PtPkPYPyP PJPuP|PtPi

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

P’P'I'PSU’Pi'bePH,P'I'P"

(VISTAMID)

PYPeP»P°Pr:
PrC-CRCtP° CHPuC+PsPIPEPSP°: bicalutamide;

1 C,P°P+P»PuC,PeP°, PIPeCHPEC,P° PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCH,
PjC-CI'C,PéC,CHb P+C-PeP°P»CrC,P°PjC-PrCr 150 PjPi;

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHP°C,;
PiPsPIC-PrPsPS; PeCRHPsCI PiPsPIC-PrPsPS; PSP°C,CHC-Ch P»P°CrCRHPéP»CI'CP»CIHC,P°C,;
PjP°PiPSC-CHR CI'C,PuP°CHP°C,;

PsP+PsP»PsPSPeP°: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHP°C,; PiC-PiCHPsPjPuP»PsP-P°;
C,P&C,P°PSCr PrC-PsPeCI'PEPr (P 171); PjP°PeCHPsPiPsP» (PuP+P“ 4000).

P>C-PeP°C’5CfCI—bPeP° C,,PsCRHPjP°. PyP°P=P»PuC,PePe, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: P=C-P»C-
PeCHCrPiP»C- PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé, PIPeCHP&C,C- PiP»C-PIPePsPIPsCh

PsP+PsP»PsPSPePsCR; P- PsPrPSPsPiPs P+PsPeCr C,P°P+P»PuC,PsPe PiCHP°PIC-CRPIP°PSPSCII
B«P’PYPw 150B».

PxP°CKPjP°PePsC,PuCEP°PiPpPIC,PéC+PSP° PiCHCIPiP°. PhPSC,PéP°PSPrCEHPsPiPuPSPSC-
P-P°CI'PsP+Pé. PrsPsPr PHPYPI’ L02B B03.

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

P‘C-PeP°P»CrC,P°PjC-Pr C” PSPuCI'C,PuCEPsC—PrPSP&Pj P°PSC,P&P°PSPrCEPsPiPuPSPsPj,
C%oPs PSPy PjP°C” C-PSCEPsPiPs PIPiP»P&PICE PSP® PpPSPrPsPeCEP&PSPSCE CI'PECI'C,PuPjCt.



P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ P-PIBF™ CIIP-CrC”C,CHhCI'CI]I P-
PSPuPjCrC,P°PSC,PSPéPjPé P°PSPrCEPsPiPpPSPSPEéPjPé CHPuCtPuPiC,PsCEP°PjPé
(B«PrPé&PePsPiPs C,P&PiCIB»), PSPp P°PeC,PéPICFCRC+Pé PuPeCIPiCHPuCI'C-Ch PiPuPSC-PI,
C,P°PePéPj C+P&PSPsPj PiCHP&PiPSC-C+CrCRCHPé P°PeC,PEPIPSC-CI'C,CH
P°PSPrCEPsPiPuPSC-PI. P] CEPuP-CrP»CHC,P°C,C- C,P°PePsPiPs PiCHP&PiPSC-C+PpPSPSCII
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CLI CEPuPiCHPuCI'C-CII PiCrC...P»PEPS
PiPpCHPuPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé. PuCHPé PIC-PrPjC-PSC-
P+C-PeP°P»CrC,P°PjC-PrCr Ct PiPpuPIPSPsC— C$P°CI'C,PéPSPé& PiP°CtC-C”PSC,C-PI PjPsPYPu
PIPEPSP&PeP°C,Pé CI'PEPSPrCHPsPj PIC-PrPjC-PSPé P°PSC,PéP°PSPrCHPsPiPuPSPSPéC...
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI.

PoP»C-PSC-C#PSP° PuC,PuPeC,PéPIPSC-CI'C,CH C,P° P+PuP-PiPuPeP®.

P'C-PeP°P»CrC,P°PjC-Pr 150 PjPi PrPsCI'P»C-PrPYCfPIP°P»Pé PiC-Pr C+P°CI" C,PpCHP°PiC-C—
PiP°C1C-C”PSC,C-PI P- P»PsPeP°P»C-P-PsPIP°PSP&PjPé (Py1EF P2, NO C+Pé Nx, M0) P°P+Ps
PjC-CI'CtPpPIPsCEPsP-PiPsPICI' CRPrPIPuPSPéPjPé (Py38F “Py4, N, MO; Py185“Py2, N, M0)
PiCtC...P»P&éPSP°PjPé PiPuCEPuPrPjC-C...CtCHPSPIPSC— P-P°P»PsP-Pé P+PpP-
PjPuC,P°CI'C,P°P-C-PI Cf C...PsPrC- C,CECHbPSC... PiP»P°CtPpP+Ps-
PePsPSC,CEPsP»CHPsPIP°PSPEC... PiPSPrPIC-PN:PSPEC... CI'P»C-PiP&C...
PrPsCI'P»C-PrPIPuPSCH, Cf CLIPeP&C... PIP-CLIP»Pé CFC+P°CI'C,CHb 8113 PiP°CtC-C”PSC,C-PI.
PJ CtP&C... PrPsCIP»C-PrPIPUPSPSCIIC... P+C-PeP°P»CrC,P°PjC-Pr PiCEP&P-PSP°C4P°P»Pé
CLIPe PSPuPIC-PrPeP»P°PrPSCY PiPsCHPjPsPSP°P»CHPSCE C,PuCHP°PiC-Ch P°P+Ps CIIPe
PrPsPiPsPjC-PYPSP&PN. P-P°CI'C-P+ PiCEPé CHP°PrPéPeP°P»CHPSC-PNe
PiCHPsCI'C,P°C,PpPeC,PsPjC-C— P°P+Ps CHP°PrC-PsC,PuCEP°PiC-C— (PiPsP»PsPIPSP&P;
C$P&PSPsPj P-PsPIPSC-CEPSCILI PrP&CI'C,P°PSCtC-PN:PSP° PiCEPsPjPuPSPuPIP°
C,PuCEHP°PiC-CLI). PkP° PjPsPjPuPSC, PjPuPrC-P°PSPé CI'PiPsCI'C,PuCEPuPIPRPSPSCII 9,7
CEPsPeCt Cr 36,6 % C,P° 38,17 % CrCI'C-C... PiP°CtC-C"PSC,C-PI, CIIPeC- PICHP&PN:PjP°P»Pé
P+C-PeP°P»CtC,P°PjC-Pr P°P+Ps PiP»P°C{PuP+Ps PIC-PrPiPsPIC-PrPSPs,
CI'PiPsCI'C,PpuCHC-PiP°P»PsCI'Ch PsP+8E ™ C”PeC,PéPIPSPu PiCEPsPiCEPuCI'CFPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCIL.

P—PjPuPSCEPuPSPSCII CRHP&P-PéPeCr PsP+8R™ C”PeC,PEPIPSPsPiPs
PiCHPsPiCHPuCI'CrPIP°PSPSCII P-P°C...PIPsCHCRPIP°PSPSCII CI'PiPsCI'C,PpCHC-PiP°P»PsCI'CII
Cf P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI Cf PiCRCIPiP°C..., PiICRHPsC,Py P+CfP»Ps
PSP°PNeP+C-P»CIC£ PiPsPjC-C,PSP&Pj Cr C,Pé&C..., CIIPeC- PjP°P»Pé PSP°PNePIP&C%oPEPNe
CHPé&P-PéPe PiCEPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCI]. PyPsPjCr
PeP»C-PSC-CtP&CI'C,Pé PjPsPCrC,CH PIPECRHC-CEPEC,P&, C%oPs PsPiC,P&éPjP°P»CIHHPSPsCh
CI'C,CHP°C,PpuPiC-C”Ch P»C-PeCrPIP°PSPSCII PrP»CII PiP°C+C-C”PSC,C-PI P- PSP&éP-CHPeP&P;
CHPEP-P&PePsPj PiCHPsPiCHPuCI'CFPIP°PSPSCII P-P°C...PIPsCRCRPIP°PSPSCI],
PsCI'PsP+P»P&PIPs PiCEPé P°Pref™ CRPIP°PSC,PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
P»C-PeP°CHCI CHPePsPiPs P-P°CI'PsP+Cr PiC-CI'P»CII CHP°PrPéPeP°P»CHPSPsC—
PiCEPsCI'C,P°C,PuPeC,PsPjC-C—, PjPsPYPu P+CrC,Pé PiPsCHPjPsPSP°P»CHPSP®
C,PuCHP°PiC-CII PrPs PiPsC$P°C,PeCr PiCHPsPiCHPuCI CrPIP°PSPSCI]
P-P°C...PIPsCRCRPIP°PSPSCI].

PkP° PjPsPjPuPSC, PjPuPrC-P°PSPé PiPuCHC-PsPrCr CI'PiPsCI'C,PuCHPuPIPuPSPSCII 9,7
CHPsPeCr PJPsPrPSPsC— CRHC-P-PSP&éCtC- Cf CEC-PIPSC- P-P°PiP°P»CHPSPsPiPs
PIPEPYPEPIP°PSPSCII PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI], PiCHP&C+PsPjCr
P»PuC,P°P»CHPSC-CI'C,CH CI'C,P°PSPsPIPEP»P° 31,4 % (CI'PiC-PIPIC-PrPSPsCEPpuPSPSCII
CHP&P-PéPeC-PI = 1,01; 95 % PrPsPIC-CHC+PéPNe C-PSC,PuCHPIP°P» 0,94-1,09). PhPrPSP°Pe
PiC-Pr C+P°CI" P°PSP°P»C-P-Cr CHPuP-CrP»CHC,P°C,C-PI PrPsCI'P»C-PrPSPECTCHhPeP&C...



