPSC,CEP°CtC-CII Cf PiP»P°P-PjC- P£CIP»P°
PiC-PrPIP&C%oPpPSP° PiCHPéP+P»P&éP-PSPs PSP°® 60%. PuPsPrC-P+PSC-
PIC-PrPjC-PSPSPsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII C- PiCRPé
PIPSCrC,CHC-CEPSCHPsPIPEPSPSPsPjCt PIPIPpPrPuPSPSC- PuP-PsPjPuPiCHP°P-PsP»Cr. PIC-
PrP°PSC- PSPy PIPéPjP°PiP°CRC,CH P-PjC-PS Cf PrPsP-CrPIP°PSPSC-
PuP-PsPjPuPiCHP°P-PsP»Cr.

PYC,P°C,CH

P1iC-CI'P»CII PsPrPSPsCHP°P-PsPIPsPiPs PiPuCEPsCEP°P»CHPSPsPiPs PiCHPéPN-PsPjCr
PuP-PsPjPuPiCHP°P-PsP»Cr Ct PrPsP-C- 40 PjPi CIPuCEPuPrPSCII P-P°PiP°P»CHPSP®
PuPeCIPiPsP-P&éCt+C-CII Cr PYC-PSPsPe PiCEP&éP+P»PéP-PSPs PSP° 30% PIPEC%o0P°, PSC-PY Cr
C$PsP»PsPIC-PeC-PI. P—P°P»PpPYPSPsC— PIC-Pr CI'C,P°C,C- CHC-P-PSPECTC- PSPu
PIC-PrP-PSP°C+P°C”C,CHCI'CII PiCRHPé PiPsPIC,PsCHPSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PsPrPéPS CHP°P- PSP° PrPsP+Ct. PyiPsPrC-P+PSC-
PIC-PrPjC-PSPSPsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PiCRHPé
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC-
PuP-PsPjPuPiCHP°P-PsP»Cr. PIC- PrP°PSC- PSP PIPiP»PéPIP°CRC,CH PSP°
PrPsP-CrPIP°PSPSCI] PuP-PsPjPuPiCHP°P-PsP»Cr.

PyPsCECZCEPuPSPSCII C,CéPSPeCtC-C— PiPuCtC-PSPePé

PmPC,P°P+PsP»C-P-Pj PuP-PsPjPuPiCHP°P-PsP»Crt Cr PiP°CtC-C”PSC,C-PI C-P- P»PpPiPePéPjPé
P°P+Ps PiPsPjC-CHPSP&PjPé PiPsCHCrC€PuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuCtC-PSPePé
PjPsPYPu P+CrC,Pé PiPsCHCrCEPuPSP&P]. PJ PiP°CtC-C”PSC,C-PI C-P: C,CIIPYPeP&PjPé
PiPsCHCrC€PuPSPSCIIPjPé C, CrPSPeCtC-C— PiPuCtC-PSPePé CEPIPEPrPeC-CI'C,Chb
PjPuC,P°P+PsP»C-P-PjCr P-PSP&PYCrC”C,CHCI'CII, PIPSP°CI'P»C-PrPsPe CtPsPiPs
P-P°PiP°P»CHbPSP° PuPeCI PiPsP-PéC+C-CII PuP-PsPjPuPiCRP°P-PsP»Cr P-CRPsCI'C,P°C”
PIPrPIC-C$C-. PyPsPjCr PiP°CtC-C”PSC,P°Pj C-P- P“P+P PT C,P° C,CIIPYPeP&PjPé
PiPsCHCrCE€PuPSPSCIIPjPé C, CfPSPeCtC-C— PiPuC+C-PSPePé PSPu CI'P»C-Pr
PiPuCHPuPIPEC%0CrPIP°C,Pé PjP°PeCI'PEPjP°P»CHPSCY PrPsP-Cr 20 PjPi. P] CHP°P-C-



PIP&CHP°P-PePé, C%oPs PeCHPsPIPsC,PsC+P&C,CH, C,P° C,CIIPYPePEC. .. PiPsCHCrCEPUPSCH
C, CfPSPeCtC-C— PiPuC+C-PSPePé PiC-CI'P»CII PIPIPuPrPuPSPSCII PiPsC+P°C,PePsPIPsC—
P+PsP»CRCI'PSPsC— PrPsP-Pé 80 PjPi PIPIPuPrPuPSPSCII P»C-PeP°CHCI' CHhPePsPiPs
P-P°CI'PsP+Ct Cr PIP&PiP»CLIPrC- C,CHP&PIP°P»PsC— PIPSCIC,CHC-CEPSCHPsPIPpUPSPSPsC—
C-PSC, CrP-C-C— P-C- CEPIP&PrPeC-CI'C,Ch PjP°PeCI'PEPjCIPj 4 PjPi/PiPsPrPéPSCY
PiCHPsC,CIIPiPsPj 71,5 PiPsPrPéPSPé PjPsPYPu P+CrC,Pé PrPsCI'C,P°C,PSC-Pj.
P+P-PsPjPuPiCEP°P-PsP» P°P+Ps PNePsPiPs PsCI'PSPsPIPSC- PjPuC,P°P+PsP»C-C,Pé PSPy
PIP&CIIPIP»CIICRC,CH C,PuPSPrPuPSCtC-C— PrPs PSP°PePsPiPéC+PuPSPSCII PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PsPrPéPS CHP°P- PSP° PrPsP+Cr.

PyPsCECZCEPuPSPSCII C,CéPSPeCtC-C— PSPéCHPsPe

P&Pyp PiCRHPsPIPsPrPéP»PsCI'CII PrPsCI'P»C-PrPPuPSCH P-P° CrC+P°CI'C,Ch
PiP°C+C-C”PSC,C-PI P-C- P-PSPéPYPuPSPsCh C,CrPSPeCtC-C”Ch PSPéCHPsPe.
PhCI'PeC-P»CHPePé PSPECEHPePé PIC-PrPiPsPIC-PrP°CRC,CH P-P° PIP&PIPuPrPuPSPSCII
PjPuC,P°P+PsP»C-C,C-PI PuP-PsPjPuPiCHP°P-PsP»Cr, P°P»Pu PSP P-P° PIPEPIPuPrPuPSPSCII
PsCI'PSPsPIPSPsC— CI'PiPsP»CrPePé, P-PjC-PS PjPuC,P°P+PsP»C-P-PjCt PSPu
PsC+C-PeCrC”C,CHCI'CII Cr PiP°CtC-C”PSC,C-PI C-P- PiPsCRCrC£PuPSPSCIIPj
C,CrPSPeCtC-C— PSPéCHPsPe.

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

PmPpC,P°P+PsP»C-P-Pj PuP-PsPjPuPiCHP°P-PsP»Cr PSPuP-PSP°C+PSP&Pj C+P&PSPsPj
P-PjC-PSCRC”C,CHCI'CII Cr P»C-C,PSC-C... PsCI'C-P+ (718F“ 80 CHPsPeC-PI).

P’C-C.pe

P] CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr PIC-PrPeCHP&C,PsPjCr PjC-PIPSP°CHPsPrPSPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- P+P°PiP°C,PsPeCHP°C,PSP&C... PrPsP- PuP-PsPjPuPiCRHP°P-PsP»
P-P°CI'C,PsCI'PsPICrPIP°P»Pé CEP»CIIC...PsPj 3-C...PIPéP»PéPSPSPsC— C-PSER™ C”PeCtC-C—
PsPrPéPS CHP°P- PSP°® PrPsP+Cr PiCHPsC,CIIPiPsPj 4 PrPSC-PI. P’CI'CHhPsPiPs PI
PrPsCI'P»C-PrP{PuPSPSCII P+CrP»Ps P-P°P»CrC+PpPSPs 59 PrC-C,PuPNe PIC-PePsPj PIC-Pr 0
PrPs 18 CHPsPeC-PI, 50 P- CIIPePé&C... (7 PrC-C,PuPNe PIC-PePsPj PIC-Pr 1 PrPs 5 CHPsPeC-PI)
P-P°PIPuCHCEPEP»Pé PrPsCI'P»C-PrPIPuPSPSCII C,P° P-P° CHPuP-CrP»CHC,P°C,P°PjPé
CILIPeP&C... P+CrP»Ps PsCtC-PSPuPSPs C,P°CEPjP°PePsPeC-PSPuC,PéPeCr
PuP-PsPjPuPiCHP°P-PsP»Cr.

P] C,P°P+P»P&CtC- 1 PiCEPuPrCI'C,P°PIP»PuPSPs CEPuP-CP»CHC,P°C,Pé
CI'PECI'C,PpPjPSPsPiPs PIPiP»P&PICT PuP-PsPjPuPiCHP°P-PsP»Cr PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CEP»CIIC...PsPj

C-PSBR™ C”PeCtC-C— C,CHPEPIP°P»C-CI'C,Ch 3 C...PIPEP»P&PSPé Cr
PiPuPrC-P°C,CHP&C+PSPEC. .. PiP°C+C-C”PSC,C-PI C,P° PrPsCHPsCI'P»PEC... P-PrPsCRPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI. P—PSP°C$PuPSPSCII PI C,P°P+P»P&CtC- 1
PiCHPpPrCI'C,P°PIP»PpuPSPs Ct PIPEPiP»CIIPrC- PiPuPsPjPuC,CHPECPSP&C...
CI'PuCHPuPrPSC-C... (PrC-P°PiP°P-PsPSCr). P”PsP-Cr 20 PjPi PrP»CII PrPsCHPsCI'P»PéC...
P-P°CI'C,PsCI'PsPICrPIP°P»Pé CEP»CIIC...PsPj C-PSC,CrP-C-C— C,CHPéPIP°P»C-CI'C,Ch 30
C...PIPEP»P&PS. PmP°PeCI'PEPjP°P»CHPSCr CHC-PIPSPsPIP°PPSCY



PePsPSCHPuPSC,CEP°CC-Ch PiCHPUPiP° CEP°C,Ct PI PiP»P°P-PjC- PeCEPSPIC- (PV,, 1)
PsCtC-PSCRPIP°P»P& C+PuCEPUP- 5 C...PIPEP»P&PS PiC-CI'P»CLI PIPIPuPrPuPSPSCII PrPsP-Pé
Cf PrC-C,PuPNe Ct PICI'C-C... PIC-PePsPIP&C. .. PICECIPiP°C..., P° Cf PrPsCEPsCI'P»PéC...
PiP°CtC-C”PSC,C-PI 8F” CPuCEPuP: 7 C...PIP&P»P&PS PiC-CI'P»CLI PIPIPpPrPuPSPSCII PrPsP-Pé
40 PjPi C- PiPs P-P°PeC-PSC+PpPSPSCR C-PSC, CfP-C-C— Cf PrPsP-C- 20 PjPi.

PyP°P+P»PeCtCII 1

P’C-PePsPIP° PiCRCfPiP° [P”PsP-PsPIP° AUC PV .. oo
PiCECIPiP° (PjPePjPsP»CEb*Pi/P»)|(PjPePjPsP»CHb/P>)
0551 PjC-CI'CLICTCH* 0,5 PjPi/PePi (n = 6)7,5 (4,585"20,5) 3,7 (2,785"5,8)
185“11 PjC-CI'CIICtC-PI*  |1,0 PjPi/PePi (n = 6)10,5 (4,585"22,5) 7 (4,55514,0)
185“5 CBPsPeC-PI 10 PjPi (n = 7) 7,9 (2,95516,6) 4 (4,485"17,2)
65511 CHPsPeC-PI 10 PjPi (n = 8) 6,9 (3,55510,9) 5,6 (3,18513,2)
20 PjPi (n = 8) 14,4 (7,285"42,3) 8 (3,4855"29,4)
20 PjPi (n = 6)*  [10,1 (7,285"13,7) 1 (3,4855"29,4)
128517 CEPsPeC-PI 20 PjPi (n = 6) 8,1 (4,785"15,9) 7,1 (4,885"9,0)
40 PjPi (n = 8) 17,6 (13,185"19,8) 10,5 (7,86514,2)
P”PsCRHPsCIP»C- 20 PjPi (n = 22) |51 (1,585"11,8) 3,9 (1,555"6,7)
A0 PjPi(n=41)  |12,6 (4,885"21,7) 8,5 (5,48517,9)

* P'C-PePsPIP° PiCECrPiP° PIC-Pr 0 PrPs 1 PjC-CI'CIICtCII PIPeP»CRCP°P»P°
PiP°CtC-C”PSC,C-PI P-C- CI'PePsCEP&PiPsPIP°PSP&PjPé PIC-PePsPj (CI'CLPjP°
PIPSCIC,CEC-CEPSCHPsCIC,CHPsP+PSPsPiPs PIC-PeCt C,P° PIC-PeCr PiC-CI'P»ClI
PSP°CHPsPrPYPuPSPSCILI Cr PiPSPIPSPEC... C,PEPIPSCIIC...) = 32 PiPsPIPSP&C... C,PEPIPSC-PI
C,P° < 44 PiPsPIPSP&C... C,PéPIPSC-PI. P'C-PePsPIP® PiCHCIPiP° PIC-Pr 1 PrPs 11
PjC-CI'CLICtC-PI PIPeP»CRC$P°P»P° PiP°CtC-C”PSC,C-PI P-C- CI'PePsCHP&PiPsPIP°PSP&P;
PIC-PePsPj = 44 PiPsPIPSP&C... C,PéPIPSC-PI.

%k P"PIP°® PiP°CtC-C"PSC,P° P+CP»Pé PIP6PeP»CRCPUPSC-: PSPrPéPS P+C-P»CIbCE
PN:PjPsPIC-CEPSPs Ct P-PIEF™ CLIP-PeCt P-C- P-PSPEPPuPSPsCR P°PeC,PéPIPSC-CI'C,CR
C-P-PsC, PpCHPjPRPSC,Ct CYP2C19, PrCRCIPiP&éPNe BR” Cr P-PIER™ CLIP-PeCt C-P-
CI'CtPiCfC,PSC-Pj P-P°CI'C,PsCI'CLPIP°PSPSCLIPj C-PSPiC-P+C-C,PsCEP°

C-P-PsC, PuCEHPjPRPSC,Cr CYP3A4.

P—PiC-PrPSPs P- PiPsP+CrPrPsPIP°PSPsCh PjPsPrPuP»P»Ch PV, .. PIC-CI'P»CII
PIPSC{C,CEC-CEPSCHPSPIPUPSPSPsPiPs PIPIPpPrPuPSPSCII PuP-PsPjPpPiCEP°P-PsP»Cr
CEP»CIIC...PsPj 10-C...PIP&P»P&PSPSPsC—, 20-C...PIP&P»P&PSPSPsC— C,P° 30-
C...PIP&P»P&PSPSPsC— C-PSC, CtP-C-C— P-PjPuPSCEPEC, CEhCI'CLI PI CI'PpCHPRPrPSCHPsPCY,
PSP° 375F“49%, 545F“66% C,P° 615F“72% PIC-PrPiPsPIC-PrPSPs Cf PICI'C-C... PIC-PePsPIP&C. ..
PiCECrPiP°C... C,P° PiCECIPiP°C... PrPsP-CPIP°PSPSCII Cf PiPsCEC-PIPSCIIPSPSC- P-C-
P-PSP°C+PuPSPSCIIPj PV, ... PIC-CI'P»ClI 3-C...PIPéP»P&éPSPSPSC— C-PS'C”PeCtC-C—.

P5P»C-PSC-C1PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.



PyPsPeP°P-P°PSPSCII.

P”PsCEPsCIP»C-

« PHPSC,P&CI'PpPeCHPUC, PsCEPSP® C,PuCEP°PiC-CII Cf CRP°P-C-, PePsP»Pé
PSPuPjPsPYP»P&PIPs P-P°CI'C,PsCI"PsPICPIP°C,Pé PiPpCEPsCEP°P»CHPSPEPNe
CEP»CLIC... PIPIPuPrPpPSPSCLI, PSP°PiCEP&PeP»P°Pr:

PiP°CI'C,CHPsPuP-PsC,P°PiPuP°P»CHPSP° CHPuC,P»CRPeCI'PSP° C...PIPsCHPsP+P°
(P“PsP PI') Cr PiP°CtC-C”PSC,C-PI P- PuP-PsC,P°PiC-C,PsPj C,P°/P°P+Ps C,CIIPJPeP&PjPé
CI'PéPjPiC,PsPjP°PjPé CEPuC,P»CRPeCI'Cr;

P»C-PeCrPIP°PSPSCII PIPECHP°P-PsPe CEP»CIrPSPeP®, PiPsPIsRy™ CIIP-P°PSP&C... P-
C,PuCRP°PiC-C”"Ch PSPuCI'C,PuCHPsC—PrPSPéPjPé PiCHPsC,P&P-P°PiP°P»CHPSPEPjPé
P-P°CI'PsP+P°PjPé(PKkPiuP—P—);

PiPsPiPuCEHPuPrPIPuPSPSCLI PIPCEP°P-PsPe CEP»CrPSPeP® C,P°
PrPIP°PSP°PrCtCLIC,PEPiP°P»PsC— PeP&CEPePE, PiPsPIEF ™ CLIP-P°PSP&C... P-
C,PuCEP°PiC-C"CR P&PyP—P—, Cf PiP°C+C-C”PSC,C-PI, CLIPeC- PIC...PsPrCLIC,CH PrPs
PiCECIPiPé CEP&P-P&PeCY.

