PtP&PYPyP PJPmP!PtPI

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

PHP P>PeP’P+P Py*®

(ARLEVERT"®)

PYPeP»P°Pr:
P”C-CRCtC- CEPuC#PsPIP6PSPé: CtPéPSP°CHP&P-PEPS; PrPéPjPuPSPiC-PrCHPEPSPC,;

1 C,P°P+P»PuC,PeP° PjC-CI'C,PEC,CH CtPEPSP°CHPEP-PEPSCT 20 PjPi C,P°
PrPePjPuPSPiC-PrCHPEPSP°C,Cr 40 PjPi;

PrPsPiPsPjC-PIPSC- CFPuCtPsPIP6PSPé: CtPuP»CRP»PsP-P°
PjC-PeCEPsPeCHPECI'C,P°P»C-C+PSP®, PeCEPsC...PjP°P»CHb PeCrPeCICEHCIPrP-CIIPSPEPN:,
C,P°P»CHbPe, PiC-PiCEPsPjPuP»PsP-P°, PeCEPuPjPSC-CR PrC-PsPeCI'P&Pr
PePsP»PsC—PrPSP&PNe P+PyP-PIPsPrPSP&PNe, PjP°PiPSC-CR CI'C,PuP°CEHP°C,, PSP°C,CEC-Ch
PeCEHPsCI'PeP°CEPjPuP»PsP-P°.

P>C-PeP°CHCI'CEbPeP° C,PsCEPjP°. PjP°P+P»PuC,PePé.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PrPIPsPsPiCfPeP»C-
C,P°P+P»PuC,PePé PIC-Pr P+C-P»PsPiPs PrPs P+P»C-PrPs-P{PsPIC,PsPiPs PePsP»CHPsCHCr P:
C,PéCI'PSPuPSPSCILIPj B«PhB» P- PsPrPSPsPiPs P+PsPeCr.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PECIPSP° PiCHCrPiP°.

P—P°CI'PsP+P&, CLIPeC- PrC-CRC,CH PSP° PSPUCHPIPsPICt CI'PCI'C,PuPjCt.
P7pPsPjP+C-PSPsPIP°PSP&PNe PiCHPUPiP°CEP°C, CtPEPSP°CEP&P-P&PSCY.

PPsPr ATPT NO7C A52.

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

P”Pé&PjPuPSPiC-PrCHPEPSP°C,, C...P»PsCRC,PuPsC,C-P»C-PSPsPIP° CI'C-P»CH

PrPé&C, PuPSPiC-PrCHP°PjC-PSCr, PrC-C” CIIPe P°PSC,P&PiC-CI'C,P°PjC-PSPSP&PN: P-P°CI'C-P+
P- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPsCh (M-C...PsP»C-PSPsP+P»PsPeCrChC+PsCh)
P°PeC,PEPIPSC-CI'C,CR, C%oPs C+PéPSP&C,CH PiP°CRHP°CI'P&PjPiP°C,PsP»C-C,PéC+PSCr PrC-Ch
C,P° PiCHP&PiPSC-C+CrPIP°P»CHPSCt PrC-Ch PSP° P!PXPY. P’PiP»PéPIP°CRCtPé PSP°



C...PuPjPsCEPuCtPuPiC,PsCHPSCt C,CHPéPiPuCEPSCYt P-PsPSCt PI PrC-P»CIIPSCtC- 4-PiPs
CEP»CrPSPsC$PeP°, PrPéPjPuPSPiC-PrCEP&éPSP°C, PiCHP&PiPSC-CCrC” PiPsP-P&PIPé PrPs
P+P»CRPIP°PSPSCI]I C,P° P-P°PiP°PjPsCEPsC+PuPSPSCII. PhC,PYPy,
PrPéPjPuPSPiC-PrCHPEPSP°C, PIPiP»P&PIP°C” PiPsP»PsPIPSP&Pj C+PEéPSPsPj PSP°
CtPpuPSC,CHP°P»CHPSCT PIPuCI'C,PéP+CrP»CIICHPSCT CI'PECI'C,PuPjCr.

P—P°PIPrCIIPePé CI'PIPsC—PNe P-PrP°C,PSPsCI'C,C- P+P»PsPeCrPIP°C,Pé PeP°P»CHCtC-C”PIC-
CHPuCtPuPiC,PsCHPé CtPéPSP°CHP&P-PéPS PiCHP&PiPSC-C+CrC” PSP°PrC...PsPrPIPuPSPSCII
PeP°P»CHCtC-Ch PrPs PIPuCI'C,PéP+CrP»CIICHPSPé&C... CIPuPSCI'PsCHPSPéC...
PeP»C-C,PéPS, C,PéPj CI'P°PjPéPj PrC-CRC#Pé CIIPe PIPuCI'C,PéP+CrP»PsP»C-C,PéC+PSP&PNe
P-P°CI'C-P+. PjP°PePé&Pj C+PéPSPsPj, CtPEPSP°CHPEP-PEPS PIPiP»PEPIP°C” PiPsP»PsPIPSPEP;
C1P&PSPsPj PSP° PiPuCHPé&C, PuCEP&8CHPSCT PIPuCI'C,PéP+CrP»CLICHPSCE CI'PECI'C,PpPjCr.

Pt CtPéPSP°CHPEP-P&PS, C- PrPéPjPuPSPiC-PrCHPEPSP°C, C” PIC-PrPsPjPéPjPé
P-P°CI'PsP+P°PjPé PrP»CI] P»C-PeCrPIP°PSPSCI] P-P°PiP°PjPsCEPsCPuPSPSCII. P—P°
CHPpP-CrP»CHC,P°C,P°PjPé PIPEPiICHPsP+CrPIP°PSCH, PePsPjP+C-PSPsPIP°PSPEPNe
P-P°CI'C-P+ P-P° CI'PIPsC”Ch PuC,PuPeC,PéPIPSC-CI'C,Ch PiPuCHPuPIPEC%0CrC” PePsPYPuPS
P- PNePsPiPs CI'PeP»P°PrPsPIP&C... PsPeCHPuPjPs. PIPe P-P°CI'C-P+ PiCRPsC,Pé
P-P°C...P&C,CIPIP°PSPSCII CtPpuPNe PiCHPuPiP°CHP°C, PIPEPICPuPSPEPNe PSPp P+CrPI.

PxP°CEPjP°PePsPeC-PSPuC,PEPeP°.

