PtPKPYPYP PJPsP!P{Pi B

PrP»CII PjPpPrPéC+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Cr

PHPKPhP Ph P+P>P>PtPuPyP}

(ANORO ELLIPTA)

PYPecP»P°Pr:
PrC-CRC$C- CHPuC+PsPIPEPSPé: CIPjPuPeP»C-PrPéPSC-CrPj, PIC-P»P°PSC,PuCEPsP»;

1 PrPsP-P°, C%oPs PrPsCI'C,P°PIP»CIIC”C,CHCICI], PjC-CI'C,PéC,CH> 55 PjPePi
CrPjPpPeP»C-PrPéPSC-CrPjCr (Ct C,PsCHPjC- P+CHPsPjC-PrCr) C- 22 PjPePi
PIC-P»P°PSC,PuCEPsP»Cr (Cr C,PsCHPjC- C,CHP&C, PuPSP°C,P°C,Cr);

CtPp PIC-PrPiPsPIC-PrP°C” PiPsPiPuCEPuPrPSCHbPs CEPsP-PiPsPrC-P»PuPSC-PNe PrPsP-C- 74,2
PjPePi CrPjPpPeP»C-PrPéPSC-CrPjCt P+CHPsPjC-PrCr C- 25 PjPePi PIC-P»P°PSC,PuCEPsP»Cr
(Ct C,PsCEPjC- C,CEP&C, PuPSP°C,P°C,Cr);

PrPsPiPsPjC-PJPSC- CEPuC#PsPIPéPSPé: P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHP°C,;
PjP°PiPSC-CR CI'C,PuP°CHP°C,.

P>C-PeP°CHCI'CHPeP° C,,PsCHPjP°. PiPsCHPsCEPsPe PrP»CIl
C-PSPiP°P»CIICtC-PNe. B

PhCI'PSPsPIPSC- C,,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI C,C-:
PiP»P°CI'C,PéPePsPIPéPN. C-PSPiP°P»CILIC,PsCH P-C- CI'PIC-C,P»Ps-CI'C-CHP&Pj
PePsCEPiCICI'PsPj, C+PaCHPIPsPSP&Pj PePsPIPiP°C+PePsPj CEPsP-PiPéP»CRPIP°CP° C,P°
P»C-C+PéP»CIHPSP&éPePsPj PrPsP:, CrPiP°PePsPIP°PSPEPNe PI P»PsC,PsPe P- C, PsP»CHbPiPé,
C%oPs PjC-CI'C,PéC,CH PiP°PePuC,PéPe P- PIPsP»PsPiPsPiPsPiP»P&PSP°C+PpuPj. P>PsC,PsPe
P-P°PiP°CIIPSP&PN: PIC-PrCHP&PIPSPsCh PeCEP&CEPePsCh. PtPSPiP°P»CIIC,PsCH
PjC-CI'C,PéC,CH PrPIC- CI'C,CHC-CtPePé PiPs 30 CHC-PIPSPsPjC-CHPSPs
CBPsP-PiPsPrC-P»PpuPSPé&C... P+P»C-CI'C,PuCHC-PI, PePsPYPuPS P- CLIPePé&C... PjC-CI'C,PéC,CH
P+C-P»P&PNe PiPsCHPsCEPsPe.

PuP°CRHPjP°PePsC,PuCRHP°PiPpPIC,PéC+PSP° PiCHCIPiP°. P>C-PeP°CRCI'CHhPeC-
P-P°CI'PsP+Pé, C%oPs P-P°CI'C,PsCI'PsPICfCRC,CHCI'CLI PiCHPé
PsP+CI'C,CHCIPeC,PEPIPSP&C... P-P°C...PIPsCECRPIP°PSPSCIIC... PrPéC...P°P»CIHhPSP&C...
C£P»CIIC...C-PI. PhPrCEPuPSPuCHPiC-C+PSC- PiCHPuPiP°CRHP°C,Pé PI PePsPjP+C-PSP°CtC-C—
P- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPEPjPé PiCHPuPiP°CHP°C,P°PjPé, PIPeP»CRC+P°CRC$Pé
PiPsC,CHC-PNePSC- PePsPjP+C-PSP°CtC-C— P- PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé.



P’'C-P»P°PSC,PuCEPsP» C,P° CfPjPpPeP»C-PrPéPSC-CrPjCt P+CEPsPjC-Pr.

PPsPr PHPYPI’ RO3A L03.

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

PwPuC...P°PSC-P-Pj PrC-C—

PJPjPuPeP»C-PrP&PSC-CEPj/PIC-P»P°PSC,PuCEPsP» C” PePsPjP+C-PSP°C+C-C”Ch
C-PSPiP°P»CILICtC-PN:PSPsPiPs P°PSC,P°PiPsPSC-CI'C,P° PjCfCI'PeP°CEP&PSPsPIPsPiPs
CHBPuCtPuPiC,PsCRP° C,CHPEPIP°P»PsC— PrC-C— C,P° P+PuC,P°,-
P°PrCHPpPSPuCEPiC-C+PSPsPiPs P°PiPsPSC-CI'C,P° C,CEP&PIP°P»PsC— PrC-C—. PuC-CI'P»ClLI
PiPuCHPsCEP°P»CHPSPsC— C-PSPiP°P»CLICtC-C— PsP+P&PrPIC- CI'PiPsP»CrPePé
PrC-CRC,CIb PjC-CI'C+PuPIPs PSP°® PrP&C...P°P»CHPSC- CEP»CILIC...P8, PIPSP°CI'P»C-PrPsPe
C1PsPiPs PIC-PrP+CrPIP°C”C,CHCI'CLI CEPsP-C€P&CHPuPSPSCII P+CEHPsPSC...C-PI Cf
CEPuP-CIP»CHC,P°C,C- CEC-P-PSP&C... PjPuC...P°PSC-P-PjC-PI PrC-C—.

PJPjPuPeP»C-PrPéPSC-C2P;

PJPjPuPeP»C-PrPéPSC-CIPj C” P°PSC,P°PiPsPSC-CI'C,PsPj PjCtCI'PeP°CEP&EPSPsPIPEC. ..
CHPuCtPuPiC,PsCEC-PI C,CEP&PIP°P»PsC— PrC-C— (P°PSC,P&C...PsP»C-PSPuCEPiC-C+PSPEPNe
P-P°CI'C-P+). P’C-PS C” PiPsC...C-PrPSP&Pj C...C-PSCrPeP»C-PrP&PSCY P-
P°PeC,PEPIPSC-CI'C,CR C%oPsPrPs CP&CI P»PuPSPSPEC. .. PiC-PrC,PéPiC-PI
PjCFCI'PeP°CRP&PSPSPIPEC... CEPuCtPRPIC,PsCEC-PL. PJPjPuPeP»C-PrPéPSC-CLPj
C$P&PSPEC,CH P+CEHPsPSC...PsCREPsP-CEPECRCRPIP P»CHPSCE PrC-Ch CEP»CLIC...PsPj
PePsPSPeCrCHPuPSC,PSPsPiPs PiCRPéPiPSC-C+PpuPSPSCII P-PIER™ CLIP-CtPIP°PSPSCII
P°C+PuC,P&P»C...PsP»C-PSCY P- PjCFCI'PeP°CEP&PSPSPIP&PjPé CHPUCTPRPiC,PsCEP°PjPé
PiP»P°PrPeP&C... PisF™ CLIP-C-PI PrP&C...P°P»CHPSPEC... CEP»CLIC...C-PL P’P&CLIPIP»PuPSP®
PiPsPIC-P»CHPSP° PsP+PsCEPsC,PSC-CI'C,CHb PSP® PiC-PrC,PéPiC- Pm3
PjCFCI'PeP°CRP&PSPSPIPEC... CEPuCtPUPIC,PsCRC-PI P»CRPrPEPSPé in vitro C- C,CEPEPIP°P»P°
PrC-ClI in vivo PiCEP& P+PpP-PiPsCI'PpuCHPuPrPSCIbPsPjCt PIPIPuPrPuPSPSC- PI P»PuPiPpPSC-
PI PrPsPeP»C-PSC-C#PSP&C... PjPsPrPuP»CIIC....

P’C-P»P°PSC,PuCHPsP»

P’C-P»P°PSC,PuCHPsP» C” CI'PuP»PuPeC,PEPIPSP&Pj P°PiPsPSC-CI'C,PsPj P+PuC,P°,-
P°PrCHPuPSPuCHPiC-C+PSPEC... CRPuCtPuPiC,PsCRC-PI C,CHPEPIP°P»PsC— PrC-C—
(P+PuC,P°,-P°PrCRPuPSPuCHPiC-C+PSPEPNe P°PiPsPSC-CI'C,).
PxP°CHPjP°PePsP»PsPiC-C+PSP&PNe PIPiP»PéPI P+PuC,P°,-P°PrCHPuPSPuCHPiC-C+PSPEC...
P°PiPsPSC-CI'C,C-PI, PIPeP»CRC$P°CRC+Pé PIC-P»P°PSC,PuCHPsP», PICHP&PSP°PN:PjPSC-
C$P°CI'C,PePsPIPs PiPsCIICI'PSCRC”C,CHCI'CII CI'C,PéPjCIrP»CIICtC-C”"Ch
PIPSCfC,CHC-CEPSCHPsPeP»C-C,PéPSPSPsC— P°PrPuPSC-P»P°C,CtPéPeP»P°P-Pé,
C,,PuCHPjPuPSC,Cr, CIIPePéPN: PeP°C,P°P»C-P-CrC” PiPuCEPuC,PIPsCHPuPSPSCII
P°PrPuPSPsP-PEPSC,CHPEC,PsCI'C,P°C,Ct (PhPiPx) PSP® CtPéPeP»C-CPSPEPNe-3',5'-
P°PrPuPSPsP-PéPSPjPsPSPsC,PsCI'C,P°C, (CtAMPx). PiC-PrPIP&C%oPuPSC- CHC-PIPSC-
CtPhPmPx PIP&PeP»P&PeP°CRC,CH CEPsP-CI'P»P°P+P»PuPSPSCII PiP»P°PrPePéC...

PjBR™ CLIP-C-PI P+CHPsPSC...C-PI C- PiCHPéPiPSC-C+CrCRC,CH PIPEPIC-P»CHPSPuPSPSCI]
PjPuPrC-P°C,PsCHC-PI PiC-PiPpCHC+CrC,P»P&PIPsCI'C,C- PSPuPiP°PNePSPsPiPs C,P&PiCr P-



PeP»C-C,P&éPS, PsCI'PsP+P»P&PIPs P- PsPiP°CI'PéCI'C,P&C... PeP»C-C,P&PS.

PxP°CRHPjP°PePsPrPePSP°PjC-C+PSC- PuC,PuPeC,Pé

PJ] 6-PjC-CI'CLIC+PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PtPtPt C,P°P-Pé
PePsPjP+C-PSP°CtC-CII CrPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP»
PiCEPsPrPuPjPsPSCI'C,CHCIPIP°P»P° PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPp
PiPsP»C-PiCEPuPSPSCI]I C,CrPSPeCtC-C— P»PuPiPuPSCH PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPuP+Ps (PIPéPjC-CKCRPIP°PICI'CII PsP+8R™ C”Pj C,PsCHCI PsPIP°PSPsPiPs
PIPéPrP&C...Ct P-P° PiPuCHCECT CI'PuPeCrPSPrCr [PhPxP’,]) PICEPsC,CLIPiPsPj 24 PiPsPrPéPS
PiC-CI'P»CI] PiCHP&PNePsPjCt PsPrPéPS CHP°P- PSP° PrPuPSCHy, C%oPs P+CrP»Ps

P-P°C, C-PeCI'PsPIP°PSPs C+PuCHPuP- 15 C...PIPEP»P&PS PiC-CI'P»CII
P-P°CI'C,PsCI'CrPIP°PSPSCII PiPuCRHC£PsC— PrPsP-Pé (PiPsP»C-PiCEPuPSPSCII
PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPpuP+Ps CI'C,P°PSPsPIP&P»Ps 112 PjP» (CH < 0,001%).
PmP°PeCI PEPjP°P»CH PSP PiPsPeCHP°C%oPuPSPSCII PhPxP’, PiCHPsC,CLIPiPsPj
PiPuCHCEP&C... 6 PiPsPrPéPS PiC-CI'P»CII PiCEP&éPNePsPjCr PiPsCHC-PIPSCLIPSPs P-
PiP»P°CtPpP+Ps PI CI'PuCHPuPrPSCHPsPjCr CI'C,P°PSPsPIP&P»Ps 224 PjP» (p < 0,001*)
PSP° 24 C,PéPIPSC- PrPsCI'P»C-PrPPuPSPSCII. PkPu PsC,CRP&PjP°PSPs PrPsPeP°P-C-PI
CHPsP-PIP&C,PeCr C,P°C...C-C,C-P»P°PeCI'C-C— PIPSP°CI'P»C-PrPsPe PiICRP&PN:PsPjCr
P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Crt PHPSPsCEPs P+P»P»C-PiC,P° P-P° C+P°CT’
PrPsCI'P»C-PrPYPuPSCH.

PwP°CHPrC-PsPuP»PuPeC,CEPsC,,C-P-C-PsP»PsPiC-CII. P’PiP»P&PI
CfPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr PSP° QT-C-PSC,PuCEPIP°P»
PsCtC-PSCRPIP°P»Pé Cr PiP»P°CtPuP+Ps- C,P° PjPsPeCI'P&C, P»PsPeCI'P°CtPEPS-
PePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P-P° CrC+P°CI'C,Ch 103
P-PrPsCEPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI, CIIPeC- PiCHPsC,CLIPiPsPj 10 PrPSC-PI
PiCHP&PNPjP°P»Pé CrPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCHPsP» PsPrPéPS CHP°P- PSP°
PrPsP+Cr Cr PrPsP-C- 113/22 PjPePi P°P+Ps 500/100 PjPePi (PiPsPiPuCHPuPrPSCHPs
PIC-PrPjC-CHCILIPSP° PrPsP-P° CrPjPuPeP»C-PrPéPSC-CrPjCt Ct PIC-CI'C-Pj CRP°P-C-PI
PIP&C%oP° P-P° CHPuPePsPjPuPSPrPsPIP°PSCr PrPsP-Cr, P° PrPsP-P° PIC-P»P°PSC,PuCHPsP»Cr
Cr C#PsC,PECHPé CRP°P-Pé PIP&C%oP° P-P° CKPuPePsPjPuPSPrPsPIP°PSCT PrPsP-Cr).
PmP°PeCI'PéPjP°P»CIHHPSP° CI'PuCHPuPrPSCII CRHC-P-PSPECTCII Cr PiCHPsP»PsPSPiP°CtC-C—
C-PSC,PuCHPIP°P»Cr QT (CI'PePsCEP&PiPsPIP°PSP® P-P° PjPuC,PsPrPsPj PeCHPuPrPuCHC-PeP°,
QT,F) PiPsCEC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps PiC-CI'P»CI] PiPsPiCHP°PIPePé PSP®
PIP&C...C-PrPSP&PN. CEC-PIPPPSCH> CI'C,P°PSPSPIPEP»P° 4,3 (90 % P”Pt [PrPsPIC-CHC+P&PNe
C-PSC,PuCEPIP°P»] 2,285“6,4) PjC-P»C-CI'PuPeCrPSPrPé C+PuCHPuP: 10 C...PIP&P»P&PS
PiC-CI'P»CI] C-PSPiP°P»CIICtC-C—
CI'PjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr Cf PrPsP-C- 113/22 PjPePi C,P°
8,2 (90 % P”Pt 6,285“10,2) PjC-P»C-CI'PpPeCrPSPrPé C+PuCHPuP- 30 C...PIPEP»P&PS
PiC-CI'P»CII C-PSPiP°P»CIICtC-C— CrPjPuPeP»C-PrPéPSC-CrPjCt/PIC-P»P°PSC,PuCHPsP»Cr Cr
PrPsP-C- 500/100 PjPePi. PhC,PYPy, PiCHPé C-PSPiP°P»CIICtC-C—
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr Cr PrPsP-C- 113/22 PjPePi
PYPsPrPSPsPiPs PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsPiPs PICHPsP°CRP&C,PjPsPiPuPSPSPsPiPs
PuC, PuPeC,Cr, PiPsPIBy ™ CLIP-P°PSPsPiPs C-P- PICHPsP»PsPSPiP°CtC-C”"Ch
C-PSC,PuCRHPIP°P»Cr QT, PSPu PIPEPSPEPeP°P»Ps.

