PtPkPYPyP PJPuP|PtPi

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

PsPhLP P”PJP Ph°
(CARDURA®)
PYPeP»P°Pr:
PrC-CRCtP° CHPuCtPsPIPEPSP°: doxazosin;

C,P°P+P»PuC,PePé PiPs 1 PjPi: 1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH 1,213 PjPi
PrPsPeCI'P°P-PsP-PéPSCT PjPuP-PéP»P°C,Crt, C%oPs PuPePIC-PIP°P»PpuPSC,PSPs 1 PjPi
PrPsPeCI'P°P-PsP-PéPSCT;

C,P°P+P»PuC,PePé PiPs 2 PjPi: 1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH 2,43 PjPi
PrPsPeCI'P°P-PsP-PEPSCY PjPuP-P&éP»P°C,Ct, C%oPs PuPePIC-PIP°P»PuPSC,PSPs 2 PjPi
PrPsPeCI'P°P-PsP-PéPSCH;

C,P°P+P»PuC,PePé PiPs 4 PjPi: 1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH 4,85 PjPi
PrPsPeCI'P°P-PsP-P&PSCY PjPuP-PéP»P°C,Cr, C%oPs PuPePIC-PIP°P»PuPSC,PSPs 4 PjPi
PrPsPeCI'P°P-PsP-P&PSCE;

PrPsPiPsPjC-PIPSC- CEPuCtPsPIPEPSPé: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCEP°C,; PjP°PiPSC-Ch
CI'C,PuP°CEP°C,; CtPuP»CRP»PsP-P° PjC-PeCEPsPeCRP&CI'C,P°P»C-CPSP°; PSP°C,CEC-ChR
P»P°CtCEP&P»CI'CfP»CHbC,P°C,; PSP°C,CEC-CR PeCEPsC...PjP°P»CHbPiP»C-PePsP»CLIC, (C,P&Pi
Ph).

P>C-PeP°CRHCI'CHbPeP° C,PsCRHPjP°. PyP°P+P»PuC,PePé.
PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCIC,C-:

- C,P°P£P»PuC,PePé PiPs 1 PjPi 8h“ P+C-P»PsPiPs PePsP»CHPsCRHCr, PeCHCrPiP»C-,
PrPIPsPsPiCrPeP»C-, P- PePsPrPsPj B«CN 1B» P- PsPrPSPsPiPs P+PsPeCr C,P° B«VLEB» P-
C-PSC£PsPiPs P+PsPeCr;

- C,P°P£P»PuC,PePé PiPs 2 PjPi 8R“ P+C-P»PsPiPs PePsP»CHPsCHCr, PiCHPsPrPsPIPiP°CI'C,C-,
PrPIPsPsPiCrPeP»C-, P- P»C-PSC-C”"Ch CHPsP-P»PsPjCr C,P° PePsPrPsPj B«CN 2B» P-
PsPrPSPsPiPs P+PsPeCr C,P° B«VLEB» P- C-PSC€PsPiPs P+PsPeCr;

- C,P°PxP»PuC,PePé PiPs 4 PjPi BR“ P+C-P»PsPiPs PePsP»CHPsCHCr,

CHPsPjP£PsPiPsPrC-P+PSC-, PrPIPsPsPiCrPeP»C-, P- P»C-PSC-C”Ch CHPsP-P»PsPjCr C,P°
PePsPrPsPj B«CN 4B» P- PsPrPSPsPiPs P+PsPeCr C,P° B«VLEB» P- C-PSC€PsPiPs P+PsPeCr.

PxP°CEPjP°PePsC,PuCEP°PiPpPIC,PéCPSP° PiCFCIPiP°.



PHPSC,P&PiC-PiPuCEC,PuPSP-PéPIPSC- P-P°CI'PsP+Pé. PhPSC,P&P°PrCHPRPSPRCEPIC-CPSC-
P-P°CI'PsP+Pé P- PiPuCEP&C, PuCHPECHPSPEP] PjPuC... P°PSC-P-PjPsPj PrC-C—.
P'P»PsPeP°C,PsCHPé a-P°PrCHPuPSPSCEPuCtPuPIC,PsCRC-PI. PrsPsPr PhPyX PY02PY PhO4.

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

PwPuC...P°PSC-P-Pj PrC-C—.

P”PsPeCI'P°P-PsP-P&PS C” PiPsC,CrPYPSP&Pj C,P° CI'PuP»PuPeC,PéPIPSPEP;
P°PSC,P°PiPsPSC-CI'C,PsPj PiPsCI'C,CI'PEPSP°PiC,PéC+PSP&C... a,-
P°PrCHPuPSPsCHPuCPuPiC,PsCHC-PI. P‘P»PsPeCrPIP°PSPSCII CtPéC... CEPuCtPuPiC,PsCHC-PI
PiCHPEP-PIPsPrPéC,CH PrPs P-PSPEPIPuPSPSCII CI'PECI'C,PuPjPSPsPiPs
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr. PuCHPpPiP°CEP°C, PrsP°CHPrCrCHP°™®
PiCHPEP-PSP°C+PuPSPEPNe PrP»CII PiPuCHPsCEP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII

1 CBP°P- PSP° PrPsP+Ct PiP°CtC-C”PSC,P°Pj, C...PIPsCHP&Pj PSP°
PuCI'CI'PuPSCtC-P°P»CHPSCr P°CHC,PuCHC-P°P»CHPSCY PiC-PiPuCHC,PuPSP-C-CHh.

PuP°CHPjP°PePsPrPePSP°PjC-C+PSC- PuC,PuPeC,Pé.

P‘CrP»Ps PiICHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs, C%oPs PiCHPuPiP°CHP°C, PisP°CEPrCrCHP°™”
PSPu CI'PiCHPECHPEPSCIIC” PSPuP+P°PIP°PSPEC... PjPuC,P°P+PsP»C-CfPSPéEC...

PuC, PpPeC,C-PI C- PNePsPiPs PjPsPYPSP° P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiP°CtC-C”PSC,P°Pj C-P-
CtCrPeCHPsPIPéPj PrC-P°P+PuC,PsPj, PiPsPrP°PiCEPsCh P°P+Ps
C-PSCI'CfP»C-PSPsCHPuP-P&CI'C,PuPSC,PSC-CI'C,CHh.

PuCHPRPiP°CEP°C, PisP°CEPrCrCEP™® C,P°PePsPY PjPsPIPSP° PiCEP&P-PSP°CP°C,Pé
PiP°CtC-C”PSC,P°Pj C-P- P+CEPsPSC...C-P°P»CHPSPsCh P°CI'C,PjPsCH,
PiC-PiPuCEC,CEPsC,C-C”Ch P»C-PIPsPiPs CEP»CrPSPsCEPeP° C,P° PiP°CtC-C"PSC,P°Pj
P»C-C,PSCHbPsPiPs PIC-PeCt. P—P°CI'C,PsCI'CPIP°PSPSCII PiCEPuPiP°CRP°C,Cr
CI'PiICEP&CIIC” P-PjPuPSCEPUPSPSCHR PiC-PiPuCEC,CEPsC, C-C— P»C-PIPsPiPs
CEP»CrPSPsCHPeP°, PICRHP&PIPSC-CCIC” P°PiCEPuPiP°CtC-Ch C,CEHPsPjP+PsCtP&C,C-PI C,P°
PiC-PrCI'P6P»CRC” P°PeC,PEPIPSC-CI'C,Ch C,PeP°PSPEPSPSPsPiPs P°PeC,PéPIP°C,PsCEP°
PiP»P°P-PjC-PSPsPiPuPSCt. P1sCEC-Pj C,PsPiPs, P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPuPiP°CHP°C,Cr P1sP°CRPrCrCHP°®® PiC-PrPIPEC%0CIC” CCrC,P»P&PIC-CI'C,CHb PrPs
C-PSCI'CfP»C-PSCY Cf C,P&C... PiP°CtC-C"PSC,C-PI, Cf CIIPeP&C... C,P°PeP®
C$CrC,P»P&PIC-CI'C,CH C” PiPsCHCrCEPuPSPsCE.

PyP°PePsPY Cr PrPsPIPiPsCI'C,CEPsPePsPIP&C... PrPsCI'P»C-PrPYPuPSPSCIIC... P+CrP»Ps
PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs, C%oPs PSP°® PrPsPrP°C,PsPe PrPs
P°PSC,PéPiC-PiPuCHC,PuPSP-PéPIPSPsC— PrC-C— P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCHPpPiP°CHP°C,Ct PisP°CRHPrCrCHP°*® CI'PiCRHP&éC+PéPSCIIC” PiPsPjC-CHPSPu
P-PSPEPIPuPSPSCII PePsPSCtPuPSC,CHP°CtC-C— P-P°PiP°P»CHPSPsPiPs
C...PsP»PuCI'C,PuCHPEPSCY, P»C-PiPsPiCHPsC,PuC—PrC-PI PSPéP-CHPePsC—
C%oC-P»CHPSPsCI'C,C- C,P° C,CHPéPiP»C-CtPuCRP&PrC-PI Cf PiP»P°P-PjC- PeCHPsPIC-, P°
PsC,PPu 8B PrP°PSP&éPNe PiCHPuPiP°CHP°C, PjPsPPu P+CrC,Pé PsCI'PsP+P»P&PIPs
PePsCHP&CI'PSPéPNe PiP°CtC-C”PSC,P°Pj, C...PIPsCHPé&Pj PSP° P°CHC,PuCHC-P°P»CHPSCr
PiC-PiPuCHC,PuPSP-C-Ch C,P° PiC-PiPuCHP»C-PiC-PrPuPjC-CR.