P’CI'PjPsPeC,CéPIP°PSPSCII C,P° CFPsP-PiPsPrC-P». PuC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
PrPéPjPuPSPiC-PrCHP&PSP°C,Cr PIPSCIC,CHC-CEPSCHPs P- PSCHPsPiPs CEPIPEPrPePs
PIP&PIC-P»CHPSCIIC”C,CHCI'CII PrPéC, PuPSPiC-PrCHP°PjC-PS. P"PéC, PuPSPiC-PrCRP°PjC-PS
C,P° CtPéPSP°CRP&P-PEPS CEPIP&PrPePs PICI'PjPsPeC,CrCRC,CHCI'CII P-C- CEP»CrPSPePsPIPs-
PeP8CEPePsPIPsPiPs C,CHP°PeC,Cr. P] P»CRPrPéPSPé PjP°PeCI'P&PjP°P»CHPSC-
PePsPSCtPuPSC,CHP°CtC-C— CtPEPSP°CHPEP-PEPSCr C,P° PrPéC,PuPSPiC-PrCRHP°PjC-PSCr PI
PiP»P°P-PjC- (Cppepecr) PrPsCI'CLIPiP°CRC,CHbCI'CLI PiCHPsC,CLIPiPsPj 285 “4 PiPsPrPéPS.
PuPuCHC-PsPrPé PSP°PiC-PIPIPEPIPuPrPuPSPSCII PsP+PsC... CHPuC$PsPIPéPS C-P-
PiP»P°P-PjPé CI'C,P°PSPsPIP»CIIC,CH PIC-Pr 4 PrPs 5 PiPsPrPéPS (PSPuP-PIP°PYP°CRC$Pé PSP°
C,Pp, P-P°CI'C,PsCI'PsPICfCRC,CHCI'CII PIPsPSPé PsPeCHPuPjPsB CiPé Cr CI'PeP»P°PrC-
PePsPjP+C-PSPsPIP°PSPsPiPs P-P°CI'PsP+Cr).

PrPuC,P°P+PsP»C-P-Pj. PIP6PSP°CRHP&P-PEPS C,P° PrPéC, PuPSPiC-PrCRHP°PjC-PS
C-PSC,PuPSCI'PéPIPSPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII PI PiPpC+C-PSCtC-.
P!P&PSP°CHPEP-PEPS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII P-P° CHP°C...CfPSPsPe
CHPpP°PeCtC-PNe PiC-PrCHPsPeCI'PéP»CRPIP°PSPSCII, CIIPeC- C+P°CI'C,PePsPIPs
PeP°C,P°P»C-P-CCRC,CHCI'CII C-P-PsC,PuCEPjPuPSC,PsPj CYP2D6 CtPEC,PsC...CHPsPjCT, C,P°
CBPuP°PeCtC-PNe N-PrPuP-P°P»PeC-P»CRPIP°PSPSCII, PIC-PrPSPsCI'PSPs CLIPeP&C...
C-P-PsC, PuCHPjPuPSC,Pé CtP&C,PsC...CHPsPjCr PiCHPsCIIPIP»CLICRC,CH PSPEP-CHhPeCY
PIPéP+C-CHPePsPIC-CI'C,CHy. PhCI'PSPSPIPSP&PN. CEP»CIIC... PjPuC,P°P+PsP»C-P-PjCr
PrP&C, PpuPSPiC-PrCHP°PjC-PSCr 8R” PiPsCI'P»C-PrPsPIPSPu N-PrPuPjPuC,PéP»CRPIP°PSPSCII
C,CHPuC,PEPSPSPsPiPs P°PjC-PSCr. P”PsCI'P»C-PrPYPuPSPSCII in vitro PSP®
PjC-PeCEPsCI'PsPjP°P»CHPSPEC... C,CHP°PeCtC-CIIC...B PiPuC+C-PSPePé P»CRPrPéPSPé
PIPeP°P-CFCRC,CH PSP° C,Pu, C%oPs CtC- CHPpP°PeCtC-C— PiCHPsC,C-PeP°CRC,CH P-P°
CrC#P°CI'C,Ch CHC-P-PSPé&C... C-P-PsC, PuCHPjPpPSC,C-PI CtP&C,PsC...CRPsPjCt, Ct C,PsPjCr
C+P&CI'P»C- C-P-PsC, PuCHPjPuPSC,Cr CYP2DG6.

P’PéPIPuPrPuPSPSCII. PIPéPSP°CHP&P-P&PS PIPéPIPsPrP&éC,CHCI'CII PiPsP»PsPIPSP&Pj
C$P&PSPsPj P- PeP°P»PsPj (PSP° 408 “60%) C- C+P°CI'C,PePsPIPs B}y C-P-B CI'PuC+PuCh (PI
PsCI'PSPsPIPSPsPjCt Ct PIPEPiP»CILIPrC- PjPuC,P°P+PsP»C-C,C-PI,



PePsPSELR ™ CRPiPsPIP°PSP&C... C-P- PiP»CRPeCFCEPsPSPsPIPSCR PeP&CI'P»PsC,PsCR).
P”P&C, PuPSPiC-PrCEP°PjC-PS PIPEPIPsPrP&C,CECI'CLIB PiPsP»PsPIPSP&Pj C+P&PSPsPj C-P-
CI'PuC#PuCH C- PI PsCI'PSPsPIPSPsPjCt Ct PIP&PiP»CLIPrC- PjPuC,P°P+PsP»C-C,C-PI;
PsCI'PSPsPIPSP&Pj PjPuC,P°P+PsP»C-C,PsPj (408F“60 %) C” PrPuP-P°PjC-PSPsPIP°PSPu
PiPsC...C-PrPSPu BR" PrP&C, PuPSC-P»PjPuC,PsPeCI'C-PsCtC,PsPIP® PeP&CI'P»PsC,Pe.

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

P”PsPeP»C-PSC-C$PSC- PrPsCI'P»C-PrPIPuPSPSCII PSPu PIPECIIPIP&P»Pé
PsCI'PsP+P»P&éPIPsC— PSPuP+PuP-PiPuPePé PrP»CI] P»CRPrPéPSPé PI C...PsPrC-
PrPsCI'P»C-PrPYPuPSCH C,PsPeCI'PéC+PSPsCI'C,C- PiPsPIC,PsCEPSPéC... PrPsP-
PePsPjP+C-PSP°CtC-C— CtPéPSP°CHP&P-P&PS/PrPéPjPuPSPiC-PrCHPEPSP°C,, PIPiP»P&PICT
CtP&PSP°CHPEP-PEPSCT P°P+Ps PrPéPjPuPSPiC-PrCHPEPSP°C,Cr PSP®

C, PuCEC,PéP»CHPSC-CI'C,CH, PIPiP»P&PICTr PrPéPjPuPSPiC-PrCHPEPSP°C,Cr PSP°
CBPsP-PIP&C,PsPe PpPjP+CHC-PsPSP°/PiP»PsPrP°, C,PuCHP°C,PsPiPpuPSPSPsPiPs PuC,PpuPeC,Cr
CtP&PSP°CHP&P-PEPSCT. P—P° PrP°PSP&PjPé PsPrPSPsPiPs PrPsCI'P»C-PrPPuPSPSCII, Cr
C%oCrCRC-PI, CIIPePéPj P-P°CI'C,PsCI' PsPICIPIP°P»Pé CtPéPSP°CRHPEP-PEPS,
P-PSPEPYCIPIP°P»P°CI'CII PeC-P»CHPeC-CI'C,CH PiPsC,PsPjCI'C,PIP°,
PiC-PrPIPEC%oCrPIP°P»P°CI'CH C+P°CI'C,PsC,P° CHPsP-CI'PjPsPeC,CrPIP°PSPSCII
PuPjP£CHC-PsPSP° C,P° P-PSPEPYCIPIP°P»P°CI'CLI PjP°CI'P° PSPsPIPsPSP°CEPsPrPIPuPSPEC...
PsCI'PsP+P&PS.