PYPiPsCI'C,PuCHC-PiP°P»PsCI'CH C,P°PePsPY PrPsP-PsP-P°P»PuPIPSPu
P-P+C-P»CHCEPuPSPSCII C+P°CI'C,PsC,Pé CI'PuCECtPuPIPEC... CL'PePsCHPsC+PuPSCHb.
PmP°PeCI'PéPjP°P»CIHHPSP° CI'PuCHPuPrPSCII CRC-P-PSPéCTCII C+P°CI'C,PsC,Pé



CI'PuCECtPpPIPEC... CI'PePsCHPsCPuPSCH PIC-PrPjC-C+P°P»P°CI'CII C+PuCHPuP: 10
C...PIPéP»P&PS PiC-CI'P»CII C-PSPiP°P»CIICtC-C— PiPsCHC-PIPSCIIPSPs P- PiCHCrPiPsCh
PiP»P°CtPuP+Ps C- PiC-CI'P»CI] PiPsPiCHP°PIPePé PSP° PIP&C...C-PrPSP&PN. CHC-PIPuPSCH>
CI'C,P°PSPsPIP&P»P° 8,4 (90 % P”Pt 7,08H“9,8) CrPr/C...PI C,P° 20,3 (90 % P”Pt 18,985“21,7)
CrPr/C...PI PiCRPé P-P°CI'C,PsCI'CfPIP°PSPSC-
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Crt Cf PrPsP-C- 113/22 PjPePi C-

500/100 PjPePi PIC-PrPiPsPIC-PrPSPs.

PCRC-Pj C,PsPiPs, PSPp CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII PeP»C-PSC-C+PSPs
P-PSP°C$CrC%oPsPiPs PIPiP»P&PICK PSP° CI'PuCECPRPIPEPN: CHP&C,Pj PiCEPé
C1C-P»PsPrPsP+PsPIPsPjCt PI'PsP»C,PuCHC-PICI'CEbPePsPjCt PjPsPSC-C,PsCRCIPIP°PSPSC- Crf
53 PiP°CtC-C”PSC,C-PI C-P- C...CHPsPSC-C#PSP&Pj PsP+CI'C,CECIPeC,PéPIPSPEPj
P-P°C...PIPsCECRPIP°PSPSCIIPj P»PuPiPuPSCH (PL'PhP—P>), CIIPeC- PsC,CEP&PjCIPIP°P»Pé
CIPjPuPeP»C-PrPéPSC-CLPj/PIC-P»P°PSC,PuCEPsP» Ct PrPsP-C- 55/22 PjPePi PsPrPéPS CHP°P-
PSP°® PrPsP+Crt PI PsPrPSPsPjCt 6-PjC-CI'CLIC+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, CIIPe C- PI
55 PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCIPIP°P»Pé
CIPjPpPeP»C-PrPéPSC-CLPj/PIC-P»P°PSC,PuCEPsP» Cr PrPsP-C- 113/22 PjPePi PsPrPéPS CEP°P-
PSP° PrPuPSCH PI C-PSCEPsPjCt 6-PjC-CI'CLIC+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, C,P° 226
PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCIPIP°P»Pé PrPsP-Cr 113/22 PjPePi PsPrPéPS CEP°P-
PSP° PrPuPSCH Cr 12-PjC-CI'CLIC+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-.

PsP»C-PSC-C$PSP° PuC,PuPeC,PéPIPSC-CI'C,CH C,P° P+PuP-PiPuPeP°

PmP»C-PSC-C+PSP® PuC, PpPeC,PéPIPSC-CI'C,CH PePsPjP+C-PSP°CtC-C—
CfPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr, C%oPs
P-P°CI'C,PsCI'PsPICIC”C,CHCI'CLI PsPrPéPS CHP°P- PSP° PrPsP+Cr, PsCtC-PSCRPIP°P»P°CI'CII
Cr PIPsCI'CHhPjPé PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... PtPtPt C,P°P-Pé Cr

6 835 PrPsCHPsCI'P»PéC... PiP°CtC-C”PSC,C-PI P- PeP»C-PSC-C$PSP&Pj PrC-P°PiPSPsP-PsPj
PI'PhP—P>: 5 618 PiP°CtC-C”PSC,C-PI BR” Cr Pish™ CIIC,Pé 6-PjC-CI'CLICPSPé&C...
PrPsCI'P»C-PrPIPuPSPSCIIC... (PrPIP° PiP»P°CtPpuP+Ps-PePsPSC,CEPsP»CHPsPIP°PSC- C,P°
C,CHPé P- C,C-PsC,CHPsPiC-C”Pj CLIPe P°PeC,PEPIPSP&Pj PiCEPuPiP°CHP°C,PsPj
PiPsCHC-PIPSCLIPSPSCII), 655 PiP°CtC-C”PSC,C-PI 8]” Cr PrPIPsC...
C,CHPéPjC-CI'CLICPSP&C... PrPsCI'P»C-PrPYPuPSPSCIIC... PSP° PIPEC,CHPEPIP°P»C-CI'C,CH /
C,,CfPSPeCtC-Ch P»PuPiPuPSCH C,P° 562 PiP°CtC-C”PSC,C-PI 8R” Cr 12-PjC-CI'CLIC$PSPsPjCr
PiC-PrC,PIPuCHPrPYCrPIP°P»CHPSPsPjCt PrPsCI'P»C-PrPPuPSPSC-.

P’PiP»PéPI PSP° P»PuPiPuPSPuPICé C,CéPSPeCtC-Ch

P] PrPuPeC-P»CHsPePsC... PrPsCI'P»C-PrPYPuPSPSCIIC... P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P+
PHPSPsCHPs P+P»P»C-PiC,P° PiCHPsPrPuPjPsPSCI'C,CHCIPIP°PI PiPsP»C-PiCEPuPSPSCII

C, CtPSPeCt+C-C— P»PpPiPuPSCH> (C%oPs PsCtC-PSCRPIP°P»PsCI'CII P-P° P-PjC-PSPsCh PhPxP’,
PIC-Pr PiPsC+P°C,PePsPIPsPiPs CHC-PIPSCI]). P’ PsPrPSPsPjCr 6-PjC-CI'CLIC+PSPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- PtPtPt C,P°P-Pé Cr PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCI]
P»C-PeP°CHCI'CH>PePsPiPs P-P°CI'PsP+Cr PHPSPsCHPs P«P»P»C-PiC,P°
PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPu
PiPsP»C-PiCEPpuPSPSCII PhPrP’, (PiPuCHPIPEPSPSP° PeC-PSCPuPIP° C,PsC+PeP°) PSP° 24-PjCr
C,PéPYPSC- PiPsCHC-PIPSCIIPSPs P- PiCHCrPiPsCR PiP»P°CtPuP+Ps C,P° PePsPIPSPsCh
PiCRCrPiPsCh PjPsPSPsC,PuCHP°PiC-C—. PisCRC-Pj C,PsPiPs, P»C-PeP°CRCI'CHPeP&PNe
P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° PiCRPsPrPuPjPsPSCI'C,CHCIPIP°PI PeP»C-PSC-C$PSPs
P-PSP°C+CrC%oPéPN: C,P° CI'C,P°C,PéCI'C,PéC+PSPs PrPsCI'C,PsPIC-CEPSP&EPN:
PiCEP8CHC-CI'C, PhP=P’, PiPsCHC-PIPSCIIPSPs P- C,C-PsC,CHPsPiC-C”Pj Ct PrPIPsC... C-P-



C,CHCHPsC... 6-PjC-CI'CLIC+PSPEC... PrPsCI'P»C-PrPYPuPSCH (PrPéPI. C,P°P+P»P&CtCHh 1).
P&Pu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PiPsCI'P»P°P+P»PuPSPSCII
P+CHPsPSC...PsP»C-C,P&C+PSPsPiPs PuC,PuPeC,Cr PI PrPEPSP°PjC-C1C-.

P’PiP»Pé&PI PSP° CI'P&PjPiC,PsPjPé

P—P°PrPéCEPeP°. P>C-PeP°CRCI'CHPePEPNe P-P°CI'C-P+ PHPSPsCEHPs P+P»P»C-PiC,P°
PiCEPsPrPuPjPsPSCI'C,CECrPIP°PI CI'C,P°C,PéCI'C,PECPSPs PrPsCI'C,PsPIC-CHPSPyu
C,P° PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPp P-PjPuPSCEPUPSPSCII P-P°PrPéCEPePé,
CIIPePn PsCtC-PSCRPIP°P»Pé P-P° PrPsPiPsPjPsPiPsCh C,CHP°PSP-PéC,PsCHPSPsPiPs
C-PSPrPuPeCI'Cr P-P°PrPéCEPePé (TDI) PSP° 24-PjCr C,PEPIPSC- (PeP»CRC$PsPIP®
PIC,PsCEHP&PSPSP°® PeC-PSCtPuPIP° C,PsC+PeP°) PiPsCHC-PIPSCILIPSPs P-
PiP»P°CtPpP+Ps (PrPéPI. C,P°P+P»P&éCtCh 1). PiPsP»C-PiC£PuPSPSCII
PiPsPeP°P-PSP&éPeP° TDI PiPsCHC-PIPSCIIPSPs P- PiCHCIPiP°PjPé
PjPsPSPsC,PuCHP°PiC-C— C,P° PiCRHCIPiPsCh, C%oPs PiCEP&PNePjP°P»P°
C,C-PsC,CHPsPiC-PNe, PSPu P+CrP»Ps CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPéPj
(PrPéPI. C,P°P+P»P&C1CR 1).

P§P°CI'C,PeP° PiP°C+C-C”PSC,C-PI, Cr CIIPePé&C... P-PjC-PSP° PiPsPeP°P-PSPePeP° TDI
CI'C,P°PSPsPIP&P»P° PICEP&PSP°PNeP{PSC- 1 PsPrP&PSPECTCR (PjC-PSC-PjP°P»CHPSP®
PeP»C-PSC-C#PSPs P-PSP°C+CrC%oP° CHC-P-PSPECTCII (PmPmP—P ) PrP»CII TDI) PSP° 24-PjCr
C,PEPYPSC-, P£CrP»P° P£C-P»CHCEP° Cr PiChHCrPiC- PiCHPuPiP°CHP°C,Cr PHPSPsCHPs
P+P»P»C-PiC,P° (58 %) PiPsCHC-PIPSCLIPSPs P- PiP»P°CtPuP+Ps (41 %) C,P°
PjPsPSPsC,PuCHP°PiC-C”Ch (53 % PrP»CII CrPjPuPeP»C-PrPéPSC-CrPjCr C,P° 51 % PrP»CII
PIC-P»P°PSC,PuCHPsP»Cr).

PiPeC-CI'C,CIh PYP&C,C,CII, PiPsPIgR™ CLIP-P°PSP° P-C- P-PrPsCEPsPIBE ™ CLIPj.
P>C-PeP°CECI'CHhPePéPNe P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° C,P°PePsP
PiCEPsPrPuPjPsPSCI'C,CHCIrPIP°PI PiPsP»C-PiC€PuPSPSCII CLIPePsCI'C,C- PYPEC,C,CIL],
PIPéPjC-CHCRPIP°PSPu P-P° PrPsPiPsPjPsPiPsCh P PuCI'PiC-CHP°C,PsCHPSPsPiPs
PsPiP&éC,CrPIP°P»CHPSPEPeP® PiPsCI'PiC-C,P°P»Ch PYPICLIC,PsPiPs P“PuPsCEPiC-CLI (SGRQ),
PiCEPs C%oPs CI'PIC-PrC$P&éC,CH P-PjPuPSCEPuPSPSCII PeC-P»CHPePsCI'C,C- P+P°P»C-PI
SGRQ PSP° 24-PjCr C,PéPYPSC- PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps C,P°
PjPsPSPsC,PuCEP°PiC-C”Ch (PrPéPL. C,P°P+P»PéCtCHh 1). P>C-PeP°CHCI'CHbPeP&PN: P-P°CI'C-P+
PHPSPsCHPs P+P»P»C-PiC,P° PiCHPsPrPuPjPsPSCI'C,CHCIPIP°PI CI'C,P°C,PéCI'C,PECPSPs
P-PSP°C+C1C%oPp P-PSPEPIPuPSPSCII PiPsPeP°P-PSPéPeP° SGRQ PiPsCEC-PIPSCIIPSPs P-
C,C-PsC,CEPsPiC-C”Pj PI PsPrPSPsPjCr P- C,CHCHPsC... PrPsCI'P»C-PrPYPuPSCH P
P°PeC,PEPIPSP&Pj PiICRPuPiP°CRHP°C,PsPj PiPsCRC-PIPSCIIPSPSCII (PrPéPI. C,P°P+P»PéCtCHh 1).

P§P°CI'C,PeP° PiP°CtC-C”PSC,C-PI, Cr CIIPePéC... PiPsPeP°P-PSPéPe SGRQ P-PSPéP-P&PICICII
PiCRPePSP°PNePjPSC- PSP° 4 PsPrPePSPeCtC- (4 PsPrPePSPeCtC- 8h” MPmP—P PrP»CII
PsPiPeC,CrPIP°P»CHPSPéPeP° SGRQ) PSP° 24-PjCr C,PéPYPSC-, PxCrP»P° P+C-P»CHCEP® Cr
PiCRCEPiC- P»C-PeP°CECI'CHbPePsPiPs P-P°CI'PsP+Ct PEPSPSCEPs PeP»P»C-PiC,P° (49 %)
PiPsCRC-PIPSCLIPSPs P- PiP»P°CtPuP+Ps (34 %) C,P° PjPsPSPsC,PuCHP°PiC-C”Ch (44 % PrP»CILI
CrPjPuPeP»C-PrPéPSC-CrPjCr C,P° 48 % PrP»CILI PIC-P»P°PSC,PuCHPsP»Cr). P’ PsPrPSPsPjCr
PrPsCI'P»C-PrPIPRPSPSC- P- P°PeC,P6PIPSP&Pj PiCEPuPiP°CHP°C,PsPj PiPsCHC-PIPSCLIPSPSCII
P+C-P»CH,CEP&PN: PIC-PrCI'PsC,PsPe PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P°, PIC-PrPiPsPIC-PI
PeP»C-PSC-CtPSPs P-PSP°C+CrC%oPéPj PiPsP»C-PiCEPuPSPSCIIPj PiPsPeP°P-PSPEPeP° SGRQ
PSP° 24-PjCr C,PEPYPSC- (53 %) PiPsCHC-PIPSCLIPSPs P- PiP°CtC-C”PSC,P°PjPé€, CIIPeC-
PsC,CHPEPjCrPIP°P»Pé C,C-PsC,CHPsPiC-PNe (46 %). P’ C-PSCEPEC... PrPIPsC...