PiC-PrPiCECIPi PrPuCLIPeC- C,PuPSPrPuPSCtC-C— P+CiP»Pé PsC+PpPIPEPrPSP&PjPé.

P”P°PSC- C%oPsPrPs PIP&PP&PIP°PSPSCII P+PyuP- PiCEPsPiCEPpCI'C-C—
P-P°C...PIPsCECRPIP°PSPSCII C,P° PrP°PSC- C%oPsPrPs P-P°PiP°P»CHPSPsPiPs
PIP&PYP&PIP°PSPSCII, C%oPs T'CECFPSC,CrPIP°P»P&CI'CII PSP° P°PSP°P»C-P-C- P-P°
PjPuC,PsPrPsPj PisP°PiP»P°PSP°EF “PwPuPN-C”CEP®, Ct PiP°C+C-C”PSC,C-PI P-
PjC-CI'C+PRPIPsCEPsP-PiPsPICI CRPrPPuPSPéPj CEP°PePsPj PiCRPsCI'C,P°C,Pé
PSP°PIPuPrPuPSC- Ct C,P°P+P»PCtCIIC... 1 C,P° 2.

PYPiC-PIPIC-PrPSPsCEPPSPSCII PeC-P»CHhPePsCI'C,C- PiP°CtC-C”PSC,C-PI C-P-
PjC-CI'CtPpPIPs-CHPsP-PiPsPICI CRPrPIPuPSP&Pj CEP°PePsPj C,P° PiP°C+C-C"PSC,C-PI C-P-

PiCRPsPiCEPuCI'CPIP°PSPSCLIPj P-P°C...PIPsCHCRPIP°PSPSCII Cf PiC-PrPiCRCIPiP°C... C-P-
CEC-P-PSP&PjPé CI'C...PpuPjP°PjPé P»C-PeCrPIP°PSPSCILI

PyP°P+P»P&CtCLI 1

PuPSPrC-C— [PuPsPrC-C— [PuPsPrC-C— [PuPsPrC-C—

PuPsPiCtP»CIICtC-PNePSP&PNe  [P“CHCFPiP° (%) PSP® (%) PSP® (%) PSP® (%) PSP°

P°PSP°P»C-P- P»C-PeCFPIP°PSPSCII  [PjPsPjPRPSC, [PjPsPjPuPSC, [PjPsPjPuPSC, [PjPsPjPRPSC,
3 CHPsPePé |5 CEPsPeC-PI|7 CEPsPeC-PI|10 CHPsPeC-PI

P"PePSP°PjC-C$PSPu

P‘C-PeP°P»CrC,P°PjC-Pr

19,7 %

36,3 %

52,1 %

73,2 %

CI'PiPsCI'C,PuCEPpPIPuPSPSCII|150 PjPi

(n=657) PuP»>P°CTPIPLPs 39.8 % 59.7 % 70.7 % 79.1%
P P°PrC-PsC,PuCEP°PiC-CII 11)5%'%6; PrCICPRICPI 3.9 94 33,0 % 42,1 % 62,7 %
(n=305) PuP»P°C{PEP<Ps 30.7 % 19,4 % 58.6 % 72.2 %
P P°PrPEPeP°P»CHHPSP® B'C-PeP°P»CrC, P PjCPr]. - . ) - -

PiCEPsCI'C,P°C, PuPeC, PsPiC-CLI[L50 PiPi 7,5 % 14,4 % 19,8 % 29,9 %
(n=1719) PuP»P°CTPPPLPs 11,7 % 194 % 23.2 % 30,9 %

P—P°PiP°P»CHbPSPu PIPEPYPEPIP°PSPSCII Cr PiP°C+C-C”PSC,C-PI C-P- PjC-CI'CtPuPIPs-
CRPsP-PiPsPICI' CRPrPIPuPSP&Pj P-P°C...PIPsCHCRPIP°PSPSCIIPj

Ct PiC-PrPiCECIPiP°C... C-P- CFC-P-PSP&PjPé CI'C...PuPjP°PjPé P»C-PeCIPIP°PSPSCII

PyP°P+P»P&CtCI]I 2

PuPsPrC-C— fo}lf’sprc‘c_ affspfc‘c_ PLPSPrC-C— (%)
PLPSPICIP»CLICTC-PNPSP&PNe  [P“CECEPIP® (o) pspe (00 e pSP°
PoPSPoP»C-P- p»C-PeCtPIP°PSPSCII ?g%?:ggséc, e — f%Pg%gggsg_,Pl

5 CEPsPeC-PI|7 CEPsPeC-PI

" P&EPSP°PjC-CIPSPp P"C-PePP»CEC, P PICPr, - - - - -
CI'PiPsCI'C,PuCHPuPIPuPSPSCII150 PjPi 14,2 % 29,4 % 42,2 % 65,0 %
(n=657) PiP»P CIPEPPs 17.0% 36.4 % 53.7 % 67.5 %
P P°PrC-PsC,PuCHP°PIC-CII 55%'%; P>CICPoRIC-Prlg 5 o, 20,9 % 30,0 % 48,5 %
(n=305) PP»P°CIPIP+Ps 126 % 23,1 % 38.1 % 53.3 %
b P°PrPEPeP°P»CIHPSP® P'C-PeP°P»CrC, P PjCPT], - . - : :
PiCHPSCTC,P°C, PpPeC, PsPiC-CLI|150 PjPi 6% 10,0% 14.6% 224 %
(n=1719) PuP»P°CIPEP<Ps 12 % 8.7 % 12,6 % 20.2 %

PJ PiP°CtC-C”PSC,C-PI C-P- P»PsPeP°P»C-P-PsPIP°PSPePj P-P°C...PIPsCHCRPIP°PSPSCIIP;j,



CILIPeC- PsC,CHP&PjCIPIP°P»Pé C,C-P»CHPePé P+C-PeP°P»CrC,P°PjC-Pr,
PrPsCI'C,PsPIC-CHPSPsC— CHC-P-PSPECtC- Cr PIPEPJPEPIP°PSPSC- P+PuP-
PiCEPsPiCEPuCI'CfPIP°PSPSCI]I P-P°C...PIPsCECRPIP°PSPSCII PSPuPjP°C”. PiP°PePsPq Crf
PiP°CtC-C”PSC,C-PI C-P- P»PsPeP°P»C-P-PsPIP°PSP&Pj P-P°C...PIPsCECRPIP°PSPSCIIP;j, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé P+C-PeP°P»CrC,P°PjC-Pr CIIPe P°PrsR™ CRPIP°PSC,PSCr
C,PuCRP°PiC-Ch PiC-CI'P»CII CHP°PrC-PsC,PuCHP°PiC-C— (P’P = 0,98; 95 % P”Pt 0,80851,20)
P°P+Ps CHP°PrPéPeP°P»CHPSPsC— PiCHPsCI'C,P°C,PuPeC,PsPjC-C— (P’P = 1,03; 95 % P”Pt
0,8585“1,25), PrPsCI'C,PsPIC-CHPSPsC— PIC-PrPjC-PSPSPsCI'C,C- Cf CKC-PIPSC-
P-P°PiP°P»CIHPSPsPiPs PIPEPYP&PIP°PSPSCII PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI].

P] PiP°CtC-C”PSC,C-PI C-P: P»PsPeP°P»C-P-PsPIP°PSP&Pj P-P°C...PIPsCHCRPIP°PSPSCIIPj, PrPs
CIIPePEC... PI C-PSCEPsPjCr PIPéPiP°PrPeCr P-P°CI'C,PsCI'CfPIP°P»Pé P+ C,P°PeC,PéPeCr
PrPéPSP°PjC-C$PSPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII, C,P°PePsP
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII C,PuPSPrPuPSCtC-CII PrPs P-PjPuPSCEPuPSPSCII
CRHC-PIPSCII PIPEPYP&PIP°PSPSCII PiPsCHC-PIPSCIIPSPs P- PiP°C+C-C”PSC,P°PjPé, CLIPeC-
PiCHPEPN:PjP°P»Pé PiP»P°CtPpP+Ps (P’P = 1,15; 95 % P”Pt 1,0085“1,32). P— PsPiP»CIIPrCr PSP®
CtPu CI'PiC-PIPIC-PrPSPsCE€PuPSPSCILI CHPéP-PEPeCr/PePsCHPECIC,C-
P-P°CI'C,PsCI'CfPIP°PSPSCII P‘C-PeP°P»CrC,P°PjC-PrCr PiP°CtC-C”PSC,P°Pj C-P:
P»PsPeP°P»C-P-PsPIP°PSP&Pj P-P°C...PIPsCECRPIP°PSPSCIIPj PSPu PIPIP°PYP°C”C,CHCICI]
PrPsCt+C-P»CHPSPEP;.

P’ C-PSC£C-PNe PiCHPsPiCEP°PjC- PuC, PuPeC,PEPIPSC-CI'C,CH P+C-PeP°P»CrC,P°PjC-PrCr
PrP»CII P»C-PeCrPIP°PSPSCI] PiP°CtC-C”PSC,C-PI C-P-
PjC-CI'CtPpPIPsCHPsP-PiPsPICI'CRPrPIPuPSPEéPj CHP°PePsPj PiCEPsCI'C,P°C,Pé P+PuP:
PjPuC,P°CI'C,P°P-CrPIP°PSPSCII, CLIPePéPj P+CrP»P° PiPsPeP°P-P°PSP° PSPuPiP°PNePSP®
PeP°CI'C,CHP°C1C-ClI, P+CrP»P° PiCEPsPrPuPjPsPSCI'C,CEPsPIP°PSP® Cr PrPIPsC...
PrPsCI'P»C-PrPPuPSPSCIIC..., Cf CIIPeP&C... PIP-CLIP»Pé CFC+P°CI'C,CH 480
PiPsPiPuCHPpPrPSCHPs PSPu P»C-PePsPIP°PSPEC... PiP°CtC-C”PSC,C-PI C-P- CEP°PePsP;
PiCHPsCI'C,P°C,Pé P+PuP- PjPuC,P°CI'C,P°P-CrPIP°PSPSCII (Pm0). PkP° PjPsPjPuPSC,
PjPuPrC-P°PSPé PiPuCHC-PsPrCr CI'PiPsCI'C,PuCEPuPIPuPSPSCII 6,3 CHPsPeCt
CHC-PIPuPSCH P»PuC,P°P»CHPSPsCI'C,C- CI'C,P°PSPsPIPEPI 56 % C- PrPsCI'C,PsPIC-CEPSPs
PSPp PIC-PrCRHC-P-PSCIIPICI'CII Cr PiCRCtPiP°C... P-P°CI'C,PsCI'CfPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrCr C,P° PeP°CI'C,CRP°CtC-C— (P’P = 1,05; P"Pt 0,8185"1,36);
PsPrPSP°Pe CRHC-PIPSPsCtC-PSPSC-CI'C,CH PsP+PsC... PjPuC,PsPrC-PI P»C-PeCrPIP°PSPSCII
PSPj PjPsPPSP°® PsCtC-PSP&C,Pé CI'C,P°C,PéCI'C,PEC+PSPs.

PJ] C...PSPrC- 2 PrPsCI'P»C-PrPPuPSCHb, Cf CLIPePEC... PIP-CLIP»Pé CFCP°CI'C,CHb 805
PiPsPiPLCHPuPrPSCEbPs PSP P»C-PePsPIP°PSPEC... PiP°CtC-C”PSC,C-PI C-P-
PjPuC,P°CI"C,P°P-CfPIP°PSPSCIIP] (Pm1) PiCEP& CEC-PIPSC- P»PpC,P°P»CEbPSPSCI'C,C- 43 %,
P+C-PeP°P»CrC,P°PjC-Pr P+CFPI PsCtC-PSPuPSP&PN: CLIPe PjPpPSCE PuC,PuPeC,PEPIPSPEPN:,
PSC-P{ PeP°CI'C,CHP°C+C-CLI, C%0PsPrPs CP°CI'Ct PIP&PYPEPIP°PSPSCII
(CI'PiC-PIPIC-PrPSPsCEPUPSPSCLI CEP&P-PéPeC-PI = 1,30; PrPsPIC-CECEP&PNe
C-PSC,PuCEPIP°P» 1,048E"1,65), PiICHPé CtCEbPsPjCF C+P&CI PuP»CHPSP° CHC-P-PSP&CtCLI Ct
C1P°CI'C- PrPs P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCt CI'C,P°PSPsPIP&P»P° 42 PrPSC- (6
C,P&PYPSC-PI) PiCEPé PjPuPrC-P°PSC- PIP&PP&PIP°PSPSCII 2 CEPsPePé.

P‘C-PeP°P»CfC,P°PjC-Pr C” CEP°CtPuPjP°C,PsPj P- P°PSC,P&P°PSPrCEPsPiPuPSPSPsCR
P°PeC,P&PIPSC-CI'C,CR, PICEPuPrCI'C,P°PIP»PaPSP&PN: PjP°PNePYPy PIPEPSCLIC,PePsPIPs
R-PuPSP°PSC,C-PsPjPuCHPsP;.

P"C-C,Pe.

P-PsPrPSPé&C... PrPsCI'P»C-PrPYPuPSCH P- CrC+P°CI'C,Ch PrC-C,PuPNe PSPu



PiCHPsPIPsPrPéP»Pée (PrPéPI. ChPsP-PrC-P»Pé B«PiuCHPsC,PéPiPsPeP°P-P°PSPSCIIB» C-
B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- C,P°
PiPsPrCrPIP°PSPSCII PiCHCrPrPrChB»).

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PsCHP+CtC-CIL.

P‘C-PeP°P»CrC,P°PjC-Pr PrPsP+CHEPpu PICI'PjPsPeC,CC”C,CHCI'CII PiC-CI'P»CI]
PiPuCHPsCHP°P»CIHPSPsPiPs PiCHPéPNePsPjCr. PkPuPjP°C” PrPsPeP°P-C-PI PeP»C-PSC-C$PSPs
P-PSP°C$CrC%oPsPiPs PuC,PuPeC,Cr PiCHP&PNePsPjCr C—PqC- PSP®
P+C-PsPrPsCI'C,CIPiPSC-CI'C,CH P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.

P PsP-PiPsPrC-P».

P‘C-PeP°P»CfC,P°PjC-Pr PjP°C” PIP&CI"PsPeP&PNe CI'C,CEPiC-PSCH P-PIER™ CLIP-Cf-PIP°PSPSCII
P. P+C-P»PeP°PjPé PeCEHPsPIC- (CHP°CtPuPjP°C, BB 96 % (R)-PpPSP°PSC,C-PsPjPuCE - >99 %)
C,P° C-PSC,PuPSCI'PEPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII (CEP»CLIC...PsPj
PsPeCI'P&PrP°CC-C— C,P° PiP»CRPeCtCEPsPSC-P-P°C+C-C—), PNePsPiPs PjPuC,P°P+PsP»C-C,Pé
PsPrPSP°PePsPIPsCR PjC-CEPsCR PIP&PrC-P»CLICRC,CHCI'CLI P- CI'PuC+PuCh C,P°
PYPsPIC1CR.

P'C-PsC,CRP°PSCI'C,PsCHPjP°C1C-CI].

(S)-PUPSP°PSC,C-PsPjPuCE PrCrPPp CEPIPEPrPePs PIPEPIPsPrP&C, CEhCICLI
PiPsCRC-PIPSCIIPSPs C-P- (R)-PuPSP°PSC,C-PsPjPuCEHPsPj; PiPpuCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI PSCI'C,P°PSPSCHhPsPiPs P- PiP»P°P-PjPé PeCEPsPIC-
CI'C,P°PSPsPIP&C,Clb PiCEP&P+P»P&P-PSPs 1 C,PéPIPrPuPSCIb.

PuCEHPé C%oPsPrPuPSPSPsPCF P-P°CI'C,PsCI'CPIP°PSPSC- P+C-PeP°P»CrC,P°PjC-PrCt (R)-
PuPSP°PSC,C-PsPjPuCE C{PuCEHPuP- PNePsPiPs C,CEP&PIP°P»P&PNe PiPpCEC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI PeCrPjCtP»CRC”C,CHCI'CLI Cf PiP»P°P-PjC- PeCEPsPIC- PI 10-
PeCRP°C,PSC-PNe PePsPSCPuPSC,CEP°CC-C—.

PuP»P°C,Ps PePsPSCtPuPSC,CHP°CtC-C— (R)-PuPSP°PSC,C-PsPjPuCEP°® PSP° CHC-PIPSC-
PiCHPEP+P»P&P-PSPs 22 PjPePi/PjP» CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CLI PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPuPSPSPsC— PrPsP-Pé 150 PjPi P+C-PeP°P»CrC,P°PjC-PrCr. PJ
CI'C,P°P+C-P»CHPSC-PNe C,P°P-C- PSP° C+P°CI'C,PeCr PiPuCHPuPIP°PYPSPs
P°PeC,P&PIPSPsPiPs (R)-PuPSP°PSC,C-PsPjPuCHP° PiCHPéPiP°PrP°C” 99 % PIC-Pr
P-P°PiP°P»CHPSPsC— PeC-P»CHPePsCI'C,C- CtPéCHPeCrP»CRCRCHPEC. ..
PuPSP°PSC,C-PsPjPuCHC-PI.

P«P»C-PjC-PSP°CtC-CII(PIPéPIPuPrPuPSPSCII).

PJ C...PsPrC- PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrP{PpPSPSCII CI'PuCEPuPrPSCII
PePsPSCtPuPSC,CHP°CtC-CII (R)-P+C-PeP°P»CrC,P°PjC-PrCr Cr CI'PiPuCHPjC-
C$PsP»PsPIC-PeC-PI, CIIPeC- PNePsPiPs PsC,CHP&PjCrPIP°P»Pé Cr PrPsP-C- 150 PjPi,
CI'C,P°PSPsPIP&P»P° 4,9 PjPePi/PjP». P1C-P»CHPeC-CI'C,CH P+C-PeP°P»CrC,P°PjC-PrCr,
CLIPeP° PiPsC,PuPSCtC-PNePSPs PiPsC,CHP°PiP»CLIC” PI PsCHPiP°PSC-P-Pj P{C-PSPePé-
PiP°CEC,PSPuCHP° PiC-Pr C+P°CI" CI'C,P°C,PuPIP&C... P-PSPsCI'P&PS, C” PSPéP-CHhPePsCh C,P°
PjPsPYPp CI'C,P°PSPsPIP&C,Pé PiCEP&P+P»P&P-PSPs 0,3 PjPePi/PjP». PIPuPNe CHC-PIPuPSCH C”
PSP&PYC+P&Pj P-P° C,PsPNe, C%oPs Ct P»P°P+PsCHP°C,PsCHPSP&C... C,PIP°CHP&PS



PiCRP&P-PIPsPrPéC,CH PrPs P-PjC-PSPé PiPsC,PsPjCI'C,PIP°.

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

PxP°CEPjP°PePsPeC-PSPuC,P&PeP® (R)-PuPSP°PSC,C-PsPjPuCEP® PSPy P-P°P»PuPYP&C,CHb
PIC-Pr PIC-PeCt, PSP°CLIPIPSPSCI'C,C- CfCEP°PYPLPSPSCILI PSPECEPsPe P°P+Ps
P»PpPiPePsPiPs C+Pé PiPsPjC-CHPSPsPiPs CfCEP°PIPuPSPSCII PiPuC+C-PSPePé.
P+CI'PSCCRC,CH PrPsPeP°P-Pé, C%oPs Cf PiP°C+C-C”PSC,C-PI C-P- C,CLIPYPeP&PjP&
CICEP°PYPRPSPSCIIPjPé PiPpC+C-PSPePé (R)-PRPSP°PSC,C-PsPjPuCE PiPsPIC-P»CHPSC-CEPp
PpP»C-PjC-PSC{C”C,CEbCI'CLI P PiP»P°P-PjPé PeCEPsPIC-.

PBP»C-PSC-CiPSC- C...P°CHP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.

P’C-CI'C,P°PjC-Pr 150 PjPi PiPsPeP°P-P°PSP&PNe PrP»CLI PjPsPSPsC,PuCEP°PiC-C— P°P+Ps CLIPe
P°PrsF™ CRPIP°PSC,PSP° C,PuCEP°PiC-ClI Cf PiPsC”PrPSP°PSPSC- P-
CHP°PrPéPeP°P»CHPSPsCR PiCEPsCI'C,P°C,PuPeC,PsPjC-C”Ch CPé PiCEPsPjPuPSPRPIPsCh
C,PuCEP°PiC-C”"CH PiP°CtC-C”PSC,P°Pj C-P- PjC-CI"C+PpPIPs-CEPsP-PiPsPICI'CEPrPIPuPSPEP;
CEP°PePsPj PiPuCEPRPrPjC-C...CfCEPSPIPSC— P-P°P»PsP-Pé PiCEPé PIP&CI'PsPePsPjCr
CRP&P-PéPeCt PiCEPsPiCEPuCI'CPIP°PSPSCII P-P°C...PIPsCHCRPIP°PSPSCII (PrP&PI.
CEPsP-PrC-P» B«PoP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PEPIPSCI'C,C-B>).

P’C-CI'C,P°PjC-Pr 150 PjPi C,P°PePsP{ PiPsPeP°P-P°PSP&PNe PrP»CI] P»C-PeCrPIP°PSPSCI]
PiP°CtC-C”PSC,C-PI C-P: PjC-CI'CtPuPIPs-CHPsP-PiPsPICI' CRPrPYPuPSP&P;
PSPuPjPuC,P°CI'C,P°C,PéCPSPEéPj CHP°PePsPj PiPuCHPuPrPjC-C...CfrCHPsPIPsC— P-P°P»PsP-Pé,
PrP»CII CIIPeP&C... C...C-CHCrCRPiC-CPSP°® PeP°CI'C,CRP°C+C-CII C$Pé C-PSCEC-
PjPuPrPéC+PSC- PIC,CRCrC+P°PSPSCII C” PSPuPiCHP&PNePSCIIC,PSP&PjPé C+Pé PSP
PjPsPYCrC,CH P+CrC,Pé P-P°CI'C,PsCI'PsPIP°PSC-.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P'C-CI'C,P°PjC-Pr PiCHPsC,PéPiPsPeP°P-P°PSP&PNe PrP»ClI P-P°CI'C,PsCI'CrPIP°PSPSCII
PYC-PSPeP°Pj C,P° PrC-C,CIIPj.

P’C-CI'C,P°PjC-Pr PSPu CI'P»C-Pr PiCKP&P-PSP°C+P°C,Pé PiP°CtC-C”PSC,P°Pj, Cr CLIPePéC...
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII CHPuP°PeCtC-C— PiC-PiPuCHC+CrC,P»PéPIPsCI'C,C- PrPs
PrC-CRC+PsC— CHPuCtPsPIP&PSPé C+Pé P+CrPrCH-CIIPeP&C... PrPsPiPsPjC-PYPSP&C...
CBPuC$PsPIPEPS, C%oPs PIC...PsPrCLIC,CH PrPs CI'PeP»P°PrCr P»C-PeP°CHCI CHhPePsPiPs
P-P°CI'PsP+C¥.

PuCHPsC,P&PiPsPeP°P-P°PSPi PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrCr P- C,PuCHC, PuPSP°PrPéPSPsPj, P°CI'C,PuPjC-P-PsP»PsPj C+Pé
CtP&P-P°PiCHPEPIPsP;.

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



P”PsCI'P»C-PrPYPuPSPSCII 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,PsCEPsPj CYP3A4 C,P° PiCHPsCLIPIP»CIIC” PjPuPSCEP&PNe
C-PSPiC-P+C-C,PsCHPSP&éPNe PuC,PpuPeC, PSP° P°PeC,PéPIPSC-CI'C,CH CYP2PV9, 2PYV19 C,P°
2D6. PI'PsC+P° PeP»C-PSC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCI], Cr C...PsPrC- CLIPePéC...
P-P°CI'C,PsCI'PsPICFPIP°P»Pé P°PSC,PéPiC-CHPEPS CIIPe PjP°CHPePuCH P°PeC,PéPIPSPsCI'C,C-
CtP&C,PsC...CRPsPjCt P 450 (CYP), PSPp CI'PIC-PrC+P°C,CH PiCHPs PiPsC,PpPSCtC-PNePSCF
PIP-P°C”PjPsPrC-Ch C-P: P+C-PeP°P»CrC,P°PjC-PrPsPj, CI'PuCEPuPrPSCII
PePsPSCtPuPSC,CHP°CtC-CII PjC-PrP°P-PsP»P°PjCr (PiP»PsC%oP° PiC-Pr
C,,P°CHPjP°PePsPeC-PSPiC,PECPSPsChR PeCRP&PIPsCR) P-P+C-P»CHCEPEP»P°CI'CH PrPs 80 %
PiC-CI'P»CII PsPrPSPsC+P°CI'PSPsPiPs PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPsC,CIIPiPsPj
28 PrPSC-PI C-P- P+C-PeP°P»CrC,P°PjC-PrPsPj.

P”P»CII P»C-PeP°CHCI'CHPeP&EC... P-P°CI'PsP+C-PI C-P: PICIP-CHPePéPj
C,PuCHP°PiPuPIC,PECPSPEP] PrC-P°PiP°P-PsPSPsPj C,P°PePp PiC-PrPIPéC%oPuPSPSCII
PjPsPYPp PjP°C,Pé PIPuP»PéPePu P-PSP°C+PuPSPSCI]. PyPsPjCr PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII C-P- C,PuCHC, PuPSP°PrPéPSPsPj, P°CI'C,PuPjC-P-PsP»PsPj C,P°
CtP&P-P°PiCHPEPrPsPj C” PiCHPsC,PéPiPsPeP°P-P°PSP&P]. PyP°PePsPY P+C-PeP°P»CrC,P°PjC-Pr
CI'P»C-Pr P- PsP+PuCRHPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé C-P- C,P°PeP&PjPé
CI'PiPsP»CrPeP°PjPé CIIPe CtPéPeP»PsCI'PiPsCHPEPSPé C,P° P+P»PsPeP°C,PsCHPé
PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI. PmPsPPn PIPEéPSP&PePSCrC,Pé
PSPuPsP+C...C-PrPSC-CI'C,CH Cr P-PjPuPSCEPuPSPSC- PrPsP-Pé CtPEC...
PiCEPpPiP°CHP°C,C-PI, PsCI'PsP+P»P&PIPs CIIPeC%oPs C” PsP-PSP°PePé PiPsCI'PéP»PuPSPSCII
PIPiP»P&PICT P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr P°P+Ps PIP6PSPéPeP°CRC,CH
PiPsP+C-C#PSC- PuC,PuPeC,Pé Ct CHPuP-CrP»CHC,P°C,C- PNePsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII. PuCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- CtPéPeP»PsCI'PiPsCEPéPSCr
CHPpPePsPjPpPSPrCrCRC,CH PiCRPsPIPsPrPéC,Pé CHPuC,PpP»CHPSPu
CI'PiPsCI'C,PuCHPuPIPuPSPSCII P-P° PNePsPiPs PePsPSCtPuPSC,CEP°CtC-C”Ch Cr PiP»P°P-PjC-
PeCHPsPIC- C,P° P-P° PeP»C-PSC-C+PSP&Pj CI'C,P°PSPsPj PiP°C1+C-C”PSC,P° PiC-CI'P»CI]
PiPsC$P°C,PeCr P°P+Ps PiCHP&PiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsP;.

P— PsP+PuCEPpPYIPSC-CI'C,Ch CI'P»C-Pr PiCHP&éP-PSP°C+P°C,Pé P+C-PeP°P»CrC,P°PjC-Pr
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- P»C-PeP°CRHCI'CHhPeP&C... P-P°CI'PsP+C-PI, CIIPeC-
PjPsPYCrC,CH PiCHP&éPiPSC-C+CrPIP°C,Pé PsPeP&CI'P»PuPSPSCII PiCEPuPiP°CRHP°C,Cr
(C,P°PePéC... CIIPe CtPéPjPuC,PEPTPEPS, PePuC,PsPePsPSP°P-PsP»). PyPuPsCEPuC,PEC+PSPs
CtPu PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs PiC-PrPIPEC%oPuPSPSCI]
PePsPSCtPpPSC,CHP°CtC-C— P+C-PeP°P»CrC,P°PjC-PrCr Cr PiP»P°P-PjC- PeCHPsPIC-, C%oPs
PjPsPYPu P-CrPjPsPIPEC,Pé PiPsCI'PéP»PpPSPSCII PiPsP+C-C+PSPé&C... PuC,PpPeC,C-PI
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.

P”PsCI'P»C-PrPIPuPSPSCII C-n vitro PiPsPeP°P-P°P»P&, C%oPs P+C-PeP°P»CrC,P°PjC-Pr
PjPsPYPp PIP&C,C-CI'PSCIIC,Pé PeClPjP°CEP&PSPSPIPEPN. P°PSC,PéPePsP°PiCIP»CLIPSC,
PIP°CEC,P°CEP&PS P- PrC-P»CLIPSPsPe PNePsPiPs P-PIsF™ CLIP-CfPIP°PSPSCLI P-
P+C-P»PeP°PjPé PeCRPsPIC-. PuPsPIC-PrPsPjP»CLIP»Pé PiCEPs PiPsCI'P&éP»PuPSPSCII

PuC, PpPeC,C-PI PIP°CEC, P°CRPEPSCT C,P° C-PSCEPEC... PeCrPjP°CEPEPSPSPIPEC. ..
P°PSC,P&PePsP°PiCIP»CIIPSC,C-PI PICPé C—C... PsPrPSPsC+P°CI'PSPsPjCr PiCHP&PNPsPjC- P-
P+C-PeP°P»CrC,P°PjC-PrPsPj. PyPsPiCt Ct CEP°P-C- PICEP&P-PSP°C+PpPSPSCII
P+C-PeP°P»CrC,P°PjC-PrCt PiP°CtC-C”PSC,P°Pj, CIIPeC- PIPPp PsC,CHP&PjCICRC,CH
PeCIPjP°CRP&PSPsPIC- P°PSC,PéPePsP°PiCIP»CIIPSC,Pé, CEPuPePsPjPuPSPrCrCRC,CH
PiCEPsPIPsPrP&éC,Pé CEPuC,PuP»CHPSPEPNe PjPsPSC-C,PsCRP&PSPi
PiCEPsC,CHPsPjP+C-PSPsPIPsPiPs CP°CI'Ct C- PiPsC,CHC-P+PSPs CEPsP-PiP»CIIPSCIC,Pé



PiPeC,P°PSPSCII PiCHPs PePsCHPéPiCrPIP°PSPSCII PrPsP-Pé P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI.

P] P-PIBF™ CLIP-PeCt P- C,PéPj, C%oPs P°PSC,PéP°PSPrCHPsPiPuPSPSP°® C,PuCHP°PiC-CII
PjPsPYPp PiCRHP&P-PIPsPrPéC,Pé PrPs PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Cr QT,
CI'P»C-Pr P- PsP+PuCHPuPYPSC-CI'C,Ch PiCHP&P-PSP°C$P°C,Pé P+C-PeP°P»CrC,P°PjC-Pr
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+PEéPSP&C,Pé CHPsP-PIP&C,PsPe
C€P»CrPSPsCtPePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PePiCr PiC-CRHCrPuC, (torsade de
pointes), C,P°PePéPjPé CLIPe P°PSC,PéP°CHP&C,PjC-C+PSC- PiCEPuPiP°CHP°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'P&C, P»PsPeCI'P°CtP&PS, PSPuPN.CHPsP»PuPiC,PéPePé. (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

P”C-C,Pe.

P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— PiCEPsPIPsPrPéP»Pé C,C-P»CH>PePé P-
CrCtP°CI'C,ChR PrPsCHPsCI'P»PéC... PiP°CtC-C”PSC,C-PIL.

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

P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsC+PéPSP°C,Pé PiC-Pr P+PuP-PiPsCI'PuCRPuPrPSC-Pj
PSP°PiP»CIIPrPsPj P»C-PeP°CRHCII.

P‘C-PeP°P»CrC,P°PjC-Pr P°PeC,PEPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII Cf
PiPpC+C-PSCtC-. P”PuCIIPeC- PrP°PSC- PrP°CRC,CH PiC-PrCI'C,P°PICt PIPIP°PYP°C,Pé, C%oPs
Cr PiP°CtC-C”PSC,C-PI P- C,CIIPPePé&PjPé CfCRP°PYPuPSPSCIIPjPé PiPpC+C-PSPePé
PIPEPIPuPrPpPSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr
CrPiPsPIC-P»CHPSCRC”C,CHCI'CLI, P° CtPp PjPsPYPp PiCEP&P-PIPuCI'C,Pé PrPs
PeC1PjCFP»CLICtC-C— P+C-PeP°P»CrC,P°PjC-PrCr. PyPsPjCr P+C-PeP°P»CrC,P°PjC-Pr
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsP+PuCHPpuPYIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj C-P:
PiPsPjC-CHPSP&PjPé P°P+Ps C,CILIPYPeP&PjPé CrCHP°PIPuPSPSCIIPjPé PiPuC+C-PSPePé.

PSPuCEPpP- PjPsPYP»P&PIC-CI'C,CH P-PjC-PS C,CfPSPeCtC-C— PiPuC+C-PSPePé CI'P»C-Pr
PiPuCHC-PsPrPéC+PSPs PiCHPsPIPsPrPéC,Pé PePsPSC,CRPsP»CH PiPuC+C-PSPePsPIPEC...
PiCHPsP=. P‘C-P»CHCEC-CI'C,CH P-PjC-PS CI'PiPsCI'C,PuCRHC-PiP°CRC,CHCI'CII
PiCHPsC,CIIPiPsPj PiPuCRHCEP&C... 6 PjC-CI'CLICtC-PI P-P°CI'C,PsCI'CrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrCr.

P—CHC-PrPeP° PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- P+C-PeP°P»CrC,P°PjC-PrCr
CI'PiPsCI'C,PuCHC-PiP°CRC,CH C,CIIPIPeC- P-PjC-PSPé P- P+PsPeCr PiPuC+C-PSPePé,
PiPsPIC-PrPsPjP»CLIP»Pé PSP°PIC-C,CH PiCHPs P»PuC,P°P»CHPSC- PIPEPiP°PrPePé. PIPeC%oPs
CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII C,CLIPYPeC- P-PjC-PSPé, P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsPj CI'P»C-Pr PiCHP&éPiPéPSP&C,Pé.

PiiCHPé PSP°CIIPIPSPsCI'C,C- PsP+BE™ C”PeC,PEPIPSP&C... PsP-PSP°Pe
PiCEPsPiCEPuCI'CrPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII C,P° PiCHPé
PiC-PrPIP8C%oPpuPSPsPjCt CHC-PIPSC- PSA (PiCEPsCI'C,P°C,PéC+PSPsPiPs
CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCr) CI'P»C-Pr CRPsP-PiP»CIIPSCIC,Pé
PjPsPYP»P&PIC-CI'C,CH PiCHP&PiPéPSPuPSPSCII C,PuCHP°PiC-C—



P+C-PeP°P»CrC,P°PjC-PrPsP;j.

PuPsPeP°P-P°PSPs, C%oPs P+C-PeP°P»CfC,P°PjC-Pr PiCEP&PiPSC-C4CrC”
P°PeC,PPIPSC-CI'C,CEb CtP8C,PsC...CHPsPJCYt P 450 (CYP3A4), C,PsPjCt CI'P»C-Pr
PiCEHPsCLIPIP»CIIC,Pé PsP+PuCEPuPYPSC-CI'C,CH Ct CEP°P-C- PsPrPSPsCHP°CI' PSPsPiPs
PNePsPiPs PiCEP&P-PSP°CPuPSPSCLI P- P»C-PeP°CECI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs
PjPuC,P°P+PsP»C-P-CtCRC,CIHbCI'CLI PiPpCHPRPIP°PIPSPs CYP3A4.