P“PuPSPsC,PsPeCI'PéC+PSPEPNe C,P° PeP°CHCtPEPSPsPiPpPSPSPéPNe PuC, PuPeC,Pé
PePsPjP+C-PSP°CtC-C— CtPéPSP°CHP&P-P&PS/PrPéPjPpPSPiC-PrCHPEPSP°C, PSP
PsCtC-PSCRPIP°P»P&CI'CII.

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

PYP&PjPIC,PsPjP°C,PECPSPp P»C-PeCrPIP°PSPSCII P-P°PiP°PjPsCEPsCPRPSPSCILI
CFC-P-PSPsPiPs PiPpPSPuP-Ct. PLCHP»PRPIPRCEC,> PiPsPeP°P-P°PSP&PNe PrPsCEPsCI P»PéP;
PiP°CtC-C”PSC,P°Pj.

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

PHP»PuCHPiC-C+PSC- CEPpP°PeCtC-C— PSP° PrC-CRC+C- CEPuC+PsPIPéPSPE,

PrPéC, PpPSPiC-PrCEP°PjC-PS P°P+Ps C-PSCEC- P°PSC,PéPiC-CI'C,P°PjC-PSPSC- P-P°CI'PsP+Pé
CI'C...PsPPsC— CI'C,CHCrPeC,CrCRHPé P°P+Ps PSP° P+CrPrCH-CIIPeCt PrPsPiPsPjC-PYPSCr
CHPuC+PsPIPEPSCY.

P”P&C, PuPSPiC-PrCEP°PjC-PS PIPEPIPsPrPéC,CEbCI'CLI PIP&PeP»CRC+PSPs PSPECEPeP° PP,
C,PsPjCr PiP°CtC-C”PSC,Pé C-P- C,CLIPYPePsCE PSP&CEPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR P+CfP»Pé PIP&PeP»CRC+PuPSC- C-P- PiCEPsPiCEP°PjPé
PeP»C-PSC-C+PSPsC— CEPsP-CEPsP+PePé. PhCEP»PRPIPUCEC,*® PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé C...PIPsCRP&Pj P- C,CLIPIPeP&Pj PiPsCECrCEPRPSPSCIIP]

C, CfPSPeCtC-C— PSP&CEPsPe (PeP»C-CHPuPSCI' PeCEPRP°C,PéPSC-PSCY £ 25 PjP»/C...PI).

PhCI'PeC-P»CHPePé PsP+P&PrPIC- PrC-CRCiC- CHPuCPsPIPéPSPé PiCHPuPiP°CHP°C,Cr



PHCHP»PuPIPaCHEC,® C-PSC,PuPSCI'PEPIPSPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII
PiPuC+C-PSPePsPIP&PjPé C,PuCHPjPuPSC,P°PjPé CI'PECI'C,PuPjPé CtPéC,PsC...CHPsPjCr P450,
Cr PiP°CtC-C”PSC,C-PI P- C,CIIPYPePé&PjPé PiPsCHCrCEPuPSPSCIIPjPé C,CrPSPeC+C-C—
PiPpC$C-PSPePé PiP»P°P-PjPsPIC- PePsPSCtPuPSC,CRP°CtC-C— PrC-CRCtPéC...
CHPuC+PsPIP&PS (Cf PSPuP-PjC-PSPuPSPsPjCr PIP&PiP»CIIPrC-) C,P° PiPuCHC-PsPr C—C...
PSP°PiC-PIPIPéPIPuPrPuPSPSCII P-P+C-P»CHCECFCRC,CHCI'CII. P’C-PrPSPsCI'PSPs

PrPéC, PuPSPiC-PrCHP°PjC-PSCr CtPu P+CrP»Ps PiPsPeP°P-P°PSPs Ct PiP°Ct+C-C”PSC,C-PI P-
CtP&CHPsP-PsPj PiPuC+C-PSPePé. PyPsPjCr

PHCHP»PuPIPuCEC,"® PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé C...PIPsCEP&Pj P-
C,CILIPYPePéPj PiPsCHCrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé.

PHCHP»PuPIPuCHC,® PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé C...PIPsCRP&Pj C-P-
P-P°PeCHP&C,PsPeCrC,PsPIPsCh PiP»P°CrPePsPjPsCh, CI'CFPrPsPjP°PjPé, PiC-PrPsP-CHP°PjPé
PSP° PiC-PrPIP&C%oPpPSPEPN: PIPSCFC,CHC-CEPSCHPsCEPuCHPuPiPSPéPNe C,P&CI Pe, P°
C,P°PePsPq C...PIPsCEPé&Pj C-P:- P°P»PePsPiPsP»C-P-PjPsPj, P-P°C,CHPéPjPePsCh
CI'PuC+PsPIPEPiCrCI'PeP°PSPSCII, PIPEPeP»PéPeP°PSPsCh PiPsCRHCrCEPuPSPSCIIPjPé P-
P+PsPeCr CI'PuC+PsPIPEPiCrCI PeP°P»CHPSPsPiPs PeP°PSP°P»Cr C,P°
PiPpCHPpPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé.

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

P”PsCI'P»C-PrPIPuPSPSCLI PIP-P°C”PjPsPrC-C— P»C-PeP°CHCI'CHbPePsPiPs P-P°CI'PsP+Cr PSPy
PiCHPsPIPsPrPéP»P&CI Clb.

PHPSC,Pé&C...PsP»C-PSPuCHPiC-C+PSP&PNe C,P° CI'PuPrP°C,PéPIPSP&PN. PuC, PuPeC,
PiCHPpPiP°CHP°C,Ct PHCEP»PuPIPCEC," PjPsPIPu PiPsCI'PéP»CRPIP°C,P&CI'CLI PSP°
C,,PsPSC- P-P°CI'C,PsCI'CPIP°PSPSCII C-PSPiC-P+C-C,PsCHC-PI
PjPsPSPsP°PjC-PSPsPeCI'PéPrP°P-Pé. P”C-CII PiCEPuPiP°CHP°C,Cr PjPsP{Pu P+CrC,Pé
PiPsCI'PéP»PuPSP° PiCRHPsPeP°CHP+P°P-PéPSPsP;.