PrPsCI'P»C-PrPIPRPSPSCLIC... P- P°PeC,P&PIPSP&P] PiCHPRPiP°CEP°C,PsPj
PiPsCRC-PIPSCIIPSPSCII P°PSP°P»PsPiC-C+PSP° C4P°CI'C,PeP° PiP°CtC-C”PSC,C-PI
PrPsCI'CLIPiP»P° PiCEP&PSP°PN-PjPSC- P&PBP—P P- P»C-PeP°CECICEbPePEP] P-P°CI'PsP+PsP;
PHPSPSCEPs P+P»P»C-PiC,P° C,P° C,C-PsC,CEPsPiC-C”Pj: 49 % C- 54 % ER” P-
P»C-PeP°CECI'CHhPeP&Pj P-P°CI'PsP+PsPj PhPSPsCEPs P+P»P»C-PiC,P° Ct PrPsP-C- 55/22 PjPePi,
52 % C- 55 % BE” P- C,C-PsC,CHPsPiC-C”Pj.

P’PéPePsCFP&CI'C,P°PSPSCII PiCEPuPIP°CEP°C,C-PI PrP»CII PiPsP»PuPiCE€PuPSPSCII

CI'PéPjPiC,PsPjC-PI

PuiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Ct PHPSPsCHPs
P+P»P»C-PiC,P° P-PjPuPSC£P&P»PsCI'CI] PIPéPePsCRP&CI'C,P°PSPSCI]I PiCHPuPiP°CHP°C,C-PI
PrP»CI] PiPsP»PpPiCEPpPSPSCII CI'PéPjPiC,PsPjC-PI (CI'P°P»CHP+CrC,P°PjPsP»)
PiCEPsC,CIIPiPsPj 18524 C,PéPYPSC-PI PrPsCI'P»C-PrPYPuPSPSCII PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPpP+Ps C,P° CrPjPuPeP»C-PrPéPSC-CrPjPsPj (PrPéPI. C,P°P+P»PéCtCh 1) C,P°
P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CBPsPIP°PSPs P-P+C-P»CHCEPuPSPSCII
PeC-P»CHPePsCI'C,C- PrPSC-PI, PePsP»Pé PSPy PiPsC,CHC-P+PSPs P+CrP»Ps
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiCRPuPiP°CEP°C,Pé PrP»CII PiPsP»PuPiC€PuPSPSCI]
CI'P&PjPiC,PsPjC-PI (PI CI'PuCHPuPrPSCHPsPjCt PSP° 11,1 %) PiPsCEC-PIPSCIIPSPs P:
PiCRCrPiPsCh PiP»P°CtPpuP+Ps, Ct CLIPeC-PN: P-PjPuPSCEPEP»P°CI'CII PeC-P»CHhPeC-CI'C,CH
C,P°PePéC... PrPSC-PI PI CI'PuCHPuPrPSCHPsPjCr PSP° 0,9 %.

PJ] C,CHCHPsC... 6-PjC-CI'CLICPSPéEC... PrPsCI'P»C-PrPYPuPSPSCIIC...,
PePsPSC,CEPsP»CHPsPIP°PSP&C... P-P° P°PeC,PéPIPSPEPj PiICHPuPiP°CEP°C,PsPj
PiPsCHC-PIPSCIIPSPSCII, P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs
P-P°CI'PsP+Crt PHPSPsCHPs P+P»P»C-PiC,P° P-PjPuPSCEPEP»Ps PIPéPePsCHPECI'C,P°PSPSCII
PiCHPuPiP°CHP°C,C-PI PrP»ClLI PiPsP»PpuPiCE€PuPSPSCII CI'PEéPjPiC,PsPjC-PI
PiPsCHC-PIPSCIIPSPs P- C,C-PsC,CHPsPiC-C”Pj P-C- CI'C,P°C,PéCI'C,PéC+PSPs
P-PSP°C$CrC%oPéPjPé P-PSPéPYPuPSPSCIIPjPé Ct PrPIPsC... PrPsCI'P»C-PrPPuPSPSCIIC...
(Pr'P&PI. C,P°P+P»P&CtCH 1). P>C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ PHPSPsCHPs
P+P»P»C-PiC,P° C,P°PePsPY PiCHPsPrPuPjPsPSCI'C,CHCIPIP°PI P-P+C-P»CHCEPPPSPSCII
C$P°CI'C,PePé PrPSC-PI, PePsP»Pé PSPy PiPsC,CHC-P+PSPs P+CrP»Ps
PIPéPePsCRP&CI'C,PsPICFPIP°C,Pé PiICHPuPiP°CHP°C,Pé PrP»CII PiPsP»PpuPiCE€PuPSPSCII
CI'PéPjPiC,PsPjC-PI, Ct PICI'C-C... C,CECHPsC... PrPsCI'P»C-PrPPuPSPSCIIC...
(CI'PuCHPuPrPSC-PNe PiPsPeP°P-PSPéPe PI PjPuPYP°C... PIC-Pr 17,6 % PrPs 21,5 %)
PiPsCHC-PIPSCIIPSPs P- C,C-PsC,CHPsPiC-C”Pj (CI'PuCHPuPrPSC-PNe PiPsPeP°P-PSPéPe PI
PjPuPYP°C... PIC-Pr 11,7 % PrPs 13,4 %).

PyP°P+P»P&CtCI] 1. P>PuPiPuPSPuPIP® C,CrPSPeCtC-CII, CI'P&PjPiC,PsPjPé C,P° CIIPeC-CI'C,CH
PqP€eC,C,CI], PiPsPIsh™ CLIP-P°PSC- P-C- P-PrPsChHPsPIsR™ CLIPj, PSP° 24-PjCr C,PEPYPSC-

PuPsCHC-PIPSCIIPSPSCII
P»C-PeCrPIP°PSPSCII
P»C-PeP°CRHCI' CHhPePéPj
P-P°CI'PsP+PsPj PhPSPsCHPs

P C-P-PSP&CtCII PjC-P{ PiPsPeP°P-PSP&PeP°PjPé P»C-PeCIPIP°PSPSCII' (95 %
PrPsPIC-CEC+P&PNe C-PSC,PuCEPIP°P», P-PSP°C+PuPSPSCII p)

P'P&C...C-PrPSPy
P-PSP°C+PuPSPSCI]

P1iPsPeP°P-PSPéPe

P11PsPeP°P-PSPéPe

P’PéPePsCRHPECI'C,P°PSPSCIL]
PiCHPuPiP°CHP°C,C-PI
PrP»CII

g;ﬂ;;ﬁ’;;gjg{%g 122 Pipepi PhP=P’, (PjP») TDI SGRQ PiPsP»PuPICEPUPSPSCII

CI'P&PjPiC,PsPjC-PI’
T AP - 1 S 41 A,
PiPsCHC-PIPSCIIPSPs P- < 0001 < 0.001 BhH3,13) 0001%
PiP»P°CtPuP+Ps (N = 280) ’ ’ < 0,001* ’




PhPSPSCHPs P+P»P»C-PiC,P°

(N = 413) 52 0,3 5F0,82 550,6

PiPsCEC-PIPSCLIPSPs P- (17, 87) (BEB0,2,0,7)  |8“2,90,1,27)  |®51,0, #50,1)

CfPjPpPeP»C-PrPEPSC-CIP{PsPjl0,004 0,244 0,441 0,014%

Cf PrPsP-C- 55 PjPePi (N = 418)

PHPSPSCHPs P+P»P»C-PiC,P°

(N = 413) 05 0,4 5T0,32 0,1

PiPsCEC-PIPSCLIPSPs P- (60, 130) #50,1, 0,8) (52,41, 1,78)  |(850,3, 0,5)

PIC-P»P°PSC,PuCEPsP»PsPj Cf |< 0,001 0,117 0,767 0,675

PrPsP-C- 22 PjPePi (N = 421)

PhPSPSCEPs P+P»P»C-PiC,P°

(N = 454)

EII(’:SCB((:I—CPIPSC%PEPS I(’:~ 1 ?13"23,1601 0.5
\C-PsC,CEPsPIC-C"Pj Ct 553,61, R

PrPsP-C- 18 PjPePi (<8})' ggf) PS/Ps 5T0,59) (f% (())671' B5°0,2)

(N = 451) : 0,006 :

(PrPsCI'P»C-PrPPuPSPSCII

ZEP117115)

PhPSPSCEPs P+P»P»C-PiC,P°

B (N = 207)

PIPSCEC-PIPSCLIPSPs P 50 )75 50,7

C,C-PsC,CHPsPIC-C"Pj Cr (39, 141) (552,12, 3,63)  |8F°1,2, 550,1)

PrPsP-C- 18 FjPePi < 0,001 0,607 0,022

(N = 203) : : :

(PrPsCI'P»C-PrPYPpuPSPSCII )

DB2113360) 9'1,,04 05

PhPSPSCEPs P+P»P»C_PiC,P° b 040 )

(N = 217) /

e S 550,17 550,6

brpeb.C. 13 Dipop] (10, 109) (552,85, 2,52)  |851,2, 0,0)

N ore) 0,018+ 0,004 0,069

(PrPsCI'P»C-PrPYPpPSPSCII

DB2113374)

N BE” C$P&CI'PuP»CHPSC-CI'C,CH PiPsPiC{P»CLICtC-C— PtPyPy (PtPyPy BER”
PiPsPiCIP»CLICtC-CII PICI'C-C... PiP°CtC-C”PSC,C-PI, CRP°PSPrPsPjC-P-PsPIP°PSP&C... PrP»ClI
P»C-PeCrPIP°PSPSCILI)

PjPePi 8h” PjC-PeCHPsPiCHP°Pj
PS/Ps B” PSPu PsCtC-PSCRPIP°PICI'CII
' PYPuCHPpPrPSCHPsPePIP°PrCHP°C,PéCPSPp CI'PuCHPuPrPSC”.

*PhP+BRH™ C”"PrPSP°PSC- PrP°PSC- PrPsCI'P»C-PrPPuPSPSCII DB2113360 C,P°
PrPsCI'P»C-PrPPuPSPSCII DB2113374.

3P C-P-PSPECTCII CI'PuCREPuPrPSCHPsC— PeC-P»CHPePsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr PSP° PrPuPSCH PiCEPsC,CLIPiPsPj C,PéPYPSC-PI 18H“24.

P‘C-P»CHC€ PIPECI'PsPeCr PrPsP-Cr CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr
(113/22 PjPePi) C,P°PePsPq PIPEPIC+P°P»Pé Cr 24-C,PEPJPSPuPIPsPjCt PiP»P°CtPpP+Ps-
PePsPSC,CHPsP»CHPsPIP°PSPsPjCr PeP»C-PSC-C$PSPsPjCr PrPsCI'P»C-PrPIPuPSPSC- C,P° Cf
PrPIPsC... C-P- C,CBECHPsC... 24-C,PéPIPSPuPIP&C... PrPsCI'P»C-PrPPuPSPSCIIC...,
PePsPSC,CHPsP»CHPsPIP°PSP&C... P-P° P°PeC,PEPIPSPEPj PiCHPuPiP°CHP°C,PsPj.

P PuP-CrP»CHC,P°C,Pé P+CrP»Pé P°PSP°P»PsPiC-C+PSC- CRPuP-CrP»CHC,P°C,P°Pj PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt PHPSPsCHPs
P+P»P»C-PiC,P° Cr PrPsP-C- 55/22 PjPePi C,P° PrPsPrP°C,PePsPIPs PiC-PrC,PIPuCHPrPéP»Pé



PuC, PpPeC,PEPIPSC-CI'C,CH P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PhPSPsCHPs
P«P»P»C-PiC,P°.

P—P°PiPsCI'C,CFPuPSPSCII PI PhP—P>

PJ 24-C,PéPYPSPuPIPsPjCt PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- PiP°CtC-C”PSC,C-PI C-P- CI'PéPjPiC,PsPjPSPéPj PiPuCHPuP+C-PiPsPj
PI'PhP—P> P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Ct PLPSPsCEPs
P+P»P»C-PiC,P° P-PSPéPYCrPIP°P»Ps CRHP&P-PéPe PiPsPjC-CHPSPsPiPs/C,CIIPIPePsPiPs
P-P°PiPsCI'C,CRPpPSPSCII PI PhP—P> PSP° 50 % PiPsCHC-PIPSCLIPSPs P- PiP»P°CtPpuP+Ps (PSP°
PsCI'PSPsPIC- P°PSP°P»C-P-Ct C+P°CI'Ct PrPs CRPsP-PIP&éC,PeCr PiPuCHCEPsPiPs
P-P°PiPsCI'C,CEPpPSPSCII: PIC-PrPSPsCEPuPSPSCII CHPEP-PéPeC-PI (P'P) 0,5; 95 % P”P1 0,3,
0,8; p = 0,004*), PSP° 20 % PiPsCHC-PIPSCLIPSPs P- CfPjPuPeP»C-PrPéPSC-CrPjPsPj (P’P 0,8; 95
% P”Pt 0,5, 1,3; p = 0,391) C,P° PSP° 30 % PiPsCHC-PIPSCIIPSPs P- PIC-P»P°PSC,PuCHPsP»PsPj
(P’P 0,7; 95 % P"P1 0,4, 1,1; p = 0,121).

P’ PsPrPSPsPjCr P- C,CHCHPsC... PrPsCI'P»C-PrPYPuPSCH Cr PiP°CtC-C”PSC,C-PI C-P-
CI'PéPjPiC,PsPjPSP&Pj PiPuCHPuP+C-PiPsPj P PhP—P> P-P°CI'C,PsCI"CPIP°PSPSCII
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PHPSPsCEPs P+P»P»C-PiC,P° Cr
PiPsCHC-PIPSCIIPSPSC- P- C,C-PsC,CEPsPiC-C”Pj P-PSP&PYCIPIP°P»Ps CHP&P-PéPe
PiPsPjC-CHPSPsPiPs/C,CLIPYPePsPiPs P-P°PiPsCI'C,CEPuPSPSCILI P PiP—P> PSP°® 50 % (P’P 0,5;
95 % P”Pt 0,3, 1,0; p = 0,044). P] PrPIPsC... C-PSCEPéEC... PrPsCI'P»C-PrPIPuPSPSCIIC...
CHPé&P-PéPe PiPsPjC-CHPSPsPiPs/C,CIIPYPePsPiPs P-P°PiPsCI'C,CHPuPSPSCII PI PhP—P> Cr
PiP°CtC-C”PSC,C-PI C-P- CI'P&PjPiC,PsPjPSPéPj PiPuCHPuP+C-PiPsPj P PhP—P> P+CrPI
PIC-PrPiPsPIC-PrPSPs PSP° 20 % C,P° 90 % PIP&C%oPéPj (P’P 1,2; 95 % P”Pt 0,5, 2,6; p = 0,709
C,P° P'P 1,9; 95 % P"Pt 1,0, 3,6; p = 0,062 PIC-PrPiPsPIC-PrPSPs). P”PéP-P°PN:PS C1P&C...
PrPsCI'P»C-PrPYPuPSCH PSPy P+CrPI CHPsP-CHPsP+P»PuPSPEPN. PrP»CII PsCtC-PSPePé
PIPiP»P&PICt P»C-PeCrPIP°PSPSCII PSP® P-P°PiPsCI'C,CHPuPSPSCII PI PhP—P>, C-
PiP°Ct+C-C”PSC,Pé PiC-CI'P»CILI CHPsP-PIP&C,PeCr P-P°PiPsCI'C,CHPuPSPSCII
PIP&PeP»CRCHP°P»P&CI'CII P- PrPsCI'P»C-PrPYPuPSPSCII.

P”PsCI'P»C-PrPYPuPSPSCII, C%oPs PiC-PrC,PIPuCEPrPICéCEC,CH
PuC,PuPeC,PéPIPSC-CI'C,CH

PJ CEP°PSPrPsPjC-P-PsPIP°PSPsPjCt PiPsPrPIC-PNePSPs CI'P»C-PiPsPjCt 52-C,PéPYPSPuPIPsPjCT
PrPsCI'P»C-PrPYPuPSPSC- (CTT116855, IMPACT) PI 10 355 PrPsCEPsCIP»P&C...
PiP°CtC-C”PSC,C-PI C-P- CI'P&PjPiC,PsPjPSP&Pj PiPpuCHPuP+C-PiPsPj PI PhP—P>, CIIPeC-
PiPpCHPuPSPuCI'P»Pé PsPrPSPp C+Pé PeC-P»CHPeP® PiPsPjC-CEPSP&C... P°P+Ps
C,CLIPYPePEC... P-P°PiPsCI'C,CEPuPSCH PiCEHPsC,CLIPiPsPj PiPsPiPpuCHPRPrPSC-C... 12
PjC-CI'CLICtC-PI, PiPsCEC-PIPSCRPIP°P»PsCI'CH P»C-PeCrPIP°PSPSCII
CIPjPuPeP»C-PrPéPSC-CIPjPsPj/PIC-P»P°PSC,PRCEPsP»PsPj (PJPmP«Pib/P’'Pt 55/22 PjPePi),
C,P»CRC,P&PeP°P-PsPSCt C,CtCRPsP°C,PsPj / CLPjPuPeP»C-PrPéPSC-CrPjPsPj /
PIC-P»P°PSC,PuCHPsP»PsPj (PrPx/PJPmP+ Prb/P’Pt 99/55/22 PjPePi) C1Pé
C,P»CRC,P&PeP°P-PsPSCr C,CCRPsP°C,PsPj / PIC-P»P°PSC,PuCEPsP»PsPj (PaPx/P’'Pt 99/22
PjPePi) PsPrP&PS CHP°P- PSP° PrPsP+Cr PI PsPrPSPsPjCt C-PSPiP°P»CLIC,PsCEC-.
PuPuCEHPIPEPSPSPSCR PeC-PSC{PRPIPSCER C,PsC4PePsCh PI PrPsCI'P»C-PrPPuPSPSC-
P+CIP»P° C%oPsCRC-C+PSP° C+P°CI'C,PsC,P° PiPsPjC-CRHPSP&C... CiPé C,CLIPIPePéC. .
P-P°PiPsCI'C,CEPuPSCHb Cf C,PéC..., C...C,Ps PiICHP&PNePjP°PI PxPx/PJPrP*Prn/P'Pt,
PiPsCEC-PIPSCIIPSPs P- PxPx/P’Pt P°P+Ps PJPwP+Pi/P'Pt. PYPuCHPRPrPSCII CHC-C4PSP®
C$P°CI'C,PsC,P° P-P°PiPsCI'C,CRPuPSCH CI'C,P°PSPsPIPEP»P° 0,91, 1,07 C,P° 1,21 PrP»ClII
PxPx/PJPwP+ Pb/P’Pt, PuPx/P’Pt C,P° PJPmPe«Pib/P'Pt PIC-PrPiPsPIC-PrPSPs.



PyPsCRHC-PIPSCIIPSPSCII PuPx/P]PwP+Pis/P’Pt P- PuPx/P’Pt C,P° PJPwP«Prp/P’Pt
PiPsPeP°P-P°P»Ps CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oPp P-PSPEPIPuPSPSCLI
CHP&P-P&PeCr PiPsPjC-CHPSPsPiPs/C,CIIPPePsPiPs P-P°PiPsCI'C,CHPuPSPSCII PSP° 14,8 %
(PSP° PsCI'PSPsPIC- P°PSP°P»C-P-Ct CfP°CI'Ct PrPs CRHPsP-PIPEC,PeCr PiPuCRCEPsPiPs
P-P°PiPsCI'C,CHPuPSPSCII) (P'P 0,85; 95 % P”Pt 0,80, 0,91; p < 0,001) C,P° PSP° 16 %
PIC-PrPiPsPIC-PrPSPs (PSP°® PsCI'PSPsPIC- P°PSP°P»C-P-Cr C+P°CI'Ct PrPs CHPsP-PIPEC,PeCr
PiPuCHCEPsPiPs P-P°PiPsCI'C,CHPuPSPSCI]) (P’P 0,84; 95 % P”Pt 0,78, 0,91; p <0,001).

P’PéC,CHPEPIP°P»C-CI'C,CH C,P° PsP+8R™ C”Pj P»PuPiPuPSCH

P’ PsPrPSPsPjCt P- PrPIPsC... PrPsCI'P»C-PrPPuPSCH P»C-PeP°CHCI' CHPePsPiPs
P-P°CI'PsP+Cr PHPSPSCHPs P«P»P»C-PiC,P° Cr PrPsP-C- 55/22 PjPePi
PiPsPeCHP°C%oPEPICI'CII C+P°CI’ PIP&C,CHP&PIP°P»PsCI'C,C- PiPsCHC-PIPSCIIPSPs P-
C,P°PePéPj PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PiP»P°CtPuP+Ps, C%oPs
PsCtC-PSCRPIP°P»PsCI'CII P-P° PrPsPiPsPjPsPiPsCh CI'C,CrPiC-PSC+P°CI'C,PsPiPs C,PuCI'C,Cr
C$PsPIPSPéPePsPIPsC— C...PsPrCHP+Pé (CEP°C,P»-C,PuCI'C,Cr). P’ PsP+PsC...
PrPsCI'P»C-PrPIPuPSPSCIIC... CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CI] P-P+C-P»CHCEPuPSPSCII
PiPsPeP°P-PSP&PeC-PI PsP+8R™ C”PjCr P»PpuPiPuPSCH PiPsCHC-PIPSCIIPSPs P
PiP»P°CtPuP+Ps Ct PrPsCRHPsCIP»PéC... PiP°CtC-C”"PSC,C-PI C-P- PTPhP—P> P:
PiC-PiPpuCHC-PSC,P»CIICtC-C”Ch (C,CrPSPeCtC-PsPSP°P»CIHPSP°® P-P°P»P&CEPePsPIP®
C”PjPSC-CI'C,CH (PxP—P,) > 120 %). P] PiPuCRHCEPsPjCr PrPsCI'P»C-PrPIPuPSPSC-
P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P+ PHPSPsCEPs P+P»P»C-PiC,P° Ct PrPsP-C- 55/22 PjPePi
PiCHPsPrPuPjPsPSCI'C,CRCrPIP°PI CI'C,P°C,PéCI'C,PEC+PSPs PrPsCI'C,PsPIC-CEPSPu C,P°
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPp PiPsPeCHP°C%oPpPSPSCII C+P°CI'Cr
PIPéC,CHPEPIP°P»PsCI'C,C- PiCEPé C,C-P-P&C+PSPsPjCr PSP°PIP°PSC,P°PIPuPSPSC- (69,4
CI'PuPeCrPSPrPé, p = 0,003) PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPpuP+Ps, C%oPs
PsCtC-PSCRPIP°P»PsCI'CH PSP° 12 C,PéPIPSC- PrPsCI'P»C-PrPYPuPSPSCII CfPuCHPuP: 3
PiPsPrPéPSPé PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CHP°C,Crf
(PjC-PSC-PjP°P»CHPSP° PeP»C-PSC-C$PSPs P-PSP°C+Pé&PjP° CHC-P-PSP&CtCII (PmPmBP—P )
PrP»CII CEP°C,P»-C,PuCI'C,Cr CI'C,P°PSPsPIPEC,CH 458F“85 CI'). PiuPsPeCHP°C%oPuPSPSCII
C$P°CI'Cr PIP&C,CRP&PIP°P»PsCI'C,C- PiCRPé C,C-P-PEC+PSPsPjCr PSP°PIP°PSC,P°PIPuPSPSC-
PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj PiCEPé& P-P°CI'C,PsCI'CfPIP°PSPSC- PiP»P°CtPpuP+Ps
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH PSP° 2 PrPuPSCH C,P° P-P+PuCHC-PiP°P»PsCI'CII PSP° 6-
PjCr C,P° 12-PjCr C,PéPYPSCIIC... PrPsCI'P»C-PrPYPuPSPSCII. P] PrCHCIrPiPsPjCr
PrPsCI'P»C-PrPPuPSPSC- CRC-P-PSPECTCII PjC-PY PiPsPeP°P-PSPéPeP°PjPé C+P°CI'Cr
PIP&C,CHPEPIP°P»PsCI'C,C- PiCRPé C, C-P-P&C+PSPsPjCt PSP°PIP°PSC,P°PIPuPSPSC- Cf
PiCRCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PHPSPsCHPs
P+P»P»C-PiC,P° Cf PrPsP-C- 55/22 PjPePi C,P° PiP»P°CtPpuP+Ps PSP°® 12 C,PEPYPSC-
CI'C,P°PSPsPIPéP»P° 21,9 CI'PuPeCrPSPrPé (p = 0,234).

P>C-PeP°CHCI'CHPePEPNe P-P°CI'C-P+ P5PSPSCHPs P+P»P»C-PiC,P° Cf PrPsP-C- 55/22 PjPePi
C,P°PePsP{ PiPsPeP°P-P°PI CI'C,P°C,P&CI'C,P&CPSPs P-PSP°C+CrC%oPy PiPsP»C-PiCEPuPSPSCII
PIP&C...C-PrPSPEC... PiPsPeP°P-PSPéPeC-PI PsP+8B™ C”PjCt P»PpuPiPuPSCH
PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps. P’ PiPuCHCEPsPjCt PrPsCI'P»C-PrPYPuPSPSC-
PIPéPjC-CHCRPIP°PSPSCII PiCHPsPIPsPrPéP»Pé PSP° 12-PjCr C,PéPYPSC- PiPuCHPuPr
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCHPuPiP°CRHP°C,Cr C,P° C+PuCHPuP- 3 PiPsPrPéPSPé
PiC-CI'P»CII C-PSPiP°P»CIICtC-C—: C”PjPSC-CI'C,CH PIPrP&C...Ct CI'C,P°PSPsPIPEP»P°
237 PjP» C- 316 PjP» PIC-PrPiPsPIC-PrPSPs, P-P°P»PéCEPePsPIPEPNe PsP+EH™ C"P;j
BF“466 PjP» C,P° B“643 PjP» PIC-PrPiPsPIC-PrPSPs C,P° C,CtPSPeCtC-PsPSP°P»CHPSP®
P-P°P»P&CEPePsPIP® C”PjPSC-CI'C,CH 8H“351 PjP» C- 8§“522 PjP» PIC-PrPiPsPIC-PrPSPs
(PICI'C- CH < 0,001). P] PrCECIPiPsPjCt PrPsCI'P»C-PrP{PuPSPSC- PIP&éPjC-CECRPIP°PSPSCII



C,P°PePsPq PiCRHPsPIPsPrPeéP»Pé PSP° 12-PjCr C,PéPJPSC- PrPs C-PSPiP°P»CLICtC-C—
PiCEPuPiP°CEP°C,Ct C,P° C+PuCEPUP- 3 PiPsPrP&PSPé PiC-CI'P»CLI C-PSPiP°P»CLICC-C—:
C"PjPSC-CI'C,CH PIPrP&C...CF CI'C,P°PSPSPIP&P»P° 198 PjP» C- 238 PjP» PIC-PrPiPsPIC-PrPSPs,
P-P°P»P&CEPePsPIP&PN: PsP+5E™ C”Pj 8295 PjP» C- 55351 PjP» PIC-PrPiPsPIC-PrPSPs
C,P° C,CIPSPeCtC-PsPSP°P»CIHbPSP® P-P°P»P&CEPePSPIP® C”PjPSC-CI'C,CHb 5238 PjP»
C- 85“302 PjP» PIC-PrPiPsPIC-PrPSPs (PICI'C- p < 0,001%).

PuP°CHPjP°PePsPeC-PSPuC,PePeP°

P1sPsP»Pé PePsPjP+C-PSP°CtC-Ch CrPjPuPeP»C-PrPéPSC-CrPjCr C,P° PIC-P»P°PSC,PuCEPsP»Cr
PIPIPsPrP&éP»Pé& C-PSPiP°P»CIICtC-PNePSPs, C,P°CHPjP°PePsPeC-PSPuC,PéPeP° PePsPYPSPsPiPs
PePsPjPiPsPSPuPSC,P° P+CrP»P° PiPsPrC-P+PSP° C,P°CHPjP°PePsPeC-PSPuC,PEC1C-, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PiCEPé P-P°CI'C,PsCI'CFPIP°PSPSC- PePsPYPSPsC—
P°PeC,PéPIPSPsC— CHPuC+PsPIP&PSPé PSP°CHC-P-PSPs. PhC,PqPy, P-

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPiPs PiPsPiP»CIIPrCt PePsPIPuPS PePsPjPiPsPSPuPSC,
PjPsPYPSP° CHPsP-PiP»CILIPrP°C,Pé PsPeCHPuPjPs.

P5P+CI'PsCEP+CtC-CII

PJPjPuPeP»C-PrPePSC-CrPj

P1C-CI'P»CII PIPIPuPrPpPSPSCII CfPjPaPeP»C-PrPéPSC-CrPjCr Cr PIPEPiP»CIIPrC-
C-PSPiP°P»CLICtC-PNe P-PrPsCHPsPIP&Pj PrPsP+CHPsPIPsP»CHCTCLIPj C,,,,
PrPsCI'CIIPiP°P»P°CI'CII C+PuCHPuP: 58515 C...PIPEP»P&PS. PhP+CI'PsP»CRC,PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH CrPjPuPeP»C-PrPéPSC-CrPjCr, PIPIPuPrPuPSPsPiPs Cr
PIPEPiP»CLIPrC- C-PSPiP°P»CILICtC-PNe, CI'C,P°PSPsPIPEP»P° PI CI'PuCHPuPrPSCHPsPCt 13 %
PIC-Pr PrPsP-P¢&, PrPu C+P°CI'C,PeP°, PiPsPIsF™ CLIP-P°PSP° P- PiPuCEPsCHP°P»CHPSPsCh
P°P+CI'PsCHP+CtC-C”Ch, PSPuP-PSP°C$PSP°. PuuC-CI'P»CI] PiPsPIC,PsCHPSPsC— PrPsP-Pé
CrPjPpPeP»C-PrPéPSC-CrPjCr, PIPIPpPrPuPSPsPiPs Cr PIP&PiP»CLIPrC- C-PSPiP°P»CLICTC-PNe,
CHC-PIPSPsPIP°PYPSP&PNe CI'C,P°PS PrPsCI'CIIPiP°PICI'CII PiCHPsC,CIIPiPsPj 785 “10 PrPSC-PI
P- 1,585“1,8-PeCHP°C,PSP&Pj PSP°PePsPiPéC+PuPSPSCLIP;.

P'C-P»P°PSC,PuCRHPsP»

PuiC-CI'P»CLI PIPIPuPrPpPSPSCII PIC-P»P°PSC,PuCHPsP»Cr Cr PIPéPiP»CLIPrC-
C-PSPiP°P»CLICtC-PNe P-PrPsCHPsPIP&Pj PrPsP+CEHPsPIPsP»CIHhCtCIIPj C,,,
PrPsCI'CIIPiP°P»P°CI'CII C+PuCHPuP- 58515 C...PIPEP»P&PS. PhP+CI'PsP»CRC,PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PIC-P»P°PSC,PuCHPsP»Cr, PIPIPuPrPuPSPsPiPs Cr
PIP&PiP»CIIPrC- C-PSPiP°P»CIICtC-PNe, CI'C,P°PSPSPIPEP»P° 27 %, PrPu C+P°CI'C,PeP®,
PiPsPIBF ™ CIIP-P°PSP° P- PiPuCHEPsCRP°P»CHPSPsCh P°P+CI'PsCEP+CtC-C”CHh,
PSPuP-PSP°C+PSP°. PuC-CI'P»CII PiPsPIC,PsCRPSPsC— PrPsP-Pé PIC-P»P°PSC,PuCEPsP»Cr,
PIPIPuPrPuPSPsPiPs Cr PIP&PiP»CIIPrC- C-PSPiP°P»CIICtC-PNe, CHC-PIPSPSPIP°PYPSP&PNe
CI'C,P°PS PrPsCI'CIIPiP°PICI'CII PiCRPsC,CIIPiPsPj 6 PrPSC-PI P- 2,4-PeCHP°C,PSP&Pj
PSP°PePsPiPéC+PuPSPSCIIP;.

P PsP-PiPsPrC-P»

PJPjPuPeP»C-PrPePSC-CrPj

PyC-CI'P»CLI PIPSCIC,CEC-CEPSCHPsPIPUPSPSPsPiPs PIPIPuPrPuPSPSCII P-PrPsCEPsPIPEP;



PrPsP+CHPsPIPsP»CHCTCIIPj CI'PuCHPRPrPSC-PNe PsP+ER™ C”Pj CEPsP-PiPsPrC-P»Cr
CI'C,P°PSPsPIP&PI 86 P»C-C,CHC-PL. In vitro P-PIER™ CLIP-CFPIP°PSPSCII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCEPsPIC- P»CRPrP&PSPé CI'C,P°PSPSPIPéP»Ps PI CI'PuCHPuPrPSCHbPSPICE 89 %.

P'C-P»P°PSC,PuCHPsP»

P1iiC-CI'P»CII PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII P-PrPsCHPsPIPEP;
PrPsP+CHPsPIPsP»CHCtCLIPj CI'PuCHPuPrPSC-PNe PsP+8R™ C”Pj CHPsP-PiPsPrC-P»Cr PI
CHC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- CI'C,P°PSPsPIP&PI 165 P»C-C,CRC-PI. In vitro
P-PIB{™ CIIP-CrPIP°PSPSCI]I P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- P»CRPrPéPSPé
CI'C,P°PSPsPIP&P»Ps PI CI'PuCHPuPrPSCHPsPjCt 94 %.

P'C-PsC,CEP°PSCI'C,PsCEPjP°CtC-CII

PJPjPuPeP»C-PrPéPSC-CrPj

P”PsCI'P»C-PrPIPuPSPSCII C-n vitro PiPsPeP°P-P°P»P&, C%oPs CrPjPpPeP»C-PrPéPSC-CrPj
PiPsP»PsPIPSP&Pj C+PéPSPsPj PjPuC,P°P+PsP»C-P-CrC”C,CHhCI'CII CtP&C,PsC...CEPsPjPsPj P450
2D6 (CYP2D6) C- C” CI'CrP+CI'C,CHP°C,PsPj PrP»CII PiPuCHPuPSPsCI'PSPEPeP° P -
PiP»C-PePsPiCHPsC,PuC—PSCt (P-gp). PuPuCHPIPEPSPSC- PjPuC,P°P+PsP»C-C+PSC-
C€P»CIIC...Pé PrP»CII CrPjPuPeP»C-PrPéPSC-CrPjCr C” PsPeP&CI'PSP&PjPé
(PiC-PrCHPsPeCI'PéP»CRPIP°PSPSCI], Ph-PrPuP°P»PeC-P»CrPIP°PSPSCI]) P-
PiPsPrP°P»CHCEPsCh PePsPSEH™ CRPiP°C+C-C”Ch (PiP»ChRPeCrCHPsPSC-P-P°C+C-CII
C,PsC%oPs), C%oPs CI'PiCEP&C+P&PSCIIC” CC,PIPsCHPuPSPSCI] PSPéP-PePé
PjPuC,P°P+PsP»C-C,C-PI P°P+Ps P-C- P-PSP&PYPuPSPsCh C,P°CHPjP°PePsP»PsPiC-C{PSPsCh
P°PeC,PéPIPSC-CI'C,CR, P°P+Ps P- PSPuPICI"C,P°PSPsPIP»PuPSPsCh

C, P°CHPjP°PePsP»PsPiC-CPSPsCh P°PeC,PéPIPSC-CI'C,CR. PYP&CI'C,PuPjPSP&PNe PIPiP»P&PI
PjPuC,P°P+PsP»C-C,C-PI C” PSP&P-CHhPeP&P;.

P'C-P»P°PSC,PuCRhPsP»

P”PsCI'P»C-PrPYPuPSPSCII C-n vitro PiPsPeP°P-P°P»Pé&, C%oPs PIC-P»P°PSC,PuCHPsP»
PiPsP»PsPIPSPé&Pj C+PéPSPsPj PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII CtP&C,PsC...CHPsPjPsPj P 450
3Ph4 (CYP3A4) C- C” CI'CrP+CI'C,CEP°C,PsPj PrP»ClI PiPuCEPuPSPsCI'PSPéPeP° P-gp.
PhCI'PSPsSPIPSP&PjPé PjPuC,P°P+PsP»C-C+PSP&PjPé CEP»CLIC...P°PjPé PrP»ClI
PIC-P»P°PSC,PuCHPsP»Cr C” Ph-PrPuP°P»PeC-P»CrPIP°PSPSCII P- PiPsPrP°P»CHCEPEP)
CrC,PIPsCHPpuPSPSCIIPj CHCLIPrCr PjPuC,P°P+PsP»C-C,C-PI P-C- P-PSP°C+PSPs
P-PjPpPSCE€PuPSPsCh P°PeC,PEPIPSC-CI'C,Ch C%oPsPrPs P+PuC,P°,- C- P+PuC,P°,-
P°PrCEPpPSPsCHPuCtPuPiC,PsCHC-PI. PiP»P°P-PjPsPIP&PN: PjPuC,P°P+PsP»C-C+PSPEPNe
PiCHPsC, C-P»CH PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PIC-P»P°PSC,PuCHPsP»Cr PI CHP°PrC-PsC-P-PsC,PsPiPSPsPjCt PrPsCI'P»C-PrPYPuPSPSC- Cr
P»CRPrPéPSPé PIC-PrPiPsPIC-PrP°C” PIPECI'PsPePsPjCr PjPuC,P°P+PsP»C-P-PjCr
PiPuCHCEPsPiPs PiCHPsC...PsPrPIPuPSPSCII. PYPECI'C,PuPjPSP&PN: PIPiP»P&PI
PjPuC,P°P+PsP»C-C,C-PI C” PSP&éP-CHhPeP&P;.

P’PePIPuPrPuPSPSCII

P]PjPuPeP»C-PrPeéPSC-CrPj

P1P»P°P-PjPSPIP&PNe PeP»C-CEPuPSCI PiC-CI'P»CILI PIPSCtC,CHC-CEPSCHPsPIPLPSPSPSPiPs
PIPIPuPrPuPSPSCII CI'C,P°PSPSPIPEPI 151 P»C-C,CE/PiPsPrPéPSCE. PuC-CI'P»ClII
PIPSCIC,CHC-CEPSCHPsPIPRPSPSPsPiPs PIPIPuPrPuPSPSCII PiCRP&P+P»P&P-PSPs 58 %



PIPIPuPrPuPSPsC— PjC-C+PuPSPsC— PrPsP-Pé (P°P+Ps 73 % PIP&CLIPIP»PuPSPsC—
CHP°PrC-PsP°PeC,PEPIPSPsCI'C,C-) PIPEPIPsPrPéP»P&CI'CII P- PsCRHPiP°PSC-P-PjCr P-
C,PuPeP°P»C-CIIPjPé C+PuCHPuP: 192 PiPsPrPéPSPé PiC-CI'P»CI] PIPIPuPrPuPSPSCII PrPsP-Pé.
PtP- CI'PuC+PuCHh PIP&PIPsPrPéC,CHCI'CII 22 % PIPIPuPrPuPSPsC— PjC-C+PpPSPsC— PrPsP-Pé
C+PuCHPuP: 168 PiPsPrPéPS (27 % PIPéCIIPIP»PuPSPsC— CHP°PrC-PsP°PeC,PéPIPSPsCI'C,C-).
P’P&PIPuPrPuPSPSCII CHPuC+PsPIPEPSPé, PiPsPIBF ™ CIIP-P°PSPsC— P: P»C-PeP°CHCI CHhPePéEPj
P-P°CI'PsP+PsPj, P- C, PuPeP°P»C-CIIPjPé PiC-CI'P»CLI PIPSCFC,CHC-CEPSCHPsPIPuPSPSPsPiPs
PIPIPuPrPpPSPSCII CI'PIC-PrC+PéC,CH PiCRHPs CI'PuPeCHPuCtC-Ch Crf PYPsPICt. P] CHP°P-C-
PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI]I Ct P-PrPsCHPsPIP&C...
C$PsP»PsPIC-PeC-PI-PrPsP+CHPsPIPsP»CHCtC-PI P-P°PiP°P»CHPSP®
CHP°PrC-PsP°PeC,PéPIPSC-CI'C,CH PIP&PIPsPrPéP»P°CI'CII P- PsCHPiP°PSC-P-PjCr
PiPpCHPuPIP°PYPSPs P- C,PuPeP°P»C-CIIPjPé (92 % PIPIPuPrPuPSPsC— PjC-C+PpPSPsC—
PrPsP-Pé P°P+Ps 99 % PIP&CLIPIP»PuPSPsC— CRP°PrC-PsP°PeC,PéPIPSPsCI'C,C-) C+tPuCHPuP:
168 PiPsPrP&PS PiC-CI'P»CII PiCEP&PN:PsPjCr PrPsP-Pé. PmPuPSCEPn 1 %
PiPuCHPsCHP°P»CIHPSPs PIPIPuPrPuPSPsC— PrPsP-Pé (1 % PIP&CLIPIP»PpPSPsC—
CHP°PrC-PsP°PeC,PéPIPSPsCI'C,C-) PIPEPIPsPrPéP»PsCI'CII P- PsCRPiP°PSC-P-PjCt C-P-
CI'PuC+PuCHh, C%oPs CI'PIC-PrC+PéC,CH PiCHPs PSPuP-PSP°C+PSCr P°P+CI'PsCREP+CtC-Ch
PiC-CI'P»CI] PiPpCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCI]. PyPpCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII CfPjPuPeP»C-PrPéPSC-CrPjCr PiC-CI'P»CII PIPIPpPrPuPSPSCII
Cr PIP&PiP»CIIPrC- C-PSPiP°P»CIICtC-C— PiCHPsC,CIIPiPsPj 10 PrPSC-PI CI'C,P°PSPsPIP&PI Cr
CI'PuCEPpPrPSCH-PsPjCr 19 PiPsPrPéPS Cr P-PrPsCHPsPIPEC... PrPsP+CEPsPIPsP»CHCTC-PI,
PiCEP&C+PsPjCr 38“4 % PIPEPIPsPrPéP»PsCI'CII P- PsCHPiP°PSC-P-PjCr Cr
PSPuP-PjC-PSPuPSPsPjCr PIP&PiP»CIIPrC- C-P- CI'PuC+PuCh Cr CHC-PIPSPsPIP°PIPSPsPjCr
CI'C,P°PSC-.

P’C-P»P°PSC,PuCRhPsP»

P1iP»P°P-PjPsPIPEPNe PeP»C-CRPuPSCI" PIC-P»P°PSC,PuCHPsP»Cr PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPpPrPuPSPSCII CI'C,P°PSPsPIP&PI

108 P»C-C,CHC-PI/PiPsPrPéPSCY. PiC-CI'P»CI] PiPuCHPsCEP°P»CHPSPsPiPs
PIPIPpPrPuPSPSCII PjC-C+PpPSPsPiPs PIC-P»P°PSC,PuCHPsP»Cr P+CrP»Ps PIP&CLIPIP»PuPSPs
70 % PjC-C$PuPSPsC— PrPsP-Pé Cr CI'PuC+C- C- 30 % 8R” Cr C,PuPeP°P»C-CIIC....
PiiPuCHPIPEPSPSPEP] PIPEPIPuPrPuPSPSCIIPj PIC-P»P°PSC,PuCHPsP»Cr C”
PjPuC,P°P+PsP»C-P-Pj C-P- PSP°CI'C,CrPiPSPéPj PIP&éPrC-P»PuPSPSCIIPj
PjPuC,P°P+PsP»C-C,C-PI C-P- CI'PuC+PuCh C- C,PuPeP°P»C-CIIPjPé. PuPuCHC-PsPr
PSP°PiC-PIPIPéPIPuPrPuPSPSCII PIC-P»P°PSC,PuCHPsP»Cr PiC-CI'P»CII
PIPIPuPrPpPSPSCII Cr PIPéPiP»CIIPrC- C-PSPiP°P»CIICtC-C— PiCHPsC,CLIPiPsPj 10
PrPSC-PI CI'C,P°PSPsPIP&PI Cr CI'PuCHPpPrPSCHPsPjCt 11 PiPsPrPéPS.

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

PyP°CtC-C”"PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC?2 (> 65 CFPsPeC-PI).
PuP°CHPjP°PePsPeC-PSPuC,PECEPSPEPNe P°PSP°P»C-P- PiPsPiCrP»CLICtC-C— PiPsPeP°P-P°PI,
C%oPs C, P°CHPjP°PePsPeC-PSPuC,PéPeP° CrPjPuPeP»C-PrPéPSC-CrPjCr C-
PIC-P»P°PSC,PuCHPsP»Ct P+CrP»P° CI'C...PsP{P° Cr PiP°CtC-C”PSC,C-PI P- P PhP—P>
PIC-PePsPj PIC-Pr 65 CHPsPeC-PI C- PiP°CtC-C”"PSC,C-PI PIC-PePsPj PrPs 65 CHPsPeC-PI.

PuPsCFC2CEPuPSPSCII C,CéPSPeCtC-C— PSPéCEPsPe. P] PiP°CtC-C”PSC,C-PI P-
C,CLIPPePsCh PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPp P+CrP»Ps
PIP&CILIPIP»PpuPSPs PIPsPrPSPEC... PsP-PSP°Pe P-P+C-P»CHCEPPSPSCII
CI'PECI'C,PpPjPSPsPiPs PIPiP»P&PICT CfPjPuPeP»C-PrPéPSC-CrPjCr P°P+Ps



PIC-P»P°PSC,PuCHPsP»Ct (C,,., C- AUC) PiC-CI'P»CI] PIPIPuPrPuPSPSCI]
CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr, PrPu PrPsP-P°
CrPjPuPeP»C-PrPéPSC-CrPjCr PiPuCHPuPIPEC%oCrPIP°P»P° ChPuPePsPjPuPSPrPsPIP°PSCY
PrPsP-Cr Cr PrPIP° CRP°P-Pé, P° PrPsP-P° PIC-P»P°PSC,PuCHPsP»Crt PIC-PrPiPsPIC-PrP°P»P°
CHPpPePsPjPuPSPrPsPIP°PSC-PNe PrPsP-C-. P—PIBE ™ CLIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé P-P°P»P&CEP°P»PsCI'CII PSPuP-PjC-PSPSPé&Pj PiPsCHC-PIPSCIIPSPs P-C-
P-PrPsCHPsPIPéPjPé PrPsP+CHPsPIPsP»CHCTCLIPjPé.

PuPsCECéCEPuPSPSCII C,CéPSPeCtC-C— PiPuC+C-PSPePé. P] PiP°CtC-C”PSC,C-PI P
PiPsPjC-CHPSP&PjPé PiPsCHCIrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPpC+C-PSPePé (PeP»P°CI' B
P-P° PeP»P°CI'P&C, C-PeP°CtC-C”Ch P§P°PNeP»PrP° B Pusf™ CR) PSPn
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PYPsPrPSP&C... PsP-PSP°Pe P-P+C-P»CHCEPuPSPSCII
CI'P&CI'C,PpuPjPSPsPiPs PIPiP»PéPICY CfPjPuPeP»C-PrPéPSC-CrPjCr P°P+Ps
PIC-P»P°PSC,PuCHPsP»Cr (C,,, C- AUC) PiC-CI'P»CII PIPIPuPrPuPSPSCII
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr, PrPu PrPsP-P°
CrPjPpPeP»C-PrPéPSC-CrPjCr PiPuCHPuPIPEC%oCIPIP°P»P° CHPuPePsPjPuPSPrPsPIP°PSCY
PrPsP-Cr Cr PrPIP° CHP°P-Pé, P° PrPsP-P° PIC-P»P°PSC,PuCHPsP»Cr PIC-PrPiPsPIC-PrP°P»P°
CHPpPePsPjPpPSPrPsPIP°PSC-PNe PrPsP-C-. P—PIsF ™ CIIP-CIPIP°PSPSCI]I P- P+C-P»PeP°PjPé
PiP»P°P-PjPé P-P°P»P&CEP°P»PsCI'CLI PSPuP-PjC-PSPSPé&Pj PiPsCHC-PIPSCLIPSPs P-C-
P-PrPsCHPsPIP&PjPé PrPsP+CHPsPIPsP»CHCtCLIPjPé. P—P°CI'C,PsCI'CrPIP°PSPSCII
CfPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr PSPu PsCtC-PSCRPIP°P»Pé Cr
PiP°CtC-C”PSC,C-PI P- C,CIIPPePsCh PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

PtPSC€C- PsCI'PsP+P»PéPIC- PiCECéPiPé B

PxP°CEPjP°PePsPeC-PSPuC,PECHPSPEPNe P°PSP°P»C-P- PiPsPiCrP»CLICtC-C— PiPsPeP°P-P°P],
C%oPs PSPy PiPsC,CHC-P+PSPs PIPsPrPSPsPiPs PePsCHP&éPiCIPIP°PSPSCII PrPsP-Pé
CrPjPpPeP»C-PrPéPSC-CrPjCr P°P+Ps PIC-P»P°PSC,PuCEPsP»Cr P-P°P»PuPYPSPs PIC-Pr
PIC-PeCr, CEP°CI'Pé, CI'C,P°C,C-, PIPéPePsCHPECI'C,P°PSPSCII C-PSPiP°P»CIICtC-PN:PSPéEC...
PePsCEC,PéPePsCI'C,PuCHPsC—PrC-PI P°P+Ps PjP°CI'Pé C,C-P»P° PiP°CtC-C”PSC,P°.
P”PsCI'P»C-PrPIPuPSPSCI], PiCEPsPIPuPrPuPSPu Cr PiPsPIC-P»CHbPSPEC...
PjPuC,P°P+PsP»C-P-P°C,PsCHC-PI CYP2D6, PSPu PIPECIIPIPEP»Ps PIPsPrPSP&C... PsP-PSP°Pe
PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsPiPs PuC,PuPeC,Cr PiPpuPSPuC,PeC+PSPsPiPs
PiPsP»C-PjPsCHC, C-P-PjCt CYP2D6 C%oPsPrPs CI'PéCI'C,PuPjPSPsPiPs PIPiP»P&PICY
CrPjPpPeP»C-PrPéPSC-CrPjCr. B

PbP»C-PSC-CPSC- C...P°CHP°PeC,PpuCEP&éCI'C,PéPePé

PuPsPeP°P-P°PSPSCII. P"P»CI] PiC-PrC,CHPéPjCFfCRCHPsC—
P+CHPsPSC...PsP»C-C,PéC+PSPsC— C,PuCRP°PiC-C— P- PjPuC,PsCh PiPsP»PpuPiCEPuPSPSCII
CI'PéPjPiC,PsPjC-PI Cr PrPsCHPsCI'P»PéC... PiP°C+C-C”PSC,C-PI P- C...CHPsPSC-C$PSPé&Pj
PsP+CI'C,CRHCIPeC,PEPIPSP&Pj P-P°C...PIPsCECRPIP°PSPSCIIPj P»PuPiPuPSCH (PTPhP—P>).

PyuCEPsC,PéPiPsPeP°P-P°PSPSCII. PiiC-PrPIPEC%oPpPSP° C+CrC,P»PéPIC-CI'C,CH PrPs
P°PeC,PéPIPSPeC... ChPuC3PsPIPéPS P°P+Ps PrPs P+CrPrCH-CLIPePsC— P-
PrPsPiPsPjC-PYPSPeC... ChPuC+PsPIPEPS.



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-PNe

PmP»C-PSC-C+PSPs P-PSP°C+CrC%o0C- PIP-P°C”PjPsPrC-C— P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPePEPjPé P-P°CI'PsP+P°PjPé, CIIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH
PsPrPSPsC+P°CI'PSPs, PIPIP°PYP°CRC,CHCI'CII PjP°P»PsPNePjPsPIC-CHPSP&P;Pé P-
PsPiP»CIIPrCr PSP° PSP&P-CHPeC- PePsPSCtPpPSC,CHP°C+C-C—
CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr PI PiP»P°P-PjC- PeCHPsPIC-
PiC-CI'P»CII C-PSPiP°P»CIICtC-PNePSPsC— PrPsP-Pé.

P’PuC,P°-P°PrCHPuPSPsP+P»PsPeP°C,PsCEHPé

P>C-PeP°CRCI'CHhPeC- P-P°CI'PsP+Pé, C%oPs PjC-CI'C,CLIC,CH P+PuC,P°-
P°PrCHPuPSPsP+P»PsPeP°C,PsCHP&, PjPsPICrC,CH PiPsCI'P»P°P+P&C,Pé P°P+Ps
P°PSC,P°PiPsPSC-P-CrPIP°C,Pé PuC, PuPeC, P+PuC,P°,-P°PrCHPuPSPuCHPiC-C+PSPEC...
P°PiPsPSC-CI'C,C-PI, C,P°PePé&C... CIIPe PIC-P»P°PSC,PuCHPsP». PYP»C-Pr CrPSPéPeP°C,Pé
PsPrPSPsC$P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CIIPe PSPuCI'PuP»PuPeC,PEPIPSPEC...,
C,P°Pe C- CI'PuP»PuPeC,PEPIPSP&C... P+PuC,P°-P°PrCHPuPSPsP+P»PsPeP°C,PsCHC-PI,
CIIPeC%oPs C,C-P»CHPePé PSPuPjP°C” PIP°PiPsPjPéC... PiCHPéC+PéPS PrP»CII C—C...
P-P°CI'C,PsCI'CrPIP°PSPSCII.

P’P-P°C”PjPsPrC-C— PSP° PsCI'PSPsPIC- PjPuC,P°P+PsP»C-P-PjCé C-
C,CEP°PSCI PiPsCFC,CéPIP°PSPSCII

P’C-P»P°PSC,PuCHPsP» C” CI'CfP+CI'C,CHP°C,PsPj CtP&éC,PsC...CEPsPjCr P450 3A4 (CYP3A4).
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»CHPSPsPrC-CRCP&EC...
C-PSPiC-P+C-C,PsCHC-PI CYP3A4 (C,P°PePé&C... CIIPe PePuC,PsPePsPSP°P-PsP»,
PeP»P°CHPEC,CRPsPjC-CtPéPS, C-C,CHP°PePsPSP°P-PsP», CHP&C,PsPSP°PIC-CE,
C,PuP»C-C,CHPsPjC-CtP&PS) PjPsPPu PiCHP&PiPSC-C+CrPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj C-
P-P+C-P»CHCECIPIP°C,Pé CI'PECI'C,PuPjPSPEPN: PIPiP»P&PI PIC-P»P°PSC,PuCEPsP»Cr.
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII P- PePuC,PsPePsPSP°P-PsP»PsPj (400 PjPi) Cr
P-PrPsCRPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI P-P+C-P»CHCECIPIP°P»Ps CI'PuCHPuPrPSC-
PiPsPeP°P-PSP&PePé AUC gz C- C,x PIC-P»P°PSC,PuCHPsP»Ct PSP° 65 % C- 22 %
PIC-PrPiPsPIC-PrPSPs. PiPsCI'PéP»PpuPSPSCII PrC-C— PIC-P»P°PSC,PuCHPsP»Cr PSPu
P°CI'PsCtC-CRPIP°P»PsCI'CLI P-C- P-P+C-P»CHCEPuPSPSCILIPj CI'PéCI'C,PuPjPSPéC...
PIPiP»P&PIC-PI, PiPsPIEF™ CIIP-P°PSPEC... C-P- P+PuC,P°-
P°PrCHPpPSPsP+P»PsPeP°C,PsCHP°PjPé, PSPu PIPiP»PéPIP°P»Ps PSP° CP°CI'C,PsC,Cr
CI'PuCECtPuPIPEC... CI'PePsCEPsCPuPSCH, CHC-PIPuPSCH PeP°P»C-Ch Cr PeCHPsPIC-
P°P+Ps C-PSC,PuCHPIP°P» QT (CI'PePsCEP&PiPsPIP°PSPéPNe P-P° C,PsCHPjCIP»PsCh
PxCHPpPrPuCHC-PeP®). PYP»C-Pr P+CrC,Pé PsP+PuCHPuPYPSPEPj PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC-
CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCEPsP»Cr P- PePuC,PsPePsPSP°P-PsP»PsPj C,P°
C-PSC£Pé&PjPé PIC-PrPsPjPéPjPé CI'PéP»CHPSPsPrC-CRC$PéPjPé C-PSPiC-P+C-C,PsCHP°PjPé
CYP3A4, PsCI'PeC-P»CIHPePé C” PiPsC,PuPSCtC-P°P» PrP»CII P-P+C-P»CHCEPuPSPSCI]
CI'PéCI'C,PpuPjPSPsPiPs PIPiP»P&éPICT PIC-P»P°PSC,PpuCHPsP»Cr, C%oPs PjPsPIPu
PiC-PrPIP&C%oPéC,Pé CHPEP-PéPe CHPsP-PIPEC,PeCt PSPuP+P°PYP°PSP&C... CRPuP°PeCtC-PNe.
P’PuCHP°PiP°PjC-P», PiPsPjC-CHPSP&éPN. C-PSPiC-P+C-C,PsCH CYP3A4, C-CI'C,PsC,PSPs PSPu
PIPiP»P&PIP°C” PSP° C,P°CRPjP°PePsPeC-PSPuC,PéPeCr PIC-P»P°PSC,PuCHPsP»Cr.

PJPjPuPeP»C-PrPéPSC-CIPj C” CI'CfP+CI'C,CEP°C,PsPj CtP&C,PsC...CEPsPiCF P450 2D6
(CYP2D6). PP°CEPjP°PePsPeC-PSPC,P&PeCT CPjPuPeP»C-PrPéPSC-CrPiCT Cf
CRC-PIPSPsPIP°PIPSPsPjCt CI'C,P°PSC- PsC1C-PSCRPIP°P»Pé Ct P-PrPsCEPsPIP&C. ..



PrPsP+CHPsPIPsP»CHCtC-PI, CIIPeC- PjP°CRC,CH PrPuC,C-CtPéC, CYP2D6
(PiPsPIC-P»CHPSC- PjPuC,P°P+PsP»C-P-P°C,PsCHPé). PkPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
PYIPsPrPSPsPiPs PIPiP»P&PICT PSP° AUC P°P+Ps C,,. CrPjPuPeP»C-PrPéPSC-CrPjCr PiCHPé
PrPsP-C-, C%oPs PiPuCHPuPIPEC%0CrC” PSPsCHPjCr Ct 8 CRP°P-C-PI. PuCRP&P+P»P&P-PSPs 1,3-
PeCHP°C,PSPu P-P+C-P»CHCEPuPSPSCII AUC CfPjPuPeP»C-PrPéPSC-CrPjCr
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCEP& PrPsP-C-, C%oPs PiPpuCHPuPIPEC%0CrC” PSPsCHPjCr
Cr 16 CRHP°P-C-PI, P+PuP: PIPiP»P&PICt PSP° C,,., CrPjPuPeP»C-PrPéPSC-CrPjCr. P—
PsPiP»CIIPrCr PSP° PIPuP»P&éC+P&PSCt CtPéC... P-PjC-PS PSPy PsC+C-PeCrC”C,CHCI'CI]
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oP&C... P»C-PeP°CHCI'CHPeP&C... PIP-P°C”PjPsPrC-PNe PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt PIPIPuPrPuPSPSC-
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCRHPsP»Cr P- C-PSPiC-P+C-C,PsCRHP°PjPé CYP2D6
P°P+Ps PiCHPé PIPIPuPrPuPSPSC- PiP°CtC-C”PSC,P°Pj P- PiPuPSPuC,PéC+PSPs

PrPuC, C-CtPéC,PSPsCh P°PeC,PéPIPSC-CI'C,CR CYP2D6 (PiPsPIC-P»CHPSC-
PjPuC,P°P+PsP»C-P-P°C,PsCEHPé).

PiPe CrPjPuPeP»C-PrPéPSC-CrPj, C,P°Pe C- PIC-P»P°PSC,PuCEPsP» C”
CI'CrP+CI'C,CHP°C,P°PjPé PiPuCEPuPSPsCI'PSPéPeP® P -PiP»C-PePsPiCHPsC,PuC—PSCT (P-gp).
P’PiP»P&PI PiPsPjC-CRHPSPsPiPs P-gp C-PSPiC-P+C-C,PsCHCr PIPuCHP°PiP°PjC-P»Cr (240 PjPi
PsPrPéPS CHP°P- PSP°® PrPsP+Cr) PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
CfPjPuPeP»C-PrPéPSC-CIPjCr C- PIC-P»P°PSC,PuCEPsP»Cr Ct CHC-PIPSPsPIP°PYPSPsPjCr
CI'C,P°PSC- PsCtC-PSCRPIP°P»Pé Cr P-PrPsCRHPsPIPEC... PrPsP+CHPsPIPsP»CHCtC-PI. PkPu
P+CrP»Ps PIC-PrPjC-C+PpPSPs P+CrPrCH-CIIPePsPiPs PIPiP»P&PICT PIPuCHP°PiP°PjC-P»Cr
PSP° C,,. CrPjPuPeP»C-PrPéPSC-CrPjCr P°P+Ps PIC-P»P°PSC,PuCHPsP»Cr.
PYPiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiCEP&P+P»P&P-PSPs 1,4-PeCHP°C,PSPu
P-P+C-P»CHCEPpPSPSCII AUC CrPjPuPeP»C-PrPéPSC-CrPjCr P-P° PIC-PrCI'CtC,PSPsCI'C,C-
PIPiP»Pé&PICT PSP° AUC PIC-P»P°PSC,PuCHPsP»Cr. P— PsPiP»CILIPrCr PSP° PIPuP»P&éC+PEPSCr
CtPé&C... P-PjC-PS PSPy PsC+C-PeCrC”C,CHCI'CI] PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéEC...
P»C-PeP°CRCI'CHPeP&C... PIP-P°C”PjPsPrC-PNe PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
PIPIPuPrPuPSPSC- CfPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCRPsP»Cr P
C-PSPiC-P+C-C,PsCRP°PjPé P-gp.

PtPSCEC- P°PSC,PéPjC3CI PeP°CEPEPSPsPIC- P-P°CI PsP+Pé C- CI'PéPjPiP°C,PsPjC-PjPuC,PéPePé

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Ct P- C-PSCEP&PjPé
PjCfCI'PeP°CRP&PSPsPIPEPjPé P°PSC,P°PiPsPSC-CI'C,P°PjPé C,CHPEPIP°P»PsC— PrC-C—,
P+PuC,P°,-P°PrCRHPpPSPuCHPiC-C+PSPéPjPé P°PiPsPSC-CI'C,P°PjPé C,CHPéPIP°P»PsC— PrC-C—
P°P+Ps P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé, C%oPs PjC-CI'C,CIIC,CH P+CrPrChH-
CIIPePEPNe P- CtPEC... P-P°CI'PsP+C-PI, PSPp PrPsCI'P»C-PrPYCrPIP°P»Pé. P{P°PePu
P-P°CI'C,PsCI'CrPIP°PSPSCII PSPy CHPuPePsPjPuPSPrCrC”C,CHCI'CII, PsCI'PeC-P»CHPePé CtPu
PjPsPYPp PiPsCI'PéP»PéC,Pé PIC-PrPsPjC- PiPsP+C-C$PSC- CHPuP°PeCtC-C—
C-PSPiP°P»CLICtC-PNePSP&C... PjCrCI' PeP°CHPEPSPSPIP&C... P°PSC,P°PiPsPSC-CI'C,C-PI P°P+Ps
P+PpC,P°,-P°PrCHPuPSPuCHPiC-C+PSPéEC... P°PiPsPSC-CI'C,C-PI (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB» C,P°
B«PuuPpCHPpPrPsP-CrPIP°PSPSCIIB»).

P“C-PiPsPeP°P»C-C”PjC-CII

PYCrPiCrC,PSC” PiC-PiPsPeP°P»C-C”PjC-C+PSPn P»C-PeCrPIP°PSPSCII C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiPsC...C-PrPSP&C... PjPuC,PéP»PeCI'P°PSC,PéPSCY,
CI'C,PuCEPsC—PrC-PI P°P+Ps PSPuPeP°P»C-PNeP-P+PuCHC-PiP°CRC1P&C...
PrC-CrCHPuC,PéPeC-PI PjPsPYPu PiPsCI'PéP»CRPIP°C,Pé PiPsC,PpPSCt+C-PN:PSP&PNe



PiC-PiPsPeP°P»C-C”PjC-CPSP&PNe PuC, PpuPeC, P+PuC,P°,-P°PrCHPuPSPuCHPiC-C+PSPEC...
P°PiPsPSC-CI'C,C-PI, C,PsPjCr CfPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP» CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

PtPSCEC- P»C-PeP°CECI CEhPeC- P-P°CI PsP+Pé PrP»CLI P»C-PeCéPIP°PSPSCII PI PhP—P>

PI'PsC+P° PYPsPrPSPEC... C,CHEP°PrPéCtC-PNePSP&C... PrPsCI'P»C-PrPIPuPSCH
PIP-P°C”PjPsPrC-C— P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI in vivo PSPp P+CrP»Ps
PiCBPsPIPuPrPuPSPs, C-PSPiP°P»CLICTC-PN-PSP&PNe P-P°CI'C-P+
CfPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP» P-P°CI'C,PsCI'PsPICrPIP°P»Pé
PsPrPSPsC+P°CI'PSPs P- C-PSCEP&PjPé P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé
PiCHPsC,Pé PI' PhP—P>, PIPeP»CRC+P°CRC+tPé CI'P&PjPiP°C,PsPjC-PjPuC,PéC+PSC-
P+CHPsPSC...PsP»C-C,PePePé PePsCHPsC,PePsC— PrC-C— C,P° C-PSPiP°P»CIICtC-PN.PSC-
PePsCRC,P&PePsCI'C, PuCEPSC—PrPé, P+PpuP: PeP»C-PSC-CHPSPEC. .. PICEPsCLIPIC-PI
P»C-PeP°CRCI'CHPePsC— PIP-P°C”PjPsPrC-C—.

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

PJPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP» PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiP°CtC-C”PSC,P°Pj P- P°CI'C,PjPsCh, PsCI'PeC-P»CHPePé CtPuPNe
P»C-PeP°CHCI'CHPeP&PN: P-P°CI"C-P+ PSP PrPsCI'P»C-PrPYCrPIP°PICI'CII PrP»CII CtC-C"C—
PiCRCrPiPé PiP°CtC-C”PSC,C-PI.

PyP°CEP°PrPsPeCI'P°P»CHPSPEPN. P+CEPsPSC...PsCI'PiP°P-Pj

PIPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPEC... PIPEPrC-PI
C-PSPiP°P»CIICtC-PNePSPsC— C,PuCHP°PiC-C—, P-P°CI'C,PsCI'CrPIP°PSPSCI]
CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCEPsP»Cr PjPsPIPu PiCHPEP-PIPuCI'C,Pé PrPs
PiP°CHP°PrPsPeCI'P°P»CHhPSPsPiPs P+CHPsPSC...PsCI'PiP°P-PjCr, CIIPeP&PN: PjPsPPu
P+CrC,Pé PSPuP+PuP-PiPuCPSPEPj PrP»ClI PYP&C,C,CIL. PyPuCHP°PiC-Ch
CrPjPuPeP»C-PrPéPSC-CrPjPsPj/PIC-P»P°PSC,PuCEPsP»PsPj CI'P»C-Pr PSPuPiP°PN:PSPs
PiCRP&PiPEPSP&C,Pé Cr CRHP°P-C- CRPsP-PIP&C,PeCt PiP°CHP°PrPsPeCI'P°P»CHPSPsPiPs
P+CRPsPSC...PsCI'PiP°P-PjCr C,P° CRPsP-PiPsC+P°C,Pé P°P»CHC,PuCHPSP°C,PEPIPSCr
C,PuCHP°PiC-CR, CLIPeC%oPs CtPu PiPsC,CHC-P+PSPs.

PkPy PrP»CII PIPéPePsCFPECI'C,P°PSPSCII PiC-Pr C+P°CI’ PiPsCI'C,CEPsPiPs CI'C,P°PSC3

PJPjPuPeP»C-PrP&éPSC-CrPj/PIC-P»P°PSC,PuCHPsP» PSPy PiPsPeP°P-P°PSP&PNe PrP»ClI
P»C-PeCrPIP°PSPSCII PiPsCI'C,CHPEC. .. PuPiC-P-PsPrC-PI P+CEHPsPSC...PsCI PiP°P-PiCF.

PuPsPiC-CHCE€PuPSPSCII PiPuCHPuP+C-PiCé P-P°C...PIPsCECRPIP°PSPSCII

P1uC-PrPIP8C%oPpPSPSCII C+P°CI'C,PsC,Pé PIPéPePsCHP&CI'C,P°PSPSCII
PePsCEHPsC,PePsPrC-CRCPEC... P+CHPsPSC...PsP»C-C,Pé&PeC-PI PrP»CII
PiPsP»PuPiCEPpPSPSCII CI'PéPjPiC,PsPjC-PI PIPeP°P-CrC” PSP° PiPsPiC-CHCEPpuPSPSCII
PePsPSC,CEPsP»Ch P-P°C...PIPsCECRPIP°PSPSCII. P] CHP°P-C- PiPsPiC-CHCEPuPSPSCII
PiPpCHPuP+C-PiCr PI PhP—P> PSP° C,P»C- P»C-PeCrPIP°PSPSCII
CrPjPuPeP»C-PrPéPSC-CrPjPsPj/PIC-P»P°PSC,PuCHPsP»PsPj PSPuPsP+C...C-PrPSPs



PiPsPIC,PsCHPSPs PsCtC-PSP&C,Pé CI'C,P°PS PiP°CtC-C”PSC,P° C- C,P°PeC,P&éPeCr
P»C-PeCrPIP°PSPSCI].

P’PiP»PéPI PSP° CI' PuCEHCtPuPIPs-CI'CéPrPéPSPSCé CI'PéCI C,PuPjCé

P’PiP»P&PI PSP° CI'PuCRCtPuPIPs-CI'CrPrPéPSPSCr CI'PECI'C,PuPjCt, C,P°PeP&PNe CLIPe
PiPsCRHCrCEPpPSPSCII CI'PuCHCtPuPIPsPiPs CHPEC,PjCr, PSP°PiCHPéPeP»P°Pr
PjP&PiPsC,P»P&PIP° P°CRHP&C,PjC-CII C,P° C,P°C...C-PeP°CRPrC-CI], PjPsPIP»P&PIP&EPNe
PiC-CI'P»CII PIPIPpuPrPuPSPSCII P°PSC,P°PiPsPSC-CI'C,C-PI PjCrCI'PeP°CRP&PSPsPIPEC...
CHPuCtPuPiC,PsCRC-PI C- CI'P&PjPiP°C,PsPjC-PjPuC,PéPeC-PI, PIPeP»CRC$P°CRCtPé
CfPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP». PiP°CtC-C”PSC,Pé P- PeP»C-PSC-C$PSPs
P-PSP°C$CrC%oPéPj PSPuPePsPSC,CHPsP»CHPsPIP°PSP&Pj CI'PuCHCTPuPIPs-CI'CrPrPéPSPSPEP;
P-P°C...PIPsCHCRPIP°PSPSCIJIPj P+CrP»Pé PIPéPeP»CRCPuPSC- P- PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPPuPSCH. PyPsPjCt CrPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP»
CI'P»C-Pr PiCEP&P-PSP°C+P°C,Pé P- PsP+PuCEPuPYPSC-CI'C,Ch PiP°Ct+C-C”PSC,P°Pj P
C,CIIPYPePéPj CI'PuCHCtPuPIPs-CI'CrPrPéPSPSP&Pj P-P°C...PIPsCECRPIP°PSPSCIIP;.

PhPSC,PéPjC4CT PeP°CEPEPSPsPIP® P°PeC,PéPIPSC-CI'C,CH

P— PsPiP»CIIPrCt PSP° P°PSC,PéPjCrCI'PeP°CHPEPSPsPICT P°PeC,P&PIPSC-CI'C,CH
CrPjPpPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP» CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé P:
PsP+PuCHPuPIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj C-P- P-P°C,CHPéPjPePsCh CI'PuCiC- P°P+Ps
P-P°PeCHPEC,PsPeCrC,PsPIPsCh PiP»P°CrPePsPjPsCh.

P“C-PiPsPeP°P»C-C”PjC-CII

P‘PuC,P°,-P°PrCHPuPSPuCHPIC-C+PSC- P°PiPsPSC-CI'C,Pé PjPsPYCrC,CH
CI'PiCHP&CHPEPSCLIC,Pé P-PSP°C+PSCr PiC-PiPsPeP°P»C-C”PjC-Ch Cr PrPuCIIPeP&C...
PiP°CtC-C”PSC,C-PI, C%oPs PjPsPPu PsP+CrPjPsPIPEC,Pé CRPsP-PIPEC,PsPe
PiPsP+C-C#PSPéC... CEPuP°PeCtC-PNe P- P+PsPeCr CI'PuCECtPuPIPs-CI'CrPrPéPSPSPsC—
CI'PECI'C,PpPjPé. P—PjPuPSCEPuPSPSCII PeP°P»C-Ch PI CI'PECEPsPIP°C,CtC- PeCHPsPIC-,
CIIPe PICHP°PIPEP»Ps, C” C,CHP°PSP-P&C,PsCEPSP&P;.

P-PsPrPSPéC... PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéC... PuC,PuPeC,C-PI
PiC-PiPsPeP°P»C-C”PjC-C— PSPy CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] Cr
PeP»C-PSC-C#PSPé&C... PrPsCI'P»C-PrPYPuPSPSCIIC... C-P-
P-P°CI'C,PsCI'CFPIP°PSPSCIIPj CrPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr
Cr CHPpPePsPjPuPSPrPsPIP°PSC-PN. C,PpCHP°PiPpPIC,PEC+PSC-PNe PrPsP-C-. PYP»C-Pr
PiCHPsCIIPIP»CIIC,Pé PsP+PuCHPuPYIPSC-CI'C,CH, PePsP»Pé
CrPjPpPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCHPsP» P-P°CI'C,PsCI'PsPICFfCRC,CH> P
C-PSC£PEPjPé P»C-PeP°CRCI'CHPePEPjPé P-P°CI'PsP+P°PjPé, CIIPeC- C,P°PePsPq
PjPsPYCrC,CH CI'PiCHPECIIC,Pé CRPsP-PIP&C,PeCr PiC-PiPsPeP°P»C-C”PjC-C— (PrPePI.
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI' CHPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

P“C-PiPuCEPiP»C-PePuPjC-CII
P‘PuC,P°,-P°PrCEPpPSPRCEPIC-C+PSC- P°PiPsPSC-CI'C,Pé PjPsPYCIC,CHb

CI'PiCEP&CPEPSCLIC,Pé C,CHP°PSP-P&C,PsCRPSCY PiC-PiPuCEPiP»C-PePuPiC-Ch Cf
PrPuCIIPePEC... PiP°CtC-C”PSC,C-PL



P-PsPrPSPéEC... PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéEC... PIPiP»P&PIC-PI PSP° CRC-PIPuPSCH
PiP»CRPePsP-Pé PI PiP»P°P-PjC- PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cf
PeP»C-PSC-C$PSPé&C... PrPsCI'P»C-PrPYPuPSPSCIIC... C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr Ct CHPuPePsPjPuPSPrPsPIP°PSC-PNe
C,PuCHP°PiPuPIC,PéC+PSC-PNe PrPsP-C-. PiuC-CI'P»CII PiPsC$P°C,PeCrt P»C-PeCrPIP°PSPSCII
CrPjPuPeP»C-PrPéPSC-CrPjPsPj/PIC-P»P°PSC,PuCHPsP»PsPj PSPuPsP+C...C-PrPSPs
P+C-P»CHC€ CHPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé CRC-PIPuPSCH
PiP»CRPePsP-Pé PI PiP»P°P-PjC- PeCEPsPIC- Cr C...PIPsCEP&C... PSP° CtCrPeCHPsPIPEPNe
PrC-P°P+PuC,.

PYC2PiC2C,PSC- P-P°C...PIPsCECRPIP°PSPSCII

PJPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCRHPsP» CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé P:
PsP+PuCHPuPIPSC-CI'C,CR PiP°C+C-C”PSC,P°Pj C-P- CI'CfPrPsPjPSP&PjPé CHPsP-P»P°PrP°PjPé
P°P+Ps P- C,P6CEPuPsC,PsPeCI'PéPePsP-PsPj, P° C,P°PePsP{ PiP°CtC-C”PSC,P°Pj, CLIPeC-
PSPuP-PIPEC$PSPs CEPuP°PiCfCRC,CH PSP°® P+PuC,P°,-P°PrCHPuPSPuCHPiC-C+PSC-
P°PiPsPSC-CI'C,Pé.

P”PsPiPsPjC-PIPSC- CFPuC#PsPIP6PSPé

P!PpPNe P»C-PeP°CRHCI'CHPeP&éPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> P»P°PeC,PsP-C¥.
PiP°CtC-C”PSC,P°Pj C-P- CHC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIPéPjPé C,PsCHPjP°PjPé
PSPuPiPpCEPpPSPsCI'P&éPjPsCI'C,C- PiP°P»P°PeC,PsP-Pé, PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
P»P°PeC,P°P-Pé P°P+Ps CI'PéPSPrCHPsPjPsPj PiP»CRPePsP-Ps-PiP°P»P°PeC,PsP-PSPsC—
PjP°P»CHP°P+CI'PsCHP+CtC-C— PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé CtPuPNe
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+.

