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

PyPHPwPYP]P>P{P”

(TAMSULID)

PYPcP»P°Pr:
PrC-CRC1P° CEPuCtPsPIP6PSP°: C,P°PjCI'CP»PsP-P&PSCT PiC-PrCHPsC...P»PsCHP&PT;

1 PeP°PiCI'CEP»P° PiC-CI'C,PC,CHb C,P°PjCI'CEP»PsP-P&PSCE PiC-PrCHPsC...P»PsCHPEPICYE 0,4
PjPi;

PrPsPiPsPjC-PPSC- CHPuCtPsPIPéPSPé: CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCHP&CI'C,P°P»C-C+PSP°, PrPéCI'PiPuCHCI'C-CII 30 %
PjPuC,P°PeCEPEP»P°C,PSPsC— PeP&CI'P»PsC,Pé BR“ PuC,PEP»P°PeCRHPEP»P°C,PSPsPiPs
CI'PsPiPsP»C-PjPuCHCE (1:1), C%oPs PjC-CI'C,P&C,CH PiPsP»C-CI'PsCEP+P°C, 80
(P+P»P&P-CHPePs 2,8 %) C- PSP°C,CHC-Ch P»P°CrCRHPéP»CI'CrP»CHC,P°C,
(P+P»P&éP-CHPePs 0,7 %), C,CBEPEPuC,PéP»C1PEC,CHP°C,, C,P°P»CHPe;

PiPsPeCHPé&C,C,CILI PiPpP»PuC,: PrPECI'PiPuCHCI'C-CII 30 % PjPuC,P°PeCHPEP»P°C,PSPsC—
PePECI'P»PsC,Pé BR“ PuC,PEP»P°PeCHPEP»P°C,PSPsPiPs CI'PsPiPsP»C-PjPuCHCT (1:1), C%oPs
PjC-CI'C,PéC,CH PiPsP»C-CI'PsCHP+P°C, 80 (P+P»P&P-CHhPePs 2,8 %) C- PSP°C,CKC-Ch
P>>P°CfCBPéP»Cl"CfP»CH)C,,P°C, (P+P»PéP-CHbPePs 0,7 %), C,P°P»CHbPe,
C,CHP&PuC,PéP»CtPEC,CHP°C,;

CI'PeP»P°Pr PeP°PiCI'CfP»: P-P°P»C-P-P° PsPeCI'P&Pr C+PuCHPIPSPSPEPNe (P 172),
C,P&C,P°PSCt PrC-PsPeCI'PEPT (P+ 171), P-P°P»C-P-P° PsPeCI'PéPr PYPsPIC,PEPNe (Pe 172),
PYPuP»P°C,P&PS, C-PSPrPéPiPsPeP°CEPjC-PS (P+ 132), P-P°P»C-P-P° PsPeCI'PéPr
C$PsCHPSPEPNe (Pe 172).

P>C-PeP°CECI'CEbPeP° C,PsCEPjP°. PP°PiCI'CtP»Pé P- PjPsPrPéC, C-PePsPIP°PSP&P;
PIP&PIC-P»CHbPSPRPSPSCILIP;.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: C,PIPuCRHPrC-
PYPuP»P°C,P&PSPsPIC- PeP°PiCI'CtP»Pé P- PePsCHPICrCI'PsPj PsCHP°PSPIPuPIPsPiPs
PePsP»CHPsCHCr C,P° PeCHPECEPUCtPePsCh PsP»PEéPIPePsPIPsPiPs PePsP»CHPsCHCT. P’
PeP°PiCI'CrP»C- PjC-CI'C,CLIC,CHCI'CLI PiPuP»PuC,Pé P+C-P»PsPiPs P°P+Ps PjP°PN.PPu
P+C-P»PsPiPs PePsP»CHPsCHCr.



PuP°CRHPjP°PePsC,PuCHP°PiPuPIC,PéC+PSP° PiCHCrPiP°. P—P°CI'PsP+Pé, C%oPs
P-P°CI'C,PsCI'PsPICFCRC,CHCI'CII PiCHPé PrPsP+CHPsCLIPeC-CI'PSC-PNe
PiC-PiPuCHPiP»P°P-C-C— PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé.
PHPSC,P°PiPsPSC-CI'C,Pé P°P»CHC,P°,-P°PrCEPuPSPsCHPuCtPuPiC,PsCEC-PI. PPsPr PHPYPI
G04C A02.

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

PmPuC...P°PSC-P-Pj PrC-C— C,P°PjCI'CP»PsP-PéPSCt P-CrPjPsPIP»PuPSPEPNe
CI'PuP»PuPeC,PEPIPSPEP] PePsPSPeCrCHPuPSC,PSPEPj P-PIRF™ CLIP-CrPIP°PSPSCIIPj P-
PiPsCI'C,CI'PéPSP°PiC,PéC+PSPEPjPé a,-P°PrCEPuPSPsCHPuCtPuPiC,PsCHP°PjPé,
P-PsPeCHPpPjP° P- PiC-PrC,PéPiP°PjPé a,A C,P° a1, C%oPs PiCHP&P-PIPsPrPéC,CH PrPs
P-PSP&PPuPSPSCII C,PsPSCICI'Ct PiP»P°PrPePsC— PjCrCI'PeCrP»P°C,CrCHPé
PiPuCHPpPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé, CEPEPN:PePé CI'PuC+PsPIPsPiPs
PjC-C...CFCBP°, PICEPSCI'C,P°C,P&C{PSPsC— C$P°CI'C,PéPSPé CFCHPuC,CEPé C,P°
PiPsP»C-PiCE€PpPSPSCII PIPEPrC-P»PpuPSPSCLI CI'PuCC-.

PhPrPSPsC1P°CI'PSPs P-PjPuPSCECrCRC,CHCI'CLI CI'PéPjPiC,PsPjPé PsP+CI'C,CHCIPeCtC-C—
C,P° PiPsPrCEP°P-PSPuPSPSCII, PiPsPIER™ CLIP-P°PSC- P PrPsP+CHPsCLIPeC-CI'PSPsCh
PiC-PiPpCHPiP»P°P-C-C"Ch PiPuCEPuPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé.
PhHPSC,P°PiPSPSC-CI'C,Pé a,-P°PrCEPuPSPsCHPuCtPuPiC,PsCHC-PI PjP°CRC,CH
P-PrP°C,PSC-CI'C,CH P-PSP&PYCIPIP°C,Pé P°CEC,PuCEHC-P°P»CHPSPEPNe C,PECI Pe
CE€P»CIIC...PsPj P-PSP&PYPuPSPSCLI PiPuCEP&C, PuCHPECPSPsPiPs C,PsPSCFCI'C CI'CFPrPéPS.
PuC-Pr C#P°CI" PiCHPsPIPuPrPuPSPSCII PrPsCI'P»C-PrPYPuPSCH C,P°PjCI'CtP»PsP-P&PSCY
PiC-PrCHPsC...P»PsCHPEPrCt PSPp PIC-PrP-PSP°C+P°P»PsCI'CLI PeP»C-PSC-C+PSPs
PIPECHP°PIPuPSPsPiPs P-PSP&PIPuPSPSCLI P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI PeCr.
PuCHPuPiP°CHP°C, PSPu CI'PiCRP&éC+PéPSCIIC” PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oPsPiPs P-PSP&PYPuPSPSCII CI'PECI'C,PuPjPSPsPiPs
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PECI'PeCr Cr PiP°CtC-C”PSC,C-PI P-
PSPsCEHPjP°P»CIHPSP&Pj PiPsC+P°C,PePsPIP&Pj P°CHC,PuCHC-P°P»CHPSPEP;
C,PéCI'PePsPj.