P—P°CI'C,PsCI'CFPIP°PSPSCI] PiCHPuPiP°CHP°C,Ct PP°CRHPrCrCRP°*® PiP°CtC-C”PSC,P°Pj,
C...PIPsCRHP&Pj PSP° CI'P&PjPiC,PsPjPSCr PrPsP+CHRPsCILIPeC-CI'PSCr PiC-PiPuCHPiP»P°P-C-Ch
PiPuCHPuPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé (P”P“PyP—), PiCHP&P-PIPsPrPéC,CH PrPs
P-PSP°C$PSPsPiPs PiPsPeCHP°C%oPuPSPSCII CrCHPsPrPEPSP°PjC-PePé C,P°
P-PjPuPSCEPuPSPSCII CI'PéPjPiC,PsPjC-PI. P’PIP°PYP°C”C,CHCI'CII, C%oPs PuC,PuPeC,
PiCHPpPiP°CRHP°C,Crt PiCHPé P”P“PiP— PrPsCI'CIIPiP°C”C,CHhCI'CII P-P° CRP°C...CfPSPsPe
CI'PpP»PpPeC,PéPIPSPsC— P+P»PsPeP°PrPé o,-P°PrCRHPuPSPsCEPuCtPuPiC,PsCHC-PI,
CHPsP-C,P°CEPsPIP°PSP&C... Cf PjsR™ CLIP-PsPIC-PNe CI'C,CHPsPjC- C,P° PeP°PiCI'CrP»C-
PiPpCHPpPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé, P° C,P°PePsPY Cr CEP&PN.CtC-
CI'PuCtPsPIPsPiPs PjC-C...CFCHP°.

PnP°CHPjP°PePsPeC-PSPuC,PEPeP°.

P’CI'PjPsPeC,CIrPIP°PSPSCII. PiiCHPé PiPuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
Ct P»CRPrPéPSPé (C+PsP»PsPIC-PePé PjPsP»PsPrPsPiPs PIC-PeCr P°P+Ps P»CRPrPé
P»C-C,PSCHPsPiPs PIC-PeCr P+CrPrCH-CILIPePsC— CI'C,P°C,C-) PrPsPeCI'P°P-PsP-P&PS
CEPIPEPrPePs PICI'PjPsPeC,CrC”C,CHCI'CLI P- P+C-PsPrPsCI'C,CrPiPSC-CI'C,CR PSP®
CHC-PIPSC- PiCHP&éP+P»P&P-PSPs %5 PrPsP-Pé.

P‘C-PsC,CBP°PSCI'C, PsCRPjP°CtC-CII/PuP»C-PjC-PSP°C+C-CII. PuCHP&P+P»P&P-PSPs 98 %
PrPsPeCI'P°P-PsP-PéPSCt P-PIBF™ CLIP-CrC”C,CHCI'CLI P- P+C-P»PeP°PjPé PiP»P°P-PjPé
PeCEPsPIC-. P‘CtP»Ps PiPsPeP°P-P°PSPs, C%oPs PrPsPeCI'P°P-PsP-PéPS
PpPeCI'C,PpPSCI'PEPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PI PsCHPiP°PSC-P-PjC-
P»CRPrPéPSPé C,P° Ct PrPsCI'P»C-PrPYCrPIP°PSP&C...
PpPeCI'PiPuCHPEP{PRPSC,P°P»CHPSPEC... C,PIP°CRHPEPS, C- PIPEPIPsPrPéC,CEhCI'CII P-
PsCHPiP°PSC-P-PjCrt PiPuCHPuPIP°PIPSPs P- PeP°P»PsP;.

PYPuCHPuPrPSC-PNe PiPpuCEC-PsPr PSP°PiC-PIPIPEPIPuPrPRPSPSCII PiCRPuPiP°CEP°C,Cr P-
PiP»P°P-PjPé CI'C,P°PSPSPIP&C, CHb 22 PiPsPrPéPSP&, C%oPs PrP°C” PjPsPIP»P&PIC-CI'C,CH
PiCEP&PN:PjP°C,Pé PICRPuPiP°CEP°C, 1 CRP°P- PSP° PrPsP+Cr.

PuCHPé PiPuCEPsCHP°P»CHPSPsPJCY P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsPeCI"P°P-PsP-PéPSCY
PePsPSCPuPSC,CEP°CtC-CLI PjPuC,P°P+PsP»C-C,C-PI Cf PiP»P°P-PjC- PeCEPsPIC- C”
PSP&P-CHPePsCh. PrePsPSCTPuPSC,CEP°CHC-CLI Ct PiP»P°P-PjC- PeCEPsPIC-
PSP°PN:P°PeC,P&PIPSC-CEPSPiPs (6'-PiC-PrCEPsPeCI'P&) PjPuC,P°P+PsP»C-C,Ct Crf
P»CRPrP&PSPé PI 40 CEP°P-C-PI PSP&PYC4P° P-P° PiP»P°P-PjPsPICY
PePsPSCHPuPSC,CEP°CtC-Ch PiPuCHPIPEPSPSPsC— CI'PiPsP»CIPePé, C%oPs
CI'PIC-PrC+PéC,CH PiCEPs C,Py, C%oPs P°PSC,P&PiC-PiPuCHC,PuPSP-PEPIPSP® PrC-CII
PiCEPpPiP°CEP°C,Ct P-C{PjPsPIP»PuPSP° PiPuCEPRPIP°PIPSPs PrPsPeCI'P°P-PsP-P&PSPsP;.

P&P°® PrP°PSP&PN: C+P°CI' C-CI'PSCIFCRC,CH P»PéCEPH PsP+PjPuPPuPSC- PrP°PSC- C%oPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCEPuPiP°CEP°C,Cr PiP°CtC-C”PSC,P°Pj C-P-
PiPsCHCrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé C,P° C%oPsPrPs PIPiP»P&PICT
PiCHPpPiP°CRHP°C,C-PI, P-PrP°C,PSP&C... P-PjC-PSCRPIP°C,Pé PiPuC+C-PSPePsPIP&PNe
PjPuC,P°P+PsP»C-P-Pj (PSP°PiCHP&éPeP»P°Pr, CtPéPjPuC,PEPrPEPSCT). P] PeP»C-PSC-C$PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- P- C¥C+P°CI'C,Ch 12 PiP°CtC-C”PSC,C-PI C-P: PiPsPjC-CHPSPsCh
PiPpC$C-PSPePsPIPsCh PrPéCI'C,CrPSPeCtC-C”Ch PsPrPSPsPeCHP°C,PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsPeCI'P°P-PsP-PéPSCr PiCHP&P-PIPuP»Ps PrPs
PiC-PrPIPEC%oPpPSPSCII AUC PSP° 43 % C,P° P-PjPuPSCEPuPSPSCII PIPEéPrPéPjPsPiPs
PeP»C-CHPpPSCI'Ct PiCRPé PiPuCHEPsCHP°P»CHPSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- PSP°

40 %. PIPe C- PiCRHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSCEP&EC... PICHPuPiP°CEP°C,C-PI, C%oPs
PiPsPIPSC-CI'C,Ch PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CII PiPuC+C-PSPePsCHh,



PiP°CtC-C”PSC,P°Pj P- PsP-PSP°PeP°PjPé PiPsCHCrCEPuPSCH C,CrPSPeCt+C-C—
PiPuC+C-PSPePé PrPsPeCI'P°P-PsP-P&PS CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé P-
PsCI'PsP+P»P&PIPsCh PsP+PuCHPuPYPSC-CI'C,Ch.

P”PsPeCI'P°P-PsP-P&PS PuPeCI'C,PuPSCI'PéPIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PI
PiPpC$C-PSCtC-. P”PsCI'P»C-PrPIPuPSPSCII in vitro PIPeP°P-CrCRC,CH PSP° C,Py, C%oPs
PiPsP»PsPIPSP&Pj C+PéPSPsPj CtPp P-PrC-PNeCI'PSCRC”C,CHhCI'CII P-P° PrPsPiPsPjPsPiPsCh
C,,PuCEPjPaPSC,Cr CYP 3A4, C,P° PjPuPSCEPsChR PjC-CHPsCh BR“ CYP 2D6 C- CYP 2C9.

Pi5P»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PuPsPeP°P-P°PSPSCII.
PhCEC,PuCEC-P°P»CEPSP® PiC-PiPuCEC,PuPSP-C-CII.

PiiCHPUPIP°CRP°C, PiPsPeP°P-P°PSP&PNe PrP»ClI P»C-PeCrPIP°PSPSCII
P°CEC,PuCEC-P°P»CHPSPsC— PiC-PiPpCEHC,PuPSP-C-C— C- PrP»CLI P+C-P»CHCEPSCI'C,C-
PiP°CtC-C”PSC,C-PI PNePsPiPs PjPsPJPSP° P-P°CI'C,PsCI'PsPICfPIP°C,Pé PrP»ClII
PePsPSC,CEPsP»Ch P°CEC,PuCEC-P°P»CHPSPsPiPs C,P6CI'PeCt Cf CLIPePsCI'C,C-
PjPsPSPsC,PuCEP°PiC-C—. PJ PIP&PiP°PrPeCt PSPuPuC, PuPeC,PEPIPSPSCI'C,C-
PjPsPSPsC,PuCEP°PiC-C— PrP»CII P»C-PeCrPIP°PSPSCII P°CEC,PuCHC-P°P»CHPSPsC—
PiC-PiPuCEC,PuPSP-C-C— PiCEPuPiP°CHP°C, PjPsPIPSP° P-P°CI'C,PsCI PsPICIPIP°C,Pé Cr
PePsPjP+C-PSP°CtC-C— P- C,C-P°P-P&PrPSP&PjPé PrC-CIrCEHPuC,PéPeP°PjPé,
P+P»PsPeP°C,PsCEP°PjPé B-P°PrCRPpPSPsCEPuCtPuPiC,PsCHC-PI, P+P»PsPeP°C,PsCEP°PjPé
PeP°P»CHCC-C”PIP&C... PeP°PSP°P»C-PI C,P° C-PSPiC-P+C-C,PsCHP°PjPé
P°PSPiC-PsC,PpPSP-P&éPSPiPpCHPuC, PIPSCECRPIP P»CHPSPsPiPs C, PpuCHPjPRPSC, Y.

P”PsP+CEPsCLIPeC-CI'PSP°® PiC-PiPuCEPiP»P°P-C-CII PiPuCEPuPrPjC-C...C5CFPsPIPsC—
P-P°P»PsP-Pé.