PIPe C- C-PSC£C- P°PSC,PéPiC-CI'C,P°PjC-PSPSC- P-P°CI'PsP+Pé, PhCHP»PuPIPuCRHC,*”
PjPsPYPp PiPsCI'PéP»CRPIP°C,Pé CI'PuPrP°C,PEPIPSCT PrC-Ch P-P°CI'PsP+C-PI, C%oPs
C$P&PSCIIC,CH PiCHP&PiPSC-C+CrPIP°P»CHPSCT PrC-Ch PSP° CtPuPSC,CEP°P»CHPSCT
PSPuCEPIPsPICF CI'PECI'C,PuPjCr (P!PkPY), P-PsPeCHPuPjP° P°P»PePsPiPsP»CHh,
P+P°CRHP+C-C,CrCHP°C,C-PI, PSP°CHPePsC,PéC+PSP&EC... P°PSP°P»CHyPiPuC,PéPeC-PI,
C,CRP°PSPePIC-P»C-P-P°C,PsCHC-PI. PuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPiPuCHPuPrPyP°C,Pé
PiCHPs C,Py, C%oPsP+ PIPsPSPé PSPu PIPPEPIP°P»Pé P°P»PePsPiPsP»CHPSP&C...
PSP°PiPsC—PI. PLCRHP»PuPIPuCHC,"® PjPsPPu PiPsCI'PéP»CRPIP°C,Pé PIPiP»P&PI
PiC-PiPsC,PuPSP-P&PIPSPEC... P-P°CI'PsP+C-PI, PuC,PpPrCHPEPSCT C,P°
P°PSC,PéC...PsP»C-PSPuCHPiC-C$PSPé&C... P-P°CI'PsP+C-PI, P-PsPeCHPuPjP° P°C,CHPsPiC-PSCr
C,P° C,CHP&CtP&PeP»C-C+PSP&C... P°PSC,PéPrPuPiCEPuCI'P°PSC,C-PI.

PHCHP»PRPIPRCHC,®® PjPsPYPp PjP°CI'PeCFPIP°C,Pé PiCEPsCLIPIPé PsC,PsC,PsPeCI'P&CPSPSC—
PrC-C— P°PSC,P&P+C-PsC,P&PeC-PI-P°PjC-PSPsPiP»C-PePsP-P&éPrC-PI C,P° CHPuP°PeC{C-Ch
CEPeC-CRP& PSP® CEPeC-CRPSC- P°P»PuCHPIC-CPSC- PiCEPsP+Pé.

PYP»C-Pr CPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI"CFPIP°PSPSCII
PiCEHPpPiP°CHP°C,C-PI, C%oPs PiCEP&P-PIPsPrCIIC,CHb PrPs PiPsPrPsPIPJPRPSPSCILI



C-PSC,PuCHPIP°P»Cr QT PSP° P+PP“ (P-P°CI'PsP+Pé PiCRHPsC,Pé P°CHP&C,PjC-C— PtP° C,P°
PtP1tPt PeP»P°CI'Cy).

PtPSC, PsCEPjP°CtC-CLI PiCHPs PjPsPIP»P&PICt C, P°CEPjP°PePsPeC-PSPuC,PéCPSCr
PIP-P°C”PjPsPrC-Ch CtPéPSP°CRHP&P-PéPSCr C,P° PrPéC, PuPSPiC-PrCHP°PjC-PSCT P-
C-PSCEP&PjPé P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé PIC-PrCI'CrC,PSCI] PI
PrPsCI'C,P°C,PSCH:PsPjCt PsP+CI'CLIP-C-. P”PéC, PuPSPiC-PrCHP°PjC-PS PiCHPéPiPSC-C+CrC”
PjPuC,P°P+PsP»C-C$PSC- PiCEPsCtPuCI'Pé, PsPiPsCI PuCEPuPrPePsPIP°PSC-
C-P-PsC,PuCHPjPuPSC,PsPj CYP2D6 CtP&C,PsC...CHPsPjCr, C,PsPjCr PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiCRPuPiP°CRP°C,Ct PHCHP»PuPIPuCHC,”® PI
PePsPjP+C-PSP°CtC-C— P- CI'CfP+CI'C,CHP°C,P°PjPé CtCHPsPiPs C, PuCHPjPuPSC,Cr
(PsCI'PsP+P»P&PIPs C,P°PePéPjPé, C%oPs PjP°CRC,CH PICIP-CHhPePEPNe
C,PuCBP°PiPuPIC,PéC+PSPEPNe PrC-P°PiP°P-PsPS) CHPuPePsPjPuPSPrCrC”C,CHCI'CII
PrPsC,CHPEPjCPIP°C,PECI'CLI PsP+PuCHPuPIPSPsCI'C,C-.

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

PHCHP»PuPIPACHC,”® PSP CI'PiCHPECHPEPSCIIC” P-PSP°C+PSPsPiPs P-PSPéPYPuPSPSCII
P°CHC,PuCEC-P°P»CHPSPsPiPs C,PéCI'PeCr, PiCHPsC,Pp PiP°C+C-C”PSC,P°Pj P-C-
P-PSPéPYPuPSP&Pj P°CHC,PuCHC-P°P»CHPSP&Pj C,PéCI PePsPj PNePsPiPs CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch.

PO©PsP+ P-PIPuCI'C,Pé PrPs PjC-PSC-PjCrPjCr PiPsPrCHP°P-PSPuPSPSCII CEP»CIrPSPeP®,
PHCHP»PuPIPUCEC, CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé PiC-CI'P»CII C—PrPé.

PHCHP»PuPIPACHC,”® CI'P»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICfPIP°C,Pé
PiP°CtC-C”PSC,P°Pj C-P- P-P°C...PIPsCRCRPIP°PSPSCIIPjPé P°P+Ps CI'C,P°PSP°PjPé, CLIPeC-
PjPsPYCrC,CH PiPsCI'PéP»P&C,PéCI'CLI PSP° C,PsPSC- P-P°CI'C,PsCI'CfPIP°PSPSCII
P°PSC,PéC...PsP»C-PSPuCHPiC-C$PSP&C... P-P°CI'PsP+C-PI, PSP°PiCHPéPeP»P°Pr
PiP°CtC-C”PSC,P°Pj P- PiC-PrPIP&C%0PuPSPEPj PIPSCrC,CHC-CEPSCHPsPsC+PSPé&P]
C,PECI'PePsPj, PSPuPiCHPsC...C-PrPSC-CI'C,Ch PIPsCEPsC,P°CHCII (PiC-P»PsCHCIrCI'P°)
CEP»CrPSPeP° C,P° PrPIP°PSP°PrCtCLIC,PEPiP°P»PsC— PeP&CEPePS,
PiC-PiPuCHC,CHPsC,C-C”Ch PiCRPsCI'C,P°C,Pé, P°CHC,PuCEC-P°P»CHPSPsCh
PiC-PiPpCHC,PuPSP-C-C”Ch, PiC-PiPpCHC,PéCEPuPsC—PrPéP-PjPsPj P°P+Ps C,CIIPYPePsCh
C-C€PpPjC-C+PSPsCh C...PIPsCEPsP+PsCh CI'PuCECtCILB

PHCEP»PuPIPACEC,* CI'P»C-Pr P- PsP+PuCHPuPYIPSC-CI'C,CR P-P°CI'C,PsCI'PsPICrPIP°C,Pé
PiP°CtC-C”PSC,P°Pj P- C...PIPsCEPsP+PsCh PyP°CHPeC-PSCI'PsPSP°.