P{PuCEP°PiPuPIC,P6C+PSPEPNe PuC,PuPeC, P-P°P-PIPEC+P°PNe CEPsP-PIPEPIP°C”C,CHCICLI
C+PuCRHPuP- 2 C,PEPIPSC- PiC-CI'P»ClI PiPsC+P°C,PeCr PiCEP&PNePsPjCt PiCEPpPiP°CEP°C,CY,
C...PsC$P° P-PjPuPSCEPRPSPSCII CI'P&PjPiC,PsPjC-PI P-P°C...PIPsCECRPIP°PSPSCII
PjPsPYP»P&PIPn PiC-CI'P»CLI PiCEP&PN:PsPjCr PiPuCECEP&C. .. PrPsP-.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PsCEP+CtC-CII. Pi§P°PjCI'CP»PsP-P&PS CEPIP&PrPePs C,P° PjP°PNeP{Ppn
PiPsPIPSC-CI'C,Ch PICI'PjPsPeC,CrC”C,CHCI'CII P- PeP6CEPuCHPSPEPeCY.
P’CI'PjPsPeC,CIPIP°PSPSCII CrPiPsPIC-P»CHPSCRC”C,CHCI'CLI, CLIPeC%oPs PiCEPuPiP°CEP°C,
P-P°CI'C,PsCI'PsPICIPIP°P»Pé PiC-CI'P»CII C—PrPé. P C-PIPSPsPjC-CHPSPsPiPs
PIPEPIC-P»CHPSPuPSPSCII PrC-CRC+PsC— CHPuCtPsPIPéPSPé PjPsPIPSP°® PrPsCI'CIIPiC,Pé,
CLIPeC%oPs PiCEP&PNePjP°C,Pé C,P°PjCI"CIP»PsP-P&PS PI PsPrPéPS C- C,PsPNe CI'P°PjPéPNe
C$P°CI PiC-CI'P»CII PiCHP&PN:PsPjCt C—P9C-. PyP°PjCI'CfP»PsP-P&PSCr PIP»P°CI'C,P&PIP®
P»C-PSC-PNePSP° PeC-PSPuC,PéPeP°. PiiC-PePsPIC- CHC-PIPSC- PI PiP»P°P-PjC- PeCHPsPIC-



PrPsCI'CIIPiP°CRC,CHCI'CI] PiCEP&éP+P»P&P-PSPs C+PuCHPuP- 6 PiPsPrPéPS PiC-CI'P»CII
PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé C,P°PjCI'CtP»PsP-PéPSCT, CLIPeCr PiCHPéPN.PSCLIP»Pé
PiC-CI'P»CILI C—PrPé. PYC,P°P+C-P»CHPSP°® PePsPSCtPuPSC,CEP°C+C-CII
PrPsCI'CIIPiP°C”C,CHhCI'CII PSP° 5 PrPsP+Cr PiC-CI'P»CII C%oPsPrPuPSPSPsPiPs
PiCHPEPN:PsPjCr PiCRPuPiP°CRP°C,Cr, PiCHPé CtCHPsPjCt PjP°PeCI'PéPjP°P»CHPSP®
PePsPSCtPpPSC,CHP°CtC-CII PI PiP»P°P-PjC- PeCEPsPIC- PSP® %/, PIPEC%o0P°, PSC-PY
PiC-CI'P»CII PiCHP&PN:PsPjCt CHP°P-PsPIPsC— PrPsP-Pé. P PsC+P° CtC- PrP°PSC-
CI'C,PsCI'CrCRC,CHCI'CII C,C-P»CHPePé PiP°C+C-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt,
PjPsPPSP°® PsC+C-PeCrPIP°C,Pé P°PSP°P»PsPiC-C+PSPéPNe CHPuP-CrP»CHC,P°C, Cr
PiP°CtC-C”PSC,C-PI PjPsP»PsPrC€PsPiPs PIC-PeCr.

P C-PIPSC- C,P°PjCI'CFP»PsP-P&PSCr PI PiP»P°P-PjC- PeCHPsPIC- Ct CHC-P-PSP&C...
PiP°CtC-C”PSC,C-PI PjPsPYCrC,CH CI'CrC,C,C”PIPs PIC-PrCRC-P-PSCIIC,PECI'CII CIIPe
PiC-CI'P»CILI CHP°P-PsPIPsC— PrPsP-P¢&, C,P°Pe C- PiC-CI'P»CLI P+P°PiP°C,PsCEP°P-PsPIPsPiPs
P-P°CI'C,PsCI'CFPIP°PSPSCII.

P PsP-PiPsPrC-P». P—PIsh™ CIIP-CrPIP°PSPSCII P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- BR"
99 %. PhP+8R™ C"Pj CHPsP-PiPsPrC-P»Cr PSPuP-PSP°C+PSPEPN. (PiCHPEP+P»PEP-PSPs
0,2 P»/PePi).

ProPuC,P°P+PsP»C-P-Pj. PyP°PjCI'CfP»PsP-PéPS PSPy PiC-PrPrP°C”C,CHCI'CII PuC,PpPeC,Cr
PiPuCHCEPsPiPs PiCHPsC...PsPrPIPuPSPSCII C- PiPsPIC-P»CHbPSPs
PjPuC,P°P+PsP»C-P-CfC”C,CHCI'CII PI PiPuC+C-PSCtC- P- CfC,PIPsCEPuPSPSCIIPj
C,P°CRPjP°PePsP»PsPiC-C+PSPs P°PeC,PEPIPSP&C... PjPuC,P°P+PsP»C-C,C-PI, C%oPs
P-P+PpCHC-PiP°CRC,CH PIP&CI'PsPeCr CI'PuP»PpPeC,PEPIPSC-CI'C,CH PrPs aj-
P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI. P‘C-P»CHCEP® C+P°CI'C,PéPSP°® P°PeC,PéPIPSPsC—
CHPuC+PsPIPEPSPé PiCHPECI'CrC,PSCII PI PeCRHPsPIC- Cr PSPuP-PjC-PSPuPSPsPjCt
PIPePiP»CIIPrC-.

P’PéPIPuPrPuPSPSCII. PYP°PjCI'CtP»PsP-PEPS C- PNePsPiPs PjPuC,P°P+PsP»C-C,Pé
PIP&PIPSPrCILIC, CEbCI'CLI PiPsP»PsPIPSP&Pj C+P&éPSPsPj C-P- CI'PuC+PuCHh, PiCRP&CHPsPjCT
PiCHP&P+P»P&P-PSPs 9 % PrPsP-Pé PIP&PIPSPrPéC,CEHbCI'CLI PI PSPuP-PjC-PSPuPSPsPjCr
PIP&PiP»CLIPrC-.

PyC-CI'P»CLI CEP°P-PsPIPsPiPs PiCHP&PNePsPjCr PrPsP-Pé C,P°PjCI'CrP»PsP-PéPSCE PiC-CI'P»ClLI
C—PrPé C,P° PiCEPé CI'C,P°P+C-P»CHPSC-PNe PePsPSCTPuPSC,CHP°CtC-C— Cr PiP»P°P-PjC-

PeCHPsPIC- PiPuCRHC-PsPrPé PSP°PiC-PIPIPEPIPuPrPuPSPSCII PIC-PrPiPsPIC-PrPSPs
CI'C,P°PSPsPIP»CIIC,CH PiCEP&éP+P»P&P-PSPs 10 C,P° 13 PiPsPrPéPS.

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

P>C-PeCrPIP°PSPSCII C, CtPSPeCtC-PsPSP°P»CHPSPEC... CEPsP-P»P°PrC-PI P- P+PsPeCr
PSP&PYPSC-C... CI'PpC#PsPIPEPIC-PrPSP&C... CEP»CIIC...C-PI PiCEPé
PrPsP+CHPsCLIPeC-CI'PSC-PN: PiC-PiPuCHPiP»P°P-C-C— PiCEPsCI'C,P°C,Pé.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.



B- P“C-PiPuCEHC#CIC,P»PéPIC-CI'C,Clh PrPs C,P°PjCI'CI-P»PsP-P&PSCY
PiC-PrCHPsC...P»PsCRP&PrCr, PIPeP»CRC+P°CRCHPé PjPuPrPéPeP°PjPuPSC,PsP-PSPs-
C-PSPrCtPePsPIP°PSP&PNe P°PSPiC-PsPSPUPICEHPsC,PéC+PSPEPN: PSP°P+CECLIPe, P°P+Ps PrPs
P+CrPrCH-ClIPePsC— P- PrPsPiPsPjC-PIPSP&C... CEPuC+PsPIPEPS;

B- PsCEC,PsCI'C,P°C,PéC+PSP® PiC-PiPsC,PuPSP-C-CII PI P°PSP°PjPSPuP-C-;

B- C,CLIPPeP° PiPpuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CIb.

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

P”PsCI'P»C-PrPIPuPSPSCI]I PIP-P°C”PjPsPrC-C— PiCEPsPIPsPrPéP»P&CI'CII C,C-P»CIHhPePé P-P°
CrC+P°CI'C,Ch PrPsCHPsCI'P»Pé&C....

PiiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PjCI'CIP»PsP-P&éPSCr
PiC-PrCRPsC...P»PsCHPEPrCr P- P°C,PuPSPsP»PsP»PsPj, PUPSP°P»P°PiCEPéP»PsPj,
PSC-C,PuPrPéPiC-PSPsPj, PrPéPiPsPeCI PéPSPsPj P°P+Ps C,PuPsC,C-P»C-PSPsPj
P»C-PeP°CHCI'CHPePsC— PIP-P°C”PjPsPrC-C— PSPy PIC-PrP-PSP°C$P°P»PsCI'CI].
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] P- C+PéPjPuC,PéPrPéPSPsPj
PiC-PrPIPéC%oCrC”, P° P- C,C4CEPsCI PuPjC-PrPsPj — P-PSPéPYCIC”
PePsPSCtPpPSC,CHP°CtC-Ch C,P°PjCI'CtP»PsP-P&PSCT PI PiP»P°P-PjC- PeCRPsPIC-, P°P»Pu
PsCI'PeC-P»CHPePé CtC- CHC-PIPSC- P-P°P»PéCEP°CRC,CHCI'CII PI PjPuPYP°C... PSPsCHPjP&,
Cr CI'PiPpuCtC-P°P»CHPSC-PNe PePsCHPuPeCtC-C— PrPsP-CrPIP°PSPSCII
C,P°PjCI'CIP»PsP-PéPSCr PSPuPjP°C” PiPsC,CHPuP+Pé.

PJ PrPsCI'P»C-PrPYPuPSPSCIIC... in vitro PrC-P°P-PuPiP°Pj, PiCEPsPiCFP°PSPsP»PsP»,
C,CEPéC...P»PsCEPjPLC,C-P°P-PéPT, C...P»PsCEPjP°PrPéPSPsPS, P°PjC-C,CEP&PiC,PéP»C-PS,
PrPéPeP»PsC, PuPSP°Pe, PiP»C-P+PuPSPeP»P°PjC-Pr, CI'PéPjPIP°CI'C,P°C,PéPS C,P°
PIP°CKC,P°CFPéPS PSPy PIPiP»P&éPIP°P»Pé PSP° PIC-P»CHPSCYF C,CEP°PeCtC-Ch
C,P°PjCI'CrP»PsP-PEPSCT PI PiP»P°P-PjC- PeCHPsPIC- P»CRPrP&éPSPé.
PiPsPrC-P+PSPéPj C+PEPSPsPj C,P°PjCI'CrP»PsP-PéPS PSPy P-PjC-PSCRPIP°PI
CEC-PIPuPSCH PIC-P»CHhPSPEC... C,CHP°PeCtC-PNe PrC-P°P-PuPiP°PjCé,
PiCEPsPiCEP°PSPsP»PsP»Cé, C,CEPéC...P»PsCEPjPuC,C-P°P-PéPrCé C,P°
C...P»PsCEPjP°PrPéPSPsPSCé PI PiP»P°P-PjC- PeCHPsPIC- P»CRPrPéPSPé. PuCHPsC,Pu
PrPéPeP»PsC, PuPSP°Pe C,P° PIP°CEC,P°CEPéPS PjPsPICrC,CH

PiCHPECI PePsCRCRPIP°C,Pé PuP»C-PjC-PSP°CtC-Ch C,P°PjCI'CfP»PsP-PéPSCT P-
PiP»P°P-PjPé PeCHPsPIC-.

PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CFPIP°PSPSCII P CI'PéP»CHPSPéPjPé
C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 PjPsPYPp PiCHP&P-PIPuCI'C,Pé PrPs
P-P+C-P»CHCEPpPSPSCII PIPiP»PEPICY C,P°PjCI'CfP»PsP-PéPSCr PiC-PrCEPsC...P»PsCHPEPrCr.
P—P°CI'C,PsCI'CFPIP°PSPSCII P- PePuC,PsPePsPSP°P-PsP»PsPj (PIC-PrPsPjPéPj CI'PéP»CIHhPSP&P]
C-PSPiC-P+C-C,PsCEPsPj CYP3A4) PiCHP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPuPSPSCII AUC
C- C,.x C,P°PjCI'CIP»PsP-PEPSCr PiC-PrCHPsC...P»PsCRP&PrCr PI 2,8 C,P° 2,2 CRP°P-P°
PIC-PrPiPsPIC-PrPSPs.

