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’Ps'bePH,P'I'P"

(VISTAMID)

PYPcP»P°Pr:
PrC-CRC$P° CHPuC+PsPIPEPSP°: P+C-PeP°P»CrC,P°PjC-Pr;

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-PPSC- CEPuC+PsPIPEPSPé: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHEP°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.

PhLCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,P&PIPsCI'C,C-: P+C-P»C-
PeCHCrPiP»C- PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé, PIPeCHP&C,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCHh; P- PsPrPSPsPiPs P+PsPeCr C,P°P+P»PuC,PsPe PiCHP°PIC-CRPIP°PSPSCII
B«P’PYPw 150B».

PxP°CHPjP°PePsC,PpCEP°PiPpPIC, PéCPSP° PiCHCIPiP°. PUCEPuPiP°CRP°C,Pé
PiPsCHPjPsPSP°P»CHPSPsC— C,PuCEP°PiC-C—. PHPSC,P°PiPsPSC-CI'C,Pé
PiPsCEPjPsPSC-PI C,P° C—C...PSC- P°PSP°P»PsPiPé. PLPSC,P&P°PSPrCEPsPiPuPSPSC-
P-P°CI'PsP+Pé&. P‘C-PeP°P»CrC,P°PjC-Pr. PiPsPr PHPYPI L02B BO3.

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,PpCHPsC—PrPSP&Pj P°PSC,PéP°PSPrCEPsPiPuPSPsP;,
C%oPs PSP PjP°C” C-PSC€PsPiPs PIPiP»PéPICT PSP° PuPSPrPsPeCHPEPSPSCr CI'PéCI'C,PuPjCr.
P>C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ P-PIBR™ CIIP-CrC”C,CHCI'CII P-
PSPuPjCrC,P°PSC,PSPEPjPé P°PSPrCHPsPiPpnPSPSP&PjPé CRPuCtPuPiC,PsCHP°PjPé
(B«PrPéPePsPiPs C,PéPiCrB»), PSPu P°PeC,PéPICYCRC+Pé PuPeCI'PiCEPuCI'C-Ch PiPuPSC-PI,
C,P°PePé&Pj C+P&PSPsPj PiCHP&PiPSC-CCrCRCHPé 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'CII CEPpPiCHPuCI'C-CII PiCrC...P»PEPS
PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé. PuCHPé PIC-PrPjC-PSC-
P+C-PeP°P»CrC,P°PjC-PrCr Cr PiPuPIPSPsC— C$P°CI'C,PéPSPé PiP°CtC-C”PSC,C-PI PjPsP{Pu
PIP&PSPéPeP°C,Pé CI'PéPSPrCHPsPj PIC-PrPjC-PSPé P°PSC,PéP°PSPrCHPsPiPuPSPSP&C...
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI.

P»P»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-PrPYCrPIP°P»Pé PiC-Pr C$P°CI" C,PuCHP°PiC-C—
PiP°CtC-C”PSC,C-PI P- P»PsPeP°P»C-P-PsPIP°PSPéPjPé (Py18H“Py2, NO C+Pé Nx, M0) P°P+Ps
PjC-CI'CtPpPIPsCEPsP-PiPsPICI'CRPrPYPuPSP&PjPé (Py38E “Py4, N, MO; Py18H“Py2, N, M0)
PiCrC...P»PéPSP°PjPé PiPuCRPuPrPjC-C...CrCRPsPIPsC— P-P°P»PsP-Pé P+PuP-
PjPuC,P°CI'C,P°P-C-PI Cr C...PsPrC- C,CRCHPsC... PiP»P°CtPpuP+Ps-
PePsPSC,CHPsP»CHPsPIP°PSP&C... PiPsPrPIC-PNePSPs CI'P»C-PiP&C... PrPsCI'P»C-PrPYPuPSCH,
Cr CIIPeP&C... PIP-CIIP»Pé CrC+P°CI'C,CH 8113 PiP°C+C-C”PSC,C-PI. P] CtPéC...
PrPsCI'P»C-PrPIPuPSPSCIIC... P+C-PeP°P»CrC,P°PjC-Pr PiCHPEP-PSP°C+P°P»Pé CIIPe
PSPuPIC-PrPeP»P°PrPSCr PiPsCHPjPsPSP°P»CHPSCT C,PuCHP°PiC-Ch P°P+Ps CILIPe
PrPsPiPsPjC-PIPSP&PNe P-P°CI'C-P+ PiCHPé CHP°PrPéPeP°P»CHPSC-PNe
PiCHPsCI'C,P°C,PpPeC,PsPjC-C— P°P+Ps CHP°PrC-PsC,PuCRP°PiC-C— (PiPsP»PsPIPSP&Pj
C$P&PSPsPj P-PsPIPSC-CEPSCII PrPéCI'C,P°PSC+C-PNePSP° PiCHPsPjPuPSPuPIP°
C,PuCHP°PiC-CIJI). PKP°® PjPsPjPuPSC, PjPuPrC-P°PSPé CI'PiPsCI'C,PuCHPuPIPuPSPSCII 9,7
CHPsPeCr 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»CrC,P°PjC-Pr P°P+Ps PiP»P°CtPuP+Ps PIC-PrPiPsPIC-PrPSPs,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH PsP+8R™ C”PeC,PéPIPSPu PiCEPsPiCHPuCI'CfPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCI]I. P—PjPuPSC£PuPSPSCII CHPEP-P&éPeCr

PsP+8R™ C”PeC,PEPIPSPsPiPs PiCEPsPiCRHPuCI'CFPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCI]
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr P+C-P»CHCEPsCI'C,C- PiP°C+C-C”PSC,C-PI Cr
PiCRCrPiP°C..., PiCKPsC,Pu P+CrP»Ps PSP°PNeP+C-P»CIHC€ PiPsPjC-C,PSP&Pj Cr C,PéC...,
C...C,Ps PjP°PI PSP°PNe:PIPEC%0PEPNe CHPEP-PéPe PiCHPsPiCHPuCI'CrPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCI]I. P§PsPjCr PeP»C-PSC-CtP&CI'C,Pé PjPsPYCrC,CH
PIP6CHC-CEP&C,Pé, C%oPs PsPiC,PéPjP°P»CHPSPsCh CI'C,CHP°C,PuPiC-C”"Ch
P»C-PeCrPIP°PSPSCII PrP»CII PiP°C+C-C”PSC,C-PI P- PSP&éP-CHPePé&Pj ChP&P-PEPePsP)
PiCEPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII, PsCI'PsP+P»P&éPIPs PiCHPé
P°PreR™ CRPIP°PSC,PSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Ct PiC-CI'P»CII CHP°PrPéPeP°P»CHPSPsC— PiCHPsCI'C,P°C,PpPeC,PsPjC-C—,
PjPsPYPu P+CrC,Pé PiPsCEPjPsPSP°P»CHPSP° C,PuCHP°PiC-CII PrPs PiPsC+P°C,PeCr
PiCEPsPiCEPuCI'CfPIP°PSPSCI]I P-P°C...PIPsCECRPIP°PSPSCI].