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

P’P°PiC-C,PSC-CI'C,CH. PkP°CHP°P-C- PIC-PrCI'CrC,PSC- PrP°PSC- PiCEHPs
P-P°CI'C,PsCI'CfPIP°PSPSCI]I CrPjPuPeP»C-PrPéPSC-CrPjCt/PIC-P»P°PSC,PuCHPsP»Cr
PIP°PiC-C,PSPéPj PC-PSPeP°P;j.

PJPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCRHPsP» CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé
PiC-Pr C+P°CI" PIP°PiC-C,PSPsCI'C,C-, C,C-P»CHPePé CIIPeC%oPs PsC+C-PeCrPIP°PSP®
PePsCEP&CI'C,CH PrP»ClLI PIP°PiC-C,PSPsC— PiPuCHPpPIPEC%0CrC” PiPsC,PuPSCtC-PNePSP&PNe
CHPéP-PéPe PrP»CII PiP»PsPrP°.

PuPuCEC-PsPr PiPsPrCrPIP°PSPSCII PiCHCIPrPrCh. PkPuPIC-PrPsPjPs, C1Pé
PiPsC,CHP°PiP»CIIC” CfPjPuPeP»C-PrPéPSC-CLPj P°P+Ps PIC-P»P°PSC,PuCEPsP» Cr
PiCECIPrPSPy PjPsP»PsPePs. PuCHPsC,Pp C-PSCEC- P+PuC,P°,-P°PrCEPuPSPuCEPIC-CPSC-
P°PiPSPSC-CI'C,Pé PIP&CLIPIP»CLICRC,CHCI'CII Ct PiCECrPrPSPsPjCt PjPsP»PsCtC-. P P&P-P&Pe
PrP»CII PSPsPIPsPSP°CEPsPrPIPuPSP&C.../PSPuPjPsPIP»CLIC, PSP PjPsPYPSP®
PIP&PeP»CRCHP°C,Pé. PuPsC,CHC-P+PSPs PiCEP&PN:PSCIIC,Pé CEC-CEPRPSPSCII PiCEPs
PiCEP&PiP6PSPUPSPSCLI PiPsPrCrPIP°PSPSCLI PiCECIPrPrCR P°P+Ps PiCEP&PiPEPSPRPSPSCII
C,PuCHP°PiC-C— CIPjPuPeP»C-PrPéPSC-CrPjPsPj/PIC-P»P°PSC,PuCEPsP»PsPj P-
CFCHP°C...CIPIP°PSPSCIIPj PePsCEPECI'C,C- PiCRCIPrPSPsPiPs PIP&PiPsPrPsPICIPIP°PSPSCII
PrP»CII PrPéC,P6PSPé C- PePsCEPCI'C,C- C,PuCHP°PiC-C— PrP»CLI PYC-PSPeP&.




PxPuCRC,PéP»CHPSC-CI'C,CH

P’C-PrCI'CrC,PSC- PrP°PSC- PiCRHPs PIPiP»P&PI
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr PSP®° CHPuPiCHPsPrCrPeC,PEPIPSCY
C,CtPSPeCtC-Ch P»CRPrPéPSPé.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CHEPuP°PeCtC-C—
PiCEPé PePuCECéPIP°PSPSC- P°PIC,PsC,CHEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé. P]PjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCEPsP» PSPu
PIPiP»P&PIP°C” P°P+Ps PjP°C” PSPuP-PSP°C+PSP&PN: PIPiP»P&PI PSP° P-PrP°C,PSC-CI'C,CH
PePuCHCrPIP°C,Pé C,CHP°PSCIPiPsCEHC,PSPéPjPé P-P°CI'PsP+P°PjPé C,P° PiCEP°CtCRPIP°C,Pé
P- C-PSC£Pé&PjPé PjPuC...P°PSC-P-PjP°PjPé.

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

P PpPePsPjPuPSPrPsPIP°PSP° PrPsP-P° 8" PsPrPSP° C-PSPiP°P»CIICtC-CI]I
P»C-PeP°CRCI'CHbPePsPiPs P-P°CI'PsP+Crt PHPSPsCEHPs P+P»P»C-PiC,P° 55/22 PjPePi PsPrP&PS
CHP°P- PSP° PrPsP=Cr.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PsPrPéPS CRHP°P- PSP° PrPsP+Cr PI PsPrPéPS C- C,PsPNe PYPp
C#P°CI’ PePsPYPSPsPiPs PrPSCII, C%oPsP+ PiC-PrC,CEP&PjCrPIP°C,Pé CHPsP-CEPECHPuPSPSCII
P+CHPsPSC...C-PI. PIPeC%oPs PrPsP-Ct PiCHPsPiCrC%oPuPSPs, PSP°CI'C,CrPiPSCt PrPsP-Cr
P-P°CI'C,PsCI'PsPICFCRC,CH PSP°CI'C,CrPiPSPsPiPs PrPSCII Cr P-PIPECPSP&PN. C+P°CL.
PmP°PeCI'PéPjP°P»CIHHPSP° PrPsP-P° CI'C,P°PSPsPIPEC,CH PsPrPSCr C-PSPiP°P»CLICtC-Ch
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PhPSPsCEPs P«P»P»C-PiC,P° 55/22 PjPePi PsPrPéPS
CHP°P- PSP° PrPsP+Cr.

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

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé

PPsCHPEPICrPIP°PSPSCII PrPsP-Pé PSPy PiPsC,CHC-P+PSPs PrP»CII PiP°CtC-C”"PSC,C-PI
PIC-PePsPj PiPsPSP°Pr 65 CHPsPeC-PI.

PyP°CtC-C”"PSC,Pé P- PiPsCFC2CE€PuPSPSCIIPj C,C2PSPeCtC-C— PSPéCHPsPe

PPsCHPEPICrPIP°PSPSCLI PrPsP-Pé PSPy PiPsC,CHC-P+PSPs PrP»CII PiP°CtC-C”"PSC,C-PI P-
PiPsCRHCrC€PuPSPSCIIPj C,CrPSPeCtC-C— PSPECHPsPe.

PyP°CtC-C”"PSC,Pé P- PiPsCHC2CEPuPSPSCIIPj C,CéPSPeCtC-C— PiPuCtC-PSPePé
PmPsCHPEPICrPIP°PSPSCII PrPsP-Pé PSPy PiPsC,CHC-P+PSPs PrP»CILI PiP°C+C-C”PSC,C-PI P-

PiPsCECICEPUPSPSCLIP] C,CtPSPeCtC-C— PiPuC+C-PSPePé P»PpPiPePsPiPs C,P°
PiPsPjC-CEPSPsPiPs CI'C,C{PiPuPSCLI. PkPp PrPsCI'P»C-PrPCtPIP°P»PsCI'CLI



P-P°CI'C,PsCI'PsPICIPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr PHPSPsCHPs
P+P»P»C-PiC,P° PiP°CtC-C”PSC,P°Pj P- C,CLIPPePsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, C,PsPjCt PNePsPiPs CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

P”C-C,Pe

P>C-PeP°CHCI'CHPePEPN: P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° PSPu
P-P°CI'C,PsCI'PsPICPIP°P»Pé PrC-C,CLIPj (PIC-PePsPj PrPs 18 CRPsPeC-PI) PrP»CII
P»C-PeCrPIP°PSPSCII PI PhP—P>.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII

P>C-PeP°CHCI'CHPePEPN: P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° PiCHPéP-PSP°C+PuPSPEPNe
C,C-P»CHPePé PrP»CII C-PSPiP°P»CIICtC-PNe.

P’PeP°P-C-PIPePé C%o0PsPrPs P-P°CI'C,PsCI C3PIP°PSPSCII

PtPSPiP°P»CIIC,PsCE P+P»P»C-PiC,P° PjC-CI'C,P&C,CH PiPsPiPuCHPuPrPSCHPs
CEHPsP-PiPsPrC-P»PuPSC- PrPsP-Pé C- PiPsC,PsPIP&PNe PrPs PIPéPePsCHPECI'C,P°PSPSCI].

PtPSPiP°P»CIIC,PsCE CrPiP°PePsPIP°PSPéPNe Cf P»PsC,PsPe, C%oPs PjC-CI'C,P&éC,CH
PIPsP»PsPiPsPiPsPiP»P&éPSP°CRC+PéPNe PiP°PePC,PéPe. P’PsP»PsPiPsPiPsPiP»PéPSP°CRC+PEPNe
PiP°PePuC,PéPe CI'P»C-Pr PIP&PePéPSCrC,Pé, PNePsPiPs PIPjC-CI'C, PSPu PjPsP{PSP®
PePsPIC,P°C,Pé P°P+Ps PIPrPéC...P°C,Pé. PuP°C+C-C”PSC,P° PIP°CHC,Ps PiPsPiPuCHPuPrPéC,pé,
C%oPs P»PsC,PsPe P- C-PSPiP°P»CIIC,PsCEPsPj CI'P»C-Pr PIC-PrPeCHP&PIP°C,Pé C,PsPrC-,
PePsP»Pé PIC-PS P+CrPrPu PiPsC,PsPIP&PN: PrPs C-PSPiP°P»CIICtC-C— PrPsP-Pé.

PtPSPiP°P»CIIC,PsCE PI P»PsC,PeCt PiPuCHPuP+CrPIP°C” PI PiPsP»PsPPuPSPSC-
B«P-P°PeCEP&C,PsB». PuC-CI'P»CII C,PsPiPs, CIIPe P»PsC,PsPe P+CrPrPp PIC-PrPeCHPEC,Ps,
PNePsPiPs PjPsPYPSP° PIPéPeP&PSCIC,Pé. P"P°C,P° PeC-PSCtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiP°P»CIIC,PsCRP° CI'C,P°PSPsPIP&EC,CH 6 C,PEPIPSC-PI P-
PrP°C,Pé PIC-PrPeCHP&C,C,CII P»PsC,PeP°. P"P°C,Cr PeC-PSCtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'P»C-Pr PIPiPECI'P°C,Pé Ct CI'PiPuCtC-P°P»CIHPSPs
PIC-PrPIPuPrPuPSPsPjCr PjC-CI'CtC-, PiPsP-PSP°C+PuPSPsPjCr B«PkPp
PIPéPePsCRP&CI'C,PsPICFPIP°C,Pé PiC-CI'P»CII:B». PkPp CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
C-PSPiP°P»CIIC,PsCH PiC-CI'P»CII PrP°C,Pé PeC-PSCtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCI].

PJPiP°PePsPIPeP® P>>C—P€P°C"5CFCHJP€PSP1PS P-P°CI'PsP+Cr PHPSPsCHPs P«P»P»C-PiC,P° C,P°
C—C— PIPjC-CI'C,

PyPsCECILIPrPsPe PIPéPePsCEPéCI'C,P°PSPSCII C-PSPiP°P»CIIC,PsCEP° (CEPéCT . 1)

1. PuCRPsC+P&C,P°C,Pé PiPuCHPuPr PiPsC+P°C,PePsPj P-P°CI'C,PsCI ' CrPIP°PSPSC

PfPeC%oPs PeCEP&CEPeCE C-PSPiP°P»CIIC,PsCEP° P+CtPrPu PIC-PrPeCEP&C,Ps C-
P-P°PeCEHP&C,Ps P+PpP- C-PSPiP°P»CIICTC-C— PiCHPuPiP°CEP°C,Ct, C,Ps PrPsP-Ct P+CfPrPu
PIC,CHP°C+PuPSPs. P'C,CEP°CPuPSP° PrPsP-P° PSP°PrC-PN:PSPs P-P+PuCEC-PiP°C”C,CHCI'CII



PI C-PSPiP°P»CIIC,PsCEC-, P°P»Pp PIPYPu PSPu C” PrPsCI'C,CfPiPSPSCR PrP»ClII
C-PSPiP°P»CILICtC-C—.

PkPpPjPsPIP»PEPIPs PIPEPiP°PrPePsPIPs PiICHPEPN.PSCIIC,Pé PSP°PrP»PECE€PePsPICT P°P+Ps
PiPsPrPIC-PNePSCr PrPsP-Cr PiCHPuPiP°CHP°C,Cr P-P° PsPrPSCr C-PSPiP°P»CIICtC-CHh.

P>C-C+PéP»CH>PSPéPe PrPsP-

P’C-PS PiPsPeP°P-CrC”, CI'PeC-P»CHPePé PrPsP- PiCEPuPiP°CHP°C,Cr P-P°P»P&CEP&P»PsCI'CII
PI C-PSPiP°P»CLIC,PsCHC-.

P”Ps P-P°CI'C,PsCI'CFPIP°PSPSCII PiPpCHC€EPsC— PrPsP-Pé P- C-PSPiP°P»CIIC,PsCRHP°
P»C-CiPéP»CHPSPéPe PiPsPeP°P-CrC” C,PsC+PSPs 30 PrPsP-.

P’C-PS PIC-PrCERP°C...PsPICrC” PiPs 1 PrPsP-C- PI P-PIPsCHPsC,PSPsPjCr PiPsCRCILIPrPeCr
C%oPsCHP°P-Ct, CIIPe PIC-PrPeCEP&PIP°C”C,CHCI'CI]I PeCHPECEPeP®.

P1PsP»Pé P-P°P»PéCE€P°C”C,CH:CI'CII PjPpPSC€Pp 10 PrPsP:, PiPsP»PsPIPéPSP°
P»C-CiPéP»CHPSPéPeP° CI'C,P°C” CiPuCHPIPsPSPsPiPs PePsP»CHPsCRHCr .
PuC-CI'P»CI] PIPéPePsCHP&CI'C,P°PSPSCI] PsCI'C,P°PSPSCIHhPsC— PrPsP-Pé PiPsP»PsPIPéPSP°
P»C-CiPéP»CHPSPéPeP°® PrPsP: P-P°P+P°CRHPIP»PpPSP° CiPpCHPIPsPSPéPj C-
PIC-PrPsP+CHP°PIP°C”C,CEhCI'CII C+P&éCIP»Ps 0. PyPuPiPuCH C-PSPiP°P»CIIC,PsCH
PiPsCHPsP{PSC-PNe.

PIPeC%o0Ps PIC-PrPeCHP&C,Pé PeCHP&CEPeCT PiC-CI'P»CII CtCH>PsPiPs, C,Ps
P»C-C$PéP»CIHhPSPéPe PrPsP- B CI'C,P°PSPp PiPsPIPSC-CI'C,Ch C+PuCHPIPsPSP&P.B
PECHP&éCEPeP®

POPsCRHP°P-Cr PiCHPé PIC-PrPeCHPéC,C,C- PIPé PiPsC,CiC”C,Pu PsPrPSCr PrPsP-Cr
PiCHPpPiP°CRHP°C,Cr

P P&Cr. 1

B 2. PIPe PiC-PrPiPsC,CrPIP°C,Pé PrPsP-Cr

PkPn PIC-PrPeCHP&EPIP°PN.C,Pn PeCHPECEPeCT, PrPsPePé PSPn P+CrPrPuC,Pu PiPsC,PsPIC-
PiCRP&PNePSCIIC,Pé PrPsP-Cr. PkPu CI'C,CRCrCECIPNeC,Pu C-PSPiP°P»CIIC,PsCH.

P1iPsC,CIIPiPSC-C,CH PeCRP&CEPeCr PIPSPEP-, PrPsPePé PSP PiPsC+CrC”C,Pp
B«PeP»P°CtB» (CHPECT. 2).

P{PuPiPