PtPkPYPyP PJPuP|PtPi

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

PsPHPYPhP”PePLPY

(CASODEX"®)

PYPecP»P°Pr:
PrC-CRC1P° CEPuC#PsPIP6PSP°: P+C-PeP°P»CrC,P°PjC-Pr;

1 C,P°P+P»PuC,PeP°, PIPeCEPEC,P° PiP»C-PIPePsPIPsCH PsP+PsP»PsPSPePsCH,
PjC-CI'C,P&C,CHb 50 PjPi P+C-PeP°P»CrC,P°PjC-PrCr;

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHP°C,; PjP°PiPSC-Ch
CI'C,PuP°CEP°C,; PiC-PiCHPsPjPuP»PsP-P°; PjP°PeCHPsPiPsP» 300; PiPsPIC-PrPsPS;
PSP°C,CEC-CR PeCEPsC...PjP°P»CHPiP»C-PePsP»CIIC, (C,PéPi Ph); C,PEC,P°PSCT
PrC-PsPeCI'PéPr (Pe 171).

P>C-PeP°C’5Cl'"CH>PeP° C,PsCRHPjP°. PyP°PxP»PuC,PeP¢, PIPeChHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PeCECLPiP»C-,
PrPIPsPsPiCIPeP»C-, P+C-P»PsPiPs PePsP»CHPsCEHCT C,P°P+P»PuC,PePé, PIPeCEPEC,C-
PiP»C-PIPePsPIPsCER PsP+PsP»PsPSPePsCR, P- C,PéCI'PSPRPSPSCILIPj Cdx 50 P- PsPrPSPsPiPs
P+PsPeCr C,P° P»PsPiPsC,PéPiPsPj P- C-PSCEPsPiPs.

PxP°CHPjP°PePsC,PuCEP°PiPpPIC,PéC+PSP° PiCHCiPiP°. PhPSC,PéP°PSPrCEHPsPiPuPSPSC-
P-P°CI'PsP+Pé. PrsPsPr PHPyX L02B BO3.

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

PmP°CI'PsPrPuPeCI’ C” PSPuCI'C,PuCHPsC—PrPSPéPj P°PSC,PEP°PSPrCHPsPiPuPSPsPj, C%oPs
PSPu PjP°C” C-PSCEPsPiPs PIPiP»P&PICH PSP° PuPSPrPsPeCHPEPSPSCT CI'PECI'C,PuPjCr.
PuCHPuPiP°CEP°C, P-PIsE™ CLIP-CfC”C,CHCI'CII P- P°PSPrCEHPsPiPuPSPSP&PjPé
CHBPuCtPuPiC,PsCRP°PjPé, PSPp P°PeC,PéPICFCRCHPé PuPeCI'PiCHPuCI'C-Ch PiPuPSC-PI,
C,P°PePéPj C+P&PSPsPj PiCHP&PiPSC-C+CrCRCtPé P°PSPrCHPsPiPuPSPSC- CI'C,PéPjCIP»Pé. P’
CHPpP-CrP»CHC,P°C,C- C,P°PePsPiPs PiCHP&éPiPSC-C+PuPSPSCII
CI'PiPsCI'C,PuCRC-PiP°C”C,CHCI'CLI CRPuPiCEPuCI'C-CII PiCrC...P»PéPSPé
PiPuCHPuPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé. PiiCHPé PIC-PrPjC-PSC- PmP°CI'PsPrPuPeCI'Cr



Cr PiPpPIPSPsC— C+P°CI'C,PéPSPé PiP°CtC-C”PSC,C-PI PjPsPYPu PIPEPSPéPePSCrC,Pé
CI'PéPSPrCEPsPj PIC-PrPjC-PSPé.

PmBP°CI'PsPrPuPeCI’ C” CRP°CtPuPjC-C+PSPsCh CI'CrPjC-CE£CECHR C-P-
P°PSC,PéP°PSPrCHPsPiPuPSPSPsCh P°PeC,PéPIPSC-CI'C,Ch, PiCEPuPrCI'C,P°PIP»PuPSPsCh
PjP°PNePPp PIP&PeP»CRCPSPs (R)-PuPSP°PSC,C-PsPjPuCHPsP;.
PxP°CEPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PsCRP+CtC-CII

PmP°CI'PsPrPuPeCI PrPsP+CHPu P°P+CI'PsCHP+CrC”C,CHCI'CII PiCHPé
PiPpCHPsCHP°P»CIHPSPsPjCr PiCEPéPNePsPjC-. P”PsPeP°P-Pé PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oPsPiPs PIPiP»P&PICT PiCHP&PN:PsPjCt C—PC- PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCHPuPiP°CRP°C,Ct PIC-PrCI'CrC,PSC-.

P PsP-PiPsPrC-P»

PmBP°CI'PsPrPuPeCI” PjP°C” PIPECIPsPePéPNe CI'C,CrPiC-PSCH P-PIBF™ CIIP-CrPIP°PSPSCI] P-
P+C-P»PeP°PjPé (CHP°CtPuPjP°C, 96 %, (R)-PuPSP°PSC,C-PsPjPuCH > 99 %) C-
PiC-PrPrP°C”C,CHCI'CII C-PSC,PuPSCI'PEPIPSPsPjCr PjPuC,P°P+PsP»C-P-PjCt (CEP»CIIC...PsPj
PsPeP&CI'P»PuPSPSCII C,P° PiP»CRPeCrCRPsPSC-P-P°CtC-C—); PNePsPiPs
PjPuC,P°P+PsP»C-C,Pé PIPEPIPsPrCIIC,CHCI'CII PSPéCHPeP°PjPé C,P° P- PIPsPIC{ChH
PiCHPEéP+P»P&P-PSPs PI PsPrPSP°PePsPIC-PNe PeC-P»CHPePsCI'C,C-.

P‘C-PsC,CRP°PSCI'C,PsCRPjP°CtC-CII

(S)-PuPSP°PSC,C-PsPjPuCF PrCrPIPu CEPIPéPrPePs PIPéPIPsPrPéC,CHCI'CI] PI
PiPsCHC-PIPSCIIPSPSC- P- (R)-PuPSP°PSC,C-PsPjPuCHPsPj; PIPEPIPuPrPuPSPSCII
PsCI'C,P°PSPSCHPsPiPs P- PiP»P°P-PjPé CI'C,P°PSPsPIP&éC,CH PiCHP&P+P»P&éP-PSPs 1
C,PEPYPrPuPSCH.

PuCEHPé C%oPsPrPuPSPSPsPCl PiCHP&PNPsPjC- PiCHPRPiP°CEP°C,Cf PrsP°CI'PsPrPuPeCI” (R)-
PuPSP°PSC,C-PsPjPuCE PIPSP°CI'P»C-PrPsPe PNePsPiPs C,CEP&PIP°P»PsPiPs PiPpuCHC-PsPrCr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII PeCrPjCP»CRC”C,CHCI'CLI PI PiP»P°P-PjC- PeCHPSPIC- PI 10-
PeCEP°C,PSC-PNe PePsPSCPuPSC,CEP°CC-C—.

PuP»P°C,Ps PePsPSCtPuPSC,CHP°CtC-C— (R)-PuPSP°PSC,C-PsPjPuCHP° PSP° CHC-PIPSC-
PiCHPEéP+P»P&P-PSPs 9 PjPePi/PjP» CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII PiCHPé
PiCEP&P-PSP°C+PuPSPSC- PrPuPSPSPsC— PrPsP-Pé 50 PjPi PsP°CI'PsPrPuPeCI'Ct. PJ
CI'C,P°P+C-P»CHPSC-PNe C, P°P-C- PSP° C+P°CI'C,PeCt PiPpCHPuPIP°PYPSPs
P°PeC,PéPIPSPsPiPs (R)-PuPSP°PSC,C-PsPjPuCHP° PiCHPéPiP°PrP°C” 99 % P-P°PiP°P»CHPSPsC—
PeC-P»CHPePsCI'C,C- CtPéCHPeCrP»CRCRC+P&C... PuPSP°PSC,C-PsPjPuCHC-PI.

P+P»C-PjC-PSP°CtC-CI]I (PIPePIPuPrPuPSPSCII)

P1uC-Pr CP°CI" PeP»C-PSC-C+PSPsPiPs PrPsCI'P»C-PrPPuPSPSCII CI'PuCHPuPrPSCII
PePsPSCtPuPSC,CHP°CtC-CII (R)-P+C-PeP°P»CrC,P°PjC-PrCr PI CI'PiPuCHPjC-
C1PsP»PsPIC-PeC-PI, CIIPeC- PsC,CHP&PjCrPIP°P»Pé PP°CI'PsPrPuPeCI” 150 PjPi,
CI'C,P°PSPsPIP&P»P° 4,9 PjPePi/PjP». PiC-P»CHPeC-CI'C,CH P+C-PeP°P»CrC,P°PjC-PrCr,
CILIPeP® PiPsC,PuPSCtC-PNePSPs PiPsC,CHP°PiP»CIIC” PI PsCEPiP°PSC-P-Pj PYC-PSPePé-



PiP°CHC,PSPuCHP® PiC-Pr C+P°CI’ CI'C,P°C,PuPIPsPiPs P°PeC,Cr, PSPEP-CHPeP® C- PjPsPPu
CI'C,P°PSPsPIP&C,Pé PiCEP&P+P»P&P-PSPs 0,3 PjPePi/PjP», C%oPs PSPEPYCEPy, PSC-PY
CEC-PIPuPSCH, CIIPePéPNe Cf P»P°P+PsCHP°C,PsCHPSP&C... C,PIP°CHPEPS
PiCHP&P-PIPsPrP&éC,CH PrPs PIPiP»P&PICt PSP° PiPsC,PsPjCI'C,PIPs.

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

PuP°CHPjP°PePsPeC-PSPuC,PéPeP® (R)-PpPSP°PSC,C-PsPjPuCHP° PSPy P-P°P»PuPqPéC,CH
PIC-Pr PIC-PeCr, CFCHP°PJPuPSPSCII PSPECEPsPe P°P+Ps P»PuPiPePsPiPs C,P°
PiPsPjC-CHPSPsPiPs CI'C,CIPiPuPSCILI C,CLIPJPePsCI'C,C- CFCEP°PIPuPSPSCLI PiPuC+C-PSPePé&.
P+CI'PSCICRC,CH PrPsPeP°P-Pé, C%oPs Cr PiP°CtC-C”PSC,C-PI P- C,CLIPYPeP&PjPé
CICHP°PPuPSPSCILIPjPé PiPuC+C-PSPePé (R)-PuPSP°PSC,C-PsPjPuCE PiPsPIC-P»CHPSC-CEPp
PIP&PIPsPrP&éC,CHCI'CII P- PiP»P°P-PjPé PeCHPSPIC-.

P/P»C-PSC-C+PSC- C...P°CHP°PeC,PuCEP&CI'C, PéPePé.
PuPsPeP°P-P°PSPSCII.

P>C-PeCfPIP°PSPSCII CHPsP-PiPsPICI'CRPrPIPuPSPsPiPs CEP°PeCt PiCEPsCI'C,P°C,Pé Cr
PePsPjP+C-PSP°CtC-C— P- P°PSP°P»PsPiP°PjPé CFP&P»C-P-P&PSPi-C,P°PeC,PsCHP®
P»CRC,PuC—PSC-P-CFCRC$PsPiPs PiPsCEPjPsPSCY (P PxP>P*) P°P+Ps
C...C-CHCfCHPiC-C$PSPsCR PeP°CI'C,CEP°C+C-C”CR.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

PmBP°CI'PsPrPuPeCI'B PiCHPsC,PéPiPsPeP°P-P°PSPéPNe PrP»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
PYC-PSPeP°Pj C,P° PrC-C,CIIPj (PrPéPI. CEPsP-PrC-P» B«P—P°CI'C,PsCI'CfPIP°PSPSCII Cr
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- C,P° PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

P“C-PiPuCHC+CrC,P»P&PIC-CI'C,CH PrPs P°PeC,PéPIPSPsC— CHPuCtPsPIPEPSPé P°P+Ps PrPs
P+CrPrChh-CIIPePsC— P- PrPsPiPsPjC-PYPSPeC... ChPuCtPsPIP&EPS.

PhPrPSPsCHP°CI'PSP&PNe PiCEP&EPNePsPj PisP°CI'PsPrPuPeCI'Ct P- C,PuCEC, PpuPSP°PrP&PSPsPj,
P°CI'C,PpPjC-P-PsP»PsPj P°P+Ps C1P&P-P°PiCEP&PrPsPj PiCEPsC,P&PiPsPeP°P-P°PSPEPNe (PrP&PI.
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CLI P- C-PSCEP&PjPé P»C-PeP°CHCI'CHbPeP&PjPé
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-PSC€PéPjPé P»C-PeP°CHCI CHPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPe PIP-P°C”PjPsPrC-PNe.

P&Pp C-CI'PSCrC” PrPsPeP°P-C-PI C,P°CEHPjP°PePsPrPéPSP°PjC-C+PSPsC— CiPé
C,,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsC— PIP-P°C”PjPsPrC-C— PmP°CI'PsPrPuPeCI'Cr C,P°
P°PSP°P»PsPiC-PI CKPéP»C-P-PéPSPi-C, P°PeC,PsCEP° P»CRC,PuC—PSC-P-CrCRC$PsPiPs
PiPsCEHPjPsPSCT.

P”PsCI'P»C-PrPIPuPSPSCII C-n vitro PiPsPeP°P-P°P»Pé, C%oPs R-P+C-PeP°P»CrC,P°PjC-Pr C”
C-PSPiC-P+C-C,PsCHPsPj CYP3A4 C,P° PIPeCLIPIP»CLIC” PjPuPSC€PePNe
C-PSPiC-P+C-C,PsCHPSP&PNe PuC, PuPeC, PSP° P°PeC,PEPIPSC-CI'C,CH CYP 2PV9, 2PY19 C,P°
2D6.



PI'PsCtP° PeP»C-PSC-C$PSC- PrPsCI'P»C-PrPYPuPSPSCII, PI C...PsPrC- CIIPeP&C...
P-P°CI'C,PsCI'PsPICrPIP°P»Pé P°PSC,PéPiC-CHPEPS CIIPe PjP°CHPePuCH P°PeC,PéPIPSPsCI'C,C-
CtP&C,PsC...CHPsPjCrt P 450 (CYP), PSPu CI'PIC-PrC+P°C,CH PiCHPs PiPsC,PpPSCtC-PNePSCr
PIP-P°C”PjPsPrC-Ch C-P: PmP°CI'PsPrPuPeCIPsPj, CI'PuCHPuPrPSCII
PePsPSCtPuPSC,CHP°CtC-CII PjC-PrP°P-PsP»P°PjCt (PiP»PsC%oP° PiC-Pr
C,,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsChR PeCRP&PIPsCR) P-P+C-P»CHCEPEP»P°CI'CH PrPs 80 %
PiC-CI'P»CII PsPrPSPsC+P°CI'PSPsPiPs PNePsPiPs PiCHP&PN-PsPjCt PiCHPsC,CIIPiPsPj 28
PrPSC-PI C-P- PiP°CI'PsPrPuPeCIPsPj. P”P»CLI PiCHPuPiP°CEP°C,C-PI P- PICIP-CHPePé&Pj
C,PuCHP°PiPuPIC,PEC+PSPEPj PrC-P°PiP°P-PsPSPsPj C,P°PePp PiC-PrPIPéC%oPuPSPSCII
PjPsPYPpu PjP°C,Pé PIP°PYP»P&PIPn P-PSP°C+PuPSPSCII. P’C-PrPiPsPIC-PrPSPs,
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C-P: C,PuCRC, PuPSP°PrPéPSPsPj,
P°CI'C,PpPjC-P-PsP»PsPj C,P° CtP&P-P°PiCHP&éPrPsPj C” PiCEPsC,PéPiPsPeP°P-P°PSP&P;

(PrPéPI. CHPsP-PrC-P» B«PiiCHPsC,PéPiPsPeP°P-P°PSPSCIIB»). PyP°PePsPY PmP°CI'PsPrPuPeCI’
CI'P»C-Pr P- PsP+PuCHPuPYIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé C-P- C,P°PeP&PjPé
CI'PiPsP»CrPeP°PjPé, CLIPe CtP&PeP»PsCI'PiPsCEPé&PS C,P° P+P»PsPeP°C,PsCHPé
PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI. PmPsPPu PIPEPSP&PePSCrC,Pé
PSPuPsP=+C...C-PrPSC-CI'C,CH Cr P-PjPuPSC£PuPSPSC- PrPsP-Pé CtPéC...
PiCHPpPiP°CHP°C,C-PI, PsCI'PsP+P»P&PIPs CLIPeC%oPs C” PsP-PSP°PePé PiPsCI'PéP»PuPSPSCII
PIPiP»P&PICt PiCHPpPiP°CHP°C,Ct C+Pé PIPEPSP&PeP°CRC,CH PiPsP+C-C$PSC- PuC,PuPeC,Pé
PI CHPpP-CfP»CHC,P°C,C- PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI].

PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- CtP&éPeP»PsCI PiPsCHPéPSCr CHPuPePsPjPuPSPrCrCRC,CH
PiCHPsPIPsPrP&éC,Pé CHPuC,PuP»CHPSPu CI'PiPsCI'C,PuCHPuPIPuPSPSCII P-P° PNePsPiPs
PePsPSCtPpPSC,CHP°C+C-C”Ch Cr PiP»P°P-PjC- C,P° P-P° PeP»C-PSC-C+PSP&Pj CI'C,P°PSPsPj
PiP°CtC-C”PSC,P° PiC-CI'P»CII PiPsC+P°C,PeCr C+Pé PiCHP&éPiPéPSPuPSPSCII
P»C-PeCrPIP°PSPSCII PrsP°CI'PsPrPuPeCI PsPj.

P— PsP+PuCHPuPYPSC-CI'C,ChR CI'P»C-Pr PiCHP&P-PSP°C+P°C,Pé PiP°CI'PsPrPuPeCI’ PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiCKPuPiP°CRP°C,C-PI, CIIPeC- PjPsPYCrC,CH
PiCEP&PiPSC-C+CrPIP°C,Pé PsPeP&CI P»PpuPSPSCII PiCHPuPiP°CEP°C,C-PI, C,P°PePéEC... CIIPe
CtP&PjPuC,P&PrPEPS, PePuC,PsPePsPSP°P-PsP». PyPuPsCHPuC,PéC+PSPs CtPp PjPsPYPu
PiCREP&P-PIPuCI'C,Pé PrPs PiC-PrPIPEC%oPuPSPSCII PePsPSCtPuPSC,CRHP°CtC-C—
PBP°CI'PsPrPuPeCI'Cr Cr PiP»P°P-PjC-, C%oPs PjPsPYPp P-CfPjPsPIP&C,Pé PiPsCI'PéP»PuPSPSCI]
PiPsP+C-C#PSPéC... PuC, PuPeC,C-PI PiCKPuPiP°CHP°C,Cr.

P”PsCI'P»C-PrPYPuPSPSCII C-n vitro PiPsPeP°P-P°P»Pé, C%oPs PP°CI'PsPrPuPeCI PjPsPPu
PIP&C,C-CI'PSCIIC,Pé PeCrPjP°CHPEPSPsPIPéPN. P°PSC,PéPePsP°PiCrP»CIIPSC,
PIP°CEC,P°CEP&PS C-P- PrC-P»CIIPSPsPe PNePsPiPs P-PIBF™ CIIP-C+PIP°PSPSCII P
P+C-P»PeP°PjPé. PyPsPjCr PiCRPé PiCHP&P-PSP°C+PuPSPSC- PmP°CI'PsPrPuPeCI'Cr
PiP°Ct+C-C”PSC,P°Pj, CI1IPeC- PIPPu PsC,CHPéPjCrCRC,CH PeCrPjP°CHP&PSPsPIC-
P°PSC,P&PePsP°PiCP»CIIPSC,Pé, CHPuPePsPjPuPSPrCtCRC,CH PiCEPsPIPsPrPéC,Pé
CBPuC,PuP»CHPSP&PN: PjPsPSC-C,PsCHP&éPSPi PiCEPsC,CHPsPjP+C-PSPsPIPsPiPs C+P°CI'CY.

P”PsCI'P»C-PrPIPuPSPSCII C-n vitro PiPsPeP°P-P°P»P&, C%oPs P+C-PeP°P»CrC,P°PjC-Pr
PjPsP{Pu PIP&C,C-CI'PSCILIC,Pé PeCrPjP°CHPEPSPsPIPEPN. P°PSC,PéPePsP°PiCrP»CIIPSC,
PIP°CEHC,P°CHP&PS C-P- PrC-P»CILIPSPsPe PNePsPiPs P-PIBf™ CLIP-CrPIP°PSPSCI]I P-
P+C-P»PeP°PjPé. PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PiPsCI'PéP»PuPSPSCII PuC,PuPeC,C-PI
PIP°CRHC, P°CHP&PSCT C,P° C-PSCEP&C... PeCrPjP°CHPEPSPsPIPEC. ..
P°PSC,PéPePsP°PiCP»CIIPSC,C-PI PiCFPé C—C... PsPrPSPsC+P°CI'PSPsPjCr PiCHP&PNePsPjC- P-
PmP°CI'PsPrPuPeCI'PsPj. PyPsPjCr PiC-Pr C+P°CI' P-P°CI'C,PsCI'CPIP°PSPSCI]
PP°CI'PsPrPuPeCI'Ct Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsPrPSPsC+P°CI'PSPs
PsC,CHPéPjCrCRC,CH PeCrPjP°CHPEPSPsPIC- P°PSC,PéPePsP°PiCrP»CLIPSC,Pé,



CHPpPePsPjPuPSPrCrCRC,CH PiCHPsPIPsPrPéC,Pé CHPuC, PuP»CHPSPEPNe
PjPsPSC-C,PsCHP&PSPi PiiP§/PmPkP’, C- PiPsC,CHC-P+PSPs CEHPsP-PiP»CLIPSCrC,Pé
PiP&C,P°PSPSCII PiCEPs PePsCHP&éPiCrPIP°PSPSCII PrPsP-Pé P°PSC,PéPePsP°PiCrP»CLIPSC,C-PI
(PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C-
B«P1iPsP+C-C$PSC- CEPuP°PeCtC-C—B»).

P] P-PIEF™ CLIP-PeCt P- C,PéPj, C%oPs P°PSC,PéP°PSPrCHPsPiPuPSPSP°® C,PuCRP°PiC-CII
PjPsPYPu PiCHP&P-PIPsPrPEC,Pé PrPs PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Cr QT,
CI'P»C-Pr P- PsP+PuCREPpPIPSC-CI'C,Ch PiCHP&P-PSP°C$P°C,Pé PmP°CI PsPrPuPeCI’
PsPrPSPsC+P°CI'PSPs P- P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé, CIIPeC- P-PrP°C,PSC-
PiPsPrPsPIPYP&C,Pé C-PSC,PuCEPIP°P» QT P°P+Ps CI'PiCHPéC+PEéPSPEC,Pé CHPsP-PIP&C,PsPe
C€P»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PéPiCr PiC-CRCIPuC, (torsade de
pointes), C,P°PePéPjPé CIIPe P°PSC,PéP°CRHP&C,PjC-C+PSC- PiCKPuPiP°CRHP°C,Pé PeP»P°CI'Cr IA
(C...C-PSC-PrPéPS, PrPéP-PsPiC-CHP°PjC-Pr) P°P+Ps PeP»P°CI'Cr III (P°PjC-PsPrP°CHPsPS,
CI'PsC,P°P»PsP», PrPsC, PuC,PéP»C-Pr, C-P+CrC,PéP»C-Pr), PjPuC,P°PrPsPS,

PjPsPeCI'PéC, P»PsPeCI'P°CtP&PS, PSPuPNeCHPsP»PuPiC,PéPePé C,PsC%oPs. (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-B P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P”C-C,Pe.

P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C"PjPsPrC-C— PiCEPsPIPuPrPuPSC- C,C-P»CHPePé P-P°
CrC+P°CI'C,Ch PrPsCEHPsCI'P»Pé&C....

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

P>C-PeCrPIP°PSPSCII PiCRPuPiP°CRP°C,PsPj CI'P»C-Pr PiPsC+P&éPSP°C,Pé PiC-Pr
P+PpP-PiPsCI' PuCHPuPrPSC-Pj PSP°PiP»CIIPrPsPj P»C-PeP°CRHCII. PisP°CI'PsPrPpuPeCI’
P°PeC,P&PIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PI PiPuC+C-PSCtC-. PuPuPIPSC- PrP°PSC-
PrP°CRC,CH PiC-PrCI'C,P°PICT PIPIP°PYP°C,Pé&, C%oPs Cr PiP°C+C-C”PSC,C-PI P-
C,CIIPYPePéPjPé CrCRP°PIPuPSPSCIIPjPé PiPuC+C-PSPePé PIPEPIPuPrPuPSPSCII
PiCHPpPiP°CRHP°C,Cr CrPiPsPIC-P»CHPSCRC”C,CHhCI'CI], P° CtPp PjPsPYPu
PiCHPEP-PIPuCI'C,Pé PrPs PNePsPiPs PeCrPjCP»CIIC+C-C—. PyPsPjCt PmP°CI'PsPrPuPeCl
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsP+PuCHPuPYPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj P-
PiPsPjC-CRHPSP&PjPé P°P+Ps C,CILIPYPePéPjPé CrCHP°PIPuPSPSCILIPjPé PiPuC+C-PSPePé.

P§PuCHPuP- PjPsPIP»PéPIC-CI'C,CH P-PjC-PSPé C,CrPSPeCtC-C— PiPuC+C-PSPePé CI'P»C-Pr
PiPpCHC-PsPrPéC+PSPs PePsPSC,CEPsP»CRPIP°C,Pé PiPuC+C-PSPePsPIC- PiCHPsP+Pé.
PhC+C-PeCrC”C,CHCI'CLI, C%oPs P+C-P»CHCEC-CI'C,CH P-PjC-PS PjPsPYP»P&PIP°
PiCEPsC,CLIPiPsPj PiPuCRCEP&C... 6 PjC-CI'CLIC+C-PI P-P°CI'C,PsCI'CrPIP°PSPSCII
PmBP°CI'PsPrPuPeCICY.

P C-PrPePs PiCHPé PiCHPéP-PSP°C+PuPSPSC- PiP°CI'PsPrPuPeCI'Cr
CI'PiPsCI'C,PuCHC-PiP°CRC,CH P-PjC-PSPé Cr C,CrPSPeCtC-C— PiPpC+C-PSPePé
C,CIIPYPePsPiPs CI'C,CrPiPuPSCILI, P+CrP»Pé PsC,CHPEéPjP°PSC- PiPsPIC-PrPsPjP»PuPSPSCII
PiCHPs P»PuC,P°P»CHPSC- PIPEPiP°PrPePé (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC-
CHPuP°PeCtC-C—B»). PIPeC%o0Ps PIPEPSPéPeP°CRC,CH P-PjC-PSPé C,CrPSPeCtC-C—
PiPpC$C-PSPePé C,CIIPPePsPiPs CI'C,CtPiPuPSCII, P»C-PeCrPIP°PSPSCII



PP°CI'PsPrPuPeCI'PsPj CI'P»C-Pr PiCKPéPiPéPSPEC,Pé.

P”P»CII PiP°CtC-C”PSC,C-PI, CLIPeC- PjP°CRC,CH PsP+8E™ C”PeC,PEPIPSPy
PiCHPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCLI CEP°P-PsPj P-
PiC-PrPIP8C%oPpPSP&P] CHC-PIPSPRPj PuPYPY, CI'P»C-Pr CHPsP-PiP»CLIPSCIC,Pé
PjPsPYP»P&PIC-CI'C,CHb PiCEP&PiPEPSPRPSPSCII C,PuCHP°PiC-C— PiP°CI'PSPrPuPeCIPsPj.

PJ C$PsP»PsPIC-PeC-PI, CIIPeC- PiCEPEPN:PjP°CRC,CIb P°PiPsPSC-CI'C,Pé CEP&P»C-P-PEPSPi-
C,P°PeC,PsCEP° P»CRC,PpC—PSC-P-CfCRC$PsPiPs PiPsCEPjPsPSCY, P-PjPRPSCECFC”C,CECI'CL
C,PsP»PuCEP°PSC,PSC-CI'C,CH PrPs PiP»CRPePsP-Pé. P!Pp PjPsPYPu PiCEPsCLIPIP&C, PECICII
C1CIPeCRPsPIP&Pj PrC-P°P+PpuC,PsPj P°P+Ps PIC,CHP°C,PsCh PiP»C-PePpuPjC-C4PSPsPiPs
PePsPSC,CEPsP»CR Cf PiP°C+C-C”PSC,C-PI P- CtPYPp PIP&CLIPIP»PuPSP&Pj PrC-P°P+PuC,PsPj.
PJ P-PIE ™ CLIP-PeCt P- C+P&Pj CI'P»C-Pr PePsPSC,CEPsP»CRPIP°C,Pé CEC-PIPuPSCH
PiP»CRPePsP-Pé PI PeCEPsPIC- PiP°CC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCtCRC,CH
PsP°CI'PsPrPuPeCI" Ct PePsPjP+C-PSP°C+C-C— P- P°PiPsPSC-CI'C,P°PjPé CEP&P»C-P-P&PSPi-
C,P°PeC,PsCEP° P»CRC,PpC—PSC-P-CrCRC+PsPiPs PiPsCEPjPsPSCE.

PuPsPeP°P-P°PSPs, C%oPs PisP°CI'PsPrPuPeCl’ PiCEP&PiPSC-C+CEC” P°PeC,PéPIPSC-CI'C,CH

P 450 (CYP3A4), C,PsPjCt CI'P»C-Pr PiCEPsCLIPIP»CIIC,Pé PsP+PuCEPuPYPSC-CI'C,CH PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSC- P- PiCEPuPiP°CEP°C,P°PjPé,
CLIPeC- PjPuC,P°P+PsP»C-P-CrCRC,CHbCI'CLI PiPpuCHPRPIP°PIPSPs CYP3A4 (PrP&PI.
CEPsP-PrC-P»Pé B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB» C- B«P’P-P°C”PjPsPrC-CII P-
C-PSCEP&PjPé P»C-PeP°CHCI'CHbPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé
PIP-P°C”PjPsPrC-PN:B»).

PP°CtC-C”PSC,Pé P- CRC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIPéPjPé C,PsCHPjP°PjPé
PSPuPiPuCEPuPSPsCI'PéPjPsCI'C,C- PiP°P»P°PeC,PsP-Pé, PICHPsPrPYPuPSPsCh
P»P°PeC,P°P-PSPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR P°P+Ps CI'PéPSPrCEPsPjPsP;
PjP°P»CHP°P+CI'PsCHP+C+C-C— PiP»CRPePsP-P&-PiP°P»P°PeC,PsP-Pé PSPy PiPsPIPEPSPSC-
PiCHPEPNePjP°C,Pé CtPuPNe PiCHPuPiP°CHP°C,.

PyPuCHP°PiC-CII P°PSC,P8P°PSPrCEPsPiPpPSP°PjPé PjPsPYPp PiCEP&P-PIPsPrP&C,Pé PrPs
PiPsPrPsPIPYPuPSPSCLI C-PSC,PuCHPIP°P»Cr QT.

PJ] PiP°CtC-C”PSC,C-PI, P- C,P°PeC,PsCRHP°PjPé CHP&éP-PéPeCr P°P+Ps P- PSP°CIIPIPSC-CI'C,Ch
PiPsPrPsPIPYPuPSPSCILI C-PSC,PuCHPIP°P»Cr QT PI P°PSP°PjPSPuP-C-, P° C,P°PePsPq Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- PsPrPSPsC+P°CI'PSPs PiCHPéPN.PjP°CRC,CH
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, C%oPs PjPsPCrC,CH PiPsPrPsPIPICrPIP°C,Pé
C-PSC,PuCHPIP°P» QT (PrPéPI. CEPsP-PrC-P» B«P’'P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»),
P»C-PeP°CT PiPsPIPPSPuPS PrPs PiPsC+P°C,PeCt P»C-PeCrPIP°PSPSCII
PmP°CI'PsPrPuPeCIPsPj PsCtC-PSPEC,Pé CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
CHPé&P-PéPe/PePsCHPECI'C,CH, PICRP°C...PsPICFCRC$Pé PiPsC,PuPSCtC-PNePSPEPNe CHPEP-PEPe
PIPEPSP&PePSPuPSPSCII CEP»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PéPiCr
PiC-CRHCrPuC, (torsade de pointes).

PHPSC,P&éP°PSPrCHPsPiPuPSPSP® C,PpuCHP°PiC-CII PjPsPYPp PIP&éPeP»PéPeP°C,Pé P-PjC-PSPé Cr
PjPsCEC, PsP»PsPiC-C— CI'PiPuCEPjP°C,PsP-PsC—PrC-PI. PI'PsC+P° PIPiP»P&PI
P+C-PeP°P»CtC,P°PjC-PrCt PSP° PjPsCEC, PsP»PsPiC-Ch CI'PiPuCEPjP°C,PsP-PsC—PrC-PI PSPy
PsCtC-PSCRPIP°P»Pé, C- PiCHPs C,P°PeC- P-PjC-PSPé Cr PiP°CtC-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCIPIP°P»Pé PisP°CI'PsPrPuPeCl’, PSP PiPsPIC-PrPsPjP»CIIP»P&, PiP°CtC-C"PSC,P°Pj
C,P°/P°P+Ps C—C... PiP°CEC,PSPuCEP°Pj PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C-



PiCEHPsC,CLIPiPsPj 130 PrPSC-PI PiC-CI'P»CLI C,PuCHP°PiC-C— PiCHPuPiP°CEP°C,PsP;j
P/sP°CI'PsPrPuPeCl” CI'P»C-Pr PIP6PePsCHPECI'C,PsPICIPIP°C,Pé PuC, PuPeC,PEPIPSC-
PjPuC,PsPrPé PePsPSC,CEHP°CtPuPiCtC-C—.

P1iPsPIC-PrPsPjP»CIIP»PsCI'CI] PiCHPs PiPsCI'PéP»PuPSPSCII PuC, PuPeC,C-PI
PeCrPjP°CHPEPSPsPIP&C... P°PSC,PéPePsP°PiCIP»CIIPSC,C-PI Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PsPrPSPsC+P°CI'PSPs PiCEP&PNPjP°P»Pé PP°CI'PsPrPuPeCI’, C%oPs PjPsPPu
PiCRP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII PiCEPsC,CHPsPjP+C-PSPsPIPsPiPs
C$P°CI'Cr (PuP§) C,P° PjC-PYPSP°CHPsPrPSPsPiPs PSPsCEHPjP°P»C-P-PsPIP°PSPsPiPs
PIC-PrPSPsCEPuPSPSCI]I (PwPkP’). P”PuCIIPeC- PIP&PiP°PrPePé P+CrP»Pé
PiPsPIBF ™ CIIP-P°PSC- P- CRP&P-PéPePsPj PIPEPSPéPePSPuPSPSCII PeCHPsPIPsC,PuC+C-.
P PuPePsPjPuPSPrCrC”C,CHCI'CLI CHPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé
CRC-PIPSC- PyuP§/PwPkP’, C- PiPsC,CHC-P+PSPs CHPsP-PiP»CIIPSCIC,Pé PiP&C,P°PSPSCII
PiCEPs PePsCRP&PiCrPIP°PSPSCII PrPsP-Pé P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI (PrP&PI.
CEPsP-PrC-P»Pé B«P’P-P°C”"PjPsPrC-CII P- C-PSC£P&PjPé P»C-PeP°CHCI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB» C- B«PyiPsP+C-C$PSC-
CHPpP°PeCtC-C—B»).

P>C-PeP°CECI'CHhPePéPNe P-P°CI'C-P+ PjC-CI'C,P&C,CH PjPuPSCEPH 1 PjPjPsP»CH (23
PjPi)/PrPsP-Cr PSP°C,CRC-Ch, C,PsP+C,Ps PiCHP°PeC,PéC+PSPs PIC-P»CHbPSP&PN: PIC-Pr
PSP°C,CHC-Ch.

P—P°CI'C,PsCI'C4PIP°PSPSCII C2 PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- C,P°
PiPsPrCéPIP°PSPSCII PiCHCéPrPrCh

P’P°PiC-C,PSC-CI'C,CH

P'C-PeP°P»CrC,P°PjC-Pr PICRPsC,PéPiPsPeP°P-P°PSPEPNe PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
PYC-PSPeP°Pj. PuCHPsC,PéPiPsPeP°P-P°PSPs PICHP&P-PSP°C+P°C,Pé PNePsPiPs Ct PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C-.

P“PsPrCrPIP°PSPSCII PiCRCrPrPrCh

P‘C-PeP°P»CrC,P°PjC-Pr PiCRPsC,PéPiPsPeP°P-P°PSP&PN: PiC-Pr C+P°CI" PiCKCIPrPSPsPiPs
PIPéPiPsPrPsPICTPIP°PSPSCII.

PuPpCHC,PéP»CHPSC-CI'C,CH

P] PrPsCI'P»C-PrPYPuPSPSCIIC... PSP° C,PIP°CHPEPSP°C... CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
PsP+PsCHPsC,PSPu PiPsCHCrCEPuPSPSCII C,PuCEC,PéP»CHPSPsCI'C,C- CI'P°PjCtC-PI.
PYP»C-Pr PiCHPéPiCfCI'PeP°C,Pé, C%oPs PI C+PsP»PsPIC-PeC-PI C,PuPY PjPsPP»P&PIP&PN:
PiPuCHC-PsPr PSPuPrPsCI'C,P°C,PSPsCI'C,C- CRPpuPiCEPsPrCrPeC,PEPIPSPsC—

C, CrPSPeCtC-C— P°P+Ps P+PyuP-PiP»C-PrPrCIJ.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CHPuP°PeCtC-C— PiCFPé
PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCIPiPSCEC,PsPj P°P+Ps C-PSCEPEP;Pé
PjPuC...P°PSC-P-PjP°PjPé

PP°CI'PsPrPuPeCI’ PSPu PIPiP»PéPIP°C” PSP° P-PrP°C,PSC-CI'C,CH PePuCHCrPIP°C,Pé



P°PIC,PsPjPsP+C-P»PuPj CPé PiCHP°CtCRPIP°C,Pé P-C- CI'PeP»P°PrPSP&PjPé
PjPuC...P°PSC-P-PjP°PjPé. PhPrPSP°Pe CI'P»C-Pr PjP°C,Pé PSP°® CrPIP°P-C-, C%oPs C+P°CI'C,Ps
PjPsPYPu PIP&PSP&PeP°C,Pé CI'PsPSP»PéPIC-CI'C,CH, PrCrPPu C+P°CI'C,Ps BR”
P-P°PiP°PjPsCHPsC+PuPSPSCII (PrPéPI. CHPsP-PrC-P» B«PuPsP+C-C+PSC- CHPpuP°PeCtC-C—B»).
PiP°CtC-C”PSC,Pé, CIIPeC- PiCHPEPNePjP°CRC,CH CtPuPNe PICHPuPiP°CRP°C,, PjP°CRC,CH
P+CrC,Pé PsP+PuCHPuPIPSPEP;Pé.

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

P”PsCHPsCI'P»C- C+PsP»PsPIC-PePg, PIPeP»CRC+P°CRC$Pé PiP°C+C-C”PSC,C-PI
P»C-C,PSCHPsPiPs PIC-PeCr: PsPrPSP° C,P°P+P»PuC,PeP° (50 PjPi) PsPrPéPSB CHP°P- PSP°
PrPsP=Cr.

P>C-PeCrPIP°PSPSCII PixP°CI'PsPrPpuPeCI'PsPj CI'P»C-Pr PiPsC{P&PSP°C,Pé
C%oPsPSP°PN:PjPpPSCEPu P-P° 3 PrPSC- PrPs PiPsC+P°C,PeCt C,PuCHP°PiC-C—B
P°PSP°P»PsPiP°PjPé CRHP&P»C-P-P&PSPi-C, P°PeC,PsCHP° P»CRC,PuC—PSC-P-CfCRC$PsPiPs
PiPsCHPjPsPSCT P°P+Ps PsPrPSPsC+P°CI'PSPs C-P- C...C-CECrCHPiC-C+PSPsCh
PeP°CI'C,CHP°CtC-C"Ch.

PkP&CHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH: PePsCEPuPeCtC-CILI PrPsP-Pé PrP»CII
PiP°CtC-C”PSC,C-PI P- PSP6CHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPp
PiPsC,CRHC-P+PSP°.

PuPuC$C-PSPePsPIP® PSPRPrPsCI'C,P°C,PSC-CI'C,Clh: PePsCEPuPeCC-CLI PrPsP-Pé PrP»Cll
C...PIPSCEP&C... P- P»PuPiPePsCR PiPpC+C-PSPePsPIPsCR PSPuPrPsCI'C,P°C,PSPsCI'C,C- PSPy
PiPsC,CHC-P+PSP°.

P1iC-PrPIPEC%oPuPSP° PeCrPjCIP»CILICtC-CII PjPsPYP»P&PIP° Cr C...PIPsCHP&C... P-
PiPsPjC-CHPSPsCHh C,P° C,CIIPIPePsCh PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
(PrP&PI. CHPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-B P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P"C-C,Pé

PBP°CI'PsPrPuPeCI” PiCEHPsC,PéPiPsPeP°P-P°PSPEPN: PrP»CLI P-P°CI'C,PsCI'CfPIP°PSPSCII
PrC-C,CIIP;j.

PuPuCEPuPrPsP-C4PIP°PSPSCIL.

P”P°PSC- PiCHPs PiPuCHPuPrPsP-CrPIP°PSPSCII Cr P»CRPrPuPNe PIC-PrCI'CrC,PSC-.
PYPiPuCtP&C,C-C$PSPsPiPs P°PSC,PéPrPsC,Ct PSPu C-CI'PSCIC”; P»C-PeCrPIP°PSPSCI]
CI'P&PjPiC,PsPjP°C,PEC+PSPp. P”C-P°P»C-P- PjPsPPu P+CrC,Pé PSPuPuC,PuPeC,PEPIPSPEP;,
PsCI'PeC-P»CHPePé PmP°CI'PsPrPuPeCI’ P-PSP°C+PSPsCh PjC-CHPsCh

P-PIBF™ CLIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé C,P° PSPu PIPECIIPIP»CIIC”C,CHCI'CII Crf
PSPuP-PjC-PSPuPSPsPjCt PIP&PiP»CIIPrC- PI CI'PuC+C-. PuCHPé PiPpCHPuPrPsP-CrPIP°PSPSC-
PiPsPeP°P-P°PSP° P-P°PiP°P»CHPSP® PiC-PrC,CHP&PjCFfCRCHP° C,PuCHP°PiC-CI], Ct C,PsPjCr
C$P&CI'P»C- PjPsPSC-C,PsCEP&PSPi PYPEC,C,C”PIPs PIP°PYP»P&PIP&C... PiPsPeP°P-PSP&PeC-PI.



PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

P1iPsP+C-C$PSC- CEPpuP°PeCtC-C— P-P°P-PSP°C+PpuPSPs P-P° C+P°CI'C,PsC,PsCh C,P°PePéPj
C$P&PSPsPj: PrCrPYPp C+P°CI'C,Ps (=1/10), C+P°CI'C,Ps (PIC-Pr =1/100 PrPs <1/10),
PSPuC$P°CI'C,Ps (PIC-Pr =1/1000 PrPs <1/100), CRC-PrPePs (PIC-Pr =1/10000 PrPs <1/1000),
PrCrPYPp CHC-PrPePs (<1/10 000), C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSP° PsCI'PSPsPIC-
PSP°CLIPIPSP&EC... PrP°PSP&C... PSPuPjPsPIP»P&PIPs PICI'C,P°PSPsPIP&C,Pé C+P°CI'C,PsC,Cr

PIPePSPeéPePSPuPSPSCI]).

PYP&CI'C,PuPjP° PsCHPiP°PSC-PI

P§P°CI'C,PsC,P°

PiPsP+C-C+PSP° CHPpP°PeCtC-CII

P PsP-P»P°PrPé P- P+PsPeCr
PeCHPsPIC- C,P°
P»C-PjC,P°C,P&C+PSPsC—
CI'P&CI'C,PuPjPé

P”CrPYPu C+P°CI'C,Ps

PHPSPRP]C-ClI

P PsP-P»P°PrPé P P=PsPeCr
C-PjCFPSPSPsC—
CI'P&CI'C,PyPjPé

PkPpCtP°CI'C,Ps

P11C-PrPIPEC%oPuPSP°
C+CrC,P»PéPIC-CI'C,CHb,
P°PSPiC-PsPSPUPICEPsC,P&C+PSPEPNe
PSP°P+CHCIIPe, PeCRPsPiPéPIBE ™ CLIPSPeP®

P PsP-P»P°PrPéB P- P+PsPeCt  |P§P°CI'C,Ps P—PjPuPSCEPuPSPSCII P°PiPuC,PéC,Cr
CI'P&CI'C,PuPjPé PsP+PjC-PSCr

CHPuC+PsPIP&PS C,P°

C...P°CHC+CIPIP°PSPSCII

PuCI'PéC...C-C+PSC- P§P°CI'C,Ps P—PSP&PIPuPSPSCII P»C-P+C-PrPs,

CI'PpCECHCLI

CHPsP-P»P°Prpé PrPuPiCHPuCI'C-CII

P PsP-P»P°PrPé P- P+PsPeCr P"CPYPu C+P°CI'C,Ps [P—P°PiP°PjPsCHPsC+PuPSPSCII
PSPuCHPIPsPIPsC— ~ -

CIP&CIC PyPiPé PSP°CI'C,Ps PYPsPSP»P&PIC-CI'C,CH

P PsP-P»P°PrPé P- P+PsPeCr P§P°CI'C,Ps P+PSC,P°CEPeC, PjC-PsPeP°CHPrP°

(PSP°PrC...PsPrPéP»Pé
PiPsPIC-PrPsPjP»PpuPSPSCII PiCHPs
P»PuC,P°P»CHPSC- PIP&PiP°PrPePé)",
CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH*

P§P°CI'C,PsC,P°
PSPpuPIC-PrPsPjP°

PiiCHPsP»PsPSPiP°CtC-CII QT (PrPéPI.
CEPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C-B
P-P°CI'C,PsCI'CrPIP°PSPSCIIB» C-
B«P’P-P°C”PjPsPrC-CII P- C-PSCEPé&PjPé
P»C-PeP°CHCI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé
C,P° C-PSCEC- PIP&PrPé
PIP-P°C”PjPsPrC-PN\:B»)

PYCrPrPéPSPSC-
PiPsCHCIrCE€PuPSPSCII

P”CrPYPp C+P°CI'C,Ps

PnCHPePiP»PEPIPE

P PsP-P»P°PrPé P- P+PsPeCr
PsCEPiP°PSC-PI
CI'PuCHPuPrPsCI'C,C-PSPSCI],
PiCRHCIPrPSPsC— PeP»C-C,PePé
C,P° PrPéC...P°P»CHPSPsC—
CI'P&CI'C,PuPjPé

PkPpCtP°CI'C,Ps

PtPSC,PpuCECI'C,P&éCTC-P°P»CIbPSP®
P»PuPiPpPSPUPIP® C...PIPSCEPsP+P°°
(PSP°PrC...PsPrP&éP»Pé
PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs
P»PuC,P°P»CHPSC- PIP&PiP°PrPePé)

P PsP-P»P°PrPé P- P+PsPeCr
C,CBP°PIPSPsC—
CI'P&CI'C,PuPjPé

P”CrPYPu C+P°CI'C,Ps

P‘C-P»CH Cr PJPéPIPsC,C-, P-P°PiPsCH,
PSCrPrPsC,P°

P§P°CI'C,Ps

P”P&CI'PiPuPiCI'C-CI], PjPuC,PuPsCHPEP-Pj




P“PpPiP°C,PsP+C-P»C-P°CHPSC- [P§P°CI'C,Ps P“PuPiP°C,PsC,PsPeCI'PéC+PSC-CI'C,CIb,
CEPsP-P»P°PrPé PYPsPIC,CIIPSPECTCI],
PiC-PrPIP&C%oPpPSPSCII
P°PeC,PEPIPSPsCI'C,C-
C,CRP°PSCI'P°PjC-PSP°P-!

P C-PrPePs P1iPuC+C-PSPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH*
(PSP°PrC...PsPrPéP»Pé
PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
P»PuC,P°P»CHPSC- PIPEPiP°PrPePé).

P PsP-P»P°PrPé P- P+PsPeCr PSP°CI'C,Ps PHP»PsPiPuCtC-ClJ,

CE€PeC-CHPé C,P° PiC-CHCI'CfC,P&éP-Pj/PIC-PrPSPsPIP»PuPSPSCII

PiC-PrC€PeC-CEPSPsC— CEPsCI'C,Cr PIPsP»PsCI'CI'CI],

PeP»C-C,PePsPIPEPSPé CI'CrC...C-CI'C,CH CE€PeC-CHPé,
CI'PIPuCHP+C-PY, PIP&CI P&Pi

PkPuC+P°CI'C,Ps P PuP°PeCtC-CII PiC-PrPIP&C%oPpPSPsC—

C+CrC,P»P&PIPsCI'C,C- PrPs CI'PIC-C,P»P°

P PsP-P»P°PrPé P- P+PsPeCr P"CfPYPu C+P°CI'C,Ps [P“PuPjP°C,CrCEC-CII

PSP&CEPsPe C,P°
CI'PpCEPSPIP&PIC-P»>CHPSPSC—
CI'P&CI'C,PuPjPé

P PsP-P»P°PrPé P- P+PsPeCr P”CIPYPu C+P°CI'C,Ps P”C—PSPpPePstPf’CFC,C—CLI C,p°
CHPuPiCHPsPrCrPeC,PEPIPSPsC— P+PsP»CRhC+C-CI'C,CH PjPsP»PsCtPSPéC...
CI'PéCI'C,PuPjPé C,P° P-P°P»PsP-
PjPsP»PsC{PSPeC... P-P°P»PsP-  |P§P°CI'C,Ps P+CHPuPeC,PéP»CHPSP®

PrPéCI'C, CrPSPeCC-CII
P—P°PiP°P»CHPSC- P”CrPPn C+P°CI'C,Ps |PHCI'C,PuPSC-CII

PiPSCHCrCEPuPSPSCI] C,P° — — -
CBPyB°PeCC-C. PI Pio.CrCrcrl PSP CIC.Ps PKP°P+CECLIPe, P+C-P»CH Cr

PIPIPuPrPuPSPSCII PiCHCrPrCLIC...
PhP+CI'C,PuP{PuPSPSCII P§P°CI'C,Ps P—P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°

! P—PjC-PSPé P- P+PsPeCr PiPpC+C-PSPePé CRC-PrPePs P+CIPIP°CRC,CH C,CLIP]PeP&PjPé C,P°
C$P°CI'C,Ps PjP6PSP°CRC,CIb P°P+Ps CI'P»P°P+CEP°CRC,CH PiCHPé PiCEPsPrPsPIPTPRPSPSC-
P»C-PeCrPIP°PSPSCII CtPé PiC-CI'P»CLI PN:PsPiPs PiCFP&PiP&PSPuPSPSCII.

?P’PeP»CRC$PpPSPs PrPs PiPpCHPuP»C-PeCr PiPsP+C-C+PSPé&C... CRPpP°PeCtC-PNe PSP°
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PiC-CI'P»CII CHPsP-PiP»CIIPrCr
PiC-CI'P»CIICEPuC”CI'C,CHP°CtC-PNePSPEC... PrP°PSP&C.... PSP°CI'C,PsC,P° P+CrP»P°
PIPEP-PSP°C+PuPSP® P-P° CP°CI'C,PsC,PsCh PiPsPIC-PrPsPjP»PuPSCH PiCHPs PiPsP+C-C$PSC-
CILIPIP&C%oP° PiPuC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- Cr C...PIPsCHPéC...,
CIIPeC- PsC,CHP&PjCFCRC,CH P»C-PeCrPIP°PSPSCII Cr PIC-PrPeCEP&C,PEC...
PrPsCI'P»C-PrPYPuPSPSCIIC... Early Prostate Cancer programme (EPC) B Ct PiCHCrPiP°C...
PBP°CI'PsPrPpPeCI” 150 PjPi.

PrPsPYPu P-PjPuPSC£P&C,PECI'CH> PiCHPé CI'CrPiCrC,PSC-PNe PeP°CI'C,CHP°C+C-C—.

* PYPiPsCI'C,PpuCHC-PiP°P»PsCI'CII PiC-Pr C+P°CI" C,P°CHPjP°PePs-
PuPiC-PrPuPjC-PsP»PsPiC-C+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII P-P°CI'C,PsCI'CrPIP°PSPSCII
P°PiPsPSC-CI'C,C-PI CRHP&P»C-P-P&PSPi-C, P°PeC,PsCHP° P»CRC,PuC—PSC-P-CfCRC+PsPiPs
PiPsCHPjPsPSCT C,P° P°PSC,P&P°PSPrCHPsPiPuPSC-PI PrP»CII P»C-PeCPIP°PSPSCII CHP°PeCr
PiPpuCHPpPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé. P P&P-PéPe P-P+C-P»CHCECIPIP°PICICLI,
CLIPeC%oPs PiP°CI'PsPrPuPeCI’ 50 PjPi P-P°CI'C,PsCI'PsPICfPIP°P»Pé Cr
PePsPjP+C-PSP°CtC-C— P- P°PiPsPSC-CI'C,P°PjPé CHP&P»C-P-P&éPSPi-C,P°PeC,PsCHP°
P»CRC,PuC—PSC-P-CFCRC+PsPiPs PiPsCHPjPsPSCrF, PiCHPsC,Pp P-P+C-P»CHCEPuPSPSCII
CHP&P-PéPeCr PSPu P+CrP»Ps PIC-PrPjC-C+PuPSPs PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-



P5P°CI'PSPrPpPeCI'Ct 150 PjPi CLIPe PjPsPSPsC,PuCEP°PiC-C— PrP»CII P»C-PeCrPIP°PSPSCII
CEP°PeCrt PiPpuCHPUPrPjC-C...CFCEPsPIPsC— P-P°P»PsP-Pé.

° P’PeP»CRC+PpPSPs PrPs PiPuCEPuP»C-PeCr PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe PSP®
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PiC-CI'P»CI] CHPsP-PiP»CIIPrCr
PiC-CI'P»CIICRPuC”CI'C,CHP°CtC-PNePSPEC... PrP°PSP&C.... PSP°CI'C,PsC,P° P+CrP»P°
PIP&P-PSP°C$PuPSP° P-P° CP°CI'C,PsC,PsCh PiPsPIC-PrPsPjP»PuPSCH PiCEHPs
C-PSC,PuCHCI'C,PECtC-P°P»CHPSCr PiPSPuPIPjPsPSC-Ch CIIPe PiPsP+C-C$PSPu CIIPIP&C%oPp
Cr C...PIPsCRP&C..., CIIPeC- PsC,CHPéPjCrCRC,CH P»C-PeCrPIP°PSPSCII Crf
PIC-PrPeCHPé&C,P&C... PrPsCI'P»C-PrPIPuPSPSCIIC... EPC Cr PiCHCrPiP°C...
PmP°CI'PsPrPuPeCI'Cr 150 PjPi.

P—P+C-P»CHCEPUPSPSCII PP§/PrPXP’: Ct P-PIC-C,P°C... PiCHPsC,CIIPiPsPj
PiC-CI'P»CIICEPuC”CI'C,CEP°CtC-PNePSPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs PIP-P°C”PjPsPrC-Ch PeCrPjP°CHP&PSPsPIP&C. ..
P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI C-P- PsP°CI'PsPrPuPeCI PsPj (PrP&PI.

CHPsP-PrC-P»Pé B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB» B C-
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PuPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C+PSC-
CRPuP°PeCtC-C—.

P’P°PYP»P&PIPs PiPsPIC-PrPsPjP»CIIC,Pé PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C— PiC-CI'P»CII CHPuC”CI'C,CHP°C+C-C— P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Ct. P!Pu PrP°C” P-PjPsPiCr PiCHPsPrPsPIPYCIPIP°C,Pé PjPsPSC-C,PsCHP&PSPi
P+P°P»P°PSCI'Ct PePsCHPECI'C,C-/CRP&P-P&PeCt P»C-PeP°CHCI'CHyPePsPiPs P-P°CI'PsP+Cr.
PxP°C...C-PICtC-PI PI PiP°P»CfP-C- PsC...PsCEPsPSPé P-PrPsCHPsPIsF ™ CII PiCEPsCI'CIIC,CH
PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs P+CrPrCH-CIIPeC- PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C—.

PyPpCEPjC-PS PiCEP&PrP°C,PSPsCIC,C-.

5 CHPsPeC—PI.

PJPjPsPIPe P-P+PpCHC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PiCEPé C,PuPjPiPuCHP°C,CFCHC- PSPu PIPEC%oPp 30 B°PY.
P—P+PuCEC-PiP°C,Pé Cf PSPuPrPsCI'C,CI-PiPSPsPjCT PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°. PuPs 14 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PpuCHC-, PiPs 2
P+P»C-CI'C,PuCEPé Ct PeP°CEC,PsPSPSC-PNe PePsCEPsP+CtC-.

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



P’PeCHPsP+PSPéPe.

PHCI'C,CEP°P—PuPSPuPeP°® P®Pm P>C-PjC-C,PpPr.

PmC-CI'C{PpP-PSP°C...PsPrP{PpPSPSCII PIP6CEPsP+PSP&PcP° C,P° PNePsPiPs
P°PrCEPuCIP° PjC-CI'C{CII PiCEPsPIP°PrPYPuPSPSCII PrC-CIIP»CHPSPsCIC,C-.

PYC-P»Pe P PsP°Pr P‘C-P-PSPuCI’ PuP°CEPe, PmP°PePeP»CI'C, C-P»Pr, SK10 2NA, P’PpP»P&PeP®
P‘CEP&C,P°PSC-CI.