PkP° PjPsPjPuPSC, PjPuPrC-P°PSPé PiPuCHC-PsPrCr CI'PiPsCI'C,PuCEPuPIPuPSPSCII 9,7
CHPsPeCr PYPsPrPSPsC— CRHC-P-PSPECtC- Ct CHC-PIPSC- P-P°PiP°P»CHPSPsPiPs
PIPEPYPEPIP°PSPSCII PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI], PiCHP&C+PsPjCr
P»PpC,P°P»CHPSC-CI'C,CH CI'C,P°PSPSPIPEP»P° 31,4 % (CI'PiC-PIPIC-PrPSPsCEPpPSPSCII
CHPEP-P&PeC-PI = 1,01; 95 % PrPsPIC-CHC$PéPNe C-PSC,PuCHPIP°P» 0,94851,09). PhPrPSP°Pe
PiC-Pr C+P°CI" P°PSP°P»C-P-Cr CRPuP-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 PIPEéPYP&PIP°PSPSCII P+PpP- PiCHPsPiCHPuCI'C-C—
P-P°C...PIPsCHCRPIP°PSPSCII C,P° PrP°PSC- C%oPsPrPs P-P°PiP°P»CIPSPsPiPs

PIP&PIP&EPIP°PSPSCII, C%oPs T'‘CHCrPSC,CrPIP°P»PECI'CII PSP° P°PSP°P»C-P-C- P-P°

PjPuC,PsPrPsPj PisP°PiP»P°PSP°EF “PmPuC”CEP®, Cf PiP°CtC-C”PSC,C-PI P-
PjC-CI'C+PRPIPsCEPsP-PiPsPICI CRPrPPuPSP&Pj CEP°PePsPj PiCRPsCI'C,P°C,Pé
PSP°PIPuPrPuPSC- Ct C,P°P+P»PCtCIIC... 1 C,P° 2.

PyP°P+P»PeCtCII 1

PYPiC-PIPIC-PrPSPsC€PuPSPSCII PeC-P»CHPePsCI'C,C- PiP°C+C-C”PSC,C-PI C-P:
PjC-CI'CtPuPIPsCEPsP-PiPsPICI CRPrPIPuPSP&Pj] CHP°PePsPj C,P° PiP°C+C-C”PSC,C-PI C-P-

PiCEPsPiCEPuCI'CFPIP°PSPSCLIPj P-P°C...PIPsCHCRPIP°PSPSCII Cf PiC-PrPiCECIPiP°C... C-P-
CEC-P-PSP&PjPé CI'C...PpPjP°PjPé P»C-PeCrPIP°PSPSCILI

PIPSPrC-C— [PuPsPrC-C—[PuPsPrO-C—JPuPsPro-C—
. ) o (%) PSP° | %) PSP°  |%) PSP°  |(%) PSP
PriPsPiCrP»CLICTC-PN.PSPePN. [P“CHCrPiP° . ) . . . : . -
PSPSP°P»C—P- P»C-PeCFPIP°PSPSCII ngSPJPpPSC, ];JPSPJP},IPSC, EJPSPJPIIPSC, ]i:)JOPSPJPpPSC,
CTEPsPeC-PI |CHPsPeC-PI [CEPsPeC-PI |CEPsPeC-PI

P"PEPSP°PjC-C1PSPp P"C-PeP°P»CrC,P°PjCPr] - - . - - -
CI'PiPsCI'C,PuCEPuPPuPSPSCII[L50 PiPi 19,7% 36,3 % 52,1 % 73,2 %
(n = 657) PuP»P°CTPPPEPs 39,8 % 59,7 % 70,7 % 79.1 %
P P°PrC-PsC,PuCEP°PiC-CI] 5’5%‘5&131 P>CrCPRIC-Prl; 5 g o 33,0 % 42,1 % 62,7 %
(n = 305) PuP»P°CIPpPLPs 30.7 % 19,4 % 58.6 % 72,0 %
P P°PrP&PeP°P»CEHPSP° P'C-PeP°P»CrC,P°PjC-PI]. . . - - -
PICEPSCI'C,P°C, PpPeC, PsPiC-CII[L50 PjPi 75 % 14a% — |198%  p9.9%
(n = 1719) PuP»P°CIPpPLPs 1.7 % 19.4% 23.0 % 30,0 %

PyP°P+P»PECTCLI 2

P—P°PiP°P»CHPSPu PIPEPYPEPIP°PSPSCII Cr PiP°CtC-C”PSC,C-PI C-P-
PjC-CI'CtPuPIPsCHPsP-PiPsPICI'CRPrPIPuPSPé&Pj P-P°C...PIPsCHCRPIP°PSPSCIIP;

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

puPsPrC-C— | MPSPIC-C—[PUPSPIC-C—lp poprc o
. ) . (%) pspe |OR) (%) (%)
PUPSPIC/P»CLICtC-PN-PSPEPN:  [P*CHCLPIP® bopipupsc [PSE° PSP e
poPSP°P»C-P- P»C-PeCPIP°PSPSCII 5 PIPSEIPHPSCRIPSEIPPSC pip iy,
CBPSPeC-PI rp o o bt [oppspec.pr [L0 CHPSPeCPI
P"P&PSP°PjC-C1PSPy B'C-PeP°P»CrC,P°PICP1, , - 4 - - -
CI'PiPsCI'C,PuCEPRPIPLPSPSCLI{L50 PjPi 14,2% 29,4 % 42,2 % 65,0 %
(n = 657) PuP»P°CIPPLPs 17,0 % 36,4 % 53,7 % 675 %
P P°PrC-PsC,PuCEP°PiC-CII (n 55%‘1};;; P>CrC,PRIC-Prlg 5 o 20,9 % 30,0 % 48,5 %
305) PuP»P°CIPP<Ps 12,6 % 53,1 % 38.1 % 53,3 %
P P°PrP&PeP°P»CIbPSP® P'C-PeP°P»CIC,P°PICPT], - , - ) :
PiCHPSCTC,P°C,PuPeC, PsPiC-CII]L50 PiPi Lo% 10.0% —fl46% — p24%
(n = 1719) PuP»P°CIPRP<Ps 1.2 % 8.7 % 12,6 % 20,2 %

PJ PiP°Ct+C-C”PSC,C-PI C-P- P»PsPeP°P»C-P-PsPIP°PSPéPj P-P°C...PIPsCRCRPIP°PSPSCILIPj,



CILIPeC- PsC,CHP&PjCIPIP°P»Pé C,C-P»CHPePé P+C-PeP°P»CrC,P°PjC-Pr,
PrPsCI'C,PsPIC-CHPSPsC— CRC-P-PSP&CtC- Cr PiPsPeP°P-PSP&PeP°C... PIPEPYP&PIP°PSPSCI]
P+PpuP- PiCEPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII PSPuPjP°C”. PiP°PePsPq
Cr PiP°CtC-C”PSC,C-PI C-P- P»PsPeP°P»C-P-PsPIP°PSP&P;j P-P°C...PIPsCECRPIP°PSPSCIIPj,
CILIPeC- PsC,CRP&PjCrPIP°P»Pé P+C-PeP°P»CrC,P°PjC-Pr CLIPe 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-CRHPSPsC— PIC-PrPjC-PSPSPsCI'C,C- Cr CRHC-PIPSCIIC...
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°Ct+C-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»PuPSPSCR PjP°PN:P{Py PIP&PSCIIC,PePsPIPs
R-PuPSP°PSC,C-PsPjPuCHPsP;.

P”C-C,Pé

P-PsPrPSP&C... PrPsCI'P»C-PrPYPuPSCH P-P° CfC+P°CI'C,CR PrC-C,PuPNe PSP



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»).

PxP°CHPjP°PePsPeC-PSPuC,PéPeP®

PhP+CI'PsCRP+CtC-CII

P‘C-PeP°P»CrC,P°PjC-Pr PrPsP+CHPu PICI'PjPsPeC,CrC”C,CHCI'CLI PiC-CI'P»CII
PiPuCHPsCRHP°P»CHPSPsPiPs PiCHP&PNePsPjCr. PkPuPjP°C” PrPsPeP°P-C-PI PeP»C-PSC-C$PSPs
P-PSP°C+CrC%oPsPiPs PIPiP»P&PICt PiCHP&PN:PsPjCt C—P{C- PSP®
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH P»C-PeP°CHCI'CHPePsPiPs 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 PeCEPsPIC- (CHP°CtPuPjP°C, B“ 96 % (R)-PpuPSP°PSC,C-PsPjPuCE EB"

> 99 %) C,P° C-PSC,PuPSCI'P&PIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CEbCI'CII (CEP»CIIC... PSP
PsPeCI'PéPrP°CC-C— C,P° PiP»CRPeCrCHPSPSC-P-P°CtC-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°
PYPsPICiCR.

P'C-PsC,CRP°PSCI'C,PsCRHPjP°C+C-CII

(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(PIP&éPIPuPrPuPSPSCII)

P] C...PsPrC- PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII CI' PuCHPuPrPSCII
PePsPSCtPuPSC,CHP°CtC-ClI (R)-P+C-PeP°P»CrC,P°PjC-PrCr Cr CI'PiPuCHPjC-
C1PsP»PsPIC-PeC-PI, CILIPeC- PN:PsPiPs PsC,CHP&PjCrPIP°P»Pé Cr PrPsP-C- 150 PjPi,
CI'C,P°PSPsPIP&P»P° 4,9 PjPePi/PjP». P1sC-P»CHPeC-CI'C,CH P+C-PeP°P»CrC,P°PjC-PrCr,
CIIPeP° PiPsC,PuPSCt+C-PN:PSPs PiPsC,CHP°PiP»CLIC” PI PsCHPiP°PSC-P-Pj P{C-PSPePé-
PiP°CHC,PSPuCEP® PiC-Pr C+P°CI’ CI'C,P°C,PuPIP&C... P-PSPsCI'PéPS, C” PSPéP-CHPePsCh C,P°
PjPsPYPu CI'C,P°PSPsPIPEC,Pé PiCHPéP+P»P&P-PSPs 0,3 PjPePi/PjP». P!PuPNe CRC-PIPUPSCH C”
PSP&PYC$P&Pj P-P° C,PsPNe, C%oPs Ct P»P°P+PsCHP°C,PsCEPSP&C... C,PIP°CHP&PS
PiCHPEP-PIPsPrPéC,CH PrPs P-PjC-PSPé PiPsC,PsPjCI'C,PIP°.



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

PxP°CEPjP°PePsPeC-PSPuC,PéPeP® (R)-PuPSP°PSC,C-PsPjPuCEP°® PSPy P-P°P»PuPYP&C,CHb
PIC-Pr PIC-PeCt PiP°CtC-C”PSC,P°, PSP°CIIPIPSPSCI'C,C- Cf PSCHbPsPiPs CfCHP°PIPuPSPSCII
PSP&CEPsPe P°P+Ps P»PuPiPePsPiPs CiPé PiPsPjC-CEPSPsPiPs CrCRHP°PIPuPSPSCII
PiPpC$C-PSPePé. PtCI'PSCICRC,CH PrPsPeP°P-Pé, C%oPs Crf PiP°C+C-C”PSC,C-PI C-P-
C,CLIPPeP&PjPé CrCHP°PIPRPSPSCIIPjPé PiPpC+C-PSPePé (R)-PpPSP°PSC,C-PsPjPuCE
PiPsPIC-P»CHPSC-CEPp PuP»C-PjC-PSCIC”C,CHbCI'CII P- PiP»P°P-PjPé PeCHPSPIC-.

PuP»C-PSC-C$PSC- 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,PuCHP°PiC-C— P°Px+Ps
ClLIPe P°Pr8f™ CRPIP°PSC,PSP° C,PuCEP°PiC-CLI Ct PiPsC”PrPSP°PSPSC- P-
CHP°PrPéPeP°P»CHPSPsCR PiCEPsCI'C,P°C,PuPeC,PsPjC-C"Ch CPé PiCEPsPjPuPSPuPIPsChR
C,PuCHP°PiC-C”"CHR PiP°C{C-C”PSC,P°Pj C-P- PjC-CI'C+PpPIPsCEPsP-PiPsPICI'CEPrPIPuPSP&P;]
CEP°PePsPj PiPuCEPRPrPjC-C...CfCEPsPIPSC— P-P°P»PsP-Pé PiCEPé PIP&CI'PsPePsPjCr
CHP&P-PéPeCt PiCEPsPiCEPCI'CPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII (PrP&PI.
CEPsP-PrC-P» B«PuP°CEHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,P&PIPSCI'C,C-B»).

P’C-CI'C,P°PjC-Pr, 150 PjPi, C,P°PePsPY PiPsPeP°P-P°PSP&PNe PrP»CII P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI C-P: PjC-CI'CtPpuPIPsCEPsP-PiPsPICI' CRPrPIPuPSPéEP]
PSPuPjPuC,P°CI'C,P°C,PéC+PSPEP] CEP°PePsPj PiPuCRPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé,
PrP»CI]I CIIPeP&C... C...C-CHCrCRHPiC-C+PSP°® PeP°CI'C,CRHP°CtC-CII C+Pé C-PSCEC-
PjPuPrPéC+PSC- PIC,CHCrC+P°PSPSCII C” PSPuPiCHPEPNPSCIIC,PSP&PjPé C+Pé PSPu
PjPsPYCrC,CH P+CrC,Pé P-P°CI'C,PsCI'PsPIP°PSC-.

PuCEPsC,PéPiPsPeP°P-P°PSPSCII

P’C-CI'C,P°PjC-Pr PiCEPsC,PéPiPsPeP°P-P°PSPEPN: PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
PYC-PSPeP°Pj C,P° PrC-C,CIIP;j.

P’C-CI'C,P°PjC-Pr PSPu CI'P»C-Pr PiCR{P&P-PSP°CtP°C,Pé PiP°CtC-C”PSC,P°Pj, Cr CLIPeP&C...
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII CHPuP°PeCtC-C— PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C- PrPs
PrC-ChC#PsC— CHPuC+PsPIP&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+Ct. PuCHPsC,PéPiPsPeP°P-P°PSPu PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CIPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrCr P- C,PuCHC, PuPSP°PrPéPSPsPj, P°CI'C,PuPjC-P-PsP»PsPj CtPé
CtP&P-P°PiCHPEPTPsP;.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CECI'CEbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-P\e.

P”PSCI'P»C-PrPIPuPSPSCII C-n vitro PiPsPeP°P-P°P»P&, C%oPs R-P+C-PeP°P»CrC,P°PjC-Pr C”
C-PSPiC-P+C-C,PsCHPsPj CYP3A4 C,P° PiCEPsCLIPIP»CLIC” PjPuPSCEPEPNe
C-PSPiC-P+C-C,PsCHPSP&PNe PIPiP»P&PI PSP® P°PeC,PéPIPSC-CI'C,CH CYP2PY9, 2P¥19 C,P°



2D6. PT'PsC+P° PeP»C-PSC-C+PSC- PrPsCI'P»C-PrPPuPSPSCLI, Cf C...PsPrC- CLIPeP&C...
P-P°CI'C,PsCI'PsPICIPIP°P»Pé P°PSC,P&PiC-CEP&PS CLIPe PjP°CRPePuCE P°PeC,PéPIPSPSCIC,C-
C1P&C,PsC...CEPsPjCT P 450 (CYP), PSPu CI'PIC-PrC#P°C,CHb PiCEPs PiPsC,PuPSCtC-PN:PSCF
PIP-P°C”PjPsPrC-CR C-P- P+C-PeP°P»CrC,P°PjC-PrPsPj, CI'PuCHPuPrPSCII
PePsPSCPpPSC,CEP°C1C-CLI PjC-PrP°P-PsP»P°PjCr (PiP»PsC%oP° PiC-Pr

C, P°CEPjP°PePsPeC-PSPuC,PECPSPSCR PeCEP&PIPSCR) P-P+C-P»CHCEPEP»P°CI'CHb PrPs 80 %
PiC-CI'P»CLI PsPrPSPsC+P°CI'PSPsPiPs PN-PsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII PiCEPsC,CLIPiPsPj
28 PrPSC-PI C-P- P+C-PeP°P»CrC,P°PjC-PrPsPj.