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRHPéPr CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPpPYIPSC-CI'C,Ch Crf PePsPjP+C-PSP°CtC-C— P- CI'PéP»CHPSP&PjPé



(PSP°PiCHPePeP»P°Pr PePuC,PsPePsPSP°P-PsP»PsPj, C-C,CHP°PePsPSP°P-PsP»PsPj,
PIPsSCEPéPePsPSP°P-PsP»PsPj, PeP»P°CEPéC,CHPsPjC-CtPéPSPsPj, C-PSPrPéPSP°PIC-CEPsPj,
PSPuP»C, C-PSP°PIC-CEPsPj, CEPéC,PsPSP°PIC-CEPsPj, CI'P°PePIC-PSP°PIC-CEPsPj) C-
PiPsPjC-CHPSP&PjPé (PSP°PiCHPéPeP»P°Pr PuCEPEC,CEPsPjC-CtPéPSPsPj)
C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4. P PiP°CtC-C”PSC,P°Pj P- PSP&P-CHPePEPj
PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6 C,P°PjCI'CrP»PsP-PéPSCr PiC-PrCHPsC...P»PsCHP&Pr PSPp
CI'P»C-Pr PiCHP&P-PSP°C+P°C,Pé Cr PiPsC”PrPSP°PSPSC- P- CI PéP»CHPSPéPjPé
C-PSPiC-P+C-C,PsCFP°PjPé CYP3A4.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCI] P- PiP°CFPsPeCI PuC,PéPSPsPj
(CI'PEP»CHPSP&PN: C-PSPiC-P+C-C,PsCH PYYP2D6) PiCHP&P-PIPsPrPéC,Ctb PrPs
PiC-PrPIPéC%oPuPSPSCII PePsPSCtPuPSC,CHP°CtC-C— PV, C- AUC
C,P°PjCI'CIP»PsP-PéPSCT PI 1,3 C- 1,6 CHP°P-P° PIC-PrPiPsPIC-PrPSPs, P°P»Pu CtPu
PiC-PrPIPéC%oPuPSPSCII PSPu PIPIP°PYP°C”C,CHCI'CLI PeP»C-PSC-C$PSPs
P-PSP°C3CrC%oP€P;j.

PtCI'PSCFC” CRP&P-PéPe PiPsCI'PéP»PuPSPSCII PiC-PiPsC,PuPSP-PEPIPSPsPiPs PuC, PuPeC,Cr
PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C,P°PjCI'CfP»PsP-PéPSCr PsPrPSPsC+P°CI'PSPs P:
PiCHPpPiP°CRHP°C,P°PjPé, CIIPeC- PjPsPYCrC,CH P-PSPEPICIPIP°C,Pé PeCHPsPIBG ™ CLIPSPEPNe
C,PéCT'Pe, PI C,.Ct. P- P°PSPuCI'C,PuC,PéPeP°PjPé, C-PSPiC-P+C-C,PsCEP°PjPé
C,PsCI'C,PsPrC-PuCI'C,PuCEP°P-Pé-5, C-PSCEP&PjPé a,-P°PrCFPuPSPsP+P»PsPeP°C,PsCEP°PjPé.

P”PsCI'P»C-PrPIPuPSPSCII in vitro P- PjC-PeCHPsCI PsPjP°P»CHPSP&PjPé C,CHP°PeCtC-CILIPjPé
PiPuC+C-PSPePé PSPy PiPsPeP°P-P°P»Pé PIP-P°C”PjPsPrC-C— P- P°PjC-C,CEPéPiC,PéP»C-PSPsPj,
CI'P°P»CHP+C3C,P°PjPsP»PsPj, PiP»C-P+PuPSPeP»P°PjC-PrPsPj C,P°
C,C-PSP°CI'C,PuCHPéPrPsP;.

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

PiPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPEC... a,-
P°PrCHPuPSPsP+P»PsPeP°C,PsCRC-PI, PI PsPeCHPuPjP&C... PIPEPiP°PrPeP°C... PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PyP°PjCI'CP»C-PrCr PjPsP{P»P&éPIPu P-PSPEPIPuPSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PECI'PeCr, C%oPs PjPsPYPu C-PSPsPrC- PiCRP&P-PIPuCI'C,Pé
PrPs PIC,CREP°C,Pé CI'PIC-PrPsPjPsCI'C,C-. PuCHPé PiPsCIIPIC- PiPuCHCEPEC... PsP-PSP°Pe
PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PpuPSP-C-C— (P-P°PiP°PjPsCHPsC+PuPSPSCI],
CI'P»P°P+PeC-CI'C,CH) PiP°CtC-C”PSC, PiPsPIPEPSPuPS PiCHPEPN:PSCIIC,Pé
PiPsCHP&P-PsPSC,P°P»CHPSPu PiPsP»PsPIPuPSPSCII PrPs P-PSPéPePSPuPSPSCII
PIP&C%oPpP-PiP°PrP°PSPEC... CI'P&PjPiC,PsPjC-PI.

PuPuCHPuPr C,PéPj CLIPe CEPsP-PiPsC$P°C,Pé P»C-PeCrPIP°PSPSCII PiCHPuPiP°CHP°C,PsP;
PyP°PjCI'CfP»C-Pr, CI'P»C-Pr PiCEPsPNeC,Pé PjPuPrPéC+PSPu PsP+CI'C,PuP1PuPSPSCII P-
PjPuC,PsCh PIP&CIIPIP»PuPSPSCII C-PSCEP&C... CI'CrPiCrC,PSC-C...
P-P°C...PIPsCHCRPIP°PSCH, C%oPs PjPsPYCrC,CH CI'PiCHPéCPEPSPEC,Pé C,P°PeC- P
CI'P°PjC- CI'PéPjPiC,PsPjPé, C1IPe PrPsP+CHPsCIIPeC-CI'PSP°® PiC-PiPuCEPiP»P°P-C-CII
PiPpuCHPuPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé.

PuPuCEPuPr PiPsC+P°C,PePsPj P»C-PeCrPIP°PSPSCII PSPuPsP+C...C-PrPSPs PiCEPsPIPuCI'C,Pé
CEPpPeC,P°P»CHPSPu PsP+CI'C,PuPPuPSPSCII PiPuCEPuPrPjC-C...CFCEPsPIPSC—
P-P°P»PsP-Pé C,P° P-P° PSPuPsP+C...C-PrPSPsCI'C,C- PrPs PiPsC+P°C,PeCr: C,P°
CEPRPiCtP»CLICEPSPs PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII PePsPSC,CEPsP»CRPIP°C,Pé



CHC-PIPpPSCH CI'PiPuCtP&éC, C-C+PSPsPiPs P°PSC,P&PiPuPSCY
PiPpCEHPuPrPjC-C...CFCEPSPIPSC— P-P°P»PsP-Pé (PSA).

P&kPuPsP+C...C-PrPSPs P- PsCI'PsP+P»P&éPIPsChR PsP+PuCEPuPYPSC-CI'C,Ch
PiCRHP&P-PSP°C+P°C,Pé PiCHPuPiP°CHP°C, PiP°CtC-C”PSC,P°Pj P- C,CIIP{PePsCh
C,PsCHPjPsChR PSPECHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PeP»C-CHPuPSCI
PeCHPpP°C,PEPSC-PSCr < 10 PjP»/C...PI) C{PuCHPpP- PIC-PrCI'CfC,PSC-CI'C,CH
PrPsCI'C,P°C,PSCHPsPiPs PeP»C-PSC-C+PSPsPiPs PrPsCI'PIC-PrCr.

P—CHRC-PrPeP° PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs CHPsP-PIPEC,PsPe
P°PSPiC-PsPSPuPICHPsC,PéC+PSPsPiPs PSP°P+CHCILIPeCt PiC-CI'P»CII
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CP»PsP-PéPSCT. P] C,P°PePsPjCr PIPéPiP°PrPeCr
P»C-PeCrPIP°PSPSCII CI'P»C-Pr PSPuPiP°PN.PSPs PiCKP&éPiPéPSP&C,Pé C,P°
PePsPSC,CHPsP»CRPIP°C,Pé CI'C,P°PS PiP°CtC-C”PSC,P° PrPs P-PSPéPePSPuPSPSCII
PSP°P+CHRCIIPeCY, C,P°PjCI'CfP»PsP-PEPS PSPu CI'P»C-Pr PiCHP&PNPjP°C,Pé
PiPsPIC,PsCHPSPs.

P] PrPuCIIPePé&C... PiP°C+C-C”PSC,C-PI, CIIPeC- PiCHP&PNePjP°P»Pé& P°P+Ps
PiCEP&PNPjP°CRC,CH C,P°PjCI'CfP»PsP-P&PS, PiC-Pr C+P°CI" C...C-CHCrCHPiC-C+PSPsPiPs
PIC,CHCrC$P°PSPSCII P- PiCRP&PIPsPrCt PIPEPrP°P»PuPSPSCII PeP°C,P°CEP°PeC,Pé C-
PiP»P°CrPePsPjPé PIC-PrP-PSP°C+P°P»P°CI'CLI PSPuCI'C,P°P+C-P»CHPSC-CI'C,CH
CEP°PNePrCrPIPSPsC— PsP+PsP»PsPSPePé PsPeP° (CI'PéPSPrCEPsPj P°C,PsPSC-C+PSPsC—
P-C-PSP&CtC- (IFIS), PIP°CHC-P°PSC, CI'PéPSPrCEPsPjCr P-PICFPIPuPSPsC— P-C-PSPECTC-),
PiPsPIER™ CIIP-P°PSP° P- P+P»PsPeCrPIP°PSPSCIIPj B B B B B B B B a,-CHPuCtPuPiC,PsCRC-PI.
IFIS P-P+C-P»CHCECIC” CRHP&P-PéPe CRPsP-PIP&C,PeCr PsC+PSPEC... CFCI'PeP»P°PrPSPuPSCH
PiC-Pr C+P°CI P°P+Ps PiC-CI'P»CII C,P°PePsC— PsPiPuCHP°CtC-C—.

PiPe PiCHP°PIP&P»Ps, P-P° 1-2 C,PéPIPSC- PiPuCEPuPr PiCHPsPIPuPrPuPSPSCIIPj
PsPiPuCHP°CtC-C— P- PiCRHP&PIPSPrCr PeP°C,P°CRP°PeC,Pé C- PiP»P°CrPePsPjPé
CBPuPePsPjPuPSPrCrC”C,CHCI'CII PICHPEPiPEPSPEC,Pé P»C-PeCrPIP°PSPSCII
C,P°PjCI'CtP»PsP-P&PSPsPj, PiCHPsC,Pu PePsCHPECI'C,Clh, PrPsCtC-P»CHPSC-CI'C,CH C,P°
C,PuCHPjC-PSPé PiCHP&PiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII C,P°PjCI'CP»PsP-PEPSPsPj
PSP° CI'CHbPsPiPsPrPSC- C,PsC+PSPs PSPy PICI'C,P°PSPsPIP»PuPSC-. PuCHPs IFIS
PiPsPIC-PrPsPjP»CIIP»PsCI'CII C,P°PePsPY C- Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCRP&PiPEPSPEP»Pé P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CtP»PsP-PéPSCr
PIPiCHPsPrPsPIPY P+C-P»CHC€ C,CHPEPIP°P»PsPiPs PiPuCRHC-PsPrCr PrPs
PiPsC1P°C,PeCr PsPiPuCHP°CtC-C—.

P PsP-PiPsC+PéPSP°C,Pé C,PuCEP°PiC-ChR C,P°PjCI'CtP»PsP-P&PSPsPj
PiC-PrCEPsC...P»PsCEP&PrPsPj PSPu CEPpPePsPjPuPSPrCrC”C,CECI'CLI PiP°C+C-C”PSC,P°Pj,
CLIPeP&Pj P-P°PiP»P°PSPsPIP°PSP° PsPiPuCEP°CtC-CLI P- PICHP&PIPsPrCt PeP°C,P°CHP°PeC,Pé
P°P+Ps PiP»P°CI-PePsPjPé. PuCEPé PiC-PrPiPsC,PsPICtC- PrPs PsPiPuCHP°C+C-C—
C...C-CECtCHPiPé-PsC, C,P°P»CHbPjPsP»PsPiPé PjP°CRC,CH PrC-P-PSP°C,P&CI'CLI, C1Pé
PiCHP&PN:PjP°PI (P°P+Ps PiCEP&PN:PjP°C”) PiP°CtC-C"PSC, C,P°PjCI'C{-P»PsP-P&éPS, P-
PjPuC,PsCh PiPsPiPuCHPuPrPIPuPSPSCII PjPsPYP»P&PIPEC... CECI PeP»P°PrPSPuPSCH,
PiPsPIEF™ CLIP-P°PSP&C... P- IFIS.

P§/P°PjCI"CP»PsP-PéPS C-PSC,PuPSCI'PEPIPSPs PjPuC,P°P+PsP»C-P-CC”C,CHCICL,
PiPsP»PsPIPSP&Pj C+P&éPSPsPj CYP3A4 C- CYP2D6. PyP°C+C-C”PSC,P°Pj P- PSP&P-CHbPeP&P;
PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6 PSPu CI'P»C-Pr PiCEP&P-PSP°CHP°C,Pé



C,P°PjCI'CtP»PsP-P&PSCt PiC-PrCEPsC...P»PsCEP&Pr Ct PePsPjP+C-PSP°C{C-C— P-
CI'PP»CHPSP&PjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 (PSP PiCEP&PeP»PPr
PePLC,PsPePSPSP°P-PsP»PsPj).

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRHPéPr CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,Ch Cr PiPsC”PrPSP°PSPSC- P- CI'P&P»CHhPSP&PjPé
(PSP°PiCRP&PeP»P°Pr PePuC,PsPePsPSP°P-PsP»PsPj) C- PiPsPjC-CHPSP&PjPé
C-PSPiC-P+C-C,PsCRP°PjPé CYP3A4 (PSP°PiCRP&éPeP»P°Pr PuCRP&C,CHPsPjC-CtPEPSPsPj)
(PrPé&PI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CRCI' CIhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PuPsPIC-PrPsPjP»CLIP»PsCI'CH PiCHPs PIPéPiP°PrPePé P°P»PuCHPiC-C+PSPEC...
CBPuP°PeCtC-PNe PSP° C,P°PjCI'CIP»PsP-PéPS Cr PiP°C+C-C”PSC,C-PI P- PSP°CIIPIPSC-CI'C,Ch
PI P°PSP°PjPSPuP-C- P°P»PuCHPiC-C— PSP° CI'CrP»CHC, P°PSC-P»P°PjC-PrPé. PYP»C-Pr
PrPsC,CHPEPjCIPIP°C,PECI'CH PsP+PuCHPuPIPSPsCI'C,C- PiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C,P°PjCI'CrP»PsP-P&éPSCr PiC-PrCHPsC...P»PsCHPéPrCr PiP°CtC-C”PSC,P°Pj, Cr CLIPeP&C...
CEP°PSC-C€Pp PIC-PrP-PSP°C+P°P»P°CI'CH P°P»PuCEPiC-CII PSP°
CI'CrP»CHC,P°PSC-P»P°PjC-PrPé.

PuCHPuPiP°CEP°C, CI'P»C-Pr PiCEP&PN-PjP°C,Pé P-P° PiCEP&P-PSP°C+PuPSPSCIIP]
P»C-PeP°CRCIL

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

PjP°PjCI'CIP»C-Pr PSPy PiPsPeP°P-P°PSP&PNe PrP»CII P-P°CI'C,PsCI'CPIP°PSPSCII
PYC-PSPeP°Pj.

PrPuCHEC,PéP»CHPSC-CI'C,CH. PiuC-Pr CP°CI" PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH
C,P°PjCI'CIP»PsP-PéPSCr PiCEPsC,CIIPiPsPj PePsCEHPsC,PePsPiPs C,P° C,CHP&PIP°P»PsPiPs
C$P°CI'Cr PIC-PrPjC-C$P°P»P&CI'CII PiPsCHCrCEPpPSPSCII PuCLIPeCrP»CLICtC-C—.
P’P&PiP°PrPePé PiPsCHCrCEPUPSPSCII PuCILIPeCrP»CLICtC-C—, CEPuC,CHPsPiCHP°PrPSPsC—
PuCILIPeCrP»CIICTC-C— C- PSPuPrPsCI'C,P°C,PSCHPsC— PuCILIPeCrP»CIICTC-C—
PIC-PrP-PSP°C#P°P»P&CI'CI] PI PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PN:PSPEPN: PiPuCHC-PsPr
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P°PjCI'C+P»PsP-P&PSCY.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CEPuP°PeCtC-C— PiCEPé
PePuCEHC#PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI'P»C-PrPYPuPSPSCII PIPiP»P&PICt PiCEPuPiP°CEP°C,Ct PSP° P-PrP°C,PSC-CI'C,CH
PePuCHCrPIP°C,Pé P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé PSPu PiCRPsPIPsPrPéP»PECI'CII. PhPrPSP°Pe PiP°CtC-C”PSC,C-PI
PSPuPsP=+C...C-PrPSPs PiPsPiPuCEPuPrPéC,Pé PiCEPs PjPsPIP»P&PIC-CI'C,CH
PIPEPSP&PePSPuPSPSCII CI'PsPSP»P&PIPsCI'C,C-, PiPsPjCrC,PSC-PSPSCII P-PsCRCT,
P-P°PiP°PjPsCHPsC+PuPSPSCII C,P° PSPuPiCHPEC,PsPjPSPsCI'C,C-.



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

P PpuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PrP»CII PrPsCHPsCI'P»PéC... BR“ 1
PeP°PiCI'CrP»P° C%oPsPrPuPSPSPs, PiC-CI'P»CLI CI'PSC-PrP°PSPeCt P°P+Ps PiC-CI'P»CII
PiPuCHCEPsPiPs PiICHPEPNePsPjCt C—PYC-. PisP°PiCI'CrP»Cr CI'P»C-Pr PePsPIC,P°C,Pé
CtC-P»PsCh, CI'PéPrCIIC+Pé P°P+Ps CI'C,PsCIIC#Pé. PmP°PiCI'CfP»Cr PSPu PjPsPYPSP®
CEHPsP-PYPsPICIPIP°C,Pé, CHPsP-P»P°PjCrPIP°C,Pé, PsCI'PeC-P»CHPePé CtPp P+CrPrPu
PiPuCHPuCEPePsPrPIP°C,Pé PjPsPrPéC,C-PePsPIP°PSPsPjCt PIPéPIC-P»CHPSPuPSPSCh
P°PeC,PéPIPSPsPiPs C-PSPiCHPuPrC-C”PSC,P°.

PyP°C+C-C”PSC,Pé P»C-C,PSCEbPsPiPs PIC-PeCé PSPy PiPsC,CEPuP+CrCRC,CH
PePsCEPpPeCtC-C— PrPsP-Pé. PhPrPSP°Pe CI'P»C-Pr PjP°C,Pé PSP°® CEPIP°P-C-, C%oPs Cf
PiPpCHC-P°C,CEP8CtPSP&C... PiP°CC-C”PSC,C-PI CRP&P-PéPe PsCHC,PsCI'C,P°C,P&C+PSPsC—
PiC-PiPsC,PpuPSP-C-C— P-P+C-P»CHCEPUPSPEPNe.

PyP°Ct+C-C”PSC,P°Pj P- PSP6CFPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR PSPu
PiPsC,CRC-P+PSP° PePsCEPuPeCtC-CII PrPsP-Pé.

PyP°C+C-C”PSC,P°Pj P- PiPuC+C-PSPePsPIPsCE PSPuPrPsCI'C,P°C,PSC-CI'C,CR
PiPsPjC-CEPSPsPiPs C,P° CI'PuCHPuPrPSCHPsPiPs CI'C,CtPiPuPSCLI C,CLIPIPePsCI'C,C- PSPy
PiPsC,CHC-P+PSP° PePsCEPuPeCtC-CLI PrPsP-Pé (PrPéPI. C,P°PePsPY
B«PyCEPsC,PéPiPsPeP°P-P°PSPSCLIB»).

P"C-C,Pé.