PkP°C,CHC-PNe

P!PuPNe P»C-PeP°CECI'CEbPePEPNe P-P°CI'C-P+ PjC-CI'C,PéC,CHb PjPpPSCEPH 1 PjPjPsP»CHb
PSP°C,CHC-CH (23 PjPi) PSP° C,P°P+P»PuC,PeCr, C,PsP+C,Ps PiCEP°PeC,P&C+PSPs
PIC-P»CEbPSP&PNe PIC-Pr PSP°C,CEC-CR.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCHCéPrPrCH.



P’P°PiC-C,PSC-CI'C,CH. PYC,CIPiC-PSCH P+PuP-PiPuPePé PiCEPpPiP°CHP°C,Cr
PHCHP»PuPIPuCHC,”® PrP»CII PIP°PiC-C,PSP&C... PJC-PSPsPe PSPu
PICI'C,P°PSPsPIP»PuPSP&PNe.

P”P»CLI PsCtC-PSPePé PIPiP»P&PICT PiCHPuPiP°CHP°C,Ct PLCEP»PuPIPuCEC,®® PSP°
PIP°PiC-C,PSC-CI'C,CH, CHPsP-PIP&C,PsPe PuPjP+CHC-PsPSP° C,P° PiP»PsPrP°, P° C,P°PePsP
PiPsCI'C,PSP°C,P°P»CHPSP&éPNe CEPsP-PIPEC,PsPe C,C-P»CHPePé PrPsCI'P»C-PrPYPuPSCH
PSP° C,PIP°CHPEPSP°C... PSPuPrPsCI'C,P°C,PSCHPs (PrPéPI. CHPsP-PrC-P»
B«P”PsPeP»C-PSC-C$PSC- PrP°PSC- P- P+PuP-PiPuPePéB»). P PEP-PéPe
C,PuCHP°C,PsPiPuPSPSPsC— PrC-C— PePsPYPSPsPiPs C-P- PePsPjPiPsPSPuPSC,C-PIB
PsPeCEPpPjPs (PrPéPjPuPSPiC-PrCHPEPSP°C,Cr/PrPéC, PuPSPiC-PrCEP°PjC-PSCY C,P°
CtP&éPSP°CHPEP-PEPSCr) PSPuPIPuP»P&PeP&PNe. P”PsCI'P»C-PrPIPuPSPSCII PSP°
C,PIP°CHP&EPSP°C... PSPy PIP&CLIPIPEP»Pé C,PuCHP°C,PsPiPpPSPSPsC— PrC-C—.

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPiP°CHP°C,Ct PLCEP»PuPIPuCHC,
PIP°PiC-C,PSPé&Pj PIC-PrCI'C+C,PSC-.

P”PéPjPuPSPiC-PrCEP&PSP°C, PjPsPPu PIPECIIPIP»CLIC,Pé CI'C,PéPjCIP»CRCRCPEPNe
PIPiP»P&PI PSP° PjCrCI'PeCrP»P°C,CFCHCY PjP°C,PePé C,P° CI'PePsCHPsC{CrPIP°C,Pé
C,CBHPéPIP°P»C-CI'C,CH PiPsP»PsPiC-PI, C,PsPjCt PHLCEP»PuPIPuCEC,*® PSPy CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiC-Pr C+P°CI" PIP°PiC-C,PSPsCI'C,C-.

PyPuCHFC-PsPr PiPsPrCéPIP°PSPSCII PiCFC2éPrPrCE. P”PéPjPpuPSPiC-PrCHPEPSP°C, C,P°
CtP&PSP°CHPEP-PEPS PiCHPsPSPéPeP°CRC,CH Cr PiCHCIPrPSPu PjPsP»PsPePs, C,PsPjCr
PHCEHP»PuPIPRCHC,® PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PIC-PSPeP°Pj, C1IPeC-
PiPsPrCrCRC,CH PiCHCrPrPrCh.

PxPuCEC,PéP»CEPSC-CI'C,CH. PkPpPIC-PrPsPjPs.

P—PrP°C,PSC-CI'C,CEb PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC3PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPSCEC,PsPj P°P+Ps C-PSCEPEPPé
PjPuC...P°PSC-P-PjP°PjPé.

PuCHPUPIP°CRP°C, PhCHP»PuPIPuCEC, > PjPsPYPy PIPiP»P&PIP°C,Pé Ct PSPuP-PSP°C4PSC-PNe
PjC-CFC- PSP® CEPIP&PrPeC-CI'C,CH CHPuP°PeCtC-C— PiCHPé PePuCHCIPIP°PSPSC-
P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.

PuCHPuPiP°CEP°C, PhCHP»PuPIPuCHC,® PjPsPPu CI'PiCEP&éC+PéPSCILIC,Pé
CI'PsPSP»P&PIC-CI'C,CH, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PePsPIPsPjCr PuC,P°PiC-
P»C-PeCrPIP°PSPSCII. P] C,P°PePéC... PIP&PiP°PrPeP°C... PiP°CtC-C”PSC,Pé PSPu
PiPsPIP6PSPSC- PePuCHCIPIP°C,Pé C,CHP°PSCIPiPsCHC,PSPéPjPé P-P°CI'PsP+P°PjPé P°P+Ps
C-PSC€P&PjPé PjPuC...P°PSC-P-PjP°PjPé.

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

P”PsCEPsCI'P»C-. PPs 1 C,P°P+P»PuC,CtC- 3 CEP°P-Pé PSP° PrPsP+Crt PiC-CI'P»CII
PiCEP&PNPsPjCt C—P9C-, PSPu CHPsP-PYPsPICrPIP°C,Pé, P-P°PiPéPIP°C,Pé
PSPuPIPuP»PéPePsCh PeC-P»CHPeC-CI'C,CR CHC-PrPéPSPé.



PyP°C{C-C”PSC,Pé P»C-C,PSCEbPsPiPs PIC-PeC%. PrsPsCEPuPeCtC-CLI PrPsP-Pé PSPy
PiPsC,CHC-P+PSP°.

PyPsCECéCEPuPSPSCII C, CéPSPeCtC-C— PSPECFPsPe. PyuP°CtC-C”"PSC,P°Pj P-
PiPsCHCrC€PuPSPSCIIPjPé C,CrPSPeCtC-C— PSPECHPsPe P»PuPiPePsPiPs P°P+Ps
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPPePsCI'C,C- PLCHP»PpuPIPuCHC,*® CI'P»C-Pr
P-P°CI'C,PsCI'PsPICPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch. PhCHP»PuPIPuCHC,” PSP
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiP°CtC-C”PSC,P°Pj C-P- PeP»C-CHPuPSCI PsPj
PeCEPpP°C,PEPSC-PSCT £ 25 PjP»/C...PI (C,CLIPfPeP° PSP6CHPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH).

PyPsCECéCEPuPSPSCII C, CéPSPeCtC-C— PiPuC+C-PSPePé. P”PsCI'P»C-PrPYPuPSPSCII
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CEP°C,Cr PiP°CtC-C”PSC,P°Pj P
PiPsCEHCrCEPpPSPSCIIPjPé C, CrPSPeCtC-C— PiPuC+C-PSPePé PSPy PiCHPsPIPsPrPéP»PECI'CII.
PuP°CtC-C”PSC,P°Pj P- PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch C,CIIPPePsPiPs
CI'C,CrPiPuPSCII PLCHP»PuPIPuCHC,”® PSP CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé.

PyCHP&PIP°P»C-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHEPuPiP°CHP°C,Cr PSPp
PiPsPIP&PSPSP® PiPuCHPuPIPEC%oCIPIP°C,Pé 4 C,PéPYPSC-PI. P C-CEPuPSPSCII PiCHPs
P+C-P»CHC€ C,CHPEPIP°P»Pp P»C-PeCrPIP°PSPSCII PiPsPIPEPSPuPS PiCEP&PNePjP°C,Pé
P»C-PeP°CH.

B
P”C-C,Pe.

P‘PuP-PiPuPeP° C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr PLCEP»PuPIPUCHC, PrC-C,CIIPj C,P° PiC-PrP»C-C,PeP°Pj (PIC-PePsPj
PrPs 18 CHPsPeC-PI) PSPu PICI'C,P°PSPsPIP»PuPSC-. P”P°PSC- PIC-PrCI'CrC,PSC-.

PuPuCEPuPrPsP-C4PIP°PSPSCIL.

PYPéPjPiC,PsPjPé PiPuCFHPuPrPsP-C3PIP°PSPSCLI PhCEP»PuPIPuCEC,C4"®. P"Ps
CI'PéPjPiC,PsPjC-PI PiPuCRPuPrPsP-CrPIP°PSPSCII PiCHPuPiP°CRHP°C,Ct PhCHP»PuPIPuCHC,*®
PSP°P»PpuPYP°C,CH CI'PsPSP»PéPIC-CI'C,CH, P-P°PiP°PjPsCHPsC+PuPSPSCII C,P°
P°C,P°PeCI"C-CII Cr PiPsC”PrPSP°PSPSC- P- C,P°PePéPjPé PiCHPsCLIPIP°PjPé
P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPsC— PrC-C—, CLIPe CI'CfC...C-CI'C,CH Cr CRHPsC,C-,
PiPsC+PuCHPIPSPSC-PSPSCII PsP+P»P&C+C+CLI, CHPsP-CE€PECHPuPSPSCII P-C-PSPECTCH,
C,P°C...C-PeP°CRHPrC-ClLI, P»P&C...PsPjP°PSPeP®, PiPsP»PsPIPSPéPNe P+C-P»CH C,P°
P-P°C,CHP&PjPeP°® CI'PuCiC-.B PmPsPYCrC,CH PIP&PSPéPeP°C,Pé C- C,P°PeC-
CrCI'PeP»P°PrPSPuPSPSCII, CIIPe CI'CrPrPsPjPé, PiP°P»CRCtPEPSP°C+C-C—,
P-P+CrPrPYPpuPSPSCII, PiCHP&PiPSC-C+PuPSPSCII PrPéC...P°PSPSCI],
P°CHC,PuCEC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CII, C,CEPuPjPsCE C,P° PePsPjP°
(PsCI'PsP+P»P&PIPs Ct CEP°P-C- C,CIIPYPePsPiPs PiPuCHPuPrPsP-CrPIP°PSPSCI]).

P>C-PeCéPIP°PSPSCII. P] CEP°P-C- PiCHP&PiPSC-C+PuPSPSCII PrPéC...P°PSPSCII P°P+Ps
PiPsCI'C,CHPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PeCHPsPIPsPsP+C-PiCr PiP°CtC-C”PSC,Cr
CI'P»C-Pr PiCEP&P-PSP°C+PéC,Pé PiC-PrC,CHP&PjCrPIP°P»CHPSCT C,PuCRP°PiC-Ch.

P PpPePsPjPuPSPrCrC”C,CHCI'CLI PiCRPsPjPéC,Pé CEP»CrPSPsPe C-P-PsC,PsPSC-C+PSP&Pj
CHPsP-C$P&PSPsPj C...P»PsCHP&PrCr PSP°C,CHC-Ch. PYP»C-Pr CFPIP°PYPSPs CI'C,PuPYP&C,Pé



P-P° C,PuPjPiPuCHP°C,CrCREPsCh C,C-P»P°, PsCI'PeC-P»CHPePé C-PSC,PsPeCI'PéPeP°C+C-CII
P°PSC,PéPiC-CI'C,P°PjC-PSPSP&PjPé P-P°CI'PsP+P°PjPé PjPsPPu CI'PiCRP&éC+PEPSP&EC,Pé
P»P&C...PsPjP°PSPeCr (PsCI'PsP+P»P&PIPs Cr PrC-C,PuPNe).

PiCHPé PiPuCHPPPNePjPsPiPsPrC-P+PSP&C... P+PsP»CIIC... PjPsPPSP° PiCEP&P-PSP°C+P&C,Pé
P+P°CHP+C-C,CrCHP°C,Pé PePsCHPsC,PePsC— PrC-C—, PICHPsC,Pu
P-P°CI'C,PsCI'PsPICFPIP°C,Pé C—C... CIP»C-Pr P- PsP+PuCEPuPIPSC-CI'C,Ch. P] CRHP°P-C-
PIPECHP°PPuPSPsC— P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPsC— PrC-C— PSP° P!PkPY
CI'P»C-Pr PiCREPsPIPuCI'C,Pé PiCRPsP+Cr P- C,C-P-PsCI'C,PéPiPjC-PSPsPj, P° PiPsC,C-Pj
PiCHPEP-PSP°C$P&C,Pé C,C-P-PsCI'C,PéPiPjC-PS CEP»CIIC...PsPj PIPIPuPrPuPSPSCI]
PiPsPIC-P»CHPSPsC— PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CrP-C-C— (P°P+Ps,
CIIPeC%oPs PSPuPsP+C...C-PrPSPs, CEP»CIIC...PsPj PIPIPpuPrPuPSPSCII
PIPSCrC,CHC-CEPSCHPsPj'CLIP-PsPIPsC— C-PS'C”PeCtC-C—) PI PrPsP-C- 0,03 PjPi/PePi
PjP°CI'Pé C,C-P»P° (PjP°PeCIP&PjP°P»CHPSP° PrPsP-P° PrP»CII PrPsCHPsCI'P»PEC... BB 2 PjPi,
PjP°PeCI'P&éPjP°P»CHhPSP° PrPsP-P° PrP»CII PrC-C,PuPNe BF“ 0,5 PjPi).

P”P&PjPUPSPIC-PrCEP&PSP°C, PjPsPYPSP° PIP&PrP°P»CIIC,Pé P- PeCEPSPIC- P-P°
PrPsPiPsPjPsPiPsCh PiPuPjPsPrC-P°P»C-P-Ct, PiCRPsC,Pu C,P°PePéPNe CI'PiPsCI'C-P+
P»C-PeCrPIP°PSPSCII PiCHPé PiPpCHPRPrPsP-CPIP°PSPSC- PIPIP°PYP°C”C,CHhCICII
PSPUPiCEP&PN:PSCLIC,PSP&Pj. P'PéPrP°P»CIIC,Pé P- PeCEPsPIC- PSPuPsP+C...C-PrPSCt
PeC-P»CHPeC-CI'C,CH PICHPEPiP°CRP°C,Cr PjPsPIPSP° P-P° PrPsPiPsPjPsPiPsCh
PiPpPjPsPiPuCEC, CfP-C-C— C-P- P-P°CI'C,PsCI'CFPIP°PSPSCLIPj P°PeC,P&éPIPSPIP°PSPsPiPs
PIC{PiC-P»P»CII. P"P°PSC- C%oPsPrPs PIP&PrP°P»PuPSPSCLI CtPéPSP°CEP&P-PEPSCY P-P°
PrPsPiPsPjPsPiPsCh PiPpPjPsPrC-P°P»C-P-Ct PIC-PrCI'CtC,PSC-.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

P1iPsP+C-C$PSPé&PjPé CRPpuP°PeCtC-CIIPjPé, C%oPs PSP°PNeC+P°CI'C,C-CE€Pu
CI'PiPsCI'C,PuCRC-PiP°P»P&CI'CII PiC-Pr C$P°CI’ PiCRHPsPIPuPrPuPSPSCII
PeP»C-PSC-C$PSPéC... PIPéPiCHPsP+CrPIP°PSCH,B P+CrP»Pé CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C- (PIPeP»CRC$P°CRCtPé CI'PsPSP»P&PIC-CI'C,CH, PIC-PrC+CrC,C,CII
PIC,PsPjPé, CI'C,PsPjP»CRPIP°PSC-CI'C,CH, PsPiP»CrCEPpPSPSCII), C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr 8 % PiP°CtC-C”PSC,C-PI, C%oPs P+CRP°P»Pé
CrC+P°CI'C,CH Cr PeP»C-PSC-C+PSPéEC... PIPEPICEPsP+CrPIP°PSPSCIIC..., P° C,P°PePsPY
CI'CfC...C-CI'C,CH Cr CHBPsC,C-, C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cf 5 %
PiP°CtC-C”PSC,C-PI, C%oPs P+CHP°P»Pé CrC+P°CI'C,CH Cr PeP»C-PSC-C+PSPéC...
PIPEPiCHPsP+CrPIP°PSPSCIIC.... P—P°P-PIPEC$P°PNe CtC- CHPpP°PeCtC-C—
PiCEPsC,C-PeP°CRC,CH PI P»PpPiPeC-PNe C,PsCHPjC- C,P° PjP&PSP°CRC,CH PiCEPsC,CIIPiPsPj
PrPuPeC-P»CHsPePsC... PrPSC-PI PSP°PIC-C,CH> PSP° C,PsPSC- C,CHPEPIP°P»PsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII.

PPsP+C-CPSC- CEPuP°PeCtC-C—, C%oPs PIPEPSP&PeP°P»Pé PSP C, PsPSC-
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CHP°C,Ct PhCHP»PuPIPRCEC, >, P-P° PrP°PSP&PjPé
PeP»C-PSC-C$PSPEC... PIP6PiCEPsP+CrPIP°PSCH C,P° PiPsPrP°P»CHCEPEC. ..
CI'PiPsPSC,P°PSPSP&C... PiPsPIC-PrPsPjP»PuPSCHh, PiCEPEPIPuPrPuPSPs PI C,P°P+P»PCtC-
PSP&PYC$Py.



PhCHPiP°PSPé C,P° CI'PECI'C,PuPjPé  [P§P°CI'C,PsC,P°
PsCHPiP°PSC-PI P§P°CI'C,Ps PKPpCHP°CI'C,Ps P C-PrPePs P”CrPYPp CHC-PrPePs
>1/100 - <1/10 >1/1000 - <1/100 >1/10000 - <1/1000 <1/10000
[P— P+PsPeCr CI'P&CI'C,PuPjPé P> PuPNePePsPiPuPSC-CII
PeCHPsPIC- C,P° PjCHPsPjP+PsCtP&C,PsPiPuPSC-Cl]
P»C-PjC,P°C,PéCPSPsC— PHPiP»P°CI'C,P6C+PSP°
CI'P6CI"C,PuPjPé P°PSPuPjC-CII
P— P+PsPeCt C-PjCFPSPSPsC— PhP»PuCHPiC-C+PSC- CBPuP°PeCTC-C—  |B
CI'P&CI'C,PuPjPé (PSP°PiCEP&PeP»P°Pr C€PeC-CBPSC-
CHPpP°PeCC-C—)
P— P+PsPeCt PSPuCHPIPSPIPsC— PYPsPSP»PéPIC-CI'C,CH|PuP°CBPuCI'C,PuP-C-CII
CI'P&CI'C,PuPjPé P“PsP»PsPIPSP&PNe PhHPjPSPUP-C-CII
P+C-P»CH PECTPj Cf PICFC...P°C...
PyCHPUPjPsChH
PkPpCHPIPsP-PSC-CI'C,CHy
PV CIPrPsPjPé
P— P+PsPeCr PsCHPiP°PSC-PI PiPsCHCrCEPUPSPSCII P-PsCHCTF
P-PSCHCY
P— P+PsPeCr C,CHP°PIPSPsC— PYCrC...C-CI'C,CH Ct  [P"P&CTPiPpPiCI'C-CII
CI'P6CI"C,PpPjPé CHPsC,C- PKCrPrPsC,P°
P‘C-P»CHb PI P”C-P°CEPuCII
PYP&PIPsC,C-
P— P+PsPeCr C€PeC-CHPé C,P° PC-C,P»PéPIC-CI'C,CH  [PuPsC,PsCIPuPSCI'P&P+C-P»C-P-P°CtC-CL]
PiC-PrC€PeC-CHPSPs-P{PéCHPsPIPsC—| P'P&CI'P&Pi
PeP»C-C,PePsPIP&PSPé
P— P+PsPeCt PSPéCHPsPe C,P° P]C,CHCIPrPSPuPSPSCII PiPsC+P°C,PeCr
CI'PuC+PsPIPEPIC-PrPSP&C... CI'PuC#PsPIP&PICFCI'PeP°PSPSCII
CEP»CIIC...C-PI