PuCEPRPiP°CEP°C, PiPsPeP°P-P°PSP&PNe PrP»ClI P»C-PeCrPIP°PSPSCILI
PsP+CI'C,CECI-PeCtC-C— CI'PuC#PsPIPEPIC-PrPSP&C... CEP»CIIC...C-PI, P° C,P°PePsPq
CI'P&PjPiC,PsPjC-PI, PiPsPIEF™ CLIP-P°PSP&C... C-P- PrPsP+CHPsCLIPeC-CI'PSPsCh
PiC-PiPpCEPiP»P°P-C-C”Ch PiPuCEPRPrPjC-C...CfCEPsPIPSC— P-P°P»PsP-Pé (P”P“PyP—).
PuCHPpPiP°CEP°C, PjPsPIPSP°® PiCEP&P-PSP°CHP°C,Pé PiP°CtC-C”PSC,P°Pj C-P- P”P“PyP— ClIPe
PiCEP& PSP°CLIPIPSPsCI'C,C- P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPuCEC,PuPSP-C-C—, C,P°Pe
C- PiCEP& PSPsCEPjP°P»CHPSPsPjCt CEC-PIPSC- P°CEC,PuCEC-P°P»CHPSPsPiPs C,P&CI"PeCt.

PuCHPsC,PéPiPsPeP°P-P°PSPSCII.

P—P°CI"C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Ct PP°CEPrCCEP™
PiCEPsC,P&PiPsPeP°P-P°PSPy PSP°CI'C,CfPiPSP&P] PeP°C,PuPiPsCEC-CLIPj PiP°C+C-C”PSC,C-PI:

B8R PiP°CtC-C”PSC,P°Pj P- PiC-PiPuCEC+CrC,P»P&PIC-CI'C,ChR PrPs PrC-CRC#PsC—
CHPuCtPsPIP&PSPé C+Pé PrPs PiPsC...C-PrPSP&C... C...C-PSP°P-PsP»C-PSCr
(PSP°PiCHP&PeP»P°Pr, PICRP°P-PsP-P6PSCY, C,PuCEP°P-PsP-PéPSCY, PrPsPeCI'P°P-PsP-P&PSCY)
P°P+Ps PrPs P+CrPrCH-CLIPePsC— P- PrPsPiPsPjC-PIPSP&C... CEPuCPsPIPEPS
PiCRPRPiP°CEP°C,Ct, P-P°P-PSP°C+PuPSP&C... Ct CEPsP-PrC-P»C- B«PYPeP»P°PrBy;



B8R PiP°CtC-C”PSC,P°Pj C-P- PIP&PiP°PrPeP°PjPé PsCHC,PsCI'C,P°C,P6C+PSPsC—
PiC-PiPsC,PuPSP-C-C— PI P°PSP°PjPSPuP-C-;

8" PiP°CtC-C”PSC,P°Pj C-P- P"P“PyP— C,P° CI'CfPiCtC,PSCHbPsCR PsP+CI'C,CECtPeC{C-C”"ChR
PIPUCEC...PSC-C... CI'PpC+PsPIP&PIC-PrPSPEC... CEP»CLIC...C-PI, C...CHPsPSC-C+PSP&PjPé
C-PSC, PuPeCtC-CIIPjPé CI'PuC#PsPIPEPIC-PrPSP&C... CEP»CLIC...C-PI P°P+Ps
PSP°CLIPIPSC-CI'C,CR PeP°PjPuPSC-PI Ct CI'PpC4PsPIPsPjCt PjC-C...CtCHC-;

BR"“ PIP°CtC-C”PSC,P°Pj P- P°CHC,PuChHC-P°P»CIHPSPsCh PiC-PiPsC,PuPSP-C-Ch
(CI'C,PsCI'CfC”C,CHCI'CII C,C-P»CHPePé PiP°C+C-C”PSC,C-PI C-P- P"P“PriP—).

P”PsPeCI'P°P-PsP-PéPS Cr CIIPePsCI'C,C- PjPsPSPsC,PuCEP°PiC-C—
PiCHPsC,PéPiPsPeP°P-P°PSP&PNe PiP°Ct+C-C”PSC,P°Pj C-P- PiPuCHPuPiPsPIPSPuPSPSCIIPj
CI'PuC+PsPIPsPiPs PjC-C...CFCEP° P°P+Ps P°PSCIFCHC-C”Ch C-P- PiCRHPsPiCEPuCI'CrCRC+PsCh
PSP&CHPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps P+PuP- PSPuC—.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI'CHbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- C,PsCEPjPé PIP-P°C”PjPsPrC-PN\e.

PtPSPiC-P+C-C,PsCRHPé C,PsCI'C,PsPrC-PuCI'C,PuCRP°P-Pé-5 (PxP”"Pe-5) (PSP°PiCHP&éPeP»P°Pr,

CI'PeP»PrPuPSP°C,C-P», C,P°PrP°P»P°C,C-P», PIP°CRPrPuPSP°C, C-P»).

PYCrPjC-CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsPeCI'P°P-PsP-P&éPSCT P-
C-PSPiC-P+C-C,PsCHP°PjPé PuP”Pe-5 Cf PrPuCIIPePéC... PiP°CtC-C”PSC,C-PI PjPsPYPu
CI'PiCHPEC$PEPSCIIC,Pé CI'P&éPjPiC,PsPjP°C,PéC+PSCr PiC-PiPsC,PuPSP-C-Ch (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).
P”PsCI'P»C-PrPIPuPSCH PrPsPeCI'P°P-PsP-PéPSCr Cr P»C-PeP°CHCI'CHPeP&EC... C,PsCHPjP°C...
C-P- C,CHP&PIP°P»PéPj PIPEPIC-P»CHPSPuPSPSCIIPj PrC-CRCPsC— CHPuC+PsPIPEPSPé PSPy
PiCEPsPIPsPrP&P»Pé.

P”PsPeCI'P°P-PsP-PéPS P-PSP°C$PSPsCh PjC-CRPsCh P-PIsRh™ CILIP-CrC”C,CHhCI'CII P-
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- (PSP° 98 %). P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPPuPSPSCI] in vitro P- PIPéPePsCHP&CI'C,P°PSPSCIIPj PiP»P°P-PjPé PeCHPsPIC-
P»CRPrPéPSPé CI'PIC-PrC+P°C,CH, C%oPs PiCEPuPiP°CHP°C, PSPu PIPiP»PEPIP°C” PSP®
P-PI'CIIP-CrPIP°PSPSCI] PrPsCI'P»C-PrPCrPIP°PSPEC... PICHPuPiP°CRP°C,C-PI
(PrP&PiPsPeCI'P&PS, C, PuPSC-C,PsC—PS, PIP°CHC, P°CEP&PS P°P+Ps C-PSPrPsPjPuC,P°C1P&PS)
P- P£C-P»PeP°PjPé.

P] PeP»C-PSC-C$PSC-PNe PiICRP°PeC,PéC1C- PSPu PIC-PrP-PSP°C+P°P»PsCI'CH
PSPuCI'PiCHP&CIIC,P»PéPIPsC— PIP-P°C”PjPsPrC-C— PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsPeCI'P°P-PsP-PéPSCr C,P° C,C-P°P-PEPrPSP&C...
PrC-CrCRPuC,PéPeC-PI, C,CrCRPsCI'PuPjC-PrCr, P+P»PsPeP°C,PsCHC-PI p-
P°PrCREPpPSPsCHPuCtPuPiC,PsCEC-PI, PSPuCI'C,PuCEPsC—PrPSP&C...
PiCHPsC,P&P-P°PiP°P»CHhPSP&C... P-P°CI'PsP+C-PI, P°PSC,PéP+C-PsC,PéPeC-PI,
PiPpCHPsCHP°P»CIHPSPEC... CtCrPeCRHPsP-PSPEPICIPIP°P»CHPSP&EC... P-P°CI'PsP+C-PI,
CrCHPéPePsP-CFCHPECFPSPEC... P-P°CI'PsP+C-PI C,P° P°PSC,Pé&PePsP°PiCIP»CIIPSC,C-PI.
PuCHPsC,Pp PrP°PSC- C,PsCHPjP°P»CHPSP&C... PrPsCI'P»C-PrPIPuPSCH C-P-
PIPEPIC+PuPSPSCII P»C-PeP°CHCI'CHPePsC— PIP-P°C”PjPsPrC-C— PIC-PrCI'CfC,PSC-.

P”PsCI'P»C-PrPIPuPSPSCII in vitro PIPeP°P-CrCRC,CH PSP° C,Pp, C%oPs PrPsPeCI'P°P-PsP-PéPS



C” CI'CfP+CI'C,CHP°C,PsPj CtP&éC,PsC...CHPsPjCr P450 3A4 (CYP 3A4). PYP»C-Pr P:
PsP+PuCHEPpPIPSC-CI'C,Ch PiCHP&P-PSP°C$P°C,Pé PrPsPeCI'P°P-PsP-PéPS PsPrPSPsC+P°CI'PSPs
P- PiPsC,CrPYPSPé&PjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP 3A4, PSP°PiCHP&PeP»P°Pr
PeP»P°CHPEC,CRPsPjC-CtPéPSPsPj, C-PSPrPéPSP°PIC-CHPsPj, C-C,CEP°PePsPSP°P-PsP»PsPj,
PePuC,PsPePsPSP°P-PsP»PsPj, PSPuC, P°P-PsPrPsPSPsPj, PSPuP»C,C-PSP°PIC-CHPsPj,
CHPé&C,PsPSP°PIC-CHPsPj, CI'P°PePIC-PSP°PIC-CHPsPj, C,PuP»C-C,CHPsPjC-CtP&PSPsPj P°P+Ps
PIPsCHP&PePsPSP°P-PsP»PsPj (PrPéPI. CRPsP-PrC-P» B«PxP°CHPjP°PePsP»PsPiC-C+PSC-
PIP»P°CI'C,PéPIPsCI'C,C-B»).

P”PsPeCI'P°P-PsP-PéPS PiPsC,PuPSCtC-CRC” PiC-PiPsC,PuPSP-PEPIPSCr PrC-Ch C-PSCEP&C... a-
P°PrCRPuPSPsP+P»PsPeP°C,PsChHC-PI, P° C,P°PePsP{ C-PSC£€PeC...
P°PSC,Pé&PiC-PiPuCHC,PuPSP-PEPIPSPEC... P-P°CI'PsP+C-PI.