« PuCEHPsC, C-P»P°PeC,PéPeP° PiPsPIC,PsCEPSPsC— PeCHPsPIPsC,PuCC- Ct
PiP°CtC-C”PSC,C-PI PiC-CI'P»CLI PuPSPrPsCI'PePsPiC-C+PSPsPiPs P»C-PeCrPIP°PSPSCII
PiPsCI'C,CEPsC— PeCHPsPIPsC,PuC+C- PIPSP°CI'P»C-PrPsPe PIPECEP°P-PePé
CEP»CrPSPeP° P°P+Ps PrPIP°PSP°PrCtCLIC, PéPiP°P»PsC— PePECEPEPE.

P”C-C.Pe PIC-PePsPj PIC-Pr' 1 PrPs 18 CHPsPeC-PI

« PHPSC,P&CI'PuPeCEPuC,PsCEPSP° C,PuCEP°PiC-ClI Cf CEP°P-C-, PePsP»Pé
PSPuPjPsPYP»P&PIPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiPpCEPsCHP°P»CHPSPEPNe
CEP»CLIC... PIPIPuPrPpPSPSCLI, PSP°PiCHP&PeP»P°Pr:

PiP°CI'C,CEPsPuP-PsC, P°PiPpP°P»CHPSP® CEPuC, P»CRPeCI'PSP° C... PIPsCHPsP+P°
(P“P+P PT') Cf PiP°C+C-C”PSC,C-PI P- PuCEPsP-P&PIPSP&Pj CEPuC, P»CRPeCIPSP&P;
PuP-PsC, P°PiC-C,PsPj C,P°/P°P+Ps C,CLIP{PeP&PjPé CI'P&PjPiC,PsPjP°PjPé CEPuC, P»CRPeCICY.

PyuCLBHPsC,PePiPsPeP°P-P°PSPSCII.

P1iC-PrPIPEC%oPuPSP°® C+CrC,P»PEPIC-CI'C,CH PrPs PrC-CRC+PsC— CHPuC+PsPIPEPSPE,
C-PSCEP&EC... P-P°PjC-C%oPpPSPEC... P+PpuPSP-P&PjC-PrP°P-PsP»C-PI P°P+Ps PrPs P+CrPrCH-
CIIPePsC— C-P- PrPsPiPsPjC-PYPSP&C... ChPuCPsPIPEPS, PiPuCRHPuCHP°C...PsPIP°PSPEC... Cr
CEPsP-PrC-P»C- B«PYPeP»P°PrB».

P+P-PsPjPuPiCEP°P-PsP» PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PsPrPSPsC+P°CI'PSPs P:
PSPuP»C, C-PSP°PIC-CEPsPj (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHhPePEPjPé 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-PSCEPéPjPé P»C-PeP°CECI CHbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-PA\e.



P’PiP»PéPI PuP-PsPjPuPiCEP°P-PsP»Cé PSP°® C,P°CEPjP°PePsPeC-PSPuC,PéPeCé C-PSCEPEC...
P»C-PeP°CFCI CHhPePéC... P-P°CI PsP+C-PI

PtPSPiC-P+C-C,PsCHP¢ PiCHPsC,PuP°P-Pe

P’C-PrP-PSP°C+PpPSP® PIP-P°C”PjPsPrC-ClI PsPjPuPiCEP°P-PsP»Ct C-P- PrPuCIIPeP&PPé
C-PSPiC-P+C-C,PsCEP°PjPé PiCEPsC,PuP°P-Pé. P1sP»C-PSC-C+PSP° P-PSP°C+CrC%0C-CI'C,Cb
C,P° PjPuC...P°PSC-P-PjPé CtP&C... PIP-P°C”PjPsPrC-PNe PSPu P-P°PIPYPrPé PIC-PrPsPjC-.
PuC-PrPIPEC%oPpPSPSCILI CEC-PIPSCLI CEPk CEP»CrPSPePsPIPsPiPs CI'PsPeCr PI PiPuCEC-PsPr
C,PuCHP°PiC-C— PsPjPuPiCEHP°P-PsP»PsPj PjPsP{Pu P-PjC-PSCRPIP°C,Pé
PICI'PjPsPeC,CIPIP°PSPSCILI C-PSPiC-P+C-C,PsCEC-PI PiCEPsC,PuP°P-Pé. PtPSCEC-
PjPuC...P°PSC-P-PjPé PIP-P°C”PjPsPrC-C— PjPsPYP»P&PIC- C{PuCEHPuP-
PiCEP&PiPSC-C+PuPSPSCII P°PeC,PEPIPSPsCI'C,C- CYP2C19.

P1PsPIC-PrPsPjP»CIIP»PsCI'CII, C%oPs PiCEPé& CI'CrPiCrC,PSCHPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P- PsPjPuPiCEP°P-PsP»PsPj CHC-PIPSC- P°C,P°P-P°PSP°PIC-CHCY
C,P° PSPuP»C, C-PSP°PIC-CHCT PI CI'PECHPsPIP°C,CtC- PeCHPsPIC- P-PSPEPYCIrPIP°P»PECI'CI],
C,PsPjCt C—C... PsPrPSPsC$P°CI'PSPyu P-P°CI'C,PsCI'CFPIP°PSPSCII PSPu
CBPpPePsPjPpPSPrCrC”C,CHCI'CIL. PYCIPiCrC,PSC” P-P°CI'C,PsCI'CPIP°PSPSCII
PsPjPpPiCEP°P-PsP»Cr (40 PjPi PsPrPéPS CEP°P- PSP° PrPsP+Cr) P- P°C,P°P-P°PSP°PIC-CEPsPj
300 PjPi/CBHP&C,PsPSP°PIC-CEHPsPj 100 PjPi Ct P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI
CI'PiCHP&CHPEPSCLIP»Ps P-PSP°C+PSPu P-PSPéPYPuPSPSCII PpuPeCIPiPsP-PEC+C-C—
P°C,P°P-P°PSP°PIC-CKCY (P-PSPEPIPuPSPSCII AUC, C,, C,P° C,,, PICEPéP+P»P&P-PSPs PSP®
75%). PiiC-PrPIPéC%oPpPSPSCII PrPsP-Pé P°C,P°P-P°PSP°PIC-CHCT PrPs 400 PjPi PSPu
PePsPjPiPuPSCI'CPIP°P»Ps PIPiP»P&PICY PsPjPuPiCEP°P-PsP»Ct PSP° PuPeCI'PiPsP-PéCtC-Ch
P°C,P°P-P°PSP°PIC-CKCT. PYCIrPiCrC,PSC” P-P°CI'C,PsCI'CrPIP°PSPSCII PsPjPuPiCHP°P-PsP»Cr
(20 PjPi PSP° PrPsP+Cr) P- P°C,P°P-P°PSP°PIC-CHPsPj 400 PjPi/CHP&C,PsPSP°PIC-CEHPsPj 100
PjPi Ct P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI P-PSPéPYCIPIP°P»Ps
PpPeCIPiPsP-PéCtC-Ch P°C,P°P-P°PSP°PIC-CHCY PiCHP&P+P»P&P-PSPs PSP° 30 %
PiPsCHC-PIPSCIIPSPs P- PuPeCI'PiPsP-PéCtC-C”Ch, PIC-PrP-PSP°C+PuPSPsCh PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P°C,P°P-P°PSP°PIC-CHCr300 PjPi/CHP&C,PsPSP°PIC-CHCT 100 PjPi
PsPrPéPS CHP°P- PSP°® PrPsP+Cr P+PuP- P-P°CI'C,PsCI'CrPIP°PSPSCII PsPjPuPiCEP°P-PsP»Cr PI
PrPsP-C- 20 PjPi PSP° PrPsP+Cr. PYCIPiCrC,PSC” P-P°CI'C,PsCI'CrPIP°PSPSCII
PsPjPpuPiCEP°P-PsP»Cr (40 PjPi PSP° PrPsP+Cr) P-PjPuPSCECIPIP°P»Ps CI'PuCEPuPrPSC-
P-PSP°C$PpPSPSCII AUC, C,,, C,P° C,,, PSPuP»C,C-PSP°PIC-CEHCt PSP° 3685 “39%, P°
CI'PuCHPuPrPSC- P-PSP°C+PuPSPSCII AUC, C,., C,P° C,,, C,P°CHPjP°PePsP»PsPiC-C+PSPs
P°PeC,PéPIPSPsPiPs PjPuC,P°P+PsP»C-C,Ct P8 PSP° 758 “92%.

P§PuCEPpP- PiPsPrC-P+PSC-CI'C,CH C,P°CHPjP°PePsPrPéPSP°PjC-C+PSP&C... PuC,PuPeC,C-PI
C- C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPEC... PIP»P°CI'C,PEPIPsCI'C,PuPNe PsPjPuPiCRP°P-PsP»Cr
C,P° PuP-PsPjPuPiCHP°P-PsP»Cr PSPy CRHPuPePsPjPuPSPrCrC”C,CHCI'CII
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PuP-PsPjPuPiCEP°P-PsP» PsPrPSPsC+P°CI'PSPs P-
P°C,P°P-P°PSP°PIC-CEPsPj (PrPéPIl. CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»); CI'CrPiCrC,PSC” P-P°CI'C,PsCI'CrPIP°PSPSCII
PuP-PsPjPuPiCHP°P-PsP»Cr P- PSPuP»C,C-PSP°PIC-CEPsPj PiCEPsC,PéPiPsPeP°P-P° PSPy (PrPéPI.
CHPsP-PrC-P» B«PyiCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

PuC-PrPIP&C%oPpPSPSCLI PePsPSCTPRPSC,CEP°CC-C— CI'P°PePIC-PSP°PIC-CEHCY (C%oPs



P-P°CI'C,PsCI'PsPICIPIP°PICI'CLI PsPrPSPsC+P°CI'PSPs P- CKP&C,PsPSP°PIC-CHPsPj) Cr
CI'PECRHPsPIP°C,C1C- (808/“100%) CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCHPé
CI'CrPiCrC,PSCH>PsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- PsPjPuPiCEP°P-PsP»Cr (PI PrPsP-C- 40 PjPi
PSP° PrPsP+Cr). PhPjPuPiCHP°P-PsP» Cr PrPsP-C- 20 PjPi PSP° PrPsP+Cr PSPy PIPiP»P&PIP°PI
PSP° PpuPeCI'PiPsP-PéCtC-CR PrP°CHCIPSP°PIC-CHCY (C%oPs P-P°CI'C,PsCI'PsPICFPIP°PICI'CII
PsPrPSPsC+P°CI'PSPs C-P- CHP&EC,PsPSP°PIC-CEPsPj) C,P° P°PjPiCEPuPSP°PIC-CHCF (Cf
PiPsC”PrPSP°PSPSC- C-P- CHP&C,PsPSP°PIC-CEPsPj). P+P-PsPjPuPiCHP°P-PsP» Ct PrPsP-C- 20
PjPi PSP° PrPsP+Cr PSPy PIPiP»P&PIP°PI PSP°® PuPeCIPiPsP-PéCtC-Ch P°PjPiCHPuPSP°PIC-CHCY
(Cf PiPsC”PSP°PSPSC- C-P- CHP&C,PsPSP°PIC-CHPsPj CPé PsPeCHPuPjPs).
P—P°CI'C,PsCI'CFPIP°PSPSCII PsPjPuPiCEP°P-PsP»Cr PI PrPsP-C- 40 PjPi/PrPsP+Cr PSPu
P-PjC-PSCRPIP°P»Ps PuPeCI'PiPsP-P&CtC-Ch P»PsPiC-PSP°PIC-CECT (Cr PiPsC”PrPSP°PSPSC-
C-P- CRHP&C,PsPSP°PIC-CHPsPj).

PwPuC,PsC,CEPuPeCIP°C,

PiCEHPé P-P°CI'C,PsCI'CIPIP°PSPSC- PjPuC,PsC,CHPuPeCI'P°C,Ct CHP°P-PsPj C-P- PtPiiPy
PNePsPiPs CHC-PIPSC- PiC-PrPIP&C%oCrPIP°P»P&CI'CII Cr PrPuCILIPePéC... PiP°C+C-C”PSC,C-PI.
PuCHPé PiCHP&P-PSP°C+PpPSPSC- PjPuC,PsC,CEPuPeCI'P°C,Cr PI PIPECIPsPePéC... PrPsP-P°C...
CI'P»C-Pr CHPsP-PiP»CLIPSCIrC,Pé PjPsPP»P&éPIC-CI'C,CH C,PéPjC+P°CI'PsPIPsC—
PIC-PrPjC-PSPé PuP-PsPjPuPiCHP°P-PsP»Cr.

PyP°PeCEPsP»C-PjCéCI

PuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PuP-PsPjPuPiCHP°P-PsP»Cr
PiPsPIC-PrPsPjP»CLIP»PsCI'CH PiCHPs PiC-PrPIPEC%oPpPSPSCII CEC-PIPSCII
C,P°PeCEPsP»C-PjCICI'Ct PI CI'PECEPsPIP°C,CtC- PeCEPsPIC-. PiPsC,CHC-P+PSPs
PiCHPsPIPsPrPéC,Pé PiPsCI'PéP»PpuPSPEPN: PjPsPSC-C,PsCHPEPSPi PePsPSCtPuPSC,CHP°CtC-C—
C,P°PeCHPsP»C-PjCrCI'Ct, P° C,P°PePsPq C, CrPSPeCtC-C— PSPéCEPsPe (PeP»C-CRHPuPSCI
PeCEPpP°C,PEPSC-PSCr); PiCHPé PSPuPsP+C...C-PrPSPsCI'C,C- 8R”
PIC-PrPePsCHP&PICIPIP°C,Pé PrPsP-CrPIP°PSPSCII C,P°PeCHPsP»C-PjCrCI'CY.

P>C-PeP°CHCI'CHbPeC- P-P°CI'PsP+Pé, PICI'PjPsPeC,C4PIP°PSPSCII CLIPePéC. ..
P-P°P»PuPYPéC,CH PIC-Pr CEPK

P—PjPpPSCEPUPSPSCII PePéCI'P»PsC,PSPsCI'C,C- CE€P»CrPSPePsPIPsPiPs CI'PsPeCr PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII PuP-PsPjPuPiCHP°P-PsP»PsPj C,P° C-PSCEPEPjPé PtPuPy
(C-PSPiC-P+C-C,PsCF PiCHPsC,PsPSPSPsC— PiPsPjPiPé) PjPsPPu P-PSP&PYCIPIP°C,Pé P°P+Ps
PiC-PrPIP&éC%oCrPIP°C,Pé P°P+CI'PsCRP+C+C-Ch P»C-PeP°CHCI'CHPePéC... P-P°CI'PsP+C-P],
PICI'PjPsPeC,CrPIP°PSPSCII CIIPePEC... P-P°P»PpuPYP&C,CH PIC-Pr CHC-PIPSCII CRPk
CE€P»CrPSPePsPIPsPiPs CI'PsPeCr. PiPe C- PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- C-PSCEPéEC...
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI, C%oPs P-PjPuPSC£CrCRC,CH
PeP&CI'P»PsC,PSC-CI'C,CH CEP»CrPSPePsPIPsPiPs CI'PsPeCr, PICIPjPsPeC,CrPIP°PSPSCII
C,P°PePéC... P»C-PeP°CRCI'CHbPePEC... P-P°CI'PsP+C-PI, C1IPe PePuC,PsPePsPSP°P-PsP»,
C-C,CBP°PePsPSP°P-PsP» C,P° PuCHP»PsC,PéPSC-P+, PjPsPPu
PiPsCI'P»P°P+P»CRPIP°C,P&CI'CI], P° PICI'PjPsPeC,CrPIP°PSPSCI] PrPéPiPsPeCI'P&PSCT BR*
PiPsCI'PéP»CRPIP°C,PéCI'CII PI PiPuCHC-PsPr P-P°CI'C,PsCI'CfPIP°PSPSCII



PuP-PsPjPuPiCHP°P-PsP»Cr. PuCEPé CI'CIPiCrC,PSCHPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
PsPjPuPiCEP°P-PsP»Cr (20 PjPi PSP° PrPsP+Cr) C,P° PrPéPiPsPeCI'PéPSCt Cr P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI, P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PrPéPiPsPeCI'PEPSCY
P-CHPsCI'C,P°P»P° PSP° 10% (PrPs 30% Crf PrPIPsC... C-P- PrPuCI'CIIC,Pé CrC+P°CI'PSPéPeC-PI).
PyPsPeCI'PéC+PSC- PuC, PuPeC,Pé PrPéPiPsPeCI'PéPSCr PIC-PrP-PSP°C+P°P»P&CI'CII
P-CEC-PrPeP°. PhPrPSP°Pe CI'P»C-Pr PrPsC,CHP&PjCIPIP°C,PECI'CLI PsP+PuCHPuPIPSPsCI'C,C-
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PIPECI'PsPeP&C... PrPsP- PuP-PsPjPuPiCHP°P-PsP»Cr
PiP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeCt. PYP»C-Pr PiPsCI'PéP»P&C,Pé
PjPsPSC-C,PsCHP&éPSPi PePsPSCtPuPSC,CHP°CtC-C— PrPéPiPsPeCI'P&PSCt Ct PeCHPsPIC-
PiP°CtC-C”PSC,P°.

P>C-PeP°CFCI'CHbPeC- P-P°CI'PsP+Pé, C%oPs PjPuC,P°P+PsP»C-P-C3CRC,CECI'CLI CYP2C19

P+P-PsPjPuPiCRP°P-PsP» PiCHP&PiPSC-C+CrC” CYP2C19 8“ PsCI'PSPsPIPSP&PNe
C,,PuCEPjPUPSC,, C%oPs PjPuC,P°P+PsP»C-P-CrC” PuP-PsPjPuPiCHP°P-PsP». P§PsPjCt PiCEHPé
PiPsC”PrPSP°PSPSC- PuP-PsPjPuPiCHP°P-PsP»Ct C-P- P»C-PeP°CECI'CHPePEPjPé
P-P°CI'PsP+P°PjPé&, C%oPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII CYP2C19, C,P°PePé&PjPé CIIPe
PrC-P°P-PuPiP°Pj, CtPéC,P°P»PsPiCHP°Pj, C-PjC-PiCHP°PjC-PS, PeP»PsPjC-PiCHP°PjC-PS,
C,,PpuPSC-C,PsC—PS C,PsC%oPs, PePsPSCtPuPSC,CHP°C+C-C— CtPeC...
P»C-PeP°CECI'CHPePEC... P-P°CI'PsP+C-PI Ct PiP»P°P-PjC- PjPsPYCrC,CH P-CEPsCI'C,P°C,Pé C-
PjPsPYPp P+CrC,Pé PiPsC,CHC-P+PSP&Pj P-PjPpuPSCEPUPSPSCII C—C... PrPsP-.
P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— in vivo C-P- P-P°CI'C,PsCI'CPIP°PSPSCI]IPj
C,,PsCHPjPé P»C-PeP°CRHCI'CHPePsPiPs P-P°CI'PsP+Crt PrP»CII
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPuPrPuPSPSCII Ct PIPpP»PéPeP&C... PrPsP-P°C...
(80 PjPi 8 PjPi/PiPsPrPEPSCr) PSPu PiCHPsPIPsPrPéP»P&CI'CII. P’PiP»P&PI
PpP-PsPjPuPiCHP°P-PsP»Cr PSP° P»C-PeP°CECI'CHPeC- P-P°CI'PsP+P&, C%oPs
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CLI CYP2C19, PSP° C, PsPSC- C,P°PePsPiPs CHPuPYP&PjCr
P»C-PeCrPIP°PSPSCII PjPsPYPp P+CrC,Pé P+C-P»CHCE PIPECHP°PIPuPSP&Pj, C- P-P°
PiP°CtC-C”PSC,P°PjPé PiCEPsC,CLIPiPsPj 3-PrPuPSPSPsPiPs PiPuCHC-PsPrCr
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPpPrPuPSPSCII P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Ct CI'P»C-Pr PiPéP»CHPSPs CI'C,PuPYP&EC,Pé C%oPsPrPs CHPsP-PIPEC,PeCr
PSPuP+P°PYP°PSPEC... CLIPIPEC%o.

P”C-P°P-PuPiP°Pj

PYCIPiCrC,PSC-PNe PiPuCEPsCHP°P»CHPSPEPN: PiCEP&PN:PsPj 30 PjPi
PpP-PsPjPuPiCEP°P-PsP»Cr PiCEP&P-PIPsPrPéPI PrPs P-PSPEPIPuPSPSCII PeP»C-CHPRPSCICE
CI'CfP+CI'C,CEP°C,Ct CYP2C19 PrC-P°P-PuPiP°PjCr PSP°® 45%.

PxPuPSC-C,PsC—PS

PuCHPé CI'CIPiCrC,PSCHPsPjCr PiPuCHPsCEP°P»CHPSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- 40
PjPi PuP-PsPjPuPiCHP°P-PsP»Cr C,P° C,PuPSC-C,PsC—PSCf, PjC-PSC-PjP°P»CHPSC-
PePsPSCtPuPSC,CHP°CtC-C— C,PuPSC-C,PsC—PSCr Cr PiP»P°P-PjC- PeCHPsPIC-
C...PIPsCHP&C... PSP° PuPiC-P»PuPiCI'C-Ch P-CHPsCI'C,P°P»Pé PSP°® 13%.

P PuPePsPjPuPSPrCrC”C,CHCI'CII PePsPSC,CHPsP»CRPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-C—



C,PuPSC-C,PsC—PSCt Ct PiP»P°P-PjC- PSP° PiPsC+P°C,PeCt C,PpuCHP°PiC-C—
PpP-PsPjPuPiCHP°P-PsP»PsPj C,P° PiCHPé C—C— PiCRP&PiP6PSPUPSPSC-.

P’PsCHPePePsPSP°P-PsP»

P—P°CI'C,PsCI'CfPIP°PSPSCII PsPjPuPiCEP°P-PsP»Ct (40 PjPi PsPrP&PS CEP°P- PSP° PrPsP+Cr)
CI'PiCRP&C$P&PSCLIP»Ps P-CEPsCI'C,P°PSPSCII C,,, C,P° AUC,B PIPsCEP&PePSPSP°P-PsP»Cr
(CI'CFP+CI'C,CEP°C,Ct CYP2C19) PIC-PrPiPsPIC-PrPSPs PSP° 15% C,P° 41%
PIC-PrPiPsPIC-PrPSPs.

P'PéP»PsCI'C,P°P-PsP»

PhPjPuPiCEP°P-PsP», CIIPe C- PuP-PsPjPuPiCEP°P-PsP», C” C-PSPiC-P+C-C,PsCHPsPj CYP2C19.
P] P-PrPsCEPsPIPEC... PrPsP+CEHPsPIPsP»CHCC-PI Ct C...PsPrC- PiPpCHPuC...CEPpCI'PSPsPiPs
PrPsCI'P»C-PrPIPuPSPSCLI P-P°CI'C,PsCI'C£PIP°PSPSCLI PsPjPuPiCEP°P-PsP»Ct PI PrPsP-C- 40
PjPi PiCEP&P-PIPSPrP&P»Ps PrPs P-CEPsCI'C,P°PSPSCLIB C,,, C,P° AUC CP&P»PsCI'C,P°P-PsP»Cr
PIC-PrPiPsPIC-PrPSPs PSP° 18% C,P° 26%, P® PsPrPSPsPiPs C-P- PNePsPiPs P°PeC,P&PIPSP&C. ..
PjPuC,P°P+PsP»C-C,C-PI 8F“ PSP° 29% C,P° 69%.

PiPeP-P°PiCEPePr

PYCTPiCrC,PSC-PNe PiPuCHPsCEP°P»CHPSP&PNe PiCEP&PNePsPj 40 PjPi
PpP-PsPjPuPiCHP°P-PsP»Cr C,P° CtPéP-P°PiCHP&PrCr Cr P-PrPsCRPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI PiCHPEP-PIPsPrPéPI PrPs P-P+C-P»CHCEPuPSPSCII PiP»PsC%oC-
PiC-Pr PeCRHP&PIPsCh P-P°P»PuPIPSPsCI'C,C- PePsPSCtPuPSC,CEP°CtC-C— PIC-Pr C+P°CI'Ct
(AUC) PSP® 32%, P° PiPuCHC-PsPrCr PSP°PiC-PIPIPEPIPuPrPuPSPSCII (t,,) BG“ PSP°® 31%,
P°P»Pyp P-PSP°C$PSPsPiPs PiC-PrPIP&C%oPpPSPSCI] PjP°PeCI'PéPjP°P»CHPSPsC—
PePsPSCtPpPSC,CHP°CtC-C— CtP&P-P°PiCHPEPrCr Cr PiP»P°P-PjC- PeCEPsPIC-
PIC-PrP-PSP°C+PuPSPs PSPy P+CfP»Ps. PkPpP-PSP°C+PSPsPiPs PiPsPrPsPIPPuPSPSCII
C-PSC,PuCHPIP°P»Cr QTc, CLIPePu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCHPé
PjPsPSPsC,PuCRP°PiC-C— CtPéP-P°PiCHP&PrPsPj, PICHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C1Pé&P-P°PiCHPEPrCr PI PePsPjP+C-PSP°CtC-C— P- PuP-PsPjPuPiCHP°P-PsP»PsPj PSPy
PIC-PrPjC-C+P°P»PsCI'CII.

P’P°CEC,P°CEP&PS

P] PeP»C-PSC-C#PSPsPjCt PrPsCI'P»C-PrPYPpuPSPSC- P+CrP»Ps PiPsPeP°P-P°PSPs, C%oPs
PiCHPé CI'CPiCrC,PSCHPsPjCt PiPuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
PuP-PsPjPuPiCHP°P-PsP»Cr PI PrPsP-C- 40 PjPi Cr PiP°CtC-C”PSC,C-PI PSP° C,PsPSC-
C,PuCHP°PiC-C— PIP°CRHC,P°CHP&PSPsPj C+P°CI" PePsP°PiCrP»CIICtC-C— P-P°P»P&CEP°PICI'CII
PI PiCRHP&PNePSCIIC,PSP&C... PjPuPYP°C.... PhPrPSP°Pe Cr
PiPsCI'C,PjP°CEPePuC,PEPSPiPsPIPéPNe PiPuCHC-PsPr PSP° C,PsPSC-
P-P°CI'C,PsCI'CfPIP°PSPSCII PiPuCHPsCEHP°P»CHPSPsPiPs PuP-PsPjPuPiCHP°P-PsP»Cr P+CrP»Pé
PIC-PrP-PSP°C+PpPSC- PeC-P»CHPeP°® PsPeCRPuPjP&C... PIPEPiP°PrPeC-PI PeP»C-PSC-C$PSPs
P-PSP°C$CrC%oPsPiPs PiC-PrPIP&éC%oPuPSPSCII PmPkP’ (PjC-PJPSP°CHPsPrPSPu



PSPsCHPjP°P»C-P-PsPIP°PSPu PIC-PrPSPsCEPuPSPSCII) PiCKPé CI'CrPiCrC,PSCHPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC- C1P&C... P»C-PeP°CRHCI'CHPeP&C... P-P°CI'PsP+C-PI.

P PuPePsPjPuPSPrCrC”C,CHCI'CLI PiCHPsPIPsPrPéC,Pé PjPsPSC-C,PsCRHP&PSPi PSP°
PiPsC$P°C,PeCr C,P° PSP°PiCHPéPeC-PSCtC- CI'CrPiCrC,PSCHPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PuP-PsPjPuPiCEP°P-PsP»Cr C,P° PIP°CHC,P°CREP&PSCr P°P+Ps
C-PSCEPéC... PeCrPjP°CREP&EPSPsPIPEC... PiPsC...C-PrPSPé&C....

PwP»PsPiC-PrPsPiCHEPuP»CH

P PuP-CrP»CHhC,P°C,Pé PsCtC-PSPePé C,P°CEPjP°PePsPeC-PSPUC, PEC+PSPSC—
(PuP1p)/C, P°CHPjP°PePsPrPéPSP°PjC-C+PSPSC— (PxP”) PIP-P°C”PjPsPrC-C— PjC-PY
PeP»PsPiC-PrPsPiCEPuP»PuPj (PSP°PIP°PSC,P°PICIPIP°P»CEbPSP® PrPsP-P°

300 PjPi/PiC-PrC,CEP&PjCFCRCEP°® PrPsP-P° 75 PjPi PSP° PrPsP+Cr) C-
PpP-PsPjPuPiCHP°P-PsP»PsPj (PiPpuCHPsCHP°P»CHPSPs 40 PjPi PSP® PrPsP+Cr),
PsC,CHP&PjP°PSC- PiC-Pr CP°CI" PICRPsPIPuPrPuPSPSCII PrPsCI'P»C-PrPIPuPSCH P-P°
CICP°CI'C,CR P-PrPsCEPsPIPEC... PrPsP+CEHPsPIPsP»CHC1C-PI, PiPsPeP°P-P°P»Pé
P-PSP&PIPuPSPSCII PuPeCIPiPsP-PéCtC-C— P°PeC,PEPIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr
PeP»PsPiC-PrPsPiCEPuP»Ch PI CI'PpuCHPRPrPSCIbPsPjCt PSP° 40% C- P-PSP&PPuPSPSCII
PjP°PeCI'P&PjP°P»CIHbPSPsPiPs PiPsPeP°P-PSP&PeP°® C-PSPiC-P+Cr-PIP°PSPSCII
(C-PSPrCrPePsPIP°PSPsC— PhP”Px) P°PiCRPRPiP°C1C-C— C,CEPsPjP+PsC{P&C,C-PI PI
CI'PuCHPuPrPSCHPsPCl PSP° 14%.

PuC-Pr C+P°CI" PiCHPsPIPpuPrPuPSPSCII PrPsCI'P»C-PrPPuPSPSCII P-P° C+C$P°CI'C,Ch
P-PrPsCEHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI, PePsP»Pé PeP»PsPiC-PrPsPiCHPuP»CH
P-P°CI'C,PsCI'PsPICPIP°PICI'CII CHP°P-PsPj C-P- PuP-PsPjPuPiCHP°P-PsP»PsPj C-
P°CtPuC,PéP»CI'P°P»C-C1tPéP»PsPIPsCR PePéCI'P»PsC,PsCh (PHPYPm) Cr

C, C-PeCI'PsPIP°PSC-PNe PePsPjP+C-PSP°CtC-C— PrPsP: (20 PjPi 81 PjPi PIC-PrPiPsPIC-PrPSPs)
Cr PiPsCRHC-PIPSCIIPSPSC- P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PeP»PsPiC-PrPsPiCHPuP»Ch Cr
PIP&PiP»CIIPrC- PjPsPSPsC,PuCEP°PiC-C—, PIC-PrP-PSP°C+P°P»PsCI'CII P-PSP&EPIPuPSPSCII
PuPeCI'PiPsP-PéCtC-C— P°PeC,PEPIPSPsPiPs PjPuC,P°P+PsP»C-C,Ct PeP»PsPiC-PrPsPiCEPuP»Ch
PjP°PNePPp PSP® 40 %. PhPrPSP°Pe PjP°PeCI'PéPjP°P»CHPSC- CHC-PIPSC-
C-PSPiC-P+CrPIP°PSPSCI] (C-PSPrCrPePsPIP°PSPsC— PhHP”Px) P°PiCHPuPiP°CtC-C—
C,CHPsPjP+PsCtP&C,C-PI Cr CtPéC... PsCI'C-P+ P+CrP»Pé PsPrPSP°PePsPIP&PjPé PI PiCHCrPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCI] PeP»PsPiC-PrPsPiCHPuP»CHh CIIPe PjPsPSPsC,PuCEP°PiC-C— C- PI
PiCRCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII PeP»PsPiC-PrPsPiCHPuP»Ch CHP°P-PsPj P
PuP-PsPjPuPiCHP°P-PsP»PsPj C- PhPYPss. P] CI'PiPsCI'C,PuCHPuPIPSP&C... C-
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSPSCIIC... PsC,CHP&PjP°PSPs
CI'CrPiPpCHPuC+P»PEPIC- PrP°PSC- C%oPsPrPs PeP»C-PSC-C+PSPé&C... P°CI'PiPpPeC,C-PI
PxPm/PaP” PIP-P°C”PjPsPrC-C— PuP-PsPjPuPiCEP°P-PsP»Cr CI'C,PsCI'PsPIPSPs PIPuP»PéPeP&C...
CI'PuCHCtPpPIPs-CI'CFPrPEPSPSPEC... PiPsPrC-PNe. PiPe P-P°PiPsP+C-PIPSPEPN. P-P°C...C-Pr
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI] PuP-PsPjPuPiCHP°P-PsP»Cr C,P°
PeP»PsPiC-PrPsPiCHPuP»Ch PSPuPsP+C...C-PrPSPs CfPSP&PeP°C,Pé.

P-PSP°C+CrC%oPsC— PIP-P°C”PjPsPrC-C—




PhPjPsPeCI'PéC1PéP»C-PS P°P+Ps C...C-PSC-PrPéPS
P‘CfP»Ps PiPsPeP°P-P°PSPs C%oPs PuP-PsPjPuPiCHP°P-PsP» PeP»C-PSC-C+PSPs

P-PSP°C$CIC%oPp PSPu PIPiP»P&PIP°PI PSP° C, P°CEPjP°PePsPeC-PSPUC, PEPeCY
P°PjPsPeCI'PéCtPEP»C-PSCT P°P+Ps C...C-PSC-PrP&PSCE.

PXP°PiCEPsPeCI' PuPS P°P+Ps CEPsC,PuPePsPeCI PéP+

PiiCEHPsC,CILIPiPsPj PePsCHPsC,PePsC+P°CI'PSPEC... PrPsCI'P»C-PrPIPuPSCH
CI'CrPiCrC,PSCHPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PuP-PsPjPuPiCHP°P-PsP»Cr P-
PSP°PiCEPsPeCI'PuPSPsPj P°P+Ps CHPsC, PauPePsPeCI'PéP+PsPj PIPsPrPSPsC—
C,,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsC— PIP-P°C”PjPsPrC-C— PiPsPjC-C$PuPSPs PSPu
P+CrP»Ps.

P>C-PeP°CEHCI'CHPeC- P-P°CI PsP+Pé, CLIPeC- C-PSPrCéPeCéCEC,CH P°PeC,PéPIPSC-CI'C,CH
CYP2C19 C,P°/P°P+Ps CYP3A4

P+P-PsPjPuPiCEP°P-PsP» PjPuC,P°P+PsP»C-P-CrC”C,CHhCI'CII CYP2C19 C,P° CYP3Ph4.
PYCIPiCrC,PSC” PiPuCEPsCHP°P»CHPSPp P-P°CI'C,PsCI'CFPIP°PSPSCII
PuP-PsPjPuPiCHP°P-PsP»Cr C,P° C-PSPiC-P+C-C,PsCHP° CYP3Ph4
PeP»P°CRHPEC,CHPsPjC-CtPEPSCT (500 PjPi PrPIC-C+C- PSP° PrPsP+Cr) PiCHP&P-PIPSPrPéP»Ps
PrPs PiPsPrPIPsC”PSPSCII PuPeCIPiPsP-PECtC-C— (AUC) PpuP-PsPjPuPiCHP°P-PsP»Cr.
PYCIPiCrC,PSC” P-P°CI'C,PsCI'CPIP°PSPSCII PuP-PsPjPpPiCHP°P-PsP»Cr C,P°
PePsPjP+C-PSPsPIP°PSPsPiPs C-PSPiC-P+C-C,PsCEP° CYP2C19 C,P° CYP3Ph4 PjPsPfPu
PiCRHP&P-PIPsPrPéC,Pé PrPs P-CEPsCI'C,P°PSPSCII PuPeCIPiPsP-PéCtC-C—
PuP-PsPjPuPiCHP°P-PsP»Cr P+C-P»CHCEPn PSC-PY CfPrPIC-C+C-. PtPSPiC-P+C-C,PsCH
CYP2C19 C,P° CYP3Ph4 PIPsCHP&PePsPSP°P-PsP» P-P+C-P»CHCECIrPIP°PI AUCT
PsPjPuPiCHP°P-PsP»Cr PSP° 280%. PisPsCHPuPeCtC-CII PrPsP-Pé PuP-PsPjPuPiCHP°P-PsP»Cr
PSPu P-P°PIPYPrPé PiPsC,CHC-P+PSP° PI C,P°PePéC... CI'PEC,CrP°CtC-CIIC.... PhPrPSP°Pe
PIPsPSP° PjPsPPu P+CrC,Pé PSPuPsP+C...C-PrPSPsCh PrP»CII PiP°C+C-C”PSC,C-PI C-P-
C,CIIPYPePéPjPé PiPsCHCrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé C,P° Cr
PIP&EPiP°PrPeP°C..., PePsP»Pé PiPsPeP°P-P°PSPu PrPsPIPiPsC,CHPEPIP°P»Pp
P»C-PeCrPIP°PSPSCI].

P>C-PeP°CECI'CHhPeC- P-P°CI PsP+Pé, CLIPeC- C-PSPrCéPeCéCRC,CH P°PeC,PéPIPSC-CI'C,CH
CYP2C19 C,P°/P°P+Ps CYP3A4

P>C-PeP°CECI'CHbPeC- P-P°CI'PsP+Pé (C,P°PeC- CLIPe CRPEC, P°PjPiC-C1PEPS C,P°
P-PIC-CEPsP+C-PNe), P-PrP°C,PSC- CI'C,PéPjCfP»CRPIP°C,Pé CYP2C19 C+Pé CYP3Ph4 P°P+Ps
PsP+P&PrPIP° CtC- C,PuCHPjPUPSC,Pé, PjPsPICrC,CH P-PSP&PCIPIP°C,Pé
PePsPSCPuPSC,CEP°CC-Ch PuP-PsPjPuPiCEP°P-PsP»Cr Ct CI'PECHPSPIP°C,CC- PeCHPsPIC-
CEP»CIIC...PsPj PiPsCI'P6P»PuPSPSCLI PN:PsPiPs PjPuC,P°P+PsP»C-P-PjCF.



P"C-C,Pe

P”PsCI'P»C-PrPIPuPSPSCII P»C-PeP°CECI'CHPePsC— PIP-P°C”PjPsPrC-C—
PiCHPsPIPsPrPéP»P&CI'CII C,C-P»CHsPePé P-P° CrC#P°CI'C,CR PrPsCHPsCI'P»PéC....

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

P] CEP°P-C- P=CrPrCH-CIIPePEC... C,CHPEPIPsPIPSPé&C... CI'PEPjPiC,PsPjC-PI (C,P°PePé&C...
CIIPe, PSP°PiCHP&éPeP»P°Pr, P-PSP°C+PSPy PSPuPiPpCEPuPrP+P°C+CrPIP°PSPu
P-PSPéPYPuPSPSCII PjP°CI'Pé C,C-P»P°, PiPuCHC-PsPrPéC+PSPu P+P»CRPIP°PSPSCI],
PrPéCI'C,P°PiC-CIJ, PiPuPjP°C,PuPjPuP-PECI" P°P+Ps PjPuP»PuPSP®) C,P° PiCHPé
PiC-PrPsP-CRHC- PSP° PIPECHP°P-PeCt CEP»CrPSPeP° C+Pé PiCKPé C—C— PSP°CIIPIPSPsCI'C,C-
CI'P»C-Pr PIPéPeP»CRC+P&C,Pé P-P»PsCLIPeC-CI'PSPu P-P°C...PIPsCHCRPIP°PSPSCI],
PsCI'PeC-P»CHPePé P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PkPpPeCI'C-CrPj PjPsPPu
PiCEP&C...PsPICFPIP°C,Pé CI'P&PjPiC,PsPjPé C,P° P-P°C,CHP&PjCFPIP°C,Pé
PICI'C,P°PSPsPIP»PuPSPSCII PrC-P°PiPSPsP-Cr.

PEP»C2éPSPePsPIPs-PePéCEPePsPIC- C-PSC,PuPeCtC-C—

PyPuCRHP°PiC-CII C-PSPiC-P+C-C,PsCHP°PjPe PiCHPsC,PsPSPSPsC— PiPsPjPiPé PjPsP{Pu
PrPuC%oPs P-P£C-P»CHCECIPIP°C,Pé CHPEP-PéPe CEP»CrPSPePsPIPs-PePECEPePsPIPEC...
C-PSC,,PuPeCtC-PNe, C,P°PePéC... CIIPe C-PSC, PuPeCtC-C—, P-CrPjPsPIP»PuPSC- Salmonella
C,P° CP°mpylobacter (PrPePIl. ChPsP-PrC-P» B«PuP°CHPjP°PePsPrPePSP°PjC-PeP°B»).

P’CI'PjPsPeC,CéPIP°PSPSCII PIC-C,P°PjC-PSC2 P’ ,,

P+P-PsPjPuPiCEP°P-PsP», CLIPe C- PICI'C- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, C%oPs
P+P»PsPeCrCRC,CH CI'PuPeCEPuCtC-Ch PePéCI'P»PsC,Pé, PjPsPPu
PiCRP&PiPSC-C+CrPIP°C,Pé PICI'PjPsPeC,CrPIP°PSPSCI] PIC-C,P°PjC-PSCr P’,,
(CtC-P°PSPsPePsP+P°P»P°PjC-PSCr) PIPSP°CI'P»C-PrPsPe PiC-PiPs- C+Pé
P°C...P»PsCHPiC-PrCHC-C—. P!Pu CI'P»C-Pr PjP°C,Pé PSP° CfPIP°P-C- C%oPsPrPs
PiP°CtC-C”PSC,C-PI P-C- P-PSP&PPuPSP&Pj P-P°PiP°CI'PsPj PIC-C,P°PjC-PSCr PI
PsCHPiP°PSC-P-PjC- P°P+Ps C,P°PeC,PsCHP°PjPé CHP&P-P&PeCr PiPsPiC-CHCEPUPSPsPiPs
PICI'PjPsPeC,CrPIP°PSPSCII PIC-C,P°PjC-PSCr P’,, PICEPé PrPsPIPiPsC,CEP&PIP°P»C-PNe
C,PuCRP°PiC-C—.

P“C-PiPsPjP°PiPSC-C”PjC-CII

P’PEPiP°PrPePé C,CIIP{PePsC— PiC-PiPsPjP°PiPSC-C”PjC-C— PIC-PrP-PSP°C$P°P»P&CI'CI]I Cr
PiP°C+C-C”PSC,C-PI, CLIPeC- PiCHPePN:PjP°P»Pée C-PSPiC-P+C-C,PsCHPe PiCHPsC,PsPSPSPsC—
PiPsPjPiPe (PtPuPy), C,P°PeC- CLIPe PuP-PsPjPuPiCHP°P-PsP», PICHPsC,CIIPiPsPj



C%oPsPSP°PN:PjPuPSCEPp C,CHCHPsC... PjC-CI'CLICTC-PI, P° Ct P+C-P»CHCEPsCI'C,C-
PIPEPiP°PrPeC-PI 8F“ PiCEPsC,CILIPiPsPj CHPsPeCr. P“C-PiPsPjP°PiPSC-C”PjC-CLI PjPsPYPu
PjP°C,Pé CI'PuCHPN:PsP-PSC- PiCHPsCLIPIP&, C,P°PeC- CIIPe PIC,PsPjP°, C,PuC,P°PSC-CIJ,
PrPpuP»C-CHC-PNe, CI'CfPrPsPjPé, P-P°PiP°PjPsCHPsC+PuPSPSCII C,P° CEP»CrPSPsCtPePsPIP®
P°CERP&C,PjC-CII, P°P»Pu C—C... CRPsP-PIP&éC,PsPe PjPsPPu P+CrC,Pé PiPsCI'C,CrPiPsPIP&Pj
C,P° P»PéCEP°C,PECI"CII PSPuPiPsPjC-C+PpuPSP&Pj. P] P+C-P»CHCEPsCI'C,C-
PiP°CtC-C”PSC,C-PI C-P- PiC-PiPsPjP°PiPSC-C”PjC-C”Ch CI'C,P°PS
PiPsPeCHP°C%oCrPIP°PICI'CII PiC-CI'P»CLI P-P°PjC-CI'PSPsC— C,PuCHP°PiC-C— PjP°PiPSC-C”Pj
C,P° PICRP&PiPéPSPuPSPSCII P-P°CI'C,PsCI'CrPIP°PSPSCII P+PyPum.

PuP°CtC-C”PSC,P°Pj, PrP»CLI CLIPeP&C... PiPuCEPpPrP+P°C+P°C”C,CHCICII
C,CHP&PIP°P»P&PNe PeCICRCI P»C-PeCIPIP°PSPSCII P°P+Ps CLIPeC- PiCEP&PN-PjP°CRC,CHb
P+PyPu C-P- PrP&PiPsPeCI'PEPSPsPj C+Pé P»C-PeP°CECI CEbPeP&PjPé P-P°CI'PsP+P°PjPé,
P-PrP°C,PSP&PjPé CI'PiCEP&CPEPSCLIC, Pé PiC-PiPsPjP°PiPSC-C”PjC-Ch (PSP°PiCHP&PeP»P°Pr
P- PrC-CfCHPuC,PéPeP°PjP&), PrPsCtC-P»CIbPSP&P] PjPsPPp P+CrC,Pé
PIP&PjC-CECRPIP°PSPSCII CHC-PIPSCII PjP°PiPSC-CR PiPuCEPuPr PiPsC+P°C,PePsPj
C,PuCHP°PiC-C— PtPyPu C,P° PiPuCEC-PsPrPéC+PSPs PiCRHPsC,CLIPiPsPj P»C-PeCIPIP°PSPSCIL

P PeP-PéPe PIPéPSPePePSPuPSPSCII PiPuCHRPuP»PsPjC-PI

P+PSPiC-P+C-C,PsCEPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé, PsCI'PsP+P»P&PIPs PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- Cr PIPECI'PsPePé&C... PrPsP-P°C... C,P° PiCRHPsC,CLIPiPsPj
C,CHP&PIP°P»PsPiPs PiPuCHC-PsPrCr (>1 CHPsPeCr), PjPsPYCrC,CH PrPuC%oPs
PiC-PrPIP&éC%oCrPIP°C,Pé CHPEP-PéPe PiPuCEPuP»PsPjCr CI'C,PuPiPSP°, P-P°PisR™ CLICI'C,CLI
C,P° C...CRPuP+C,P®, PiPuCHPuPIP°PYPSPs Cr PiP°C+C-C”PSC,C-PI P»C-C,PSCIHPsPiPs PIC-PeCr
C$Pé P- C-PSCEPéPjPé C,P°PeC,PsCEP°PjPé CRP&P-PEPeCY. P PuP-CrP»CHC,P°C,Pé
PsPiP»CILIPrPsPIP&C... PrPsCI'P»C-PrPIPuPSCH CI'PIC-PrC+P°C,CH, C%oPs
C-PSPiC-P+C-C,PsCEPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé PjPsPCrC,CH
PiC-PrPIPEC%oCIPIP°C,Pé P-P°PiP°P»CHhPSP&PN. CHPEP-PéPe PiPpuCHPuP»PsPjC-PI PSP®

1085 “40%. P”"PuCIIPePsCh PjC-CHPsCh CtPp PiC-PrPIPEC%oPuPSPSCII PjPsPPu P+CrC,Pé
P-CrPjPsPIP»PpPSPs C-PSCEPEPjPé C,P°PeC,PsCRP°PjPé CHP&P-PEPeCr. PuP°CtC-C”PSC,C-PI,
CIIPeP&Pj P-P°PiCRHPsPICrC” CHP&P-PéPe PsCI'C,PuPsPiPsCHPsP-Ct, CI'P»C-Pr P»C-PeCrPIP°C,Pé
PIC-PrPiPsPIC-PrPSPs PrPs PrC-CRC#PéC... PeP»C-PSC-C$PSPé&C...
CHPpPePsPjPpuPSPrP°CtC-PNe; C,P°PePsPY C—Pj CI'P»C-Pr PsC,CHP&PjCIPIP°C,Pé
PSP°P»PuPYPSCt PeC-P»CHPeC-CI'C,CH PIC-C,P°PjC-PSCt D C,P° PeP°P»CHCtC-CHh.

P—P°CI'C,PsCI'CrPIP°PSPSCII C-PSPiC-P+C-C,PsCEC-PI PiCHPsC,PsPSPSPsC— PiPsPjPiPé
PiPsPIsF™ CLIP-CFfCRC,CH C-P- PrCrPPu CHC-PrPeC-CI'PSPEéPjPé PIPEPiP°PrPeP°PjPé
CHPsP-PIP&C,PeCt PiC-PrPiPsCI'C,CHPsPiPs CEPeC-CHPSPsPiPs C+PuCHPIPsPSPsPiPs
PIPSPIC$P°PeP°. PIPeC%oPs PIPEPSP&PeP°C” CFfCHP°PYPuPSPSCILI, PsCI'PsP+P»P&PIPs PSP°
PrC-P»CILIPSPeP°C..., C%oPs P-P°P-PSP°CRC,CH PIPiP»P&PICt CI'PsPSCLIC$PSPsPiPs
CI'PIC-C,P»P°, C- CtPu CI'CrPiCRPsPIPsPrPCrC”C,CHhCI'CII P°CHC,CHP°P»PiC-C”"CR,
PiP°CtC-C”PSC,Ct PSPuPsP+C...C-PrPSPs PSPuPiP°PNePSPs P-PIPuCHPSCrC,PéCI'CLI PrPs
P»C-PeP°CRCLI, CLIPeP&éPNe CHPsP-PiP»CLIPSPu PSPuPsP+C...C-PrPSC-CI'C,CH
PiCHPEPiPéPSPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CECI'CHhPePsPiPs P-P°CI'PsP+Cr
PkPuPeCI'C-CrPj. P’PéPSP&PePSPuPSPSCII PiC-PrPiPsCI'C,CHPsPiPs CEPeC-CHPSPsPiPs



C4PuCEPIPsPSPsPiPs PIPsPICP°PeP° Cf PiP°C+C-C”PSC,C-PI PiC-Pr C+P°CT’
PiPsPiPuCEPRPrPSCHPsC— C,PuCEP°PiC-C— C-PSPiC-P+C-C,PsCEP°PjPé PiCEPsC,PsPSPSPsC—
PiPsPjPiPé PjPsPYPpu PiC-PrPIP&C%0P&C,Pé CEP&P-PéPe PNePsPiPs CEPsP-PIP&C,PeCt PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSCEP&C... C-PSPiC-P+C-C,PsCEC-PI PiCEPsC,PsPSPSPsC—
PiPsPjPiPé.

PkPp CHPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé PuP-PsPjPuPiCHP°P-PsP»
PsPrPSPsC+P°CI'PSPs P- P°C,P°P-P°PSP°PIC-CKPsPj (PrPéPI. CRPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P-B C-PSCEP&éPjPéB P»C-PeP°CHCI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»). PIPeC%oPs PePsPjP+C-PSP°C+C-C—
P°C,P°P-P°PSP°PIC-CHCT P- C-PSPiC-P+C-C,PsCHPsPj PiCHPsC,PsPSPSPsC— PiPsPjPiPé
CrPSP&PePSCIC,Pé PSPuPjPsPIP»P&PIPs, CEPuPePsPjPuPSPrCrC”C,CHCICI]
CEPuC,PuP»CHPSPs PePsPSC,CEPsP»CRPIP°C,Pé PeP»C-PSC-C+PSPEPNe CI'C,P°PS
PiP°CtC-C”PSC,C-PI, P° C,P°PePsP{ PiC-PrPIP&C%oP&éC,Pé PrPsP-Cr P°C,P°P-P°PSP°PIC-CRCY
PrPs 400 PjPi Ct PiPsC”PrPSP°PSPSC- P-C- 100 PjPi CEP&C,PsPSP°PIC-CHCr; PrPsP-Cr
PuP-PsPjPuPiCHP°P-PsP»Cr 20 PjPi PiPuCEPpuPIPéC%0CrPIP°C,Pé PSPy CI'P»C-Pr.

P+P-PsPjPuPiCEP°P-PsP» 8F“ C-PSPiC-P+C-C,PsCH CYP2C19. PkP° PiPsC+P°C,PeCr C,P°
PSP°PiCHPéPeC-PSCTC- C,PuCHP°PiC-C— PuP-PsPjPuPiCHP°P-PsP»PsPj CI'P»C-Pr
PICHP°C...PsPICfPIP°C,Pé PjPsPYP»P&PIC-CI'C,CH PIP-P°C”PjPsPrC-C— C-P-

P»C-PeP°CHCI CHPePEPjPé P-P°CI'PsP+P°PjPé, C%oPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CI]
CYP2C19. P’C-PrP-PSP°C#PuPSPs PIP-P°C”PjPsPrC-Ch PjC-PY PeP»PsPiC-PrPsPiCHPuP»PuPj C,P°
PsPjPuPiCHP°P-PsP»PsPj (PrPéPI. CEPsP-PrC-P» B«P'P-P°C”PjPsPrC-CLI P-B C-PSCEP&PjPé
P»C-PeP°CRCI'CHPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»).
PpP»C-PSC-C+PSP° P-PSP°C+CrC%oC-CI'C,CH CtC-C”"C— PIP-P°C”PjPsPrC-C— C,PsCfPSPs PSPu
PIPéP-PSP°C+PuPSP°. PiPe P-P°PiPsP+C-PIPSPéPNe P-P°C...C-Pr PSPp
CHPpPePsPjPaPSPrCrC”C,CHCI'CII PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICfPIP°C,Pé
PuP-PsPjPuPiCHP°P-PsP» C,P° PeP»PsPiC-PrPsPiCHPuP»Clb.

PyCIIPYPeC- C€PeC-CRPSC- PiPsP+C-CtPSC- CEPuP°PeCtC-C— (SCARs)

P] P-PIEF™ CLIP-PeCt P- P»C-PeCrPIP°PSPSCIIPj PuP-PsPjPuPiCHP°P-PsP»PsPj
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PrCrPPu CHC-PrPeC-CI'PSC- PIP&PiP°PrPePé
C,CLIPYPeP&C... CEPeC-CHPSPEC... PiPsP+C-C+PSPEC... CHPuP°PeCtC-PNe (SCARS),
PIPeP»CRC$PSPs P- PuCHPEC,PuPjPsCh P+P°PiP°C,PsC,PsCHPjPSPsCh (EM),
CI'PéPSPrCHPsPjPsPj PYC,C-PIPuPSCI'P° 85" P”PYPsPSCI'PsPSP° (S]S), C,PsPeCI'P&éC+PSP&P;
PpPiC-PrPuCEPjP°P»CHPSPEP) PSPuPeCHPsP»C-P-PsPj (TEN) C,P° CHEPpP°PeCtC-C”Ch PSP°
P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P+ P- PuPsP-PéPSPsC,C-P»C-C”Ch C,P°
CI'P&CI'C,PuPjPSPEPjPé CI'PEPjPiC,PsPjP°PjPé (DRESS), CIIPeC- PjPsPCrC,CH PSPuCI'C,Pé
P-P°PiCEHPsP-Cr PJP&C,C,CR.

PuP°Ct+C-C”"PSC,Pé PjP°CRC,CH P+CrC,Pé PiPsC-PSC, PsCHPjPsPIP°PSC- PiCHPs PjPsPIP»P&PIC-
PsP-PSP°PePé C,P° CI'P&PjPiC,PsPjPé C,CLIPIPeP&C... CEPeC-CHPSPEC... PiPsP+C-C+PSPEC...
CHPuP°PeCtC-PNe EM/SJS/TEN/DRESS C- PiPsPIPEPSPSC- PSPuPiP°PN.PSPs



P-PIPuCRC,P°C,PéCI'CII P-P° PePsPSCI'CrP»CH>C,P°CtC-C”Ch PrPs CI'PIPsPiPs P»C-PeP°CHCI]
Cr CRP°P-C- PiPsCIIPIPé P+CrPrCH-CILIPePéC... C...P°CHP°PeC,PuCHPSPEC... PsP-PSP°Pe P°P+Ps
CI'P&PjPiC,PsPjC-PI.

PJ CHP°P-C- PiPsCLIPIPé PsP-PSP°Pe C,P° CI'P&PjPiC,PsPjC-PI C,CLIPPeP&C... CEPeC-CHPSP&C...
CHPuP°PeCtC-PNe PiPsC,CHC-P+PSPs PSPuPiP°PN.PSPs PiCEP&éPiPEPSP&C,Pé PiCHPEPN:PsPj
PuP-PsPjPuPiCHP°P-PsP»Cr C,P° PSP°PrP°C,Pé PrPsPrP°C,PePsPICT PjPuPrPéC+PSCr
PrPsPiPsPjPsPiCr / P-P°P+PuP-PiPuC+PéC,Pé CHPuC,PuP»CHPSP&EPN: PePsPSC,CHPsP»CH
CI'C,P°PSCr PiP°CtC-C”PSC,P°.

P&Pp PiPsC,CHC-P+PSPs PiPsPIC,PsCEPSPs PiCEP&P-PSP°CP°C,Pé P»C-PeP°CECI CEbPeP&PNe
P-P°CI'C-P+ PiP°CtC-C”PSC,P°Pj P- EM/S]S/TEN/DRESS.

P’PiP»PéP] PSP° CEPuP-CéP»CHC,P°C,Pé P»P°P+PsCHP°C,PsCEPSPéEC... P°PSP°P»C-P-C-PI

PSPuCHPpP- PiC-PrPIP&C%oPuPSPSCII CHC-PIPSCII C...CEPsPjPsPiCEP°PSC-PSCr Ph (CgA)
PjPsPP»P&PIPEPNe PIPiP»P&éPI PSP° CHPuP-CrP»CHC,P°C,Pé P»P°P+PsCHP°C,PsCRHPSPEC...
PrPsCI'P»C-PrPPuPSCH P- PIPECIIPIP»PuPSPSCII PSPuPN.CEPsPuPSPrPsPeCHPEPSPSP&C...
PiCfC...P»PéPS. POPsP+ CtCHPsPiPs CfPSPéPePSCrC,Pé, CI'P»C-Pr C,PéPjC+P°CI'PsPIPs
PiCEP&PiP&PSP&C,Pé P-P°CI'C,PsCI'CFPIP°PSPSCII PuP-PsPjPuPiCHP°P-PsP»Cr
C%oPsPSP°PNePjPuPSC£Py P-P° Pis|™ CLIC,CH PrPSC-PI PrPs PIPéPjC-CRHCRPIP°PSPSCI]
CHC-PIPSCII CgA. PIPeC%0Ps CRC-PIPSC- CgA C,P° PiP°CI'C,CHP&PSCT PSPy
PSPsCHPjP°P»C-P-CfPIP°P»PéCI'CH PiC-CI'P»CII PiPsC$P°C,PePsPIPsPiPs
PIPéPjC-CHCRPIP°PSPSCI], CI'P»C-Pr PiCHPsPIPuCI'C,Pé PiPsPIC,PsCHPSC-
PIPéPjC-CHCRPIP°PSPSCII C+PuCHPuP: 14 PrPSC-PI PiC-CI'P»CI] PIC-PrPjC-PSPé
P»C-PeCrPIP°PSPSCI]I C-PSPiC-P+C-C,PsCHP°PjPé PiCHPsC,PsPSPSPsC— PiPsPjPiPé.

PBPsPIPuPS C,P»P°PePsPS P- P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPj PkPuPeCI'C-CrPj

PjC-CI'C,P&C,CHb PjPuPSCEPy 1 PjPjPsP»CH PSP°C,CEC-CH (23 PjPi) PSP° 40 PjPi, C,PsP+C,Ps
PN:PsPiPs PjPsPPSP° PIPIP°P{P°C,Pé C,P°PeP&Pj, C%oPs PSPu PjC-CI'C,P&C,CH PSP°C,CEC-CR.

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

P'P°PiC-C,PSC-CI'C,CH

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CRHCI' CHhPePsPiPs P-P°CI'PsP+Cr
PkPpPeCI'C-CrPj PI PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- PsP+PjPpPYPuPSC-. P”PuC%oPs
P+C-P»CHCEP® PeC-P»CHPeC-CI'C,CH PrP°PSPEC... PuPiC-PrPuPjC-PsP»PsPiC-C+PSP&C...
PrPsCI'P»C-PrPPuPSCH P-P°CI'C,PsCI'CFPIP°PSPSCII CHP°CtPuPjC-C+PSPsC— CI'CIPjC-C£C-
PsPjPuPiCRP°P-PsP»Ct PI PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- CI'PIC-PrC$P&éC,CH PiCHPs
PIC-PrCI'CrC,PSC-CI'C,CH> CHP&P-PéPeCr PICKEPsPrPIPuPSP&C... PIP°Pr CHPsP-PIPEC,PeCr C,P°
C,PsPeCI'PéC+PSPsPiPs PIPiP»P&PICT P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt PSP° PiP»C-Pr.
P] PrPsCI'P»C-PrPYPuPSPSCIIC... PuP-PsPjPuPiCEP°P-PsP»Cr PSP° C,PIP°CHPEPSP°C... PSPy
P+CrP»Ps PIP&CIIPIP»PuPSPs PiCECILIPjPsPiPs CPé PsPiPsCI'PuCHPuPrPePsPIP°PSPsPiPs
C€PeC-PrP»PEPIPsPiPs PIPiP»P&PICt P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Cr PSP°
CHPsP-PIP&C,PsPe PuPjP+CHC-PsPSP°/PiP»PsPrP°.

PJ] PrPsCI'P»C-PrPPuPSPSCIIC... CRP°C+PuPjC-C$PSPsC— CI'CfPjC-C€C- PSP®



C,PIP°CHPEPSP°C... PSPu P+CrP»Ps PIPECLIPIP»PpuPSPs PiCHCLIPjPsPiPs CPé
PsPiPsCI'PuCEPuPrPePsPIP°PSPsPiPs CEPeC-PrP»PéPIPsPiPs PIPiP»P&PICT PSP° PiPuCEPuP+C-Pi
PIP°PiC-C,PSPsCI'C,C-, PiPsP»PsPiPé C,P° PiPsCI'C,PSP°C,P°P»CHPSPEPN. CEPsP-PIPEC,PsPe.
P’P°PiC-C,PSPé&Pj PYC-PSPeP°Pj PiPsC,CHC-P+PSPs P- PsP+PuCHPuPYIPSC-CI'C,Ch
PiCHPEP-PSP°C+P°C,Pé P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PkPpPeCI'C-CrPj.

PuPsPjC-CHPSP° PeC-P»CHPeC-CI'C,CHb PrP°PSPEC. .. PiCEPs P-P°CI'C,PsCI'CFPIP°PSPSCII
P»C-PeP°CECI'CHbPePsPiPs P-P°CI'PsP+Ct PIP°PiC-C,PSP&Pj (PIC-Pr 300 PrPs 1000
PIP&PiP°PrPeC-PI PIP°PiC-C,PSPsCI'C,C-) PIPeP°P-C+C” PSP PIC-PrCI'CfC,PSC-CI'C,CH
CRP&P-P&PeCt PICEPSPrPIPRPSPEC... PIP°Pr CEPsP-PIPEC,PeCr P°P+Ps C,PsPeCI'P6C{PSPsPiPs
PIPiP»P&PICt PpuP-PsPjPuPiCEP°P-PsP»Ct PSP° CI'C,P°PS PiP»PsPrP°/P-PrPsCEPsPIER ™ CLI
PSPsPIPsPSP°CEPsPrPYPpPSPsC— PrPéC,P&PSPé.

P PuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrPIPuPSCH PSP° C,PIP°CRHPEPSP°C... CI'PIC-PrC+P°C,CH
PiCHPs PIC-PrCI'CrC,PSC-CI'C,CH PiCHCILIPjPsC— CtPé PsPiPsCI' PuCHPuPrPePsPIP°PSPsC—
C€PeC-PrP»PéPIPsC— PrC-C— P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PSP®
CHPuPiCHPsPrCrPeC,PEPIPSCr C,CrPSPeCtC-Ch P-P° CRHP°C...CrPSPsPe PNePsPiPs
C,PsPeCI'PéC+PSPsPiPs PIPiP»P&PICT.

P“PsPrCrPIP°PSPSCII PiCRCIrPrPrCh

PkPuPIC-PrPsPjPs, CiPé PICHPsPSPéPeP°C” PuP-PsPjPpPiCRP°P-PsP» Cr PiCRCrPrPSPu
PjPsP»PsPePs. PtPSC,PsCRHPjP°C+C-C— PiCEHPs PIPiP»P&PI PuP-PsPjPuPiCHP°P-PsP»Cr PSP°
PSPsPIPsPSP°CHPsPrPPuPSPEC.../PSPuPjPsPIP»CIIC, PSPuPrPsCI'C,P°C,PSCHPs.
P+P-PsPjPuPiCEP°P-PsP» PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé PI PiPuCHC-PsPr
PiPsPrCrPIP°PSPSCI] PiCHCrPrPrCh.

PxPuCRC,PéP»CIHbPSC-CI'C,CH

P PuP-CrP»CIC,P°C,Pé PrPsCI'P»C-PrPIPuPSCH CHP°CtPuPjC-C+PSPsC— CI'CrPjC-CEC-
PsPjPpPiCEP°P-PsP»Cr PSP° C,PIP°CHPEPSP°C... PIPeP°P-CfCRC,CH PSP®
PIC-PrCI'CfC,PSC-CI'C,CH PIPiP»P&PICY PsPjPuPiCEP°P-PsP»Cr PSP°
C,,PuCHC,PEP»CHPSC-CI'C,CH Ct CHP°P-C- PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+C¥.

P—PrP°C,PSC-CIC,CH PIPiP»PePIP°C,Pé



PSP° CEPIPéPrPeC-CIC,CH
CHPuP°PeCtC-C— PiCHPé
PePuCECéPIP°PSPSC-
P°PIC,PsC,CHP°PSCI PiPsCEC,PsPj P°P+Ps
C-PSC€Pe¢PjPé PjPuC...P°PSC-P-PjP°PjPeé.

P+P-PsPjPuPiCEP°P-PsP» PjP°C” PSPuP-PSP°C+PSPEPNe PIPiP»P&PI PSP° P-PrP°C,PSC-CI'C,CH
PePuCRCrPIP°C,Pé C,CRP°PSCIPiPsCHC,PSPéPjPé P-P°CI'PsP+P°PjPé P°P+Ps
PiCHP°CtCRPIP°C,Pé P- C-PSCEPEPjPé PjPuC...P°PSC-P-PjP°PjPé.
P1PsPIC-PrPsPjP»CIIC”C,CHCI'CII PiCHPs C,P°PeC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, CLIPe
P-P°PiP°PjPsCEPsC+PuPSPSCII (PSPuC#P°CI'C,Ps) C- PSPuC#C-C,PeC-CI'C,CH P-PsCHCF
(PSPuC+P°CI'C,Ps) (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»). PIPeC%oPs
C,P°PeC- CHPsP-P»P°PrPé CI'PiPsCI'C,PuCHC-PiP°CRC,CHhCI'CI], PiP°CtC-C”PSC,P°Pj PSPu
CI'P»C-Pr PePuCHCIPIP°C,Pé C,CHP°PSCIPiPsCHC,PSPéPjPé P-P°CI'PsP+P°PjPé C,P°
PiCHP°CtCRPIP°C,Pé P- C-PSCEPEPjPé PjPuC...P°PSC-P-PjP°PjPé.

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

P”PsP-CrPIP°PSPSCII

P”PsCRPsCI P»C-

PPSC,PECI PuPeCEPuC,PsCEPSP® C,PuCEP°PiC-CLI Cé CEP°P-C-, PePsP»Pé PSPuPjPsPYP»PéPIPs
P-P°CI'C,PsCI'PsPICSPIP°C,Pé PiPuCEPsCEP°P»CEbPSPEPNe CEP»CLIC... PIPIPUPrPuPSPSCII
PuP°CtC-C”PSC,P°Pj, CLIPeC- PSPy PjPsP{C{C,CH PiCEP&PN:PjP°C,Pé P»C-PeP°CRCLI'CHbPePEPNe
P-P°CI'C-P+ PiPpuCHPsCHP°P»CIbPSPs, PjPsPIPSP° PIPIPsPrP&C,Pé P»C-PeP°CECICHPePEPNe
P-P°CI'C-P=+ PiP°CHPuPSC,PuCEP°P»CHbPSPs Cr PrPsP-C- 208540 PjPi PsPrPéPS CHP°P- PSP°
PrPsP+Cf. P”PsP-P° PrP»CLI PiP°C+C-C”PSC,C-PI C-P- CEPuC, P»CRPeCI'PSP&P;

PuP-PsC, P°PiC-C,PsPj CI'C,P°PSPsPIP&C,CHb 40 PjPi PsPrPéPS CEP°P- PSP° PrPsP+Cr. P”PsP-P°
PrP»CLI PiP°CtC-C"PSC,C-PI, C%oPs PsPrPuCEPICFCRC,CH CI'P&PjPiC,PsPjP°C,PéC+PSPu
P»C-PeCIPIP°PSPSCII CHPLC, P»CRPeCI'PSPsC— C...PIPSCEPsP+Pé, CI'C,P°PSPsPIPEC,CH 20
PjPi PsPrPéPS CRP°P- PSP® PrPsP+Cr.

PuCEPé P»C-PeCrPIP°PSPSC- PIP&CHP°P-PsPe CEP»CrPSPeP°, P-CrPjPsPIP»PuPSPéC...
P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PkPuP—P—, P-PIPECP°PNePSP° PrPsP-P° CI'C,P°PSPsPIP&C,CH20
PjPi PsPrPéPS CRHP°P- PSP° PrPsP+Cr. P”P»ClI P-P°PiPsP+C-PiP°PSPSCII PIPECEP°P-PeP°Pj
CEP»CrPSPeP° C,P° PrPIP°PSP°PrCtCIIC,PEPiP°P»PsC— PePéCEPePé, P-CrPjPsPIP»PuPSPé&Pj
C,PuCEP°PiC-C”Ch PkPiP—P—, PiP°CtC-C”PSC,P°Pj PiCHCrPiPé CHP&P-P&PeCr
PiCHPEP-PSP°C+P°CRC,CH P»C-PeP°CRCI'CHhPePéPNe P-P°CI'C-P+ Crf PrPsP-C- 20 PjPi PsPrPéPS
CHP°P- PSP° PrPsP+C¥.



P—P°P-PIP&C+P°PNe P»C-PeCrPIP°PSPSCII P-P° PrPsPiPsPjPsPiPsCh P»C-PeP°CECI CHhPePsPiPs
P-P°CI'PsP+Ct PrP»CII PIPSCIC,CRHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII C”
PePsCHPsC,PePsC,CEP&PIP°P»PéPj, PiP°CtC-C”PSC,C-PI CI'P»C-Pr PiPuCHPuPIPsPrPéC,Pé PSP°
PiPpCHPsCHP°P»CHPSP P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Cr CIIPePsPjPsPiP° CEPIPEPrCEPy.

PuCEPsC, C-P»P°PeC,PéPeP° PiPsPIC,PsCEPSPsC— PeCEPsPIPsC,PuCtC- Cé PiP°CtC-C”PSC,C-PI
PiC-CI'P»CII PuPSPrPsCI PePsPiC-C$PSPsPiPs P»C-PeCéPIP°PSPSCII PiPsCI'C,CFPsC—
PeCEPsPIPsC,PuC+C- PIPSP°CI'P»C-PrPsPe PIP6CFP°P-PePé CEP»C2éPSPeP° P°P+Ps
PrPIP°PSP°PrCtCLIC,PéPiP°P»PsC— PePéCEPePé

PuC-CI'P»CII C,PuCRP°PiPuPIC,PéC+PSPsC— PuPSPrPsCIPePsPiC-C— PiPsCI'C,CHPsC—
PeCHPsPIPsC,PuC+C- PIPECHP°P-PsPe CEP»CrPSPeP° P°P+Ps PrPIP°PSP°PrCtCIIC,PEPiP°P»PsC—
PeP&C€PePé PIPIPsPrCIIC,CH 80 PjPi P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr Cr
PIP&PiP»CIIPrC- P+PsP»CRCI'PSPsC— C-PSC, CfP-C-C— C,CBP&PIP°P»C-CI'C,Ch 30
C...PIPéP»P&PS, PiC-CI'P»CII C£PsPiPs PiCRHPsPrPsPIPICrCRC,CH PIPIPuPrPuPSPSCII
P»C-PeP°CRCI'CHbPePsPiPs P-P°CI'PsP+Cr Cr PIP&PiP»CIIPrC- C,CRPEPIP°P»PsC—
PIPSCrC,CHC-CE€PSCHPsPIPuPSPSPsC— C-PSC, CfP-C-C— P-C- CEPIP&PrPeC-CI'C,Ch 8
PjPi/PiPsPrPéPSCr PIPiICHPsPrPsPIPY 3 PrPSC-PI (72 PiPsPrPePS).

PuC-CI'P»CII PiP°CRPpuPSC,PuCHP°P»CHPSPsPiPs P»C-PeCrPIP°PSPSCII C,PuCRHP°PiC-Ch
CI'P»C-Pr PiCEPsPrPsPIPP&C,Pé P-P° PrPsPiPsPjPsPiPsCh PiPuCHPsCEP°P»CHPSPEC...
P-P°CI'PsP+C-PI, C%oPs PiCEP&éPiPSC-C+CrCRC,CH PePéCI'P»PsC,PSCr CI'PpPeCHPuCtC-CHh.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII

P+PSCI'C,CHCrPeCtC-C— C-P- PiCHP&PiPsC,CrPIP°PSPSCII PIC-PrPSPsPIP»PuPSPsPiPs
CEPsP-C+P&PSCT PSP°PIPuPrPuPSC- Cf PrP°PSPsPjCt CHPsP-PrC-P»C- PSP&PYCtPy, PrP&PI.
CHPsP-PrC-P» B«PYPiPuCtC-P°P»CHPSC- P-P°C...PsPrPé P+PuP-PiPuPePé PiCHPé
CrC,PéP»C-P-P°CtC-C— C,P° PiPsPIPsPrPIPuPSPSC- P- PSPuPIPéPePsCEP&CI'C,P°PSPEP)
P»C-PeP°CHCI'CHPeP&Pj P-P°CI'PsP+PsPjB».

PtPSBR™ C”"PeCtC-C—
P”"PsP-P° 40 PjPi

5 PjP» PIC-PrPSPsPIP»PpPSPsPiPs CEPsP-C+P&PSCK (8 PjPi/PjP») PIPIPsPrCIIC,CH Cr
PIP&PiP»CLIPrC- PIPSC{C,CEC-CEPSCHbPSPIPUPSPSPsC— C-PSBR™ C”PeCtC-C—
C,CHP&PIP°P»C-CI'C,CE C%oPsPSP°PNePjPuPSCEPy 3 C...PIP&P»P&PSP&.

P”"PsP-P° 20 PjPi




2,5 PjP», P°P+Ps PiPsP»PsPIPEPSCY PIC-PrPSPsPIP»PpPSPsPiPs CEPsP-C+PEPSCE (8 PjPi/PjP»),
PIPIPsPrCIIC,CH Ct PIP&PiP»CIIPrC- PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC—

C-PSER™ C”PeCtC-C— C,CHP&PIP°P»C-CI'C,CR C%oPsPSP°PN:PjPuPSCEPp 3 C...PIPéP»PEPSPé.
P&PuPIP&PePsCEPECI'C,P°PSPEPNe CHPsP-C+P&PS CrC,P&P»C-P-CFCRC,Clb.

PtPSC,CrP-C-C—

P”"PsP-P° 40 PjPi

P’C-PrPSPsPIP»PuPSPéPNe CHPsP-C+PéPS PIPIPsPrCLIC,CH Cr PIPéPiP»CLIPrC-
PIPSCrC,CHC-CEPSCHPsPIPpUPSPSPsC— C-PSC, CrP-C-C— C,CHPEPIP°P»C-CI'C,Ch 108H“30
C...PIPéP»Pé&PS.

P”"PsP-P° 20 PjPi

PuPsP»PsPIPéPSCr PIC-PrPSPsPIP»PuPSPsPiPs CHPsP-C+PéPSCr PIPIPsPrCLIC,CH Cr
PIPEPiP»CIIPrC- PIPSCrC,CHC-CE€PSCHPsPIPuPSPSPsC— C-PSC,CrP-C-C—
C,CRHP&PIP°P»C-CI'C,ChR 108K “30 C...PIP&P»PEPS. PKPuPIPéPePsCHPECI'C,P°PSPEPN:
CHPsP-C$PéPS CrC,PéP»C-P-CrCRC,CH.

P‘PsP»CRCI'PSP° PrPsP-P° 80 PjPi

P’C-PrPSPsPIP»PuPSPePNe ChPsP-C$PePS PIPIPsPrCLIC,CHb Cr PIPEPiP»CLIPrC-
C,CRHPePIP°P»PsC— PIPSCrC,CHC-CE€PSCHPsPIPuPSPSPsC— C-PSC, CrP-C-C—
PiCHPsC,CLIPiPsPj 30 C...PIPEP»P€PS.

P”"PsP-P° 8 PjPi/PiPsPr

P’C-PrPSPsPIP»PpPSP&PN. CRPsP-C£PéPS PIPIPsPrCLIC,CH Cf PIP&PiP»CIIPrC-
C,CRP&PIP°P»PsC— PIPSCrC,CRC-CEPSCHPsPIPuPSPSPsC— C-PSC, CfP-C-C—
PiCHPsC,CIIPiPsPj 71,5 PiPsPrPéPSPé (CHPsP-CEP°C...PsPIP°PSP° CEPIPEPrPeC-CI'C,CH
C-PSC, CfP-C-C— 8 PjPi/PiPsPrPéPSCTt; C,PuCHPjC-PS PiCHPEPrP°C,PSPsCI'C,C-
PIC-PrPSPsPIP»PuPSPsPiPs CEPsP-C+P&PSCT PIPeP°P-P°PSP&PNe Ct CHPsP-PrC-P»C-
B«PyPuCHPjC-PS PiCRHP&PrP°C,PSPsCI'C,C-B»).

P1P°CtC-C”PSC,Pé PsCI'PsP+P»P&PIP&C... PiCRCIPi

PyPsCFC3CEPuPSPSCII C,C#PSPeCtC-C— PSPECFPsPe

P”P»CI] PiP°CtC-C”PSC,C-PI C-P- PiPsCRHCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PSPECHPsPe
PePsCHPuPeCtC-CII PrPsP-Pé PSPu C” PSPuPsP+C...C-PrPSPsCh. PhCI'PeC-P»CHPePé
PrPsCI'PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII PiCKPuPiP°CEP°C,Cr PiP°CtC-C”PSC,P°Pj C-P-
C,CIIPIPePsCh PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PsP+PjPuPYPuPSP&PN.,
C,P°PePéC... PiP°CtC-C”PSC,C-PI CI'P»C-Pr P»C-PeCrPIP°C,Pé P- PsP+PuCEPuPIPSC-CI'C,Ch



(PrPéPL. CHPsP-PrC-P» B«PxP°CEPjP°PePsPeC-PSPUC, PEPP°By).

PyPsCHCSCEPUPSPSCII C, C3PSPeCtC-C— PiPuC+C-PSPePé

P“P+P PI': PiP°CtC-C”PSC,P°Pj C-P- PiPsCHCrCEPuPSPSCIIPjPé C, CrPSPeCtC-C—
PiPpC+C-PSPePé P»PpPiPePsPiPs P°P+Ps PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSCII
C,CILIPYPePsCI'C,C- PePsCHPuPeCtC-CII PrPsP-Pé PSPp PiPsC,CHC-P+PSP°. PiP°CtC-C”PSC,P°Pj
C-P- C,CIIPPeP&PjPé PiPsCHCIrCEPuPSPSCILIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé PSPu
CI'P»C-Pr PiPuCHPuPIPEC%0CIPIP°C,Pé PjP°PeCI PEPjP°P»CHPSCY PrPsP-Cr
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PkPpuPeCI'C-CrPj, CLIPeP°® CI'C,P°PSPsPIPEC,CH 20
PjPi (PrPéPI. CEPsP-PrC-P» B«PuP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).

P’PECHP°P-PePé, C%oPs PeCHPsPIPsC,PsC+P°C,CIb: PiP°C+C-C”PSC,P°Pj C-P- P»PuPiPePéPjPé
P°P+Ps PiPsPjC-CHPSP&PjPé PiPsCRHCIrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPpC+C-PSPePé
PePsCEPuPeCtC-CII PrPsP-Pé PSPy PiPsC,CHC-P+PSP°; PiP°CtC-C”PSC,P°Pj C-P
C,CILIPYPePéPjPé PiPsCECrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé PiC-CI'P»CII
PIPIPuPrPpPSPSCII PiPsC+P°C,PePsPIPsC— P+PsP»CRCI'PSPsC— PrPsP-Pé
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PkPuPeCI'C-CrPj PrP»CII C-PSC,CfP-C-PNe 80 PjPi
PiPsPrP°P»CHCEPu PIPIPpPrPuPSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr Cr
PIP&PiP»CIIPrC- C,CHPéPIP°P»PsC— PIPSCIC,CHC-CEPSCHPsPIPpuPSPSPsC— C-PSC,CrP-C-C—
P-C- CEPIP&PrPeC-CI'C,Ch 4 PjPi/PiPsPrPéPSCr PiCHPsC,CIIPiPsPj 71,5 PiPsPrPéPSPé PjPsPYPu
P+CrC,Pé PrPsCI'C,P°C,PSC-Pj (PrPéPI. CHPsP-PrC-P» B«PuP°CEPjP°PePsPeC-PSPuC,PéPeP°B»).

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

PrePsCHPpPeCtC-CII PrPsP-Pé PSPy PiPsC,CHC-P+PSP°.

P”C-C,Pe

P”PsP-CrPIP°PSPSCII

P”C-C,Pé PIC-PePsPj 18R“18 CHPsPeC-PI

PhPSC,PéCI PuPeCFPuC,PsCEPSP° C,PuCEP°PiC-CII Cé CFP°P-C-, PePsP»Pé PSPuPjPsPYP»PéPIPs
P-P°CI'C,PsCI'PsPICSPIP°C,Pé PiPUCEPSCEP°P»CHPSPEPNe CEP»>CIIC... PIPIPuPrPuPSPSCII

PuP°C1C-C”PSC,P°Pj, CLIPeC- PSPp PjPsPYCtC,CH PiCEPEPNePjP°C,Pé P»C-PeP°CHCI CEbPePEPNe
P-P°CI'C-P+ PiPpuCHPsCEP°P»CIbPSPs, Ct PjPuPYP°C... PiPuCEC-PsPrCr PiPsPIPSPsPiPs
P»C-PeCfPIP°PSPSCLI P“P+P PI' PjPsPPSP° PIPIPsPrP&C,Pé P»C-PeP°CHCICHPePEPNe
P-P°CI'C-P+ PiP°CRPuPSC,PuCHP°P»CHhPSPs PsPrP&PS CEP°P- PSP° PrPsP+Ct (PrPsP-Pé
PIP€P°P-P°PSPs Cf C,P°P+P»P&C1C- 2).



P—P°P-PIP&C+P°PNe P»C-PeCrPIP°PSPSCII P-P° PrPsPiPsPjPsPiPsCh P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Cr PrP»CII PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII PjP°C”
P+CrC,Pé PePsCEPsC,PePsC,CHPEPIP°P»PéPj; PiP°CtC-C”PSC,C-PI CI'P»C-Pr
PiPuCHPuPIPsPrPeC,Pé PSP° PiIPuCHPsCHP°P»CIHbPSPEPNe PICHPEPNePsPj
P»C-PeP°CRCI'CHbPePsPiPs P-P°CI'PsP+Cr CIIPePsPjPsPiP° CEPIPEPrCEPy.

P§P°P+P»PECTCLI 2

P PuPePsPjPuPSPrPsPIP°PSC- PrPsP-Pé PuP-PsPjPuPiCEP°P-PsP»Cr PrP»CII
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII

P’'C-PePsPIP° P>C-PeCrPIP°PSPSCII PYPéPjPiC,PsPjP°C,PéC{PSPp

PiCHCrPiP° PuCLHPsP-PePIPSPsPiPs P»C-PeCrPIP°PSPSCII
CHPuC, P»CRPeCI'PSPsPiPs P“PsP PT
PupP-PsC,P°PiC-C,Cr

18H“11 PmP°CI'P° C,C-P»P° <20 PePi: 10 PjPi 10 PjPi PsPrPePS CHP°P- PSP°

ChPsPeC-PI PsPrPéPS CRHP°P- PSP° PrPsP+Cr PrPsP+Cr

PwP°CI'P° C,C-P»P°® =20 PePi: 10 P°P+Ps

20 PjPi PsPrPePS CHP°P- PSP° PrPsP+Cr
1281“18 40 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cr 20 PjPi PsPrPéPS CHP°P- PSP®
ChPsPeC-PI PrPsP+Cr

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII

P+PSCI'C,CHCrPeCtC-C— C-P- PiCHP&PiPsC,CrPIP°PSPSCII PIC-PrPSPsPIP»PuPSPsPiPs
CHPsP-CPEPSCT PSP°PIPuPrPuPSC- Ct PrP°PSPsPjCt CHPsP-PrC-P»C- PSP&PYC+Py, PrP&PI.
CEPsP-PrC-P» B«PYPiPuCtC-P°P»CHPSC- P-P°C...PsPrPé P+PuP-PiPuPePé PiCEPé
CrC,PéP»C-P-P°CtC-C— C,P° PiPsPIPsPrPYPuPSPSC- P- PSPuPIPéPePsCEP&CI'C,P°PSPEP)
P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPjB».

PPSER ™ C”PeCtC-C—

P”PsP-P° 40 PjPi

5 PjP» PIC-PrPSPsPIP»PpPSPsPiPs CHPsP-C+PéPSCr (8 PjPi/PjP») PIPIPsPrCIIC,CHb Cr
PIPéPiP»CIIPrC- PIPSCIC,CHC-CE€PSCHPsPIPUPSPSPsC— C-PSBR™ C”"PeCtC-C—
C,CRP&PIP°P»C-CI'C,ChR C%oPsPSP°PN:PjPuPSCEPu 3 C...PIPEP»PEPSPé.

P"PsP-P° 20 PjPi



2,5 PjP» P°P+Ps PiPsP»PsPIP&PSCY PIC-PrPSPsPIP»PuPSPsPiPs CEPsP-C+PEPSCY (8 PjPi/PjP»)
PIPIPsPrCIIC,CH Ct PIP&PiP»CIIPrC- PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC—

C-PSER™ C”PeCtC-C— C,CHP&PIP°P»C-CI'C,CR C%oPsPSP°PN:PjPuPSCEPp 3 C...PIPéP»PEPSPé.
P&PuPIP&PePsCEPECI'C,P°PSPEPNe CHPsP-C+P&PS CrC,P&P»C-P-CFCRC,Clb.

P”"PsP-P° 10 PjPi

1,25 PjP» PIC-PrPSPsPIP»PuPSPsPiPs CRPsP-CP&PSCK (8 PjPi/PjP») PIPIPSPrCLIC,CH Cr
PIP&PiP»CILIPrC- PIPSCIC,CHC-CEPSCHPSPIPUPSPSPsC— C-PSER™ C”"PeCtC-C—
C,CRP&PIP°P»C-CI'C,CR C%oPsPSP°PNePjPuPSCEPp 3 C...PIPéP»PEPSPé.
P&PpPIP&PePSCREPECI'C,P°PSPEPNe CHPsP-C+P&PS CrC,P&P»C-P-CFCRC,Clb.

P+PSC,CrP-C-C—

P”"PsP-P° 40 PjPi

P’'C-PrPSPsPIP»PuPSPéPNe CHPsP-C+PePS PIPIPsPrCLIC,CH Cr PIPEPiP»CLIPrC-
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CfP-C-C— C,CRP&PIP°P»C-CI'C,Ch 108530
C...PIPeP»P€PS.

P”"PsP-P° 20 PjPi

PuPsP»PsPIPEPSCt PIC-PrPSPsPIP»PuPSPsPiPs CEPsP-CPéPSCE PIPIPsPrCLIC,CH Cr
PIP&PiP»CLIPrC- PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CtP-C-C—
C,CRP&PIP°P»C-CI'C,CR 10830 C...PIP&P»P&PS. PkPuPIP&PePsCRPECI'C,P°PSPEPNe
CRPsP-C4P&PS CrC,PéP»C-P-CfCRC,Clb.

P”"PsP-P° 10 PjPi

PSPIPuCEC,CH PIC-PrPSPsPIP»PuPSPsPiPs CHPsP-C+P&PSCY PIPIPsPrCLIC,CH Cr
PIP&PiP»CLIPrC- PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CtP-C-C—
C,CRP&PIP°P»C-CI'C,CR 10830 C...PIP&P»P&PS. PkPuPIP&PePsCRPECI'C,P°PSPEPNe
CHPsP-C4P&PS CrC,PéP»C-P-CfCRC,Clb.

PYPiPuCtC-P°P»CHPSC- P-P°C...PsPr'Pé P+PuP-PiPuPePé PiCFPé C4C,PéP»C-P-P°C+C-C— C,P°
PiPsPIPsPrPYPuPSPSC- P- PSPuPIPéPePsCEPECI C,P°PSPéPj P»C-PeP°CHCI CHPePéPj
P-P°CI'PsP+PsPj

P’C-PrPSPsPIP»PpPSP&PNe CEPsP-C+PéPS PSPUPsP+C...C-PrPSPs PIC-P-C¢P°P»CHbPSPs
PiPLCEPRPIC-CEP&C,Pé PSP° PSP°CLIPIPSC-CI'C,CH PjPRC...P°PSC-C4PSPEC...
PIPeP»CRC$PuPSCH C,P° P-PjC-PSCF PePsP»CHPsCECYE PiPuCEPRPr PN-PsPiPs
PIPIPpPrPRPSPSCIIP]. PYP»C-Pr PIP&PePsCEP&CI'C,PsPICFPIP°C,Pé P»P&CEPH
PiCEPsP-PsCEP&PNe CHPsP-C4P&PS. P PsP-C+P&PS PiCEP&P-PSP°C{PRPSPEPNe P»P&CEPH PrP»ClI



PsPrPSPsCHP°P-PsPIPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII.
PiPeC%oPs PIPuCI'CH PIC-PrPSPsPIP»PuPSPéPNe PIPjC-CI'C, C,P»P°PePsPSP° PSPu

PiPsC,CHC-P+PpPS, PSPuPIP&éPePsCRP&CI'C,P°PSP&PNe CRPsP-C+P&éPS CI'P»C-Pr
CtC,P&P»C-P-CrPIP°C,Pé PIC-PrPiPsPIC-PrPSPs PrPs PjC-CI'CtPuPIP&C. .. PIP&PjPsPi.

P PsP-C+PePS PrP»CII C-PSBR™ C”"PeCtC-PNe PiPs 40 PjPi

P“PsC,CICRC,CH CHPsP-C+P&PS PrP»ClI C-PSER™ C”"PeCtC-C— (8 PjPi/PjP»), PrPsPrP°CRC1Pé 5
PjP» 0,9% PSP°C,CEC-Ch C...P»PsCEP&PrCt PrP»ClLI PIPSCIC,CEC-CEPSCHPsPIPLPSPSPSPiPs
P-P°CI'C,PSCI'CtPIP°PSPSCII PrPs C,P»P°PePsPSP° PuP-PsPjPuPiCEP°P-PsP»Cr 40 PjPi.

P’C-PrPSPsPIP»PuPSPePN. ChPsP-C$PePS PrP»CII C-PSBR™ C”"PeCtC-PN. PiCHPsP-PsCHPePN. C,P°
P+PuP-P+P°CHPIPSPEPN. P°P+Ps C,CHPsC...Pé PIPsPIC,CrPIP°C,PsPiPs PePsP»CHPsCHCT.

P PsP-C+PéPS PrP»CII C-PSC,CIP-C-PN. PiPs 40 PjPi

P“PsC,CrCRC,CH CHPsP-CPéPS PrP»CII C-PSC, CP-C-PNe, CHPsP-C+P&PSCIICRC+Pé PIPjC-CI'C,
PsPrPSPsPiPs C, P»P°PePsPSP° PuP-PsPjPuPiCHP°P-PsP»Cr 40 PjPi Cr100 PjP» 0,9%
C...P»PsCEP&PrCr PSP°C,CHC-Ch PrP»ClLI PIPSCrC,CHC-CEPSCHPsPIPPSPSPsPiPs
P-P°CI'C,PsCI'CFPIP°PSPSCII.

P PsP-C4PéPS PrP»CII C-PSC,CfP-C-PN. PiPs 80 PjPi

P“PsC,CfCRC,CH CHPsP-CPéPS PrP»CII C-PSC, CP-C-PNe, CHPsP-C+P&PSCIICRC+Pé PIPjC-CI'C,
PrPIPsC... C,P»P°PePsPSC-PI PuP-PsPjPaPiCHP°P-PsP»Cr PiPs 40 PjPi Cf 100 PjP» 0,9%
C...P»PsCEP&PrCr PSP°C,CHC-Ch PrP»ClLI PIPSCrC,CHC-CEPSCHPsPIPPSPSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII.

P’C-PrPSPsPIP»PuPSPEPNe CHPsP-C+PEPS PrP»CII C-PSC, CrP-C-PNe PiCHPsP-PsCHPéPNe C,P°
P+PuP-P+P°CHPIPSPEPN. P°P+Ps C,CHPsC...Pé PIPsPIC,CrPIP°C,PsPiPs PePsP»CHPsCHCT.

P”C-C,Peé.

P—P°CI'C,PsCI'PsPICCRC,CH PrC-C,CLIPj PIC-PePsPj PIC-Pr 1 CEPsPeCt CLIPe P-P°CI'C-P+
PrP»CLI P°PSC,P&CI'PuPeCHPUC, PsCHPSPsC— C,PuCEP°PiC-C— Cf CRP°P-C-, PePsP»Pé
PSPUPjPsPYP»P&PIPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiPpCHPSCEP°P»CHPSPEPNe CEP»CIIC...
PIPIPEPrPpPSPSCIL.

PuPuCHPuPrPsP-CéPIP°PSPSCII.

P”PsCI'PIC-Pr PSP°PIPjPéCI'PSPsPiPs PiPuCEPuPrPsP-CrPIP°PSPSCII PSP° PrP°PSPéPNe C+P°CI’
PrCrPYPu PsP+PjPuPYPuPSP&PNe. PYPEPjPiC,PsPjP°PjPé, C%oPs PIPEPSPEPeP°P»Pé
PIPSP°CI'P»C-PrPsPe PiPuCHPsCHP°P»CHPSPsPjCt PiCHPEPNePsPjCt PrPsP-Pé 280 PjPi,



P+CfP»Pé PiCRPsCLIPIPé P- P+PsPeCt CEP»CFPSPePsPIPs-PeP&CEPePsPIPsPiPs C,CHP°PeC,Ct
C,P° CI'P»P°P+PeC-CI'C,Clb. P P°P-PsPIP&PNe PiPpCHPsCEP°P»CHPSPEPNe PiCEPEPN:PsPj 80 PjPi
PpP-PsPjPuPiCEP°P-PsP»Cr C,P° PIPSCC,CRC-CEPSCHPsPIPuPSPSPy PIPIPuPrPuPSPSCII 308
PjPi PuP-PsPjPuPiCEP°P-PsP»Ct PiCEPsC,CLIPiPsPj 24 PiPsPrP&PS PSP°CI'P»C-PrPeC-PI PSPy
CI'PiCHP&CHP&PSCLIP»Pé. PYPiPuCtPEC, C-C+PSPEPNe P°PSC,PEPrPsC, PSPUPIC-PrPsPjPEPA:.
P+ P-PsPjPuPiCEP°P-PsP» P-PSP°C+PSP&Pj C+PéPSPsPj P-PIEF™ CLIP-CfC”C,CHbCI'CII C-P-
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCEPsPIC- C- C,PsPjCr PiPsPiP°PSPs PIP&PIPsPrPéC,CEbCICII
P-P° PrPsPiPsPjPsPiPsCh PrC-P°P»C-P-Ct. PiPe C- Cf CRP°P-C- P+CrPrCH-CILIPePsPiPs
PiPuCEPuPrPsP-CPIP°PSPSCII, CI'P»C-Pr PSP°PrP°C,Pé CI'P&PjPiC,PsPjP°C,P&C+PSPy
P»C-PeCFPIP°PSPSCLI C,P° PIPJP&C,Pé P-P°PiP°P»CHbPSPEC. .. PiC-PrC,CHP&PjCFCRCPEC. ..
P-P°C...PsPrC-PI.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

P PuP-CRPjPu PiCEPsC,C-P»CHh P+PuP-PiPuPePé

PYPuCHPuPr C,PéC... PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe, CLIPeC- PSP°PN:P+C-P»CHCE
C#P°CI'C,Ps P-CrCI'C,CHC-C+P°CRC,CHCI'CII PiC-Pr C+P°CI’ PiCHPsPIPuPrPuPSPSCII
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH> (P° C,P°PePsPq Cr PiPuCHC-PsPr
PiC-CI'P»CLICHPuC”CI'C,CHP°CtC-PN:PSPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr), PIC-PrPjC-C+P°CRC,CHCI'CII PiPsP»PsPIPSPEPNe
P+C-P»CH, P=C-P»CH Cr PIP&PIPsC,C-, PrC-P°CHPuCII C,P° PSCrPrPsC,P°. PhPeCHC-Pj
C,PsPiPs, PiCHPsC, C-P»CH P+PpP-PiPuPePé P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr C” PsPrPSP°PePsPIPéPj PrP»CII CHC-P-PSP&C...
P»C-PeP°CHCI'CHPePEC... C,PsCHPj P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr,
PiPsPeP°P-P°PSCH PrP»CI] PiCHP&P-PSP°C+PuPSPSCII P»C-PeCrPIP°PSPSCI], PIC-PePsPIP&C...
PiCRCrPi C,P° PiPsPiCfP»CLICtC-PNe PiP°C+C-C”PSC,C-PI. P”PsP-PsP-P°P»PuPYPSP&C...
PiPsP+C-C+PSP&C... ChPuP°PeCtC-PNe PIPECIIPIP»PpPSPs PSPy P+CrP»Ps.