PsCEC-Pj C,PsPiPs, C-P- P-P°CI"C,PsCI'CPIP°PSPSCIIPj PrP&PjPuPSPiC-PrCEPéPSP°C,Ct C,P°
C1P&PSP°CEHP&P-P&éPSCF PiPsPIBE ™ CIIP-P°PSC- C,P°PeC- PiPsP+C-C+PSC- CHPRP°PeCtC-C—
(C4P°CI'C,PsC,P° PSPu PjPsPYPu P+CIC,Pé PsCtC-PSPUPSP® P-P° PSP°CLIPIPSP&PjPé
PrP°PSP&PjPé):

P”PéPjPuPSPiC-PrCEPEPSP°C,: PiP°CEP°PrPsPeCI'P°P»CHPSP® P-P+CrPrP»PéPIC-CI'C,CHb
(PsCI'PsP+P»P&PIPs Cr PrC-C,PuPNe), PiPsCI'P&P»PuPSPSCII PIPIPp PSP°CLIPIPSPSC—
P-P°PeCRP&C, PsPeCIC,PsPIPsC— PiP»P°CrPePsPjPé, PsP+PsCEPsC,PSPEPNe
P°PiCRP°PSC{P»PsC1P&C,PsP-.

PPéPSP°CEPéP-PéPS: P-P°PiPsCH, P-P+C-P»CHCEPPPSPSCII PjP°CI'Pé C,C-P»P°,
CI'C,PéCI'PSPuPSPSCII PI PiCECrPrCIIC..., C...PsP»PuCI'C,P°C,PEC+PSP°® PPsPIC,CIIPSPECTCI],
PpPeCI'C,CEP°PiC-CHP°PjC-PrPSC- PiPsCECrCEPuPSPSCI]I, CEPeC-CHPSC- CHPuP°PeCtC-C—,
C%oPs PSP°PiP°PrCrCRC,CH CI'PECI'C,PpPjPSPEPNe C+PpCHPIPSPSPEPNe PIPsPICP°Pe,
PiP»PuCI'PeP°C,PEPNe P»PECEP°PNe.

PyPsPIC-PrPsPjP»PuPSPSCII PiCEPs PjPsPP»PéPIC- PiPsP+C-C#PSC- CEPuP°PeCtC-C—

P1PsPIC-PrPsPjP»PuPSPSCII PiCHPs PjPsPIP»P&PIC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PiC-CI'P»CII CHPuC”CI'C,CHP°C1+C-C— P»C-PeP°CHCI'CHPePsPiPs PiCEPuPiP°CHP°C,Cr
PIC-PrC-PiCHP°CRC,CH PIP°PIP»P&PICH CHPsP»CH. P!Pu PrP°C” P-PjPsPiCr
PiCEPsPrPsPIPYCIPIP°C,Pé CI'PiPsCI'C,PuCRPuPYPuPSPSCI] P-P°
CI'PiC-PIPIC-PrPSPsCE€PuPSPSCIIPj PePsCHPECI'C,CHy/CEP&P-PéPe P-P°CI'C,PsCI'CFPIP°PSPSCII
PrP°PSPsPiPs P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+Cr. PiCEP°CtC-PIPSP&PePé
CI'PECI'C,PpPjPé PsC...PsCHPsPSPé P-PrPsCEPsPI'CII PiPsPIP&PSPSC- PiPsPIC-PrPsPjP»CIIC,Pé
PiCEPs P+CrPrCH-CIIPeC- PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-CfPSC- CHPuP°PeCtC-C—.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 3 CRPsPePé. PkPp P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiCEPpPiP°CHP°C, PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII C,PuCHPjC-PSCF
PiCEP&PrP°C,PSPsCI'C,C-, P-P°P-PSP°C#PuPSPsPiPs PSP°® CrPiP°PePsPICtC-.



PJPjPsPIPé P-P+PnCHC-PiP°PSPSCII. PhCI'PsP+P»P&PIC- CrPjPsPIPé P-P+PuCHC-PiP°PSPSCII
PSP PIP&PjP°PiP°CRC,CHCI'CII. P—P+PuCHC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCr PrP»CII
PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°. 15 P°P+Ps 20, P°P+Ps 25 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCEC-; PiPs 1
P+P»C-CI'C,PuCECK PiPs 20 C,P°P+P»PuC,PsPe P°P+Ps PiPs 2 P+P»C-CI'C,PuCEPé PiPs 15
C,P°P+P»PuC,PsPe, P°P+Ps PiPs 2 C+Pé 4 P+P»C-CI'C,PuCEPé PiPs 25 C,P°P+P»PuC,PsPe Cr
PeP°CHC,PsPSPSC-PNe PePsCHPsP+C1C-.

PuP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCtPuPiC,PsP;.

P'PeéCHPsP+PSPéPe.

PT'PuPSPSC-Pi PhCHCtPSP°PNePjC-C,C,PuP»CH P“PjP£PI' & PPs PP,

PiC-CI'CtPpP-PSP°C...PsPrP{PuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPYPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

P>C-P+C-PiCEC,CHP°CI'Pp 1-2, 65439 PuP»CHPsCHCI'C...P°PNePj-PSP°-PmP°PNePSC-,
PkC-PjPuC+C$PEPSP°.

P—P°CIIPIPSPéPe.

PPuPSP°CEC-PSC- P+PSC,PuCEPSPuCEPSPSP°P» PhPiPuCHPuPN-CEPSPSCI
P>CRPeCI"PuPjP+CrCEPi PY.Ph.

PwC-CI'CtPuP-PSP°C...PsPrPYPuPSPSCII P-P°CIIPIPSPéPcP°. B

1, PLPIPRPSCR PrPu P»P° P“P°CH, P>-1611 P>CRPeCI'PuPjP+CfCHPi, P>CEPeCI PuPjP+CrCHPi.