P”P»CII P»C-PeP°CRCI'CHPePEC... P-P°CI'PsP+C-PI C-P- PICtP-CHPeP&Pj
C,PuCHP°PiPuPIC,PEC+PSPEPj PrC-P°PiP°P-PsPSPsPj C,P°PePp PiC-PrPIPéC%oPuPSPSCII
PjPsPYPpu PjP°C,Pé PIPuP»PéPePu P-PSP°C+PpuPSPSCII. PyPsPjCr PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII C-P- C,PuCHC, PpPSP°PrPéPSPsPj, P°CI'C,PuPjC-P-PsP»PsPj C,P°
CtP&P-P°PiCHPEPTPsPj C” PiCHPsC,PéPiPsPeP°P-P°PSP&P]. PiP°PePsP P+C-PeP°P»CrC,P°PjC-Pr
CI'P»C-Pr P- PsP+PuCRPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé C-P- C,P°PePé&PjPé
CI'PiPsP»CrPeP°PjPé, CIIPe CtPéPeP»PsCI'PiPsCHPEPSPé C,P° P+P»PsPeP°C,PsCRHPé
PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI. PmPsPPn PIPéPSP&PePSCIC,Pé
PSPuPsP+C...C-PrPSC-CI'C,CH Cr P-PjPuPSCEPuPSPSC- PrPsP-Pé CtPéC...
PiCHPpPiP°CHP°C,C-PI, PsCI'PsP+P»P&PIPs CLIPeC%oPs C” PsP-PSP°PePé PiPsCI'PéP»PpuPSPSCII
PIPiP»P&PICT P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr P°P+Ps PIP6PSPéPeP°CRC,CH
PiPsP+C-C+PSC- PuC, PuPeC,Pé Cr CHPuP-CrP»CHC,P°C,C- PNePsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII. PuCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- CtPéPeP»PsCI PiPsCHP&éPSCr
CHPpPePsPjPuPSPrCrCRC,CH PiCHPsPIPsPrPéC,Pé CHPuC,PuP»CHPSPu
CI'PiPsCI'C,PuCHPuPIPuPSPSCII P-P° PN:PsPiPs PePsPSCtPuPSC,CEP°CtC-C”Ch Cr PiP»P°P-PjC-
PeCEHPsPIC- C,P° P-P° PeP»C-PSC-C+PSP&Pj CI'C,P°PSPsPj PiP°Ct+C-C”PSC,P° PiC-CI'P»CII
PiPsC$P°C,PeCr P°P+Ps PiCHP&PiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsPj. P— PsP+PuCRPuPYPSC-CI'C,Ch CI'P»C-Pr PiCHP&P-PSP°C+P°C,Pé
P+C-PeP°P»CrC,P°PjC-Pr PiCEPé& P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CHCI'CHhPeP&EC...
P-P°CI'PsP+C-PI, CIIPeC- PjPsPYCrC,CH PiCRHP&PiPSC-C+CIPIP°C,Pé PsPeP&CI P»PuPSPSCII
PiCHPpPiP°CHP°C,Cr (C,P°PePéC... C1IPe CtPéPjPuC,PEPrPEPS, PePuC,PsPePsPSP°P-PsP»).
PyPuPsCHPuC,PECPSPs CtPp PjPsPIPu PiCRHP&P-PIPUCI'C,Pé PrPs PiC-PrPIPéC%oPuPSPSCII
PePsPSCtPuPSC,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»PpuPSPSCII 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 PeCIPjP°CRP&PSPSPIPEPNe. P°PSC,PéPePsP°PiCIP»CLIPSC,
PIP°CEC,P°CEP&PS P- PrC-P»CLIPSPsPe PNePsPiPs P-PIsF™ CLIP-CfPIP°PSPSCII P-
P+C-P»PeP°PjPé PeCEPSPIC-. PuPsPIC-PrPsPjP»CLIP»Pé PiCEPs PiPsCI'P&éP»PuPSPSCII
PuC, PpPeC,C-PI PIP°CEC, P°CEPEPSCT C,P° C-PSCEPEC... PeCrPjP°CEPEPSPSPIPEC. ..
P°PSC,P&PePsP°PiCIP»CIIPSC,C-PI PiCHPé C—C... PsSPrPSPsC+P°CI'PSPsPjCr PICHP&PNPsPjC- P-
P+C-PeP°P»CrC,P°PjC-PrPsPj. PyPsPjCt Ct CEP°P-C- PiCEP&P-PSP°C+PpPSPSCII
P+C-PeP°P»CrC,P°PjC-PrCt PiP°CtC-C”PSC,P°Pj, C1IPeC- PIPPp PsC,CHP&PjCICRC,CHb
PeCrPjP°CEP&PSPSPIC- P°PSC,P&PePsP°PiCfP»CLIPSC,Pé, CEPuPePsPjPuPSPrCtCRC,CH
PiCEPsPIPsPrP&C,Pé CHPUC, PuP»CHPSP&PN: PjPsPSC-C,PsCEP&PSPi
PiCHPsC,CHPsPjP+C-PSPsPIPsPiPs CP°CI'Ct, C,P°PePsPY PiPsC,CHC-P+PSPs
CEPsP-PiP»CIIPSCIC,Pé PiP&C,P°PSPSCLI PiCEPs PePsCEP&PiCIPIP°PSPSCII PrPsP-Pé
P°PSC,PPePsP°PiCIP»CLIPSC,C-PI. P] P-PIE™ CLIP-PeCt P+ C,P&Pj, C%oPs
P°PSC,PéP°PSPrCEPsPiPuPSPSP° C,PuCEP°PiC-CII PjPsPYPn PiCEP&P-PIPsPrPéC,Pé PrPs
PiPsPrPsPIPYPuPSPSCLI C-PSC,PuCEPIP°P»Ct QT, CLP»C-Pr P- PsP+PuCEPpPYPSC-CI'C,CR
PiCEHP&P-PSP°C4P°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, CLIPeC- P-PrP°C,PSC- PiPsPrPsPIPP&C,Pé
C-PSC,PuCHPIP°P» QT P°P+Ps CI'PiCKPéC+PéPSPEC,Pé CHPsP-PIP&C,PsPe
C€P»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CRPrC-C— C,PéPiCr PiC-CHCIPuC, (torsade de
pointes), C,P°PePéPjPé CIIPe P°PSC,PéP°CHP&C,PjC-C+PSC- PiCHPuPiP°CEP°C,Pé PeP»P°CI'Crf IA
(C...C-PSC-PrPéPS, PrPéP-PsPiC-CRHP°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°C1tP&PS, PSPuPNeCHPsP»PuPiC,PéPePé. (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P”C-C,Pé

P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— PiCHPsPIPsPrPéP»Pé C,C-P»CHbPePé P-
CrC+P°CI'C,Ch PrPsCRHPsCI'P»Pé&C... PiP°CtC-C”PSC,C-PI.

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

P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsCP&PSP°C,Pé PiC-Pr P+PuP-PiPsCI'PuCEPuPrPSC-Pj
PSP°PiP»CLIPrPsPj P»C-PeP°CECIL.

P‘C-PeP°P»CrC,P°PjC-Pr P°PeC,PEPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII Cf
PiPuC+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,CIIPPePéPjPé CrCRP°PIPuPSPSCIIPjPé PiPuC+C-PSPePé
PIPEPIPuPrPuPSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
CrPiPsPIC-P»CHPSCRC”C,CHCI'CI], P° CtPu PjPsPIPu PiCRHP&P-PIPuCI'C,Pé PrPs
PeCrPjCrP»CIICtC-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+PuCRPuPYIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj C-P-
PiPsPjC-CRHPSP&PjPé P°P+Ps C,CILIPYPeP&PjPé CrCHP°PIPuPSPSCIIPjPé PiPuC+C-PSPePé.

PSPuCEPpP- PjPsPYP»P&PIC-CI'C,CH P-PjC-PS C,CIrPSPeCtC-C— PiPuC+C-PSPePé CI'P»C-Pr
PiPuCHC-PsPrPéC+PSPs PiCHPsPIPsPrPéC,Pé PePsPSC,CRHPsP»CH PiPuC+C-PSPePsPIPEC...
PiCHPsP=+. P‘C-P»CHCEC-CI'C,CH P-PjC-PS CI'PiPsCI'C,PpCHC-PiP°CRC,CHCI'CII
PiCEPsC,CLIPiPsPj 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,PuCRC-PiP°CRC,CH C,CIIPPeC- P-PjC-PSPé P-
P+PsPeCr PiPpC+C-PSPePé, PiPsPIC-PrPsPjP»CLIP»Pé PSP°PIC-C,CH PiCEPs P»PuC,P°P»CHPSC-
PIP&PiP°PrPePé. PIPeC%oPs CI'PiPsCI'C,PuCEHC-PiP°CRC,CHCI'CII C,CLIPPeC- P-PjC-PSPé,
P»C-PeCrPIP°PSPSCII P+C-PeP°P»CrC,P°PjC-PrPsPj CI'P»C-Pr PiCRP&PiPEPSP&C,Pé.

PiCHPé PSP°CIIPIPSPsCI'C,C- PsP+8F™ C”PeC,PéPIPSPEC... PsP-PSP°Pe
PiCRHPsPiCEPuCI'CrPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII C,P° PiCHPé
PiC-PrPIP&C%oPpuPSPsPjCt CHC-PIPSC- PiuPYP} (PiCEPsCI'C,P°C,PEéCPSPsPiPs
CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCr) CI'P»C-Pr CRPsP-PiP»CIIPSCrC,Pé
PjPsPYP»P&PIC-CI'C,CH PiCHP&éPiPéPSPuPSPSCII C,PuCHP°PiC-C—
P+C-PeP°P»CrC,P°PjC-PrPsP;.

PuPsPeP°P-P°PSPs, C%oPs P+C-PeP°P»CfC,P°PjC-Pr PiCEP&PiPSC-C+CfC”
P°PeC,PéPIPSC-CI'C,CHb CP&C,PsC...CEPsPjCF P 450 (CYP3A4), C,PsPjCt CI'P»C-Pr
PiCHPsCLIPIP»CLIC,Pé PsP+PuCEHPuPIPSC-CI'C,CHh Cf CHP°P-C- PsPrPSPsC4P°CI'PSPsPiPs
PN:PsPiPs PiCEP&P-PSP°C+PuPSPSCLI P- P»C-PeP°CECI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CLI PiPuCEPRPIP°PIPSPs CYP3A4.



P] CEC-PrPeC-CI'PSPEC... PIPEPiP°PrPeP°C... PiPsPIC-PrPsPjP»CILIP»Pé PiCHPs CHPuP°PeCtC-C—
C,,PsC,PsCI'PpuPSCI'PéP+C-P»C-P-P°CtC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHP&PN:PjP°P»Pé
P+C-PeP°P»CrC,P°PjC-Pr, 150 PjPi. PuP°C+C-C”"PSC,P°Pj CI'P»C-Pr
CHPuPePsPjPpPSPrCrPIP°C,Pé CrPSPéPeP°C,Pé PiCHCIIPjPsPiPs PIPiP»P&PICY
PSP°PrPjC-CRPSPsPiPs CI'PsPSCIICPSPsPiPs CI'PIC-C,P»P° P°P+Ps

CfP»CHC,CRHP°C, C-PsP»PuC,PsPIPsPiPs CI'PIC-C,P»P° C,P° PePsCRP&CI'C,CrPIP°C,PECI'CI]
CI'PsPSCtPuP-P°C...P&CI'PSP&PjPé P-P°CI'PsP+P°PjPé PiC-Pr C+P°CI’ PiCHP&PNePsPjCr
P+C-PeP°P»CrC,P°PjC-PrCr, 150 PjPi. PIPeC%oPs CHPuP°PeCtC-CI]
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 CEPsP-PiPsC+P°C,Pé PIC-PrPiPsPIC-PrPSPu CI'PéPjPiC,PsPjP°C,PéCPSPu
P»C-PeCrPIP°PSPSCII.

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

P”P»CII PiP°CtC-C”PSC,C-PI P- C,P°PeC,PsCRP°PjPé ChPéP-PéPeCr P°P+Ps P-
PSP°CIIPIPSC-CI'C,Ch PiPsPrPsPIPYPuPSPSCII C-PSC,PuCEPIP°P»Ct QT PI P°PSP°PjPSPuP-C-,
P° C,P°PePsPY PrP»CI] PiP°CtC-C”PSC,C-PI, CIIPeC- PsPrPSPsC+P°CI'PSPs
PiCHPEPNePjP°CRC,CH P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, C%oPs PjPsPCIC,CH
PiPsPrPsPIPYCrPIP°C,Pé C-PSC,PuCEPIP°P» QT (PrPéPI. CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P-
C-PSC£PéEPjPé P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé
PIP-P°C”PjPsPrC-PN:B»), P»C-PeP°CH PiPsPIP&PSPuPS PrPs PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCII P+C-PeP°P»CrC,P°PjC-PrPsPj PsCtC-PSP&C,Pé
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CRPEP-PéPe/PePsCHP&CI'C,Clh, PICKP°C...PsPICFCRC1Pé
PiPsC,PuPSCtC-PNePSPEPN: CHPEP-PéPe PIPEPSPéPePSPuPSPSCII CEP»CrPSPsC+PePsPIPsC—
C,P°C...C-PeP°CRHPrC-C— C,PéPiCr PiC-CRHCrPuC, (torsade de pointes).

PHPSC,PéP°PSPrCHPsPiPuPSPSP° C,PuCEP°PiC-CII PjPsPPu CI'PiCHP&éC+PEPSP&C,Pé
P-PjC-PSPé Cr PjPsCHC, PsP»PsPiC-C— CI'PiPuCHPjP°C,PsP-PsC—PrC-PI. PI'PsC+P°
PIPiP»PéPI P+C-PeP°P»CrC,P°PjC-PrCr PSP° PjPsCHC,PsP»PsPiC-Ch
CI'PiPuCHPjP°C,PsP-PsC—PrC-PI PSPy PsCtC-PSCRPIP°P»Pé C- PiCRHPs C,P°PeC-
P-PjC-PSPé Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHPEPjCrPIP°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...PSC-Pj PiP°CRHC,PSPuCRP°Pj PiC-Pr C+P°CI"' P»C-PeCrPIP°PSPSCII C-
PiCHPsC,CIIPiPsPj 130 PrPSC-PI PiC-CI'P»CII C,PuCHP°PiC-C—
P+C-PeP°P»CrC,P°PjC-PrPsPj CI'P»C-Pr PIPéPePsCHPECI'C,PsPICIPIP°C,Pé

PuC, PuPeC,PePIPSC- PjPuC,PsPrPe PePsPSC,CHP°CtPpuPiCtC-C—.

PuPsPIC-PrPsPjP»CIIP»Pé PiCEPs PiPsCI'PéP»PuPSPSCII PuC,PuPeC,C-PI
PeCFPjP°CRP&PSPSPIPEC... P°PSC,P&PePsP°PiCtP»CILIPSC,C-PI Cf 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
PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPPPSPSCII
PiCEPsC,CEPsPjP+C-PSPsPIPsPiPs C{P°CI'Ct (PuP§) C,P° PjC-P{PSP°CEPsPrPSPsPiPs
PSPSCTPjP°P»C-P-PsPIP°PSPsPiPs PIC-PrPSPsCEPuPSPSCII (PmP&P’). P”PuCLIPeC-
PIP&PiP°PrPePé P+CIP»Pé PiPsPIBF ™ CLIP-P°PSC- P- CEP&P-P&PePsP;
PIP&PSP&PePSPuPSPSCII PeCHPsPIPSC,PuCtC-. P PuPePsPjPuPSPrCrC”C,CHCICII
CEPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé CHC-PIPSC- PuP§/PmP&P’ C-
PiPsC,CHC-P+PSPs CEPsP-PiP»CLIPSCIC,Pé PiP&C,P°PSPSCII PiCHPs
PePsCHP&PiCIPIP°PSPSCLI PrPsP-Pé P°PSC,P&PePsP°PiCtP»CLIPSC,C-PI.



P’P°PIP»PéPIP° C-PSC,PsCEPjP°CtC-CII PiCEPs PrPsPiPsPjC-PJPSC- CFPuC#PsPIP6PSPé

PP°C1C-C”PSC,P°Pj P- CEC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIPéPjPé C,PsCHPjP°PjPé
PSPuPiPuCEPuPSPsCI'PéPjPsCI'C,C- PiP°P»P°PeC,PsP-Pé, PICHPsPrPIPuPSPsCh
P»P°PeC,P°P-PSPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps CI'PéPSPrCHPsPjPsP;
PjP°P»CHP°P+CI'PsCRHP+CtC-C— PiP»CRPePsP-Pé-PiP°P»P°PeC,PsP-Pé PSPu CI'P»C-Pr
PiCHP&PN:PjP°C,Pé CtPpuPNe P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P=.

P>C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CIh PjPuPSCEPh 1 PjPjPsP»CIH (23
PjPi)/PrPsP-Cr PSP°C,CHC-CR, C,PsP+C,Ps PiCHP°PeC,PéCPSPs PIC-P»CHPSP&PNe
PIC-Pr PSP°C,CHC-CB.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCEC-PsPr PIP°PiC-C,PSPsCIC,C- P°P+Ps
PiPsPrCZPIP°PSPSCII PiCECZPrPrCh

P’P°PiC-C,PSC-CI'C,CH

P’C-CI'C,P°PjC-Pr PiCHPsC,PéPiPsPeP°P-P°PSP&éPNe PrP»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
PYC-PSPeP°Pj. P—P°CI'C,PsCI'CfPIP°PSPSCII P+C-PeP°P»CrC,P°PjC-PrCr
PiCHPsC,PéPiPsPeP°P-P°PSPu PC-PSPeP°Pj Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C-.

P“PsPrCrPIP°PSPSCII PiCRCrPrPrCh

P‘C-PeP°P»CrC,P°PjC-Pr PiCHPsC,PéPiPsPeP°P-P°PSPEPN. Cr PiPuCHC-PsPr PiPsPrCrPIP°PSPSCI]I
PiCHCrPrPrCh.

PrPuCRHC,PéP»CHHPSC-CI'C,CH

PhP+PsCHPsC,PSPu PiPsPiC-CHCEPuPSPSCII C+PsP»PsPIC-C+PsC—
C,,PuCHC,PéP»CHPSPsCI'C,C- CI'PiPsCI'C,PuCEC-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,CHh CHEPuP°PeCtC-C—
PiCEPé PePuCECsPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé

P‘C-PeP°P»CfC,P°PjC-Pr PSPy PIPiP»P&PIP°C” PSP° P-PrP°C,PSC-CI'C,CHh PePuCEHCrPIP°C,Pé
P°PIC,PsPjPsP+C-P»PuPj P°P+Ps PiCEP°CtCRPIP°C,Pé P-C- CI'PeP»P°PrPSPEPjPé
PjPuC...P°PSC-P-PjP°PjPé. PhPrPSP°Pe CI'P»C-Pr PjP°C,Pé PSP° CfPIP°P-C-, C%oPs C+P°CI'C,Ps
PjPsPYPu PIP&éPSP&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°CtC-C”PSC,Pé, CLIPeC-
PiCHPEPN:PjP°CRC,CIb CPuPNe P»C-PeP°CECI'CEbPeP&PNe P-P°CI'C-P+, PiPsPIP&PSPSC-
PrPsC,CEP&PjCHPIP°C,PECI'CLI PsP+PpCHPRPIPSPsCI'C,C-.

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



P”PsCEPsCI P»C- PiP°CtC-C”PSC,Pé C+PsP»PsPIC-C+PsC— CI'C,P°C,C-, PIPeP»CRC$P°CRC1Pé
PiP°C+C-C"PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr: PiPuCHPsCHP°P»CHPSPs PiPs PsPrPSC-PNe
C,P°P£P»PuC,CtC- 150 PjPi 1 CHP°P- PSP° PrPsP=Cr.

P’C-CI'C,P°PjC-Pr, 150 PjPi, CI'P»C-Pr PiCHP&PNePjP°C,Pé C,CEP&PIP°P»PéPNe C+P°CT’,
PiCEP&PSP°PNePjPSC- PrPs 2 CHPsPeC-PI P°P+Ps PrPs PiPsCIIPIPé PsP-PSP°Pe
PiCHPsPiCEPuCI'CFPIP°PSPSCI]I P-P°C...PIPsCRCRPIP°PSPSCI].

PhCI PsP+P»PéPIC- PiCFC2PiPé PiP°C+C-C”PSC,C-PI

PkP&CHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CFb. PiuP°CtC-C”PSC,P°Pj C-P-
PSP8CHPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PePsCEPuPeCtC-CII PrPsP-Pé PSPu
PiPsC,CHC-P+PSP°. PPuC+C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.
PuP°CtC-C”PSC,P°Pj C-P- P»PuPiPePsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PePsCRPuPeCtC-CII PrPsP-Pé PSPy PiPsC,CHC-P+PSP°.
P] PiP°CtC-C”PSC,C-PI C-P- PiPsPjC-CREPSPsCh P°P+Ps C,CIIPIPePsCh
PiPuC+C-PSPePsPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PjPsPYP»P&PIPu
PiC-PrPIP&C%oPuPSPu PSP°PePsPiPéC+PuPSPSCII P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+Cr (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCIC,C-
P-P°CI'C,PsCI'CrPIP°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'CfPIP°PSPSCII PrC-C,CILIP;j.

PuPuCEPuPrPsP-CéPIP°PSPSCII

PYPéPjPiC,PsPjPé. PkPuPjP°C” PrP°PSP&C... C%oPsPrPs PiPpCHPuPrPsP-CrPIP°PSPSCII
P»ChPrPePSPe.

P>C-PeC2PIP°PSPSCII. PYPiPuCtP&C, C-C+PSPsPiPs P°PSC,PéPrPsC,Ct PSP C-CI'PSCrC”;
P»C-PeCrPIP°PSPSCII CI'P&PjPiC,PsPjP°C,PéC+PSPy. P”C-P°P»C-P- PjPsPPu P+CrC,Pé
PSPuPuC, PaPeC,PEPIPSPEP), PsCI'PeC-P»CHhPePé P+C-PeP°P»CrC,P°PjC-Pr P-PSP°C+PSPsCh
PjC-CEPsCh P-PIBR™ CIIP-CfC”C,CHCI'CLI P- P+C-P»PeP°PjPé PeCRHPsPIC- C,P° PSPp
PIPECIIPIP»CIIC”C,CHCI'CII Ct PSPuP-PjC-PSPuPSPsPjCr PIPéPiP»CIIPrC- PI CI'PuC#C-.
PiCEHPé PiPuCHPuPrPsP-CtPIP°PSPSC- PiPsPeP°P-P°PSP° P-P°PiP°P»CHhPSP®
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-C#PSC- CEPuP°PeCtC-C—

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



PYPéCI'C,PuPjP°
PsCEPiP°PSC-PI

P§P°CI'C,PsC,P°

PuPsP+C-C+PSP° ChPuP°PeCtC-CII

P— P+PsPeCé PeCEPsPIC- C,P°
P»C-PjC,P°C,PéCtPSPsC—

P§P°CI'C,C-

PhPSPuPjC—CLI

CI'PECI'C,PuPjPé
P— P+PsPeCé C-PjCéPSPSPsC—  [PkPuC$P°CI'C,C-[P“C-PiPuCRC#CfC,P»PEPIC-CI'C,Cb,
CI'PECI'C,PuPjPé P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPNe

PSP°P+CRCLIPe,
PeCEPsPiP&PIsR ™ CLIPSPeP®

CHPuCIPiC-CEP°C,PsCFPSPsC—
CI'PéCI'C,PuPjPé, PsCEPiP°PSC-PI
PiCFC2éPrPSPsC— PeP»C-C,PePé
C,P°
CI'PuCEPuPrPsCI'C,C-PSPSCII

P— P+PsPeCé PsP+PjC-PSC% P§P°CI'C,C- P—PjPaPSCEPuPSPSCII P°PiPuC,PéC,Cr

CHPuC#PsPIPéPS,

PjPuC,P°P+PsP»C-P-PjC?

P— P+PsPeCé PiCIPéC...C-PePé  [P§P°CI'C,C- P—PSP&PYPuPSPSCII P»C-P+C-PrPs,
PrPuPiCEPuCI'C-CII

P— P+PsPeCé PSPuCEPIPsPIPsC— [P§SP°CI'C,C- P—P°PiP°PjPsCHPsC+PpPSPSCI],

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

P— P+PsPeCé CI PuCFCtCII P§P°CI'C,C- PiPsPrPsPIPYPpPSPSCII
C-PSC,PuCHPIP°P»Cr QT (PrPéPI.
CHPsP-PrC-P»Pe
B«PhCI'PsP+P»P&PIPsCI'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°CRHCI'CHhPePéPjPé
P-P°CI'PsP+P°PjPé C,P° C-PSC£C- PIPéPrPé
PIP-P°C”PjPsPrC-PN:B»)

PYCéPrPéPSPSC- P”CrPYPu PiuCHPEPiP»PEPIPE

PiPsCFCCEPUPSPSCII C$P°CI'C,C-

P— P+PsPeCé PkPuC+P°CI'C,C-[PtPSC,PuCECI'C,PECTC-P°P»CHhPSP®

P»PuPiPuPSPUPIP® C...PIPsCHPSP+P°’.
P, PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs
P»PuC,P°P»CHPSC- PIPEPiP°PrPePé.

P— P+PsPeCé C,CEP°PIPSPsC—  |P§P°CI'C,C- P‘C-P»CH Cr PYP&PIPsC,C-, P-P°PiPsCH,

CI'PECI'C,PuPjPé PrPéCI'PiPuPiCI'C-CII, PjPuC,PuPsCEP&P-Pj,
PSCrPrPsC,P°

P— P+PsPeCé PiPuC#C-PSPePé C- [P§P°CI'C,C- P“PuPiP°C,PsC,PsPeCI'PéC+PSC-CI'C,CH,

PYPsPIC#PsPIPéPIC-PrPSPéC... PYPsPIC,CIIPSPECTCI],

CEP»CIIC...C-PI PiC-PrPIP&C%oPuPSPSCII
P°PeC,PéPIPSPsCI'C,C-
C,CRP°PSCI'P°PjC-PSP°P-!

P C-PrPePs PriPuC+C-PSPePsPIP®

PSPuPrPsCI'C,P°C,PSC-CI'C,CH*. P,
PiPsPIC-PrPsPjP»PuPSPSCLI PiCHPs
P»PuC,P°P»CHhPSC- PIPEPiP°PrPePé.

P— P+PsPeCé CEPeC-CEPé C,P°  |P”CrPYPp P’P&CI P&Pi

PiC-PrC€PeC-CEPSPsC— C$P°CI'C,C-

PeP»C-C,PePsPIPEPSPé P§P°CI'C,C- PHP»PsPiPuCtC-ClLI, PiC-CRCI'CrC,PéP-Pj /

PIC-PrPSPsPIP»PuPSPSCII CHPsCI'C,Crf
PIPsP»PsCI'CI'CI], CI'CfC...C-CI'C,CH
C£PeC-CHP&’, CTPIPuCRP+C-PY

PkPuC#P°CI'C,C-

PxPsC,PsCI'PuPSCI'PéP+C-P»C-P-P°C+C-CII




P— P+PsPeCé PSPéCFPsPe C,P°  |P§P°CI'C,C- P“PuPjP°C,CrCHC-CII
CI'PuC#PsPIPéPrC-P»CHPSPsC—
CI'PéCI'C,PuPjPé
P— P+PsPeC3 P”CrPYPp P“C-PSPpPePsPjP°CI'C,C-CII C,P°
CEPLPiCFPsPrCéPeC,PéPIPSPsC— |C+P°CI'C,C- P+PsP»CRC+C-CI'C,CH PjPsP»PsCfPSPé&C...
CI'PéCI'C,PuPjPé C,P° P-P°P»PsP-’
PjPsP»PsC$PSPéC... P-P°P»PsP- PSP°CI'C,C- P+CBPuPeC,P6P»CHPSP®

PrP&éCI'C, CrPSPeCtC-CII
P—P°PiP°P»CHPSC- P”CrPYPp PHCI'C,PuPSC-CII
PiPsCHC#C€PuPSPSCII C,P° CfP°CI'C,C-
CI'C,P°PS PjC-CICtCII P§P°CI'C,C- P‘C-P»CH Cr PiCKCrPrCIIC...,
PIPIPuPrPuPSPSCII PSP°P+CHCLIPe
P>P°P+PsCFP°C,PsCEPSC- P§P°CI'C,C- P—P+C-P»CHCEPPPSPSCII PjP°CI'Pé
PiPsPeP°P-PSPePecPé C,C-P»P°

'P—PjC-PSPé P- P+PsPeCr PiPuC+C-PSPePé CHC-PrPePs C” C,CLIPIPeP&PjPé C,P° C+P°CI'C,Ps
PjPEPSP°CRC,CH P°P+Ps CI'P»P°P+CEP°CRC,CH PiCEPé PiCHPsPrPsPIPIPuPSPSC-
P»C-PeCrPIP°PSPSCII C+Pé PiC-CI'P»CI] PNePsPiPs PiCKP&éPiP&éPSPuPSPSCI].