PyPuCHPuP»C-Pe PiPsP+C-C$PSPéC... CEPuP°PeCtC-PNe Cé PIPéPiP»CIIPrC- C ,P°P+P»PéCtC-

PkP&PYC+PpPSP°PIPpPrPuPSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— PSP°
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ P+CrP»Pé PIPECIIPIP»PuPSC- P°P+Ps
PiC-PrPsP-CECRPIP°P»P&CI'CII Ct PiCHPsPiCHP°PjC- PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrP{PuPSCH PuP-PsPjPuPiCEP°P-PsP»Cr PiCHPé PNePsPiPs
PiPpCHPsCHP°P»CHPSPsPjCr C+Pé PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC-, P° C,P°PePsP{ PiC-Pr C+P°CI’
PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs CI'PiPsCI'C,PuCEPuPYPuPSPSCII P-P°
PiPpuCHPsCHP°P»CHPSP&Pj P-P°CI"C,PsCI'CfPIP°PSPSCIIPj P»C-PeP°CECI CHhPePsPiPs
P-P°CI'PsP+Ct. P PuP°PeCtC-C— PeP»P°CI'PEC, C-PePsPIP°PSC- PIC-PrPiPsPIC-PrPSPs PrPs
C$P°CI'C,PsC,Pé C—C... PIP6PSPéPePSPuPSPSCII: PrCrPPu C+P°CI'C,Ps (=1/10); C+P°CI'C,Ps
(=1/100 - <1/10); PSPuC+P°CI'C,Ps (=1/1000 - <1/100); CEC-PrPePs (=1/10000 - <1/1000);
PrCrPYPp CHC-PrPePs (<1/10000); C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSPuPjPsPYP»P&PIPs
PIPéP-PSP°C+P&C,Pé P-P° PSP°CLIPIPSP&PjPé PrP°PSPEPjPE).
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PuP»P°CI' CTPéCI'C,PpPj
PsCHPiP°PSC-PI

P§P°CI'C,PsC,P°

PuPsP+C-CiPSC- CHPpP°PeCtC-C—

P— P+PsPeCt PeCEPsPIC- C,P° [P C-PrPePs P>PuPNePePsPiPpPSC-CL],

P»C-PjC,P°C,PECPSPsC— C,CHPsPjP+PsCtP&C,PsPiPuPSC-CII

CI'PeCI'C,PpPjPe P”CrPYPp PHPiCHP°PSCIP»PsCtP&C, PsP:,
CHC-PrPePs PiP°PSC1P&C,PsPiPpPSC-CII

P— P+PsPeCr C-PjCrPSPSPsC— [P C-PrPePs P PuP°PeCtC-C—

CI'PéCI'C,PuPjPé

PiC-PiPpCHC+CrC,P»PéPIPsCI'C,C-,
PSP°PiCHP&PeP»P°Pr PiP°CHCLICtPeP®,
P°PSPiC-PsPSPuPICHPsC,PECPSPEPNe
PSP°P+CRCLIPe C,P°

P°PSP°C, C-P»P°PeC,P&C+PSC-
CHPpP°PeCtC-C—/C€PsPe

P— P+PsPeCr
PjPuC,P°P+PsP»C-P-PjCr C,P°
C...P°CRHC+CrPIP°PSPSCII

PxPuC+P°CI'C,Ps

PuPuCRPEC, PuCHPECIPSPEPNe
PSP°P+CERCLIPe

P C-PrPePs

P“C-PiPsPSP°C,CHC-C”"PjC-CI]

P§P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

P“C-PiPsPjP°PiPSC-C”PjC-CII (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCIIB»); C,CLIPPeP®
C, PsCHPjP° PiC-PiPsPjP°PiPSC-C”PjC-C—
PjPsPYPu PePsCEPpuP»CRPIP°C,Pé P-
PiC-PiPsPeP°P»CHC1C-C”PjC-C”Ch.
P“C-PiPsPjP°PiPSC-C”PjC-CII C,P°PePsPq
PjPsPYPp P+CrC,Pé PiPsPIBf™ CIIP-P°PSP® P-
PiC-PiPsPeP°P»C-C”PjC-C”Ch.

PuCI'P&C...C-CPSC-

PkPuC+P°CI'C,Ps

P'PuP-CI PsPSPSCII

CHPsP-P»P°PrPé P C-PrPePs P—P+CrPrPPuPSPSCI],
CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, PrPuPiCHPuCI'C-CIJ
P”CrPYPu PHPiCHPuCI'C-CIJ,
CHC-PrPePs PiP°P»CRCtP&PSP°CtC-C—
P— P+PsPeCr PSPuCRPIPsPIPsC—|P§P°CI'C,Ps P“PsP»PsPIPSP&PNe P+C-P»CH

CI'PéCI'C,PuPjPé

PkPuC+P°CI'C,Ps

P—P°PiP°PjPsCHPsC$PuPSPSCL],
PiP°CEPUCI'C,PuP-C-Cl],
CL'PSPSP»P&PIC-CI'C,CH

P C-PrPePs

PirPsCHCIrCEPuPSPSCII CI'PjP°PeCr

P— P+PsPeCt PsCHPiP°PSC-PI
P-PSCECY

PxPuC+P°CI'C,Ps

PkPnC+C-C,PeC-CI'C,CH P-PsCHCr

P— P+PsPeCr PsCHPiP°PSC-PI
CI'P»CrC...Cr C,P°
CHC-PIPSPsPIP°PiPé

P&PuC+P°CI'C,Ps

P'PuCHC,PePiPs

P— P+PsPeCr
PrP&C...P°P»CEbPSPsC—
CI'P&CI'C,PpPjPé, PsCEPiP°PSC-PI
PiCHCrPrPSPsC— PeP»C-C,PePé
C,p°
CI'PuCHPuPrPsCI'C,C-PSPSCII

P C-PrPePs

P‘CRHPsPSC...PsCI'PiP°P-Pj




P— P=PsPeCt C,CHP°PIPSPSC—
CI'P&CI'C,PyPjPé

P§P°CI'C,Ps

P‘C-P»CH Cr PIP&PIPsC,C-, P-P°PiPsCH,
PrC-P°CHPuCI], PjPuC,PuPsCEPEP-Pj,
PSCIPrPsC,P°/P+P»CRPIP°PSPSCI],
P-P°P»PsP-P&CI'C,C- PiPsP»C-PiPé PrPSP°
CEP»CrPSPeP° (PrPsP+CHPsCIIPeC-CI'PSC-)

PkPuCtP°CI'C,Ps

PYCrC...C-CI'C,CH Cf CHPsC,C-

P C-PrPePs

PYC,PsPjP°C,PéC,, CEP»CrPSPePsPIPs-
PeP8CEPePSPIPEPN: PeP°PSPrPéPrPsp-

P§P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PwC-PeChHPsCI'PePsPiC-C+PSPePNe
PePsP»C-C,

P— P+PsPeCr PiPuC+C-PSPePé
C,P°
PYPsPIC+PsPIPePIC-PrPSPeC...
CE€P»CIIC...C-PI

PKPUCFP°CLC,Ps

PiC-PrPIPEC%0PRPSPSCLI CHC-PIPSCII
PiPuC4C-PSPePsPIP&C. ..
C, PuCEPjPuPSC,C-PI

P C-PrPePs

P“PuPiP°C,PeC,, C-P-
P PsPIC,CIIPSPéCtPuCh P°P+Ps P+PuP-
PSPuC—

P”CrPYPn
CHC-PrPePs

P1iPuC+C-PSPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH,
PuPSCtPuC, P°P»PsPiP°C,C-CII Cr
PiP°CtC-C”PSC,C-PI P-
PiPsPiPuCHPuPrPSCHPs PSP°CLIPIPSPsCh
C...PIPsCRHPsP+PsCh PiPuC+C-PSPePé

P— P+PsPeCr C€PeC-ChHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPePSPé

P§P°CI'C,Ps

P PuP°PeCt+C-C— Cr PjC-CI'CtC-
PIPIPuPrPuPSPSCIJ*

PXPUCFP°CLC,Ps

P"PuCBPjP°C,P&C,, CTPIPRCBP=C-PY,
PIPECI'P&Pi, PeCEPsPiP&PIER ™ CLIPSPeP®

P C-PrPePs PHP»PsPiPuCt+C-ClLI,

C, PsC,PsC+CrC,P»PéPIC-CI'C,CH
P”CrPYPu P+CHP&C,PuPjP° P+P°PiP°C,PsC, PsCHPjPSP°
CHC-PrPePs (EM), CI'P&PSPrCEPsPj PYC,C-PIPpPSCIP°

BH“ P”PIPsPSCI'PsPSP° (S]S),
C,PsPeCI'P&C+PSP&PNe
PuPiC-PrPuCHPjP°P»CHPSPEPN:
PSPuPeCHPsP»C-P- (TEN), CEPuP°PeCtC-CII
PSP° P»C-PeP°CHCI'CHhPePEPN: P-P°CI'C-P+
P- PuPsP-PéPSPsC, C-P»C-C”Ch C,P°
CI'PECI'C,PuPjPSPé&PjPé
CI'P&PjPiC,PsPjP°PjPé (DRESS)

P§P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PiiC-PrPiPsCI'C,CHP&PN. C€PeC-CHPSP&PNe
C+PpCHPIPsPSPEPNe PIPsPIC+P°Pe (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCLIB»)

P— P+PsPeCr PsPiPsCHPSPs-
CHCrC...PsPIPsC—
CI'PéCI'C,PuPjPé C,P°
CI'PiPsP»CrCiPSPsC—
C,PeP°PSP&PSPé

PkPuC+P°CI'C,Ps

PiPuCHPuP»PsPj CI'C,PpPiPSP°,
P-P°Pig ™ CLICI'C,CLI P°P+Ps
C...CHPuP+C,P°® (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P C-PrPePs PHCHC,CRP°P»PiC-CI], PjC-P°P»PiC-CI]
P”CrP{Pn P8R ™ CLIP-PsPIP° CI'P»P°P+PeC-CI'C,CH
CHC-PrPePs
P— P+PsPeCr PSPéCPsPe C,P°  [P"CrPPu P+PSC,PuCHCI'C,PECTC-P°P»CHPSPEPNe
CI'PnC+PsPIPePrC-P»CHPSPsC— |CHC-PrPePs PSPuC, ChHPeC, (Cr PrPuCILIPePéC...

CI'PéCI'C,PuPjPé

PiP°CtC-C"PSC,C-PI PsPrPSPsCP°CI'PSPs
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PICEPs
PSPéCHPePsPICT

PSPuPrPsCI'C,P°C,PSC-CI'C,CIb).




P— P+PsPeCr P”CrPYPu P“C-PSPuPePsPjP°CI'C,C-CII
CBPpPiCHPsPrCrPeC,PéPIPSPsC—|CHC-PrPePs
CI'PECI'C,PuPjPé C,P°

PjPsP»PsC$PSP&C... P-P°P»PsP-

P—P°PiP°P»CHPSC- P C-PrPePs PkPuP-PrCrPYP°PSPSCII, PiPsCI' PéP»PuPSPu
CHPsP-P»P°PrPé C,P° PiPsC,PsPIP&PrC-P»PuPSPSCII
CBPuP°PeCtC-C— Cr PjC-CI'CtC-

PIPIPuPrPuPSPSCII

*P PuP°PeCtC-C— Cr PjC-CI'CtC- PIPIPuPrPuPSPSCII CI'PiPsCI'C,PuCHC-PiP°P»PECI'CII
PiPuCHPuPIP°PPSPs Ct PrPsCI'P»C-PrPIPuPSPSC- C-P- P-P°CI'C,PsCI'CPIP°PSPSCIJIPj
PIPECI'PsPeP&C... PrPsP- PiCHPsC,CIIPiPsPj 3 PrC-P+ (72 PiPsPrPéPs).

PkPpPsP+PsCHPsC,PSC- PiPsCRCIrCEPuPSPSCII P-PsCRHCr PIC-PrP-PSP°C+P°P»P&CI'CII Cr
PiPsPsPrPéPSPsPeP&C... PIPEPiP°PrPeP°C... Cr PeCHPEC,PECEPSPs C...PIPsCRHP&C...
PiP°Ct+C-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIrPIP°P»Pé PsPjPpPiCHP°P-PsP» (CHP°CtPuPjP°C,) Cr
PIPEPiP»CIIPrC- PIPSCfC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSER™ C”PeCtC-C—,
PsCI'PsP+P»P&PIPs Cr PIP&CI'PsPePé&C... PrPsP-P°C..., PsPrPSP°Pe PiCHPéC+PéPSPSPs-
PSP°CI'P»C-PrPePsPIPéPN. P-PIsF™ CLIP-PsPe PSP PICI'C,P°PSPsPIP»PuPSP&PNe.

P’P°PYP»P&PIPs PiPsPIC-PrPsPjP»CIIC,Pé PiCRHPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C$PSC-
CHPpP°PeCtC-C— Cr PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PNePSP&PNe PiPpCHC-PsPr
P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CRHCI'CHhPePsPiPs P-P°CI'PsP+Cr. P!Pu PrP°C” P-PjPsPiCr
P-PrC-PNeCI'PSCRPIP°C,Pé P+PuP-PiPuCEPuCEPIPSPEPNe PjPsPSC-C,PsCHP&PSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCRP&CI'C,CHy/CRHP&P-PéPe P-P°CI'C,PsCI'CFPIP°PSPSCI]
P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Cr. PYPiPuCtC-P°P»C-CI'C,Pé Ct PiP°P»CrP-C-
PsC...PsCHPsPSPé P-PrPsCHPsPIBF™ CII P-PsP+PsPIEF™ CLIP-P°PSC- PiPsPIC-PrPsPjP»CIIC,Pé
PiCHPs P+CrPrCH-CIIPeC- PIPéPiP°PrPePé PiC-PrPsP-CHCRPIP°PSPEC... PiPsP+C-CfPSP&C...
CHPpP°PeCt+C-PNe C+PuCHPuP: PSP°C+C-PsPSP°P»CHPSCT CI'PéCI'C,PpPjCr
P-PIC-C,PSPsCI'C,C-.

PyPuPrC-P°C,CEPECHPSP° PiPsPiCéP»CLICTC-CII

P P°PSPrPsPjC-P-PsPIP°PSPp PIC-PrPeCEPEC, Py PjC-PJPSP°CEPsPrPSPy
PrPsCI'P»C-PrPIPuPSPSCII P+CrP»Ps PiCEPsPIPuPrPuPSPs P- PjPuC,PsCh PsC1C-PSPePé

C, P°CHPjP°PePsPeC-PSPuC,PéPePé P+P°PiP°C,PsCEP°P-PsPIPsPiPs
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII
PpP-PsPjPpPiCEP°P-PsP»Cr PiCEPsC,CLIPiPsPj 4 PrPSC-PI PiCEPé PIPIPuPrPuPSPSC- PsPrPéPS
CEP°P- PSP° PrPsP+Ct Ct PrC-C,PuPNe PIC-PePsPj PIC-Pr 0 PrPs 18 CEPsPeC-PI (PrP&PI.
CEPsP-PrC-P» B«PoP°CEHPjP°PePsPeC-PSPuC,PéPeP°B»). P’CI'CIbPsPiPs PrPs PsCC-PSPePé
P+PpP-PiPpPePé P-P°CI'PsP+Ct P+CrP»Ps P-P°P»CrC{PuPSPs 57 PiP°C+C-C”PSC,C-PI (8
PrC-C,PuPNe Cf PIC-C1C- 185 CEPsPeC-PI). P’P°PSC- P- P+PuP-PiPpPePé
P»C-PeP°CHCI'CHbPePsPiPs P-P°CI'PsP+Cr CrP-PiPsPrPICrCRC,CHbCI'CLI C-P- PIC-PrPsPjP&P;j
PiCEPsC, C-P»PpuPj P+PuP-PiPpPePé PuP-PsPjPpPiCEP°P-PsP»Cr, C- PSPSPIPEC... P-P°PiCEPsP-
P+PpuP-PiPuCtC- PiP°C+C-C”PSC,C-PI PIP&CIIPIP»PpPSPs PSPp P+CrP»Ps.



PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

2 CHPsPePe.

PyPuCHEPjC-PS P-P+PuCEC-PiP°PSPSCII PiC-CI'P»CII PiCEPéPiPsC,C4PIP°PSPSCII
CEPsP-C#PéPSCé: P+CrP»P° PiCHPsPrPuPjPsPSCI'C,CRPsPIP°PSP° C...C-PjC-C+PSP° C,P°

C, C-P-P&C$PSP° CI'C,P°P+C-P»CHPSC-CI'C,CH PI CfPjPsPIP°C... P-P°CI'C,PsCI'CrPIP°PSPSCII
PIPiCHPsPrPsPIPY 12 PiPsPrPéPS PiCHPé 30 B°PY. P— C,PsCtPePé P-PsCHCF
PjC-PeCEPsP+C-PsP»PsPiC-C—, PiCHPsPrCrPeC, CI'P»C-Pr P-P°CI'C,PsCI'CPIP°C,Pé
PSPuPiP°PNePSPs.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.
P—P+PuCHC-PiP°C,Pé PI PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII PrC-C,PuPNe C,P°

P-P°C...P&C%0PuPSPsPjCt PIC-Pr CI'PIC-C,P»P° PjC-CI'C+C- PiCEPé C,PuPjPiPuCEP°C,CrCEC-
PSPp PIP&C%oPp 30 B°C.

PKPuCI'CéPjC-CI'PSC-CI'C,CHb.
P”P°PSP&PNe P»C-PeP°CHCI'CHPePEPNe P-P°CI'C-P+ PSPp CI'P»C-Pr
P-P°CI'C,PsCI'PsPICPIP°C,Pé P- C-PSCEP&PjPé P»C-PeP°CHCI' CHhPePEPjPE P-P°CI'PsP+P°PjPé,

PsPeCHC-Pj P-P°P-PSP°C+PuPSPéEC... Ct CRPsP-PrC-P»C- B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB».

PJPiP°PePsPIPeP°.

P1iPs 10 CI'PeP»CIIPSP&C... C,P»P°PePsPSC-PI P- PiPsCHPsCEPePsPj Ct PeP°CHC,PsPSPSC-PNe
PePsCHPsPx=CtC-.

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

P—P° CRPuCtPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

PHCI'C,CHP°P—PpuPSPuPeP° PHP‘/AstraZeneca AB

PwC-CI'CtPuP-PSP°C...PsPrP{PuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP®



PjC-CI'CtCII PiCHPsPIP°PrPYPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

P“PpCHC,CrPSPuPIPuPiPpPS, PYPsPrPuCHC,P°P»8R™C”, 152 57, PEPIPuCtC-CLI/
Gartunavagen, Sodertalje, 152 57, Sweden