P] CRC-PrPeC-CI'PSPEC... PIPEPIP°PrPeP°C... PiPsPIC-PrPsPjP»CILIP»Pé PiCHPs CHPuP°PeCtC-C—
C,PsC,PsCI'PuPSCI'PéP+C-P»C-P-P°CtC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEP&PN:PjP°P»Pé
P+C-PeP°P»CrC,P°PjC-Pr 150 PjPi. PuP°CtC-C”PSC,P°Pj CI'P»C-Pr CEPpuPePsPjPuPSPrCrPIP°C,Pé
CIPSP&PeP°C,Pé PiCRCIIPjPsPiPs PIPiP»P&PICt PSP°PrPjC-CHPSPsPiPs CI'PsPSCIIC+PSPsPiPs
CI'PIC-C,P»P° P°P+Ps CfP»CHC,CHP°C, C-PsP»PuC,PsPIPsPiPs CI'PIC-C,P»P° C,P°
PePsCHPECI'C,CIPIP°C,PECI'CII CI'PsPSCtPuP-P°C...P6CI'PSP&PjPé P-P°CI'PsP+P°PjPé PiC-Pr
C$P°CI" PiCHPéPNePsPjCt P+C-PeP°P»CrC,P°PjC-PrCr 150 PjPi. PIPeC%oPs CHEPuP°PeCtC-CII
C,PsC,PsC+CrC,P»PéPIPsCI'C,C- C” P+C-P»CHCE CI'C,C-PNePePsCh C,P°/P°P+Ps C,CIIPPePsCH,
CI'P»C-Pr CRPsP-PiPsC$P°C,Pé PIC-PrPiPsPIC-PrPSPu CI'PéPjPiC,PsPjP°C,PEC+PSPn
P»C-PeCrPIP°PSPSCII.

PyPuCHP°PiC-CII P°PSC,PéP°PSPrChHPsPiPuPSP°PjPé PjPsP{Pu PiCHPeP-PIPsPrPeC,Pe
PrPs PiPsPrPsPIPYPuPSPSCII C-PSC,PuCRHPIP°P»Cr QT.

PJ] PiP°CtC-C”PSC,C-PI P- C,P°PeC,PsCHP°PjPé CRHP&P-P&PeCr P°P+Ps P- PSP°CIIPIPSC-CI'C,Ch
PiPsPrPsPIPYPuPSPSCII C-PSC,PuCEPIP°P»Cr QT PI P°PSP°PjPSPuP-C-, P° C,P°PePsPq Cr
PiP°CtC-C”PSC,C-PI, CLIPeC- PsPrPSPsC+P°CI'PSPs PiCHPéPN:PjP°CRC,CI
P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+P&, C%oPs PjPsPCrC,CH PiPsPrPsPIPCIPIP°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- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»),
P»C-PeP°CH PiPsPIPEPSPuPS PrPs PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsPj PsCtC-PSPé&C,Pé CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
CHPEP-PéPe/PePsCRP&CI'C,CH, PICHPCC...PsPICFCRCtPé PiPsC,PuPSCtC-PN:PSPéPN. CHP&P-PéPe
PIPEPSP&PePSPuPSPSCII CEP»CrPSPsCtPePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PéPiCr
PiC-CRCrPuC, (torsade de pointes).

PHPSC,P&P°PSPrCEPsPiPRPSPSP® C,PuCEP°PiC-CLI PjPsPYPu CI'PiCEP&CtPEPSPEC, Pé
P-PjC-PSPé Ct PjPsCHC, PsP»PsPiC-C— CI'PiPpuCHPjP°C,PsP-PsC—PrC-PI. P PsC1P°
PIPiP»P&PI P+C-PeP°P»CrC,P°PjC-PrCrt PSP° PjPsCEC, PsP»PsPiC-Ch
CI'PiPpCHPjP°C,PsP-PsC—PrC-PI PSPu PsCtC-PSCRPIP°P»Pé C- PiCEPs C,P°PeC-
P-PjC-PSPé Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé
P+C-PeP°P»CrC,P°PjC-Pr, PSPu PiPsPIC-PrPsPjP»CIIP»Pé, PiP°CtC-C”PSC,P°Pj
C,P°/P°P+Ps C—C... PiP°CEC,PSPuCEHP°Pj PiC-Pr C4P°CI" P»C-PeCrPIP°PSPSCII C-
PiCEPsC,CLIPiPsPj 130 PrPSC-PI PiC-CI'P»CLI C,PuCEHP°PiC-C—
P+C-PeP°P»CrC,P°PjC-PrPsPj CI'P»C-Pr PIPéPePsCEP&CI'C,PSPICFPIP°C,Pé

PuC, PpPeC,P&PIPSC- PjPuC,PsPrPé PePsPSC,CEP°CtPuPiCtC-C—.

PuPsPIC-PrPsPjP»CLIP»Pé PiCEPs PiPsCI'P&éP»PuPSPSCLI PuC, PuPeC,C-PI
PeCtPjP°CHPEPSPSPIPEC... P°PSC,P&PePsP°PiCFP»CLIPSC,C-PI Ct PiP°C+C-C”PSC,C-PI,
CLIPeC- PsPrPSPsC+P°CI'PSPs PiCEP&PNePjP°P»P& P+C-PeP°P»CtC,P°PjC-Pr, C%oPs
PjPsP{Pp PiCRP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCILI
PiCEPsC,CHPsPjP+C-PSPsPIPsPiPs C{P°CI'Ct (PuP§) C,P° PjC-PPSP°CEHPsPrPSPsPiPs



PSPsCTEPjP°P»C-P-PsPIP°PSPsPiPs PIC-PrPSPsCEPuPSPSCII (PwP&P’). P”PuCLIPeC-
PIP&PiP°PrPePé P+CrP»Pé PiPsPIER ™ CIIP-P°PSC- P- CEP&P-P&PePsPj
PIP&PSP&PePSPRPSPSCII PeCHPsPIPSC,PuCiC-. P PuPePsPjPuPSPrCrC”C,CHCICII
CHPuC,PuP»CHPSPs PePsPSC,CEPsP»CRPIP°C,Pé CEC-PIPSC- PuP§/PmPkP’ C-
PiPsC,CHC-P+PSPs CEPsP-PiP»CLIPSCLC,Pé PiPéC,P°PSPSCII PiCEPs
PePsCEHP&PiCEPIP°PSPSCLI PrPsP-Pé P°PSC,PéPePsP°PiCtP»CLIPSC,C-PL.

P”PsPiPsPjC-PIPSC- CHPuC#PsPIPéPSPé.

PiP°CtC-C”PSC,P°Pj P- CRC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIPéPjPé C,PsCHPjP°PjPé
PSPuPiPuCRPuPSPsCI'PéPjPsCI'C,C- PiP°P»P°PeC,PsP-Pé, PICHPsPrPIPuPSPsCh
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 CI'P»C-Pr
PiCHP&PNePjP°C,Pé CtPpPNe P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+.

P>C-PeP°CRHCI'CHPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH PjPuPSCEPh 1 PjPjPsP»CH (23
PjPi)/PrPsP-Ct PSP°C,CHC-CR, C,PsP+C,Ps PiICHP°PeC,PéC+PSPs PIC-P»CHbPSPEPNe
PIC-Pr PSP°C,CEC-CR.

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

P'P°PiC-C,PSC-CI'C,CIb.

P’C-CI'C,P°PjC-Pr PiCEPsC,PéPiPsPeP°P-P°PSPEPN: PrP»CII P-P°CI'C,PsCI'CFPIP°PSPSCII
PYC-PSPeP°Pj. P—P°CI'C,PsCI'CfPIP°PSPSCII P+C-PeP°P»CrC,P°PjC-PrCr
PiCHPsC,PéPiPsPeP°P-P°PSPp PYC-PSPeP°Pj Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C-.

P“PsPrCrPIP°PSPSCII PiCRCIPrPrCh.

P‘C-PeP°P»CrC,P°PjC-Pr PiCEPsC,PéPiPsPeP°P-P°PSP&PNe Cf PiPpCHC-PsPr PiPsPrCrPIP°PSPSCILI
PiCHCIPrPrCR.

PxPuCRC,PéP»CIHbPSC-CI'C,CIb.

PhP+PsCHPsC,PSPu PiPsPiC-CHCEPuPSPSCII C+PsP»PsPIC-C+PsC—
C,,PuCHC,PéP»CHPSPsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr
PrPsCI'P»C-PrPIPuPSPSCIIC... PSP° C,PIP°CEP&PSP°C.... P] P»CRPrPéPSPé CI'P»C-Pr
PiCHPEPICFCI'PeP°C,Pé PiPuCHC-PsPr CI'CrP+C, PuCHC,PéP»CHPSPsCI'C,C- P°P+Ps
P+PpP-PiP»C-PrPrCll.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC2PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCFC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P‘C-PeP°P»CrC,P°PjC-Pr PSPy PIPiP»P&PIP°C” PSP° P-PrP°C,PSC-CI'C,CH PePuCHCIrPIP°C,Pé
P°PIC,PsPjPsP+C-P»PuPj P°P+Ps PiCEP°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° CIPIP°P-C-, C%oPs CP°CI'C,Ps



PjPsP{Pp PIPéPSP&PeP°C,Pé CI'PsPSP»P&PIC-CI'C,CHb C,P° P-P°PiP°PjPsCEPsC+PuPSPSCII
(PrP&PI. CRPsP-PrC-P» B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B»). PuP°C+C-C”PSC,Pé, CLIPeC-
PiCEP&PN-PjP°CRC,CH CtPuPNe P»C-PeP°CHCI'CEbPePEPNe P-P°CI'C-P+, PiPsPIP&PSPSC-
PrPsC,CHP&PjCEPIP°C,PECI"CLI PsP+PpCEPuPYPSPsCIC,C-.

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

P”PsCEPsCI P»C- PiP°C+C-C”PSC,Pé C+PsP»PsPIC-C+PsC— CI'C,P°C,C-, PIPeP»CRCtP°CRCtPé
PiP°Ct+C-C"PSC,C-PI P»C-C,PSCEPsPiPs PIC-PeCr: PiPuCHPsCHP°P»CEbPSPs PiPs PsPrPSC-PNe
C,P°P+P»PuC,CtC- 150 PjPi 1 CRHP°P- PSP° PrPsP=Cr.

P'C-CI'C,P°PjC-Pr 150 PjPi CI'P»C-Pr PiCEP&PN:PjP°C,Pé C,CHPEPIP°P»P&PNe C+P°CL,
PiCEP&PSP°PN:PjPSC- PrPs 2 CEPsPeC-PI P°P+Ps PrPs PiPsCLIPIPé PsP-PSP°Pe
PiCEPsPiCEPuCI'CFPIP°PSPSCII P-P°C...PIPsCHCRPIP°PSPSCII.

PhCI'PsP+P»PéPIC- PiCFC2PiPé.

PkP&CHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH: PiP°CtC-C”PSC,P°Pj C-P-
PSP8CHPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,CR PePsCRPuPeCtC-CII PrPsP-Pé PSPu
PiPsC,CHC-P+PSP°.

P1PuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CHs: PiP°CtC-C”PSC,P°Pj C-P- P»PuPiPePsCh
PiPpC+C-PSPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PePsCRPuPeCtC-CII PrPsP-Pé PSPy
PiPsC,CHC-P+PSP°. P] PiP°C+C-C”PSC,C-PI C-P- PiPsPjC-CHPSPsCh P°P+Ps C,CIIPYPePsCh
PiPpC#C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PjPsPYPp
CI'PiPsCI'C,PuCHC-PiP°C,PECI'CI] PiC-PrPIP&C%oPuPSPu PSP°PePsPiPéC+PuPSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P”C-C,Pé. P'‘C-PeP°P»CrC,P°PjC-Pr PiCHPsC,PéPiPsPeP°P-P°PSP&PNe PrP»CII
P-P°CI'C,PsCI'CrPIP°PSPSCII PrC-C,CLIP;j.

PuPuCEPuPrPsP-C4PIP°PSPSCII.

PkPpPjP°C” PrP°PSPé&C... C%oPsPrPs PiPuCHPuPrPsP-CrPIP°PSPSCII Cf P»CRPrPuPNe.
PYPiPuCtP&C,C-C$PSPsPiPs P°PSC,PéPrPsC,Cr PSPu C-CI'PSCrC”; P»C-PeCrPIP°PSPSCII
CI'P&PjPiC,PsPjP°C,PéC+PSPp. P”C-P°P»C-P- PjPsPYPn P+CrC,Pé PSPuPuC,PuPeC,PEPIPSP&P;,
PsCI'PeC-P»CHPePé P+C-PeP°P»CrC,P°PjC-Pr P-PSP°C$PSPsCh PjC-CHPsCh

P-PISR™ CLIP-CfC”C,CHCI'CLI P- P+C-P»PeP°PjPé PeCHPsPIC- C,P° PSPu
PIPECIIPIP»CIIC”C,CHCI'CII Ct PSPuP-PjC-PSPuPSPsPjCr PIPéPiP»CIIPrC- PI CI'PuC#C-.
PuuCHPé PiPuCHPuPrPsP-CtPIP°PSPSC- PiPsPeP°P-P°PSP° P-P°PiP°P»CHPSP®
PiC-PrC,CHPéPjCrPIP°P»CHPSP°® C,PuCHP°PiC-CI], PIPeP»CRC+P°CRC$Pé
PjPsPSC-C,PsCHP&PSPi PIP&C,C,C”PIPs PIP°PYP»P&PIPEC... PiPsPeP°P-PSP&PeC-PI.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.



PuPsP+C-C$PSC- CHPuP°PeCtC-C— P-P°P-PSP°C+PuPSPs P-P° CP°CI'C,PsC,PsCh: PrCrPYPu
CtP°CI'C,C- (=1/10), C+P°CI'C,C- (=1/100, <1/10), PSPuC+P°CI'C,C- (=1/1000, <1/100),
CHC-PrPePs (=1/10000, <1/1000), PrCrPYPu CRHC-PrPePs (<1/10000), C+P°CI'C,PsC,P°
PSPpPIC-PrPsPjP° (PSP° PsCI'PSPsPIC- PrPsCI'C,CrPiPSPEC... PrP°PSP&C... PSPuPjPsPYP»P&PIPs
PICI'C,P°PSPsPIP&C,Pé C+P°CI'C,PsC,Ct PIP&éPSPéPePSPuPSPSCII).

PYPéCI'C,PuPjP°
PsCEPiP°PSC-PI

P§SP°CI'C,PsC,P°

PuPsP+C-CiPSP° CEPuP°PeC+C-CII

[P— P+PsPeCé PeCHPsPIC- C,P°
P»C-PjC,P°C,PéECtPSPsC—

P§P°CI'C,C-

PHPSPRPjC-CLI

CI'PuCEPuPrPsCI'C,C-PSPSCII,
PiCRCéPrPSPsC— PeP»C-C,PePé
C,P° PrPéC...P°P»CHPSPsC—

CI'PECI'C,PuPjPé

P— P+PsPeCé C-PjCéPSPSPsC—  |PkPuCtP°CI'C,C-|P“C-PiPuCRHC+CrC,P»PéPIC-CI'C,CHp,

CI'PéCI'C,PuPjPé P°PSPiC-PsPSPuPICHPsC,PECPSPEPNe
PSP°P+CHCIIPe, PeCHPsPiP&PIBF™ CLIPSPeP®

PuPsCFC2CEPUPSPSCII P§P°CI'C,C- P—PjPuPSCEPuPSPSCII P°PiPuC,PéC,Cr

PjPuC,P°P+PsP»C-P-PjCé C,P°

C...P°CEC#C2PIP°PSPSCII

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

CEPsP-P»P°PrpPé PrPuPiCHPuCI'C-CI]

P— P+PsPeCé PSPuCHPIPsPIPsC— [P§P°CI'C,C- P—P°PiP°PjPsCHPsC+PuPSPSCI,

CI'PECI'C,PuPjPé CI'PsPSP»PéPIC-CI'C,CH

P— P+PsPeCé CI PuCECtCII P§P°CI'C,C- P1iPsPrPsPIPPpPSPSCII C-PSC,PuCEPIP°P»Cr
QT (PrPéPI. CRPsP-PrC-P»Pé
B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P°
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPePéPjPé P-P°CI'PsP+P°PjPé
C,P° C-PSC£C- PIPéPrPé
PIP-P°C”PjPsPrC-PNeB»)

PYC$PrPéPSPSC- P”CrPYPu PuCHP&PiP»P&PIPE

PiPsCFC2CEPUPSPSCII CfP°CI'C,C-

P— P+PsPeC3 PkPpC+P°CI'C,C-|PtPSC,PuCHCI'C,PECTC-P°P»CHhPSP®

P»PpPiPpPSPUPIP® C...PIPSCEPsP+P°,
P, PiPsPIC-PrPsPjP»PuPSPSCLI PiCEPs
P»PpC,P°P»CHbPSC- PIP&PiP°PrPePé.

CI'PECI'C,PuPjPé
P— P+PsPeCé C,CRP°PIPSPsC—  [P§P°CI'C,C- P‘C-P»CH> Cr PP&PIPsC,C-, P-P°PiPsCH,
CI'PéCIC,PuPjPé PrPéCI'PiPuPiCI'C-CI], PjPuC,PuPsCHP&P-Pj,
PSCrPrPsC,P°
P“PuPiP°C,PsP+C-P»C-P°CEPSC- [P§P°CI'C,C- P“PuPiP°C,PsC,PsPeCI'PéC+PSC-CI'C,CH,
CFPsP-P»P°PrpPé PYPsPIC,CIIPSP&CtCI],
PiC-PrPIP&C%oPuPSPSCII
P°PeC,PéPIPSPsCI'C,C-
C,CHP°PSCI'P°PjC-PSP°P-'
P C-PrPePs PuiPpC+C-PSPePsPIP®

PSPuPrPsCI'C,P°C,PSC-CI'C,CH*. P,
PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs

P»PuC,P°P»CHPSC- PIPePIP°PrPePé.




P— P+PsPeCé C€EPeC-CHPé C,P°  [P”CrPYPp P'PéCI'P&Pi

PiC-PrC€PeC-CEPSPsC— C$P°CI'C,C-

PeP»C-C,PePsPIPéPSPé P§P°CI'C,C- PHP»PsPiPuCtC-ClJ,
PiC-CBCI'CrC,P&P-Pj/PIC-PrPSPsPIP»PuPSPSCI]
CEPsCI'C,Cr PIPsP»PsCI'CI'CLI,
CI'CfC...C-CI'C,CH C€PeC-CHPE’,
CI'PIPuCHP+C-Pf

PkPuC+P°CI'C,C-|PxPsC,PsCT'PuPSCI'PéP+C-P»C-P-P°CtC-CII

P— P+PsPeCé PSPéCEPsPe C,P°  [P§P°CI'C,C- P“PuPjP°C,CrCEC-CII

CI'PuC#PsPIPéPrC-P»CHPSPsC—

CI'PéCI'C,PuPjPé

P— P+PsPeC3 P"CrPYPp P“C-PSPpPePsPjP°CI'C,C-CII C,P°

CHPuPiCEPsPrCéPeC,PéPIPSPsC— |CP°CI'C,C- P+PsP»CRC$C-CI'C,CH> PjPsP»PsCfPSP&C...

CI'PéCI'C,PuPjPé C,P° P-P°P»PsP-2

PjPsP»PsCtPSPéC... P-P°P»PsP- PSP°CI'C,C- P+CHPuPeC,PEP»CHPSP®
PrPéCI'C,CfPSPeCtC-CII

P—P°PiP°P»CHPSC- P”CrPYPu PHCI'C,PuPSC-CII

PiPsCHC2C€PUPSPSCII C,P° C$P°CI'C,C-

gg)cﬁi 11; ;ﬂ%}%rg&cﬂ P§P°CI'C,C- P‘C-P»CH> Cr PiCRCrPrCIIC..., PSP°P+CHCILIPe

PhP+CI'C,PuPPuPSPSCII P§P°CI'C,C- P—P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°

' P—PjC-PSPé P P+PsPeCt PiPuC+C-PSPePé CEC-PrPePs C” C,CLIP{PeP&PjPé C,P°
C$P°CI'C,Ps PjP6PSP°CRC,CH P°P+Ps CI'P»P°P+C€P°CRC,CH PiCHPé
PiCHPsPrPsPIPJPuPSPSC- P»C-PeCrPIP°PSPSCII C#Pé PiC-CI'P»CLI PNePsPiPs
PiCHP&PiPéPSPuPSPSCII.

?P‘C-P»CHCEC-CI'C,CH> PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCrCRC,Clh
P+C-PeP°P»CrC,P°PjC-Pr 150 PjPi CIIPe PjPsPSPsC,PuCHP°PiC-CH,
PIC-PrP-PSP°C$P°CRC,CH PiC-PSPuPePsPjP°CI'C,C-Ch C,P°/P°P+Ps
P+PsP»CRC+C-CI'C,CH PjPsP»PsCtPSP&C... P-P°P»PsP-. PJ C...PsPrC-
PrPsCI'P»C-PrPYPuPSPSCII 5 % PiP°CtC-C”PSC,C-PI PeP»P°CI'PEC,C-PeCIPIP°P»Pé CtC-
CI'P&PjPiC,PsPjPé CIIPe C,CIIPYPeC-. P“C-PSPuPePsPjP°CI'C,C-CII PjPsPYPu PSPu
P-PSP&PePSCrC,Pé CI'P°PjPsCI'C,C-PNePSPs PiC-CI'P»CII PIC-PrPjC-PSPé
C,PuCHP°PiC-C—, PsCI'PsP+P»P&PIPs PiC-CI'P»CII C,CHPEPIP°P»PsPiPs
P»C-PeCrPIP°PSPSCII.

3 P—PiC-PrPSPs PiCEP°PIP&éP» PePsPrCrPIP°PSPSCII, C%oPs
PIPéPePsCEP&CIC,PsPICFCRC,CHCI'CII PI PrPsCI'P»C-PrPPuPSPSCIIC... EPC, PiPsP+C-C$PSP®
CHPuP°PeCtC-CII B«CI'CfC...C-CI'C,CH CEPeC-CEP&B» P+CrP»P° P-P°PePsPrPsPIP°PSP° PiC-Pr
COSTART C,PuCHPjC-PSPsPj B«PIP&CI'P&PiB». PiPsPjCt PsPeCHPuPjP° C+P°CI'C,PsC,P° C—C—
PIPEPSP&PePSPuPSPSCII PSPy PjPsPYPu P+CrC,Pé PIPEP-PSP°C+PuPSP° PrP»CII
P+C-PeP°P»CrC,P°PjC-PrCr 150 PjPi, PsPrPSP°Pe PiPuCHPuPrP+P°C+P°C”C,CHCI'CII
C,P°PeP° PY C$P°CI'C,PsC,P°, CIIPe PrP»CII 50 PjPi P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+C¥.

*P’PeP»CRC+PuPSP° Cr PiPuCHPuP»C-Pe PiPsP+C-C$PSP&C... CEPaP°PeCtC-PNe PiC-CI'P»CII
PsC,CHP&PjP°PSPSCII PiPsCI'C,PjP°CEPePuC,PEPSPiPsPIPEC... PrP°PSPéC....

P§P°CI'C,PsC,P° P+CrP»P° PIPEP-PSP°CPuPSP°® P-P° C+P°CI'C,PsC,PsCh
PiPsPIC-PrPsPjP»PpPSCH PiCHPs PIPEPiP°PrPePé CrCRP°PIPuPSPSCII PiPuC+C-PSPePé Cr
PiP°CtC-C”PSC,C-PI, C%oPs PsC,CHP&éPjCrPIP°P»Pé P+C-PeP°P»CrC,P°PjC-Pr 150 PjPi Cr
PiCRCIPiC- PIC-PrPeCEPEC,PsPiPs P»C-PeCIPIP°PSPSCII Ct PrPsCI'P»C-PrPPuPSPSCIIC...



Early Prostate Cancer programme (P+P PY).

°P’PeP»CRCPpuPSP° Cf PiPuCEPuP»C-Pe PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe PiC-CI'P»CII
PsC,CHP&PjP°PSPSCII PiPsCI'C,PjP°CEPePuC,P&PSPiPsPIPEC... PrP°PSPéC....

P§P°CI'C,PsC,P° P+CrP»P° PIPEP-PSP°CPuPSP° P-P° C+P°CI'C,PsC,PsCh
PiPsPIC-PrPsPjP»PuPSCH PiCEPs PIPEPiP°PrPePé C-PSC,PuCHCI'C,PECTC-P°P»CHPSPsC—
PiPSPuPIPjPsPSC-C— Cr PiPuCEC-PsPr CHP°PSPrPsPjC-P-PsPIP°PSPsPiPs P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsPj 150 PjPi Ct PrPsCI'P»C-PrPYPuPSPSCIIC... EPC.

P—P+C-P»CHCEPuPSPSCII PuP§/PwPKP’: Ct P-PIC-C,P°C... PiCHPsC,CIIPiPsPj
PiC-CI'P»CIICEPuC”CI'C,CHP°CtC-PNePSPsPiPs CI'PiPsCI'C,PpCHPuPIPuPSPSCII
PiPsPIC-PrPsPjP»CIIP»Pé PiCRHPs PIP-P°C”PjPsPrC-Ch PeCrPjP°CEPéPSPsPIPEC...
P°PSC,PéPePsP°PiCrP»CIIPSC,C-PI C-P- P+C-PeP°P»CrC,P°PjC-PrPsP;.

PuPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CHCEPIP°PSC- PiPsP+C-C$PSC-
CBPuUP°PeCtC-C—.

P1iPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CRBPuP°PeCtC-C— PiC-CI'P»CII CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Cr C” PIP°PYP»P&PIPsCh PiCHPsCtPuPrCrCHPsCh. Pi{Pu PrPsP-PIPsP»CIIC”
PiCHPsPrPsPIPYCrPIP°C,Pé PjPsPSC-C,PsCRP&PSPi CI'PiC-PIPIC-PrPSPsCE€PuPSPSCII
B«PePsCEPECI'C,CH/CHPEP-PEPeB» PrP»ClI PIC-PrPiPsPIC-PrPSPsPiPs
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr. PmPuPrPéC+PSP&Pj PiCHP°CtC-PIPSPEPeP°Pj
PSPpPsP+C...C-PrPSPs PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs P+CrPrCH-CLIPeC-
PiC-PrPsP-CBHCRPIP°PSC- PiPsP+C-CtPSC- CEPuP°PeCtC-C— C+PuCHPpP:
PSP°C+C-PsPSP°P»CHPSCt CI'PECI'C,PuPjCr PiPsPIC-PrPsPjP»PuPSCH.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 5 CEPsPeC-PL.

PJPjPsPIPe P-P+PpnCHC-PiP°PSPSCII.

PkPu PiPsC,CHPuP+CrC” PsCI'PsP+P»P&PIPEC... CfPjPsPI P-P+PuCHC-PiP°PSPSCI].
P—P+PuCHC-PiP°C,Pé Cr PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°. PyiPs 10 C,P°P+P»PuC,PsPe Cf P+P»C-CI'C,PuCEC-; PiPs 3
P+P»C-CI'C,PuCEPé PI PeP°CEC,PsPSPSC-PNe PePsCEHPsP+CtC-.

PP°C,PpPiPsCHC-CII PIC-PrPiCCI'PeCt. P—P° CHPuCTPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

PYC-PSC,PsPS PI'C-CI'PiP°PSC-CII, PY. P>.



Pr,C-CI'CtPuP-PSP°C...PsPrPIPpPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCRHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPIPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

P'CrP». Pi/PisP°CI'C,PuP»P»Ps, n°1, PYP°PSC, P'PsC- PrPu P>P»PsP+CHPuPiP°C,,
P‘P°CRHCIPuP»PsPSP®, 08830, PtCI'PiP°PSC-CII.