*P‘C-P»CHCEC-CI'C,CH PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CRP&PjCfCRC,CH
P+C-PeP°P»CrC,P°PjC-Pr, 150 PjPi, CIIPe PjPsPSPsC,PuCHP°PiC-Ch, PIC-PrP-PSP°C+P°CRC,CH
PiC-PSPpPePsPjP°CI'C,C-Ch C,P°/P°P+Ps P+PsP»CRC+C-CI'C,CH> PjPsP»PsC$PSPEC... P-P°P»PsP-.
PJ C...PsPrC- PrPsCI'P»C-PrPIPuPSPSCII 5 % PiP°CtC-C”PSC,C-PI PeP»P°CI'PéC,C-PeCrPIP°P»Pé
CtC- CI'P&PjPiC,PsPjPé CIIPe C,CIIPYPeC-. P“C-PSPuPePsPjP°CI'C,C-CII PjPsP{Pu 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»CI] C,CHP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCI].

3P—PiC-PrPSPs P- PiCRP°PIP&P»P°PjPé PePsPrCrPIP°PSPSCLI, C%oPs
PIP&PePsCEP&CI'C,PsPICFCRC,CECI'CLI PI PrPsCI'P»C-PrPIPuPSPSCIIC... EPC, PiPsP+C-C4PSP®
CRPpP°PeCtC-CII B«CI'CC...C-CI'C,CH C€PeC-CEP&B» P+CrP»P° P-P°PePsPrPsPIP°PSP° PiC-Pr
COSTART C,PuCEPjC-PSPsPj B«PIP&CI'P&éPiB». P§iPsPjCt PsPeCHPuPjP° C+P°CI'C,PsC,P° C—C—
PIP&PSP&PePSPuPSPSCII PSPy PjPsPYPu P+CrC,Pé PIP&P-PSP°C+PuPSP° PrP»ClII
P+C-PeP°P»CrC,P°PjC-PrCrt, 150 PjPi, PsPrPSP°Pe PiPuCEPuPrP+P°C+P°C”C,CHCI'CLI C,P°PeP®
P C+P°CI'C,PsC,P°, CLIPe PrP»ClI 50 PjPi P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+Ct.

*P’PeP»CRC+PpPSP° Cr PiPuCHPpP»C-Pe PiPsP+C-C$PSPé&C... CRPpP°PeCtC-PNe PiC-CI'P»CII
PsC,CHP&PjP°PSPSCII PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&C... PrP°PSPéC....

P§P°CI'C,PsC,P° P+CrP»P° PIP&P-PSP°C+PuPSP° P-P° CP°CI'C,PsC,PsCh
PiPsPIC-PrPsPjP»PuPSCH PiCHPs PIPEPiP°PrPePé CrCHP°PYIPuPSPSCII PiPuC+C-PSPePé Cr
PiP°CtC-C"PSC,C-PI, C%oPs PsC,CHPéPjCrPIP°P»Pé P+C-PeP°P»CrC,P°PjC-Pr Cr PrPsP-C- 150
PjPi Cr PiCBCIPiC- PIC-PrPeCHP&C, PsPiPs P»C-PeCrPIP°PSPSCII Cf
PrPsCI'P»C-PrPPuPSPSCIIC... Early Prostate Cancer programme (PP PY).

>P’PeP»CRCPRPSP® Ct PiPpCEPuP»C-Pe PiPsP+C-C4PSP&C... CEPRP°PeCTC-PNe PiC-CI'P»ClLI
PsC,CHP&PjP°PSPSCII PiPsCI'C,PjP°CRPePuC,PEPSPiPSPIPEC. .. PrP°PSPEC....

P§P°CI'C,PsC,P° P+CrP»P° PIP&P-PSP°CPuPSP° P-P° C+P°CI'C,PsC,PsCh
PiPsPIC-PrPsPjP»PuPSCH PiCEPs PIP&PiP°PrPePé C-PSC,PuCHCI'C,P&CHC-P°P»CHPSPSC—
PiPSPuPIPjPsPSC-C— Cf PiPpCHC-PsPr CEP°PSPrPsPjC-P-PsPIP°PSPsPiPs P»C-PeCrPIP°PSPSCII
P+C-PeP°P»CrC,P°PjC-PrPsPj, 150 PjPi, Ct PrPsCI'P»C-PrPIPuPSPSCIIC... EPC.



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

CBPUP°PeCtC-C—

PuiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiPsP+C-C+PSC- CHPuP°PeCtC-C— PiC-CI'P»CII
CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PjP°C” PIP°PIP»P&PIPn
P-PSP°C$PuPSPSCII. P!Pu PrP°C” P-PjPsPiCr PiCHPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCHP&CI'C,CH/CEP&P-PéPe PiCRPé
P-P°CI'C,PsCI'CrPIP°PSPSC- CtCHPsPiPs P»C-PeP°CRHCI'CHhPePsPiPs P-P°CI'PsP+CfF.
PmPpPrPéC+PSPéPj C,P° C,P°CHPjP°CtPuPIC,PECEPSP&P] PiCHP°CtC-PIPSPEPeP°Pj, P°
C,P°PePsPq PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPéPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CLIC,Pé PiCHPs CrCI'C-
PIP&PiP°PrPePé PiC-PrPsP-CECRPIP°PSP&C... PiPsP+C-C+PSP&C... CRPuP°PeCt+C-PNe C,P°
PIC-PrCI'CrC,PSPsCI'C,C- PuC,PuPeC,PéPIPSPsCI'C,C- P»C-PeP°CRHCI'CHPePsPiPs P-P°CI'PsP+Cr
C+PuCHPpP: PHPIC,PsPjP°C,PéP-PsPIP°PSCt C-PSC, PsCHPjP°CtC-PNePSCt CI'PECI'C,PuPjCr P
C,,P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'PéP»P°PSPSCLIPj: https://aisf.dec.gov.ua

PyPuCEPjC-PS PiCKP&PrP°C,PSPsCI'C,C-. 5 CHPsPeC-PI.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII

P&Pp PiPsC,CRHPuP+CIC” PsCI'PsP+P»P&PIP&C. .. CIPjPsPI P-P+PuCEC-PiP°PSPSCIL.
P—P+PuCHC-PiP°C,Pé Ct PSPuPrPsCI'C,CtPiPSPsPjCt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

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

PuP°C,PpPiPsCHC-CII PIC-PrPiCi CI'PeCt. P—P° CHPuCtPuPiC,PsP;.

P’PeCHPsP+PSPePe

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

PmC-CI'CtPpP-PSP°C...PsPrPYPpPSPSCII PIP6CEPsP+PSP&éPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCEPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-



P’CrP». Pi/PP°CI'C,PuP»P»Ps, n°l, PYP°PSC, P‘PsC- PrPu P>P»PsP+CHPuPiP°C,,
P‘P°CRCI'PuP»PsPSP®, 08830, PtCI'PiP°PSC-CI].