P—P° CHPuP-CrP»CHC,P°C,P°PjPé PIC-PrPeCHP&EC,PsPiPs CHP°PSPrPsPjC-P-PsPIP°PSPsPiPs
PiP»P°C1PpP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPiPs PeP»C-PSC-C+PSPsPiPs
PrPsCI'P»C-PrPIPuPSPSCI]I P- C+fC+P°CI'C,Ch 22 P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI C+PsP»PsPIC-C+PsC— CI'C,P°C,C-, PsPrPSPsPeCHP°C,PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsPeCI'P°P-PsP-PéPSCT Cr PrPsP-C- 1 PjPi Ct PiPuCRBCEPEPNe
PrPpPSCH CiPsC,PéCHPEPrPsP+PsPIPsPiPs PeCrCHCI'Cr PiPuCHPsCEP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CtPéPjPuC,PEPrPEPSCT (400 PjPi PrPIC-C+C- PSP°® PrPsP+Cr)
PiCHPEP-PIPsPrPéP»Ps PrPs PiC-PrPIPEC%oPuPSPSCII CI'PuCHPuPrPSCHPsPiPs CHC-PIPSCII
AUC PrPsPeCI'P°P-PsP-PEPSCr PSP° 10 % C- PSPu CI'PiCEP&éCPéPSCIIP»Ps PYPsPrPSP&C...
CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPéC... P-PjC-PS CI'PuCREPuPrPSCHPsC— C,,, C,P°
CI'PuCHPuPrPSCHPsPiPs PiPuCHC-PsPrCr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
PrPsPeCI'P°P-PsP-PéPSCr. PyP°PePu PiC-PrPIPEC%oPpPSPSCII CI'PuCHPuPrPSCHPsPiPs
CHC-PIPSCII AUC PrPsPeCI'P°P-PsP-PEPSCt PSP° 10 % PSP° C,P»C- P-P°CI'C,PsCI'CfPIP°PSPSCII
CtPéPjPuC,PéPrPéPSCT P-PSP°C...PsPrPéC,CHhCI'CII Cr PjPuPYP°C...
PjC-PYC-PSPrPéPIC-PrCrP°P»CHPSPsC— PIP°CHC-P°P+PuP»CHPSPsCI'C,C- (27 %)
CI'PuCHPuPrPSC-C... CRC-PIPSC-PI AUC PrPsPeCI'P°P-PsP-PéPSCt PiPsCHC-PIPSCIIPSPs P-
PiP»P°C1PpP=+Ps.

PhCI'PsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI'CéPIP°PSPSCII.
PhCEC,PsCI'C,P°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CILI/CI PéPSPePsPiPy.

P1iiPsC$P°C,PsPe C,PuCHP°PiC-C—. PIPe PSP°CI'P»C-PrPsPe PiCHPsCIIPICt PrC-C—
P+P»PsPeP°C,PsCEC-PI a-P°PrCHPuPSPsCHPuCtPuPiC,PsCRHC-PI, PjPsPPu
CHPsP-PIPEPSCrC,PéCI'CLI PsCEHC,PsCI'C,P°C,PéCPSP° PiC-PiPsC,PpPSP-C-CI],
PiCHPsCILIPIP»CIICRC+P&CI'CH P-P°PiP°PjPsCHPsC+PpPSPSCIIPj C,P° CI'P»P°P+PeC-CI'C,Ch
P°P+Ps CRHC-PrC€Pu 8F“ PIC,CHP°C,PsCh CI'PIC-PrPsPjPsCI'C,C- (CI'PéPSPePsPiPy),
PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCrt C,PuCHP°PiC-C— (PrPéPI. CEPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»). P] P-PIsF™ CLIP-PeCr P- CtPéPj
PSP° PiPsC$P°C,PeCr C,PuCHP°PiC-C— PSPuPsP+C...C-PrPSPs PePsPSC,CHPsP»CRPIP°C,Pé
CBC-PIPPPSCH P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr, C%oPsP+
PjC-PSC-PjC-P-CFPIP°C,Pé PjPsPIP»P&PIC- PiPsCI'C,CFfCHP°P»CHPSC- PuC, PuPeC,Pé.

PiiCHP&P-PSP°C+P°CRCtPé C,PuCRP°PiC-Ch P+CrPrCH-CIIPePéPj PuC,PuPeC,PéPIPSPEP;
P+P»PsPeP°C,PsCHPsPj a-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI, CI'P»C-Pr
PiCHPsC-PSC, PsCHPjCIPIP°C,Pé PiP°CtC-C"PSC,P°, CLIPe CfPSPEPePSCIC,Pé
CI'P&PjPiC,PsPjC-PI PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— C,P° CIIPe



PiPsPIPsPrP&éC,P&CI'CHb PiCEPé C—C... PIPéPSP&PePSPUPSPSC-. PuP°CtC-C”PSC,P° C,P°PePsPq
PiPsC,CHC-P+PSPs PiPsPiPuCEPuPrPéC,Pé PiCEPs PSPuPsP+C...C-PrPSC-CI'C,CHb
CIPSP&PePSPUPSPSCII CI'P&C, CIP°CtC-PNe, Cf CIIPePEC... C-CI'PSCIC” CHPEP-P&Pe
PsC,CEP&PjP°PSPSCII C,CEP°PIPj, PICEP°C...PsPICtCRC+Pé PjPsPIP»P&PIC-CI'C,CH
PIP&éPSP&PePSPuPSPSCII P-P°PiP°PjPsCEPsC+PuPSPSCII P°P+Ps CI'P»P°P+PePsCI'C,C- PSP°
PiPsC$P°C,PeCt C,PpuCHP°PiC-C— PiCHPuPiP°CEP°C,PsPj PP °CEPrCICEHP™.

P—P°CI'C,PsCI'CéPIP°PSPSCII PiCEPé PiPsCI'C,CEPéC... CI'PuCECtPuPIPéC... CI'C,P°PSP°C....

PiPe C- C-PSC€C- PIP°P-PsPrPéP»P°C,CrCRC{C- P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSC-
P-P°CI'PsP+Pé, PrPsPeCI'P°P-PsP-PéPS CI'P»C-Pr P- PsP+PuCHPuPYPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiP°CtC-C”PSC,P°Pj C-P- PSP°CI'C,CIPiPSPéPjPé PiPsCI'C,CHP&PjPé
CI'PuCHCTPpPIPEPjPé CI'C,P°PSP°PjPé:

BR" P»PpPiPuPSPUPIPEéPN: PSP°P+CHCIIPe, CI' PiCHPECHPEPSPUPSPEPNe P°PsCEHC,P°P»CHPSPEP]
P°P+Ps PjC-C,CEP°P»CHbPSP&Pj CI'C,PuPSPsP-PsPj;

8" PiC-PiPpCRHCI'PéCI'C,PsP»C-C+PSP° CI'PuCECtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH;

8" PiCRP°PIPsCEP»CrPSPsC+PePsPIP° CI'PuCHCtPuPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CHb,
P-CrPjPsPIP»PpPSP° C,CHPsPjP+PsPuPjP+PsP»C-C"Ch P»PuPiPpPSPuPIPsC— P°CHC,PuCHC-C—
P°P+Ps PiPuCEP&PeP°CHPrC-P°P»CHPSP&P] PIP&PiPsC,PsPj;

8" P»C-PIPsCEP»CrPSPsC$PePsPIP° CI'PuCRCtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH P-
PSP&P-CHPeP&Pj C,PECI'PePsPj PSP°PiPsPIPSPuPSPSCI].

P—P°CI'C,PsCI'CéPIP°PSPSCII PiCFPé PiPsCFC2CEPuPSPSC- C,C2éPSPeCtC-PNe PiPuC+C-PSPePé.

PIPe C- PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSC£PEC... PiICEPuPiP°CHP°C,C-PI, C%oPs
PiPsPIPSC-CI'C,Ch PjPuC,P°P+PsP»C-P-CFCRC,CHCI'CII PiPuC+C-PSPePsCHh,
PiP°CtC-C”PSC,P°Pj P- PsP-PSP°PeP°PjPé PiPsCHCrCEPuPSPSCII C, CrPSPeCtC-PNe
PiPpC$C-PSPePé PiCHPuPiP°CHP°C, PrsP°CEPrCrCHP**® CI'P»C-Pr PiCKP&P-PSP°C+P°C,Pé P-
PsCI'PsP+P»PéPIPsCh PsP+PuCHPuPYPSC-CI'C,Ch (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»). PSPuCHPuP- PIC-PrCI'CrC,PSC-CI'C,CH
PeP»C-PSC-C$PSPsPiPs PrPsCI'PIC-PrCr P-P°CI'C,PsCI'CFPIP°PSPSCI]I PiCRPuPiP°CHP°C,Cr
PiP°CtC-C”PSC,P°Pj C-P- PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
C,CIIPYPePsPiPs CI'C,CIPiPuPSCII PiCHPéP-PSP°C+PuPSPSCII PiCHPuPiP°CHP°C,Ct CtC-PNe
PeP°C,PuPiPsCRHC-C— PiP°Ct+C-C”PSC,C-PI PSPu CHPuPePsPjPpuPSPrCrC”C,CHCICI].

P—P°CI'C,PsCI'C2PIP°PSPSCII CEP°P-PsPj P- C-PSPiC-P+C-C,PsCEP°PjPé PaP”Pe-5.

P—P°CI'C,PsCI'PsPICIPIP°C,Pé PrPsPeCI'P°P-PsP-PéPS CHP°P-PsPj P- C-PSPiC-P+C-C,PsCHP°PjPé
C,PsCI'C,PsPrC-PuCI'C,PuCHP°P-Pé-5 (PSP°PiCHP&éPeP»P°Pr, CI'PéP»PrPuPSP°C,C-P»,
C,P°PrP°P»P°C, C-P» C,P° PIP°CHPrPuPSP°C,C-P») CI'P»C-Pr P- PsP+PuCHPuPYPSC-CI'C,CH,
PsCI'PeC-P»CHbPePé PsP+P&PrPIP° P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé
CI'PiCHPéC$PEPSCIICRC,CH PIP°P-PsPrPéP»P°C,P°CtC-CR, P° PsC,PIPu BF“ PjPsPYCrC,CIh
CI'PiCHP&CHPEPSP&C,Pé Cr PrPuCIIPePéC... PiP°CtC-C”PSC,C-PI CI'PéPjPiC,PsPjP°C,PéC+PSCr
PiC-PiPsC,PuPSP-C-Ch. P”P»CII P-PjPuPSCEPuPSPSCII CHP&P-PéPeCr CHPsP-PIPEC,PeCr
PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PpPSP-C-C— CHPuPePsPjPpuPSPrCrC”C,CHCI'CII
CHPsP-PiPsC+P&PSP°C,Pé C,PuCHP°PiC-Ch PiCHPuPiP°CEP°C,P°PjPé PiCHCrPiPé
C-PSPiC-P+C-C,PsCRHC-PI C,PsCI'C,PsPrC-PuCI'C,PuCHP°P-Pé-5 C,C-P»CHPePé P-P° CrPjPsPIPé,
CIIPeC%oPs PSP°® C,P»C- P-P°CI'C,PsCI'CFPIP°PSPSCI] a-P+P»PsPeP°C,PsCHC-PI PiP°CtC-C”PSC,



PjP°C” CI'C,P°P+C-P»CIHPSCr PiPpuPjPsPrPéPSP°PjC-PeCr. PisCHC-Pj C,PsPiPs,
CHPpPePsPjPpPSPrCrC”C,CHCI'CII CHPsP-PiPsC+PéPSP°C,Pé C,PuCHP°PiC-Ch
C-PSPiC-P+C-C,PsCHP°PjPé C,PsCI'C,PsPrC-PuCI'C,PuCHP°P-Pé-5 P- PSP°PNePjPuPSCEPsC—
PjPsPP»P&PIPsC— PrPsP-Pé C,P° PIP&C,CHP&PjCrPIP°C,Pé 6-PiPsPrPéPSPSP&PN:
C-PSC,PuCHPIP°P» PjC-P{ P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PrPsPeCI'P°P-PsP-PEPSCT C,P°
C-PSPiC-P+C-C,PsCRC-PI C,PsCI'C, PsPrC-PuCI'C,PuCHP°P-Pé-5. P”PsCI'P»C-PrPIPuPSCH
PrPsPeCI'P°P-PsP-PéPSCr Cr P»C-PeP°CRHCI'CH:PePéC... C,PsCHPjP°C... C-P- C,CHPEPIP°P»PEPj
PIPéPIC-P»CHPSPuPSPSCIIPj PrC-CRC$PsC— CEPuC$PsPIPEPSPé PSPp PiCHPsPIPSPrPEP»Pé.

P—P°CI'C,PsCI'C4PIP°PSPSCII PiP°CtC-C”PSC,P°Pj PiC-Pr C#P°CI C...C-CHC2éCHPiC-C+PSPsPiPs
PIPéPrP°P»PuPSPSCII PeP°C,P°CEP°PeC Peé.

PJ PrPuCIIPeP&C... PiP°CtC-C”PSC,C-PI, CLIPeC- PiCEP&éPNePjP°P»Pé C,P°PjCI'CtP»PsP-PEPS PSP®
C1P°CI’ PiCHPsPIPuPrPuPSPSCII C...C-CECrCHPiC-C$PSPsPiPs PIPEéPrP°P»PuPSPSCII
PeP°C,P°CRHP°PeC,Pé P°P+Ps PrPs PsPiPuCHP°CtC-C—, PiC-Pr C+P°CI" PIC,CHCrC+P°PSPSCII
CI'PiPsCI'C,PuCHC-PiP°PICI'CII CEPsP-PIP&C,PsPe C-PSC,CHP°PsPiPuCEHP°CtC-PNePSPsPiPs
CI'PéPSPrCEPsPjCr PIER™ CIIP»PsC— CHP°PNePrCrPIPSPsC— PsP+PsP»PsPSPePé (PtPYPLP Ph,
PIP°CHC-P°PSC, CI'PéPSPrCEPsPjCr PICFP-CHhPePsC— P-C-PSP&CtC-).
PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PsPeCHPuPjC- PIPéPiP°PrPePé CHPsP-PIPEC,PeCr
C,P°PePsPiPs PiPsP+C-C+PSPsPiPs PuC, PuPeC,Ct C- PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC-
C-PSCEPéC... a,-P+P»PsPeP°C,PsCHC-PI, C,PsPjCt PSPu PjPsPIPSP° PIPéPeP»CRC+P°C,Pé
PjPsPYP»P&éPIC-CI'C,CH CHPsP-PIP&C,PeCt CtCHPsPiPs PuC, PuPeC,Ct PrP»CILI C-PSCEPEC...
PiCHPpPiP°CHP°C,C-PI PrP°PSPsPiPs PeP»P°CI'Ct P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI.
PSPuCEPpP- C,Pp, C%oPs PtPYPP Ph PjPsPYPu PiCHP&P-PIPsPrPéC,Pé PrPs
PiC-PrPIPEC%oPpPSPSCII C+P°CI'C,PsC,Pé PiCHPsCtPuPrCrCREPSPé&C... CrCI'PeP»P°PrPSPuPSCH
PiCHPé PiCRPsPIPuPrPuPSPSCII PsPiPuCHP°CtC-C—, PiCEPé PiC-PrPiPsC,PsPICtC- PrPs
PSPuC— CI'P»C-Pr PiPsPIC-PrPsPjPéC,Pé C...C-CRCrCEHPiP°Pj-PsC, C,P°P»CHPjPsP»PsPiP°Pj,
CtPé P-P°CI'C,PsCI'PsPICFC” P°P+Ps P-P°CI'C,PsCI'PsPICFPIP°PI PiP°CtC-C"PSC,
P+P»PsPeP°C,PsCHPé a,-P°PrCHPuPSPsCHPuCtPuPiC,PsCHC-PI.

PyCEC-P°PiC-P-Pj.

PJ PiPpCEC-PsPr PiC-CI'P»ClI PIP&C...PsPrCrt PiCEPuPiP°CEP°C,Ct PSP° CEP8PSPsPe PiC-Pr
CHP°CI" P-P°CI'C,PsCI'CFPIP°PSPSCII a,-P+P»PsPeP°C,PsCRC-PI, Cf C,PsPjCt C+PECIP»C-
PrPsPeCI'P°P-PsP-PEPSCT PSP°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs
PIP&PiP°PrPePé C,CHPEPIP P»PsC— PuCHPuPeCtC-C— C,P° PiCEC-P°PiC-P-PjCt. PJ
PIP&PiP°PrPeCr PuCHPRPeCC-C—, C%oPs C,CEHPEPIP°C” P+C-P»CIHbCEPY 4 PiPsPrPéPS,
PiP°CtC-C”PSC,Ct CI'P»C-Pr PSPuPiP°PNePSPs P-PIPuCEPSCIC,PECI'CLI P-P° PjPuPrPéC+PSPsCh
PrPsPiPsPjPsPiPsCR. PIPeC%oPs PSPuPiP°PN-PSPs PSPy CEPsP-PiPsC$P°C,Pé
P»C-PeCrPIP°PSPSCLI PiCEC-P°PiC-P-PjCt, PIP6PSP&PeP°C” CfCEPePsPrPIPuPSPSCII
C,PeP°PSP&PSPé CI'C,P°C,PuPIPsPiPs C+P»PuPSP®, C%oPs PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs
PSPuP-PIPsCEPsC,PSPsC— PIC,CEP°C,Pé PiPsC,PpuPSCC-C—.

PYPeCHPPSC-PSPi PSP® CFP°Pe PiPLCFPUPrPjC-C...CéCEPsPIPsC— P-P°P»PsP-Pé.

PmP°CHCTPEPSPsPjP° PiPuCHPuPrPjC-C...CtCHPsPIPsC— P-P°P»PsP-Pé CI'PiCEP&C+PéPSCIIC”
P+P°PiP°C,Ps CI'P&PjPiC,PsPjC-PI, C%oPs P°CI'PsCtC-CRCRC,CIhCI'CII C-P- P"P“PiiP—, PrPs
C,PsPiPs P CtC- PrPIP° P-P°C...PIPsCECRPIP°PSPSCI]I PjPsPYCrC,CH
CI'PiC-PIC-CI'PSCrPIP°C,Pé. PyPsPjCt CI'P»C-Pr PIPéPeP»CRC+PéC,Pé PSP°CIIPIPSC-CI'C,CH
PeP°CHCtPEPSPsPjPé PiPuCHPuPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé PiPuCHCE PSC-PY
PiPsC+PéPSP°C,Pé C,PuCHP°PiC-Ch PrPsPeCI'P°P-PsP-PéPSPsPj P- PICEP&PIPsPrCr
CI'P&PjPiC,PsPjC-PI P"P“PiP—.



PtPSC, PsCEPjP°C+C-CLI C%oPsPrPs PrPsPiPsPjC-PJPSP&C... CEPuC#PsPIPSPS.

PP°CtC-C”PSC,P°Pj C-P- CRHC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIIPjPé, C,P°PeP&PjPé CIIPe PSPuPiPuCHPuPSPsCIPéPjC-CI'C,CH
PiP°P»P°PeC,PsP-Pé, PiPsPIPSP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»P°PeC,P°P-Pé C,P°
PjP°P»CHP°P+CI'PsCREP+CtC-CII PiP»CRPePsP-Pé-PiP°P»P°PeC,PsP-Pé, PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé CtPuPNe PiICRHPuPiP°CHP°C,.

P!PuPNe P»C-PeP°CECI'CEbPePEPNe P-P°CI'C-P+ PjC-CI'C,PéC,CHb PjPRPSCEPH 1 PjPjPsP»CHb

PSP°C,CHC-Ch (23 PjPi) PSP° C,P°P£P»PuC,PeCrt, C,PsP=C,Ps PiCHP°PeC,PEC+PSPs
PIC-P»CEbPSPEPN. PIC-Pr PSP°C,CHC-Ch.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCEC-PsPr PIP°PiC-C,PSPsCIC,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCEHCZPrPrCE.

PyP°CtC-C”PSC,Pé P- P°CRHC,PuCHEC-P°P»CHPSPsCH PiC-PiPuCHEC,PuPSP-C-C"CH.

P’P°PiC-C,PSC-CI'C,CHb.

P§PuCHPuP: PIC-PrCI'CrC,PSC-CI'C,CH PSP°® PrP°PSPéPN: C+P°CI" PSP°P»PuP{PSPéEC... C,P°
PrPsP+CHPp PePsPSC,CHPsP»CHPsPIP°PSPEC... PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs
PIPéPIC+PpPSPSCI] P-P°CI'C,PsCI'CfPIP°PSPSCI] PiCHPuPiP°CRP°C,Ct PIP°PiC-C,PSP&P;,
P+PpuP-PiPuC+PSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCI] PiCHPuPiP°CHP°C,Cr
PmBP°CHPrCrCREP°*® Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P-P°P»P&8CEP°C”C,CHCI'CII
PSPuPICI'C,P°PSPsPIP»PuPSPsCHh. PyPsPjCr PiCEPuPiP°CRP°C, CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé P»P&CEPu C,PsPrC-, PePsP»Pé PiPsC,PpPSCtC-PNePSC-
PiPpCHPpPIP°PiPé P»C-PeCrPIP°PSPSCI], P- C,PsC+PePé P-PsCHCr P»C-PeP°CRHCI],
PIPEPiCHP°PIPrPsPICCRC,CH PiPsC,PuPSCtC-PN.PSP&PN. CHP&P-PéPe. PT PsCtP° Cr
PrPsCI'P»C-PrPPuPSPSCIIC... PSP° C,PIP°CHP&PSP°C... PiCHPuPiP°CRP°C, PSPu
PIP&CIIPIP»CILIPI C,PuCRP°C,PsPiPuPSPSPsC— PrC-C—, PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI]
Cr PrCrPYPu PIPECI'PsPePé&C... PrPsP-P°C..., C%oPs PICHPEP+P»Pé&P-PSPs PI 300 CHP°P-C-PI
PiPpCHPpPIPEC%0CrPIP°P»Pé PjP°PeCI'P&éPjP°P»CHPSCr CRPuPePsPjPuPSPrPsPIP°PSCr
PrPsP-Cr PrP»CII P»CRPrPéPSPé, PiICRPéP-PIPsPrPéP»Ps PrPs P-PSPéPYPuPSPSCII
C,CHP&PIP°P»PsCI'C,C- PYP&C,C,CII PiP»PsPrPe.

P“PsPrCrPIP°PSPSCII PiCRCrPrPrCh.

P”PsCI'P»C-PrPIPuPSPSCLI PSP® C%oCI-CEP°C..., CIIPeC- PsC,CEP&PjCIPIP° P»Pé
PsPrPSPsCEP°P-PsPICt PiPuCEPsCEP°P»CHPSCE PrPsP-Ct CEP°PrC-PsP°PeC,PéPIPSPsPiPs
PrPsPeCI'P°P-PsP-P&PSCF Cf PiPUCEC-PsPr P»P°PeC,P°C+C-C—, PIPEP-PSP°C+PEP»P&, C%oPs
PrPsPeCI'P°P-PsP-P&PS PSP°PePsPiP&éC+CIC”C,CHbCI'CILI Crf PjPsP»PsC1C- C%oCrCEC-PI, PiCEPé
C1CHbPsPjCt PjP°PeCI'PéPjP°P»CHPSP° PePsPSCIPuPSC,CEP°CC-CII Cr PjPsP»PsCtC-
PiCEP&P+P»PéP-PSPs Cr 20 CRP°P-C-PI PiPuCHPRPIPEC%0CI-C” PePsPSCTPRPSC,CEP°CtC-Ch Cr
PiP»P°P-PjC- PjP°C,PuCEC-.

P&P°CIIPIPSC- PrP°PSC- Cf P»CRPrPuPNe PrCfPqPu PsP+PjPuPIPuPSC-, PiCEPsC,Py,
PiCEPsPrPuPjPsPSCI'C,CEPsPIP°PSPs, C%oPs PIP&PrC-P»PuPSPSCLI PrPsPeCI'P°P-PsP-P&PSCY Cr
PjP°C,PuCEHP&PSCI'CHbPePy PjPsP»PsPePs C” PrCrPIPp PSPuP-PSP°C+PSP&Pj (PIC-PrPSPsCI'PSP®
PrPsP-P° PrP»CLI PrP&C,PéPSPé CI'C,P°PSPSPIPSC,CHb PjPuPSCEPy 1 %). P P&P-P&Pe PrP»Cll
PSPsPIPsPSP°CEPsPrPPuPSPsPiPs P°P+Ps PSPuPjPsPIP»CLIC,Pé PSPu PjPsPYPSP°



PIPéPeP»CRCHP&C,Pé, C,PsPjCt PrPsPeCI'P°P-PsP-PéPS CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P»PéCEPu C,PsPrC-, PePsP»Pé P-P° PrCrPjPePsCR P»C-PeP°CHCII PiPsC,PuPSC+C-PNePSP®
PePsCEP&CI'C,CH PiPuCEPuPIP°PIP°C” PiPsC,PpPSCtC-PNePSP&PN. CHPEP-PéPe.

PyP°CtC-C”PSC,Pe C-P- P"P“PyP—.

P+PSC, PsCHPjP°Ct+C-CII Ct PrP°PSPsPjCt CHPsP-PrC-P»C- PSPu CI'C,PsCI'CrC”C,CHCI'CII
PiP°CtC-C”PSC,C-PI C-P- P”P“PuP—.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CHEPuP°PeCtC-C—
PiCEPé PePuCECPIP°PSPSC- P°PIC,PsC,CHP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPucC...P°PSC-P-PjP°PjPé.

P—PrP°C,PSC-CI'C,CH PePuCEHCIPIP°C,Pé P°PIC,PsC,CHP°PSCI PiPsCEC,PsPj C,P°
PiCRP°CtCRPIP°C,Pé P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PjPsPIPu
PiPsPiC-CRCEP&C, PECI'CLI, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCt P»C-PeCrPIP°PSPSCIL.

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

PyCEPpPiP°CHP°C, PrsP°CHPrCrCHP™® PjPsPYPSP° PiCEP&PNePjP°C,Pé CLIPe CFCHP°PSCTC-,
C,P°Pe C- PIPIPpCPuCEC-.

PuCHPuPiP°CRP°C, P-P°CI'C,PsCI'PsPICFCRC,CH PiPuCHPsCHP°P»CHPSPs.
PhCEC,PuCEC-P°P»CHPSP® PiC-PiPuCFC,PuPSP-C-CII.

PiCHPuPiP°CEP°C, CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé 1 CEP°P- PSP° PrPsP+Cr.
P1iPsC$P°C,PePsPIP° PrPsP-P° CI'C,P°PSPsPIPEC,CH 1 PjPi, C%oPsP+ P-PIPuCI'C,Pé PrPs
PjC-PSC-PjCrPjCr CRHP&P-PéPe CHPsP-PIPEC,PeCt PsCHC,PsCI'C,P°C,PéC+PSPsC—
P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C— C,P°/P°P+Ps CI'PéPSPePsPiPu (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCILIB»). PuC-CI'P»CIJI 1-2
C,PéPYPSC-PI PiPsC+P°C,PePsPIPsC— C,PuCRP°PiC-C— PrPsP-Cr PjPsPIPSP°
PiC-PrPIP&C%oP&C,Pé PrPs 2 PjPi, P° PiPsC,C-Pj, CLIPeC%oPs PSPuPsP+C...C-PrPSPs, C- PrPs
4 PjPi. P] P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrCH PSP°
C,PuCEP°PiC-Ch CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII PiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PiCEPpPiP°CHP°C,Cr Cf PrPsP-C- 4 PjPi P°P+Ps PSP&PC+C-PNe. PIPeC%oPs
PSPuPsP+C...C-PrPSPs, PrPsP-Cr PiCEPpPiP°CHP°C,Ct PjPsPIPSP° PiC-PrPIPEC%oPEC,Pé PrPs
8 PjPi P°P+Ps PrPs PjP°PeCI'P&éPjP°P»CHPSPsC— CHPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé BR"
16 PjPi.

P”PsP+CEPsCLIPeC-CI'PSP°® PiC-PiPuCEPiP»P°P-C-CII PiPuCEPuPrPjC-C...C5CFPsPIPsC—
P-P°P»PsP-Pé.

P PpPePsPjPuPSPrPsPIP°PSP°® PiPsC+P°C,PePsPIP° PrPsP-P° PiCHPuPiP°CEP°C,Cr
PmP°CHPrCrCREP°®® CI'C,P°PSPsPIPEC,CH 1 PjPi 1 CEP°P- PSP° PrPsP+Cr, C%oPsP+
P-PIPuCI'C,Pé PrPs PjC-PSC-PjCtPjCt CRHP&P-PéPe CHPsP-PIP&C,PeCr
PsCHC,PsCI'C,P°C,PéC+PSPsC— P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C—
C,P°/P°P+Ps CI'PéPSPePsPiPu (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). P—P°P»PuPY{PSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPEC...



PsCI'PsP+P»P&PIPsCI'C,PuPNe CFrCHPsPrPéPSP°PjC-PePé PiP°CtC-C”PSC,P° C,P°
CI'PéPjPiC,PsPjC-PI P”P“PuP—, PrPsP-Cr PjPsPYPSP° PiC-PrPIP&C%oP&C,Pé PrPs 2 PjPi, PiPsC,C-Pj
PrPs 4 PjPi C- PrPs PjP°PeCI'P&PjP°P»CHPSPsC— CHPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé BR”
8 PjPi. P PuPePsPjPuPSPrPsPIP°PSP&PNe C-PSC,PuCHPIP°P» PiC-PrP+PsCHCr PrPsP-Pé
CI'C,P°PSPsPIP&C,CH 1-2 C,PéPIPSC-. P—PIPECFP°PNePSP° CHPuPePsPjPuPSPrPsPIP°PSP°
PrPsP-P° PiCRPuPiP°CRP°C,Ct CI'C,P°PSPsPIPEC,CH 2-4 PjPi PSP° PrPsP+Cr.

PyP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeCé CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé
P-PIP&C+P°PNePSC- PrPsP-Pé PrP»CII PrPsCHPsCI'P»PéC....

PyP°CtC-C”PSC,P°Pj C-P- PiPsCECCEPuPSPSCIIPj C,,CéPSPeCtC-C— PSPéCEPsPe CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-PIPEC+P°PNePSC- PrPsP-Pé PrP»CII PrPsCHPsCI'P»PéC...,
PsCI'PeC-P»CHPePé C,P°CHPjP°PePsPeC-PSPuC,PéCPSC- PiP°CRP°PjPuC,CHPé
PiCHPpPiP°CRHP°C,Cr PiCHPé PiPsCRHCIrCE€PuPSPSC- C,CrPSPeCtC-C— PSPECHPsPe PSPy
P-PjC-PSCRCRC,CHCI'CII.