PuCHPuPiP°CEP°C, PSPu P-P°CI'C,PsCI'PsPICFPIP°C,Pé PrC-C,CLIPj. P‘PuP-PiPuPeP° C,P°
PuC, PpPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CfP»PsP-P&PSCr PrC-C,CLIPj
(PrPs 18 CHPsPeC-PI) PSPu PsCtC-PSCRPIP°P»P°CI'CHb.

PuPuCEPuPrPsP-C4PIP°PSPSCIL.

PYPéPjPiC,PsPjPé. PuPuCEPpPrPsP-CrPIP°PSPSCII C,P°PjCI'CIP»PsP-P&PSCT
PiC-PrCHPsC...P»PsCEP&PrCr PjPsPIPu CI'PiCRP&C+PEPSP&C,Pé PiPsCI'C,CHC- C,P° C,CLIPfPeC-
PiC-PiPsC,PuPSP-P&PIPSC- PuC,PuPeC,Pé, P° C,P°PePsPY P+P»CRPIP°PSPSCII C,P°
PiCRPsPSPsCI". PCLIP{PeC- PiC-PiPsC,PpPSP-PEPIPSC- PuC, PuPeC,Pé
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CI] PiCHPé CRHC-P-PSPEC... CI'C,CrPiPuPSCIIC...
PiPuCHPpPrPsP-CrPIP°PSPSCIJ.

P>C-PeC3PIP°PSPSCII. P] CEP°P-C- PIP6PSP&PePSPRPSPSCII PiPsCI'C,CHPsC—
P°CEC,PpCEC-P°P»CHPSPSC— PiC-PiPsC,PuPSP-C-C— PIPSP°CI'P»C-PrPsPe
PiPuCEPuPrPsP-CfPIP°PSPSCII CI'P»C-Pr PiCEPsPIPsPrP&C,Pé PiC-PrC,CEP&PjCEPIP°P»CHbPSCE
C,PuCHP°PiC-CR, CI'PiCECLIPjPSPIP°PSCYt PSP°® PIC-PrPSPsPIP»PuPSPSCII
PSPsCEPjP°P»CHPSPsC— C,CFPSPeCC-C— CI'PpuCEC{PuPIPs-CI'CfPrPéPSPSPSC—
CI'P&CI'C,PpPjPé (PSP°PiCEP&PeP»P°Pr, PiP°CtC-C”PSC, PjP°C” PiCRP&PN-PSCIIC,Pé
PiPsCEP&P-PsPSC,P°P»CEHbPSPy PiPsP»PsPIPuPSPSCLI). PiPeC%oPs C+Pu PSPy
PrPsPiPsPjP°PiP°C”, CI'P»C-Pr PiCEPsPIPuCI'C,Pé C-PSC, CtP-C-PN:PSCF C,PuCEP°PiC-CR C,P°
PiCEP&P-PSP°C4P&C,Pé PIP°P-PsPiCHPRCI PsCRPSC- P-P°CI'PsP+Pé. PYP»C-Pr
PePsPSC,CEPsP»CRPIP°C,Pé C, CIPSPeCC-CR PSPECEPsPe C,P° PiCEPsPIPsPrPéC,Pé
P-P°PiP°P»CEbPSC- PiC-PrC,CEP&PjCIPIP°P»CHPSC- P-P°C...PsPrPé. PSPpCHPuP-



PIPECI'PsPeP&PNe CI'C,CrPiC-PSCH> P-PIBF™ CIIP-CrPIP°PSPSCII C,P°PjCI'CfP»PsP-P&PSCr P-
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCRHPsPIC- PiCHPsPIPuPrPuPSPSCII PiPuPjPsPrC-P°P»C-P-Cr
PSP°PICRHCIIPr C$Pé PrPsCtC-P»CHbPSPp.

P— PjPuC,PsCh PiCHP&éPiP&PSPuPSPSCII PiPsPrP°P»CHCEPsPiPs PICI PjPsPeC,CrPIP°PSPSCII
PiCHPpPiP°CRHP°C,Cr PjPsPYPSP°® CE£C,CrC+PSPs PIPEPeP»PéPeP°C,Pé P+P»CRPIP°PSPSCII.
PuCHPé PiPuCHPpPrPsP-CrPIP°PSPSC- P-PSP°C+PSPsCh PeC-P»CHPeC-CI'C,Ch
PiCHPpPiP°CHP°C,Cr PiP°CtC-C”PSC,Cr CI'P»C-Pr PiCHPsPjPéC,Pé CEP»CrPSPsPe, PjPsPPSP®
P-P°CI'C,PsCI'CrPIP°C,Pé P°PeC,P&PIPsPIP°PSPu PICFPiC-P»P»CII C,P°
PSP&P-CHPePsPsCI'PjPsC,PéC+PSC- PiCHPsPSPsCI'PSC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe
CI'CrP»CHC,P°C, PSP°C,CHC-Ch.

PyPsP+C-CPSC- CEPpP°PeC+C-C—.

PuPsP+C-C$PSC- CHPpP°PeCtC-C— PeP»P°CI'PEC, C-PePsPIP°PSC- P-P° PsCHPiP°PSP°PjPé C-
CI'PECI'C,PpPjP°PjPé C,P° C+P°CI'C,PsC,PsCh C—C... PIPéPSPéPePSPuPSPSCII: C+P°CI'C,Ps

(> 1/100, < 1/10); PSPuC+P°CI'C,Ps (> 1/1000, < 1/100); CEC-PrPePs (> 1/10000, < 1/1000);
PrCrPYPu CHC-PrPePs (< 1/10000), PSPpuPIC-PrPsPjPs (PSPuPjPsPYP»P&PIPs PsCtC-PSP&C,Pé
P-P° PrPsCI'C,CrPiPSPéPjPé PrP°PSPEPjPE).

P¥PuCHPIPsPIP® CI'PéCI'C,PuPjP°: C{P°CI'C,Ps BR“ P-P°PiP°PjPsCHPsCPuPSPSCI],
PSPuC$P°CI'C,Ps R PiPsP»PsPIPSPéPNe P+C-P»Clh, CHC-PrPePs BR”
PSPuPiCRHPEC,PsPjPSC-CI'C,CH (CI'PEPSPePsPiPp).

PKRCEHPiP°PSPé P-PsCHCé: PSPuPIC-PrPsPjPs 8h“ P-P°C,CrPjP°PSPuPSPSCLI P-PsCHCr*,
PiPsCHCrCE€PuPSPSCLI P-PsCHCr*.

PYPuCEKC1PuPIPs-CI'C4PrPéPSPSP° CI'PéCI'C,PuPjP°: PSPnC+P°CI'C,Ps BR”
PsCHC,PsCI'C,P°C,PéC+PSP® PiC-PiPsC,PuPSP-C-Cl], PIC-PrC+CrC,C,CII
CI'PuCHCtPuP+PEC,C,CII (PiP°P»CHPIC-C,P°CtC-CIL).

P”PéC...P°P»CHPSP° CI'PECI'C,PuPjP°: PSPuC+P°CI'C,Ps BR“ CHP&PSC-C,, PSPuPIC-PrPsPjPs BR“
PSPsCI'PsPIP® PeCHPsPIPsC,PuCP°*.

P PuPiCEPsPrCéPeC,PéPIPSP° CI'PéCI C,PuPjP°: C+P°CI'C,Ps BR“ CHPsP-P»P°Prpé
PuCILIPeCrP»CIICtC-C—, PIPeP»CRCP°CRCtPé CHPuC,CHPsPiCHP°PrPSCr
PuCILIPeCrP»CIICTC-ChR C- PSPuPrPsCI'C,P°C,PSC-CI'C,CH PuCIIPeCrP»CIICtC-C—, PrCrPYPu
CHC-PrPePs 8R“ PiCHC-P°PiC-P-Pj.

PyCEP°PIPSPéPNe C,CFP°PeC,: PSPuC+P°CI'C,Ps 8" P-P°PiPsCH, PrC-P°CEPuClLI, PSCrPrPsC,P°,
P+P»CRPIP°PSPSCII, PSPuPIC-PrPsPjPs 8f“ CI'CtC...C-CI"C,CH Cr CHPsC,C-.

PEPeC-CEP®, PiC-PrC€PeC-CEPSP°® PeP»C-C,PePsPIPEPSP°: PSPuCP°CI'C,Ps BB
CI'PIPuCEHP+C-PY|, PIPECI'PéPiP°PSPSCII, PeCHPsPiPéPIs ™ CLIPSPeP°, CRC-PrPePs BR"
P°PSPiC-PsPSPuPICHPsC,PéC+PSPéPNe PSP°P+CHCIIPe, PrCrPYPu CHC-PrPePs 8R*
CI'PéPSPrCHPsPj PYC,C-PIPuPSCI'P°-P”PYPsPSCI'PsPSP°, PSPuPIC-PrPsPjPs "
PjCrP»CHC,PéC, PsCRHPjPSP° PuCHP&C,PuPjP°*, PuPeCI'C, PsP»C-P°C,PEPIPSPEPN:
PrPuCHPjP°C,P&C,*, CRPuP°PeCtC-C— C,PsC,PsC+CrC,P»P&PIPsCI'C,C-*.

P—P°PiP°P»CHbPSC- CEHPsP-P»P°PrPé: PSPuC+P°CI'C,Ps 8" P°CI'C,PuPSC-CI].



*P’C-PrPjC-C$P°P»P&CI'CI]I PI PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PNePSP&PNe PiPpCHC-PsPr
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°PjCI'CrP»PsP-PéPSCY.

PsCHC-Pj PIPEC%oPpP-P°P-PSP°C+PuPSPéEC... PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe, Cr
PiC-CI'P»CLICEPuC”CI'C,CHP°CtC-PNePSP&PNe PiPuCHC-PsPr PSP°PrC...PsPrPéP»Pé
CI'PiPsPSC,P°PSPSC- PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs PIP&PiP°PrPePé
P°C,CHC-P°P»CHPSPsC— C, C-P+CHP&P»CLICtC-C—, C,P°C...C-PeP°CHPrC-C—,
P°CEP&C,PjC-C—, PrPéCI'PiPSPsPu. PhCI'PeC-P»CHsPePé PiCHPs P-P°P-PSP°C+PuPSC-
PIPEPiP°PrPePé PiPsPIC-PrPsPjP»CIIP»PsCI'CII CI'PiPsPSC,P°PSPSPs, C+P°CI'C,PsC,P°
CHPuP°PeCtC-PNe C,P° C—C... P-PIBR™ CLIP-PsPe P- C,P°PjCI'CrP»PsP-PEPSPsPj PSPu
PjPsPYCrC,CH P+CrC,Pé PrPsCI'C,PsPIC-CHPSPs PIPéP-PSP°C+PuPSC-.

PiPe C- PiCEPé PiCEP&PNPsPjC- C-PSCEP&C... P°P»CHbC, P°-P+P»PsPeP°C,PsCHC-PI, PjPsPPp
CI'PiPsCI'C,PuCHC-PiP°C,PECI'CII CI'PsPSP»PéPIC-CI'C,CH, CI'CfC...C-CI'C,CH Cf CRHPsC,C-,
PSP°P+CHCIIPePé.

PhPiP&CI'P°PSC- PIP&PiP°PrPePé C-PSC,CHP°PsPiPuCEP°CtC-PN.PSPsC—
PSPuCI'C,P°P+C-P»CHPSPsCI'C,C- CHP°PNePrCrPIPSPsC— PsP+PsP»PsPSPePé PsPeP®
(PIP°CHC-P°PSC, CI'PéPSPrCHPsPjCr PICP-CHhPePsC— P-C-PSP&CtC-, PIC-PrPsPjPéPNe CLIPe
IFIS) PiC-Pr C$P°CI" PsPiPuCHP°C+C-C— P- PiCHP&PIPsPrCr PeP°C,P°CHP°PeC,Pé C,P°
PiP»P°CrPePsPjPé Cr PiP°CtC-C”PSC,C-PI, CIIPeC- C,CHP&PIP°P»P&PNe C+P°CI’
PiCEP&PNPjP°P»Pé C,P°PjCI'CIP»PsP-P&PS.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 3 ChPsPePé.

P&Pp P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-CI'P»CILI P-P°PeC-PSC+PuPSPSCII
C,PuCHPjC-PSCr PiCHPEPrP°C,PSPsCI'C,C-, PIPeP°P-P°PSPsPiPs PSP° CtPiP°PePsPICtC-.

PJPjPsPIPe P-P+PpuCHC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHPSC-PNe C1PiP°PePsPICtC- PiCHP&
C,PuPjPiPuCEP°C,CtCHC- PSPu PIP6C%oPy 25 B°PY.

P—P+PuCEC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCrt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

P1iPs 10 PeP°PiCI'CfP» PI P+P»C-CI'C,PuCEC-, PiPs 3 P+P»C-CI'C,PuCHPé PI PiP°C+CtC-.

PP°C,PpPiPsCHC-CII PIC-PrPiCrCI'PeCr. P—P° CRPuCtPuPiC,PsP;.

P'PeCHPsP+PSP¢Pe.



PuCtP+P»C-C+PSPp P°PeCtC-PsPSPRCHPSPy C,PsPIP°CRP&CI'C,PIPs B«P&P°CrPePsPIPs-
PIP&CEPsP+PSP&CPEPNe C1PuPSC,CE B«P'PsCEC%oP°PiC-PICI CEbPePEPNe C...C-PjC-PePs-
C, P°CHPjP°CtPuPIC,PEC+PSPEPNe P-P°PIPSPrBy.

PwC-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPéCEPsP+PSP&éPeP° C,P° PNePsPiPs
P°PrCHPpCIP° PjC-CI'C1CII PiCEPsPIP°PrPIPuPSPSCII PrC-CIIP»CHPSPsCIC,C-.
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