PP°CHPrCrCEHP°®® PSPy PIPEPIPsPrP&éC,CHbCI'CLI P- PsCHPiP°PSC-P-PjCt P-P°
PrPsPiPsPjPsPiPsCh PiPpPjPsPrC-P°P»C-P-CF.

PyP°CtC-C”PSC,Pé P- PiPsCFC2éCE€PuPSPSCIIPjPé C,CéPSPeCtC-C— PiPuCtC-PSPePé. PKP°
PrP°PSP&PNe C+P°CI" C-PSC, PsCHPjP°CtC-CILI C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPpPiP°CHP°C,Cr PiP°CtC-C”PSC,P°Pj C-P- PiPsCHCrCEPuPSPSCIIPjPé C,CrPSPeCtC-C—
PiPpC$C-PSPePé C,P° C%oPsPrPs PIPiP»PéPICT PiCHPuPiP°CRHP°C,C-PI, P-PrP°C,PSP&C...
P-PjC-PSCRPIP°C,Pé PiPuC+C-PSPePsPIP&EPN: PjPuC,P°P+PsP»C-P-Pj (PSP°PiCEP&éPeP»P°Pr,
C1PéPjPuC,PéPrPéPSCr), C” PsP+PjPuPYPuPSPsCh. PiPe C- PiCHPé P-P°CI'C,PsCI'CPIP°PSPSC-
C-PSC£PéC... PICRPuPiP°CRHP°C,C-PI, C%oPs PiPsPIPSC-CI'C,Ch
PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII PiPuC+C-PSPePsCh, PiP°CtC-C”PSC,P°Pj C-P-
PsP-PSP°PeP°PjPé PiPsCHCIrCEPuPSCH C,CrPSPeCtC-C— PiPuC+C-PSPePé PiCHPuPiP°CEP°C,
CI'P»C-Pr PiCEP&P-PSP°C+P°C,Pé P- PsP+PuCEPuPIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCILIB» C,P°
B«PxP°CHPjP°PePsPeC-PSPiC,PEPeP°B»).

P”C-C,Pe.

P‘PuP-PiPuPeP° C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PP°CRPrCrCHP°"® PrC-C,CIIPj PSPu
PrPsCI'P»C-PrPYCrPIP°P»P&CICI].

PuPuCEPuPrPsP-C4PIP°PSPSCIL.

PIPeC%oPs PiPpCEPuPrPsP-CrPIP°PSPSCII PiCHPuPiP°CHP°C,Ct PiCHPEP-PIPuP»Ps PrPs
P°CEC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PpPSP-C-C—, PiP°CtC-C”PSC,P° CI'P»C-Pr
C,PuCHPjC-PSPsPIPs PiPsPeP»P°CI'C,Pé PSP° CI'PiPéPSCT, PsPiCrCI'C,PEPICEPé PiPsP»PsPICY
PIPSP&P-. P’ PsPeCHPuPjPEC... PIPéPiP°PrPeP°C... PjPsPIPSP° PIP{P&C,Pé C-PSCEC-
CI'P&PjPiC,PsPjP°C,PéC+PSC- P-P°C...PsPrPé.

PIPeC%oPs CI'P&PjPiC,PsPjP°C,PECPSP&C... P-P°C...PsPrC-PI PSPuPrPsCI'C,P°C,PSCIPs, PrP»CII
P»C-PeCrPIP°PSPSCII C€PsPeCt PiPpCHCEPsC+PuCHPiPsPIPs CI'P»C-Pr P-P°CI'C,PsCI'CfPIP°C,Pé
PiP»P°P-PjPsP-P°PjC-PSPSP&PePé. PuC-CI'P»CII C+CHbPsPiPs PiCHPé



PSPuPsP+C...C-PrPSPsCI'C,C- CI'P»C-Pr P-P°CI'C,PsCI'CfPIP°C,Pé
CI'CrPrPéPSPsP-PICIPCrPIP°P»CHPSC- PiICHPuPiP°CEP°C,Pé. PYP»C-Pr
CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P° CI'C,P°PSPsPj C,CrPSPeCtC-C— PSPECHPsPe C,P° PiCHPé
PSPuPsP+C...C-PrPSPsCI'C,C- P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-PrC,CHP&PjCrCRC+C-
P-P°C...PsPrPé.

P“PuPjPsPrC-P°P»C-P- PSPp PiPsPeP°P-P°PSP&PNe, PsCI'PeC-P»CHbPePé PrPsPeCI'P°P-PsP-PéPS
P-PSP°C4PSPsCh PjC-CHPsCR P-PIBF™ CLIP-C+C”C,CEbCI'CLI P- P+C-P»PeP°PjPé PiP»P°P-PjPé
PeCHPsPIC-.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.
PKCHC,PuCHC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CII.

PJ PeP»C-PSC-C+PSPéEC... PrPsCI'P»C-PrPIPpPSPSCIIC... P- CFC+P°CI'C,CR PiP°CtC-C”PSC,C-PI
P- P°CHC,PuCHC-P°P»CHPSPSCE PiC-PiPpCEC,PuPSP-C-CR PSP°PN.C+P°CI'C,C-CE€Pp
PIPEPSP&PeP°P»Pé PiPsP+C-C+PSC- CEPpP°PeCtC-C— PiPsCI'C,CICEP°P»CHbPSPsPiPs C,P&PICt
(CLIPeC- Ct CRHC-PrPeC-CI'PSP&C... PIPEPiP°PrPeP°C... CI'CIPiCRPsPIPsPrPYCIPIP°P»P&CICII
PIC,CEP°C,PsCR CI'PIC-PrPsPjPsCI'C,C-), P°P+Ps PSPuCI'PiPuCtPéC, C-C+PSC- PiPsP+C-C$PSC-
CEPRP°PeCtC-C—.

P”PsP+CHEPsCIIPeC-CI'PSP° PiC-PiPuCEPiP»P°P-C-CII PiPuCHPuPrPjC-C...CCEPsPIPsC—
P-P°P»PsP-Pe.

P—P° PrP°PSP&PjPé PePsPSC,CHPsP»CHPsPIP°PSPEC... PeP»C-PSC-C+PSP&C...
PrPsCI'P»C-PrPYPuPSCH, Cr PiP°CtC-C”PSC,C-PI C-P- P”P“PuuP— CI'PiPsCI'C,PuCHC-PiP°PICI'CII
C,P°PeP&PNe CI'P°PjPéPN: PiCHPsC, C-P»CH PiPsP+C-C+PSPEC... CHPuP°PeCtC-PNe, CIIPe C- Cr
PiP°Ct+C-C”PSC,C-PI P- P°CHC,PuCEC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-CHh.

P”P»CII PsCtC-PSPePé CP°CI'C,PsC,Pé PIPEPSP&PePSPuPSPSCII PiPsP+C-C+PSPé&C... PrC-PNe
PIP&PePsCHP&CI'C,PsPICFC”C,CHCI'CLI PSP°CI'C,CtPiPSP° PeP»P°CI'PéC, C-PeP°CtC-CII:
PrCrPYPu C+P°CI'C,Ps (= 1/10), C+P°CI'C,Ps (= 1/100 C- < 1/10), PSPuC$P°CI'C,Ps (= 1/1000 C-
< 1/100), CEC-PrPePs (= 1/10000 C- < 1/1000), PrCrPYPu CRHC-PrPePs (< 1/10000), C,P°
C$P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSPuPjPsPIP»P&PIPs PsCtC-PSP&C,Pé PSP®
PiC-PrCI'C,P°PIC- C-CI'PSCrCRC$P&C... PrP°PSPéC...).

PtPSC,PuPeCtC-C— C,P° C-PSPIP°P-C-C—.

P§P°CI'C,Ps: C-PSC, PuPeCtC-C— PrPé&C...P°P»CHPSPEC... CEP»CIIC...C-PI, C-PSC,PpPeCtC-C—
CI'PuCtPsPIP&PIC-PrPSPé&C... CEP»CIIC...C-PI.

P— P+PsPeCr CI'PéCI'C,PuPjPé PeCRPsPIC- C,P° P»C-PjC,P°C,P6C+PSPsC— CI'PéCI'C,PuPjPé.

P”CrPYPp CHC-PrPePs: P»PpPNePePsPiPuPSC-CI], C,CHPsPjP+PsCtP&éC,PsPiPuPSC-CIJ.
P— P+PsPeCr C-PjCfPSPSPsC— CI'P&CI'C,PuPjPé.
P&PuC+P°CI'C,Ps: P°P»PuCHPiC-C+PSC- CHPuP°PeCtC-C—.

PuPuC,P°P+PsP»C-C+PSC- C,P° P°P»C-PjPuPSC,P°CHPSC- CRPsP-P»P°PrPe.




PkPuC$P°CI'C,Ps: PiPsPrP°PiCHP®, PiC-PrPIPéC%oPuPSPSCII P°PiPuC,PéC,Cr,
PIC-PrCI'CrC,PSC-CI'C,CH P°PiPuC,PéC,Cr.

PuCI'PéC...C-C+PSC- PiPsCRCrCEPuPSPSCII.

PkPuC$P°CI'C,Ps: P-P+CrPrPIPuPSPSCII, PrPuPiCHPuCI'C-ClI, C,CHP&PIPsPIPSC-CI'C,CH,
P+PuP-CI'PsPSPSCII, PSPuCHPIPsP-PSC-CI'C,CH.

P— P+PsPeCr PSPuCRPIPsPIPsC— CI'PéCI'C,PuPjPé.

P§P°CI'C,Ps: CI'PsPSP»P&PIC-CI'C,CH, P-P°PiP°PjPsCEPsC+PpPSPSCII, PiPsP»PsPIPSPEPNe
P+C-P»CHb.

P&PuC+P°CI'C,Ps: C-PSCI'CfP»CHyC,, PiC-PiPuCI'C,PuP-C-ClI, CI'PEPSPePsPiPy, C,CHPuPjPsCH.

P”CfPYPu CHC-PrPePs: PsCHC,PsCI'C,P°C,PéC+PSPu P-P°PiP°PjPsCHPsC+PuPSPSCI],
PiP°CHPuCI'C,PuP-C-CIJ.

P— P+PsPeCr PsCHPiP°PSC-PI P-PsCRHCT.
P”CrP{Pu CRC-PrPePs: PSPuC+C-C,PeC-CI'C,CH P-PsCHCF.
P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: C-PSC,CRP°PsPiPuCRP°C+C-PNePSP&PNe CI'PEPSPrCEPsP;

PIBF™ CLIP»PsC— CEP°PNePrCrPIPSPsC— PsP+PsP»PsPSPePé (PrPéPI. CRPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

P— P+PsPeCr PsCHPiP°PSC-PI CI'P»CrC...Ct C,P° CRC-PIPSPsPIP°PiPé.

P§P°CI'C,Ps: PIPuCHC,P&PiPs.
PkPuC$P°CI'C,Ps: CECrPj Cr PICfC...P°C....

P— P+PsPeCr CI'PuCRCtCIL.

P§P°CI'C,Ps: PiPsCI'PéP»PpuPSPp CI'PuCRECtPuP+PéC,C,CII, C,P°C...C-PeP°CHPrC-CII.
PkPuC+P°CI'C,Ps: CI'C,PuPSPsPeP°CRPrC-Cll, C-PSC,P°CRPeC, PjC-PsPeP°CHPrP°.
P”CrPYIPu CHC-PrPePs: P+CRHP°PrPéPeP°CEPrC-CII, CI'PuCHCtPuPIC- P°CRHPEC,PjC-C—.

P— P+PsPeCr CI'CrPrPéPS.

P§P°CI'C,Ps: P°CHC,PuCHC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CII, PsCHC,PsCI'C,P°C,PéC+PSP®
P°CHC,PuCRC-P°P»CIPSP° PiC-PiPsC,PuPSP-C-CII.

P”CrPYPu CHC-PrPePs: PiCHP&PiP»PEPIPE.

P— P+PsPeCr PrPéC...P°P»CHPSPsC— CI'P&CI'C,PuPiPé, PiCRCIPrPSPsC— PeP»C-C,PePé C,P°

CI'PuCHPuPrPsCI'C,C-PSPSCII.
P§P°CI'C,Ps: P+=CHPsPSC...C-C,, PeP°CEPuP»CH, P-P°PrPéCEPeP°, CHPEPSC-C,.
PkPuC$P°CI'C,Ps: PSPsCI'PsPIP° PeCHPsPIPsC,PuC+P°.

P”CIPPp CEC-PrPePs: P+CEHPsPSC...PsCI'PiP°P-P;.



P— P+PsPeCr CEP»CIrPSPePsPIPs-PePeCE€PePsPIPsPiPs C,CHP°PeC,Cr.

P§P°CI'C,Ps: P+C-P»CH Cr PIP&PIPsC,C-, PrPéCI'PiPpPiCI'C-Cl], CI'CfC...C-CI'C,CH> Cf
CEPsC,C-, PSCrPrPsC,P°.

P&PuC$P°CI'C,Ps: P-P°PiPsCE, PjPuC,PuPsCEP&P-Pj, P+P»CRPIP°PSPSCI],
PiP°CI'C,CHPsPuPSC,PuCEP&C,, PrC-P°CHPuCIL

P“PuPiP°C,PsP+C-P»C-P°CRPSC- CRPsP-P»P°PrPe.

PkPuCtP°CI'C,Ps: PIC-PrC...PéP»PuPSPSCII PIC-Pr PSPsCEPjPé PiPsPeP°P-PSP&PeC-PI
C,CrPSPeCtC-C— PiPuC+C-PSPePeé.

P”CtPYPp CEC-PrPePs: C...PsP»PuCI'C,P°P-, PiPuPiP°C,P&C,, PIPsPIC,CIIPSPECICLL

P— P+PsPeCr CE€PeC-CHPé C,P° PiC-PrC€PeC-CHPSPsC— C,PeP°PSPEPSPe.

P§P°CI'C,Ps: CI'PIPuCHP+C-P¥.
P&PuC+P°CI'C,Ps: PIP&CI'PEPiP°PSPSCII PSP° C€PeC-CHC-.
P”CrPYPu CHC-PrPePs: PeCHPsPiPéPIBF™ CLIPSPeP®, P°P»PsPiPuCtC-ClI, PiCrCEPiCrCHP°.

P— P+PsPeCr PsPiPsCHPSPs-CHCrC...PsPIPsPiPs P°PiP°CHP°C,Cr C,P° CI'PiPsP»CrC+PSPsC—
C,PeP°PSPePSPe.

P§P°CI'C,Ps: P+C-P»CH Cr CI'PiPéPSC-, PjC-P°P»PiC-CII.

PkPuC$P°CI'C,Ps: P°CHC,CHP°P»PiC-CII.

P C-PrPePs: Pjs|™ CLIP-PsPIC- CI'PiP°P-PjPé, PjsR™ CLIP-PsPIP° CI'P»P°P+PeC-CI'C,CHb.
P— P+PsPeCr PSPECHPsPe C,P° CI'PuC+PsPIPEPIC-PrPSPsPiPs C,CHP°PeC,CF.
P§P°CI'C,Ps: CtPéCI'C,P&C,, PSPuC,CHP&PjP°PSPSCII CI'PuCtC-.

PkPuC$P°CI'C,Ps: PrPéP-CrCRHC-CIJI, C+P°CI'C,Pp CI'PuC#PsPIP&PiCrCI'PeP°PSPSCI],
PiPpPjP°C,CrCHC-CII.

P C-PrPePs: PiPsP»C-CrCHC-CI].

P”CrPYIPu CHC-PrPePs: PiC-PrPIPéC%oPpPSPEPNe PrC-CrCHPuP:, CEPsP-P»P°PrPé
CI'PuC+PsPIPéPiCrCI'PeP°PSPSCII, PSC-PeC,CrCHC-CII.

P— P+PsPeCr CRPuPiCRPsPrCrPeC,PéPIPSPsC— CI'P&CI'C,PuPjPé C,P° PjPsP»PsC+PSP&C...

P-P°P»PsP-.

P&PuC+P°CI'C,Ps: C-PjPiPsC,PpPSCtC-CII.

P”CrP{Pp CEC-PrPePs: PiC-PSPuPePsPjP°CI'C,C-CIJI, PiICEC-P°PiC-P-Pj.
P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: CEPuC,CEPsPiCHP°PrPSP° PuCLIPeCrP»CIICTC-CIJ.

P—P°PiP°P»CHPSC- CRPsP-P»P°PrPé C,P° CRPuP°PeCtC-C— Cr PjC-CI'C+C- PIPIPuPrPuPSPSCI].




P§P°CI'C,Ps: P°CI'C,PuPSC-CLI, P+C-P»CHb Cf PiCRCIPrPSC-PNe PeP»C-C,C1C-,
PiCEHP&PiPsPiPsPrC-P+PSC- CI'P&PjPiC,PsPjPé, PiPuCHP&C, PuCEPEC+PSC- PSP°P+CECLIPePé.

PkPpuC$P°CI'C,Ps: P+C-P»CH Crf C,C-P»C-, PSP°P+CHCIIPe PsP+P»P&éC+C+CI].

P”CrPYPu CHC-PrPePs: PiC-PrPIPéC%oPuPSP° PIC,PsPjP»CRPIP°PSC-CI'C,Clb,
P-P°PiP°P»CHPSPu PSPuP-PrCrPIP°PSPSCI].

P PuP-CrP»CHC,P°C,Pé PrPsCI P»C-PrPY{PuPSCH.

P&PuC+P°CI'C,Ps: P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°.
P—PIC-C,CéPIP°PSPSCII PiCEPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C#PSC- CFPuP°PeCtC-C—.

PC-CI'P»CLI CEPuC”CI'C,CHP°CtC-C— P»C-PeP°CEHCI'CHPePsPiPs P-P°CI'PsP+Cr
PIP°PYP»P&PIPs PiPsPIC-PrPsPjP»CIIC,Pé PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CBPpP°PeCtC-C—. P!Pu PrP°C” P-PjPsPiCt P-PrC-PNeCI'PSCRPIP°C,Pé
P+PpuP-PiPuCEPuCEPIPSPEPNe PjPsPSC-C,PsCHP&PSPi CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHPECI'C,C- C,P° CHPéP-PéPeC-PI, PiPsPIsF™ CIIP-P°PSP&C... C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj P»C-PeP°CECI'CHhPePsPiPs P-P°CI'PsP+Ct. PmPuPrPEéC+PSPEP]
PiCRP°CtC-PIPSP&PeP°Pj PSPuPsP+C...C-PrPSPs PiPsPIC-PrPsPjP»CIIC,Pé PiCEPs P+CrPrCH-
CIIPeC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— P-P° PrPsPiPsPjPsPiPsCh
PSP°CtC-PsPSP°P»CHPSPsC— CI'PéCI'C,PuPjPé PiPuCHPuPrP°C+C- C-PSC,PsCHPjP°CtC-C—.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 4 CHPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII. P—P+PuCRC-PiP°C,Pé Cf PSPuPrPsCI'C,CIPiPSPsPjCr
PrP»CII PrC-C,PuPNe PjC-CI'C1C- PICEPé C,PuPjPiPUCEP°C,CrCEC- PSPp PIPEC%o0Pp 30 °C.

PJPiP°PePsPIPeP°. PuPs 10 C,P°P+P»PuC,PsPe Cf P+P»C-CI'C,PuCEC-, PiPs 3
P+P»C-CI'C,PuCEHPé Cr PeP°CEC,PsPSPSC-PNe Cf-PiP°PePsPICTC-.

PP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCtPuPiC,PsPj.

P’PéCHPsP+PSPéPe. PuC,P°PNeP-PuCH PuPpPSCHC,PnPeC+CrCHPEPSPi P”PsPN.C+P»PuPSPr
P“PjP£PI/

Pfizer Manufacturing Deutschland GmbH.

Pr,C-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPECHPsP+PSPéPeP° C,P° P°PrCRHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPYPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.



PiCFCIPIP°P»CHPrP°P»CHb 1, 79108 PaCEP°PN:P+CIrCEPi P1Pj P‘CEP°PNCI'PiP°C¥,
P&C-PjPuCCP&PSP°/

Mooswaldallee 1, 79108 Freiburg Im Breisgau, Germany.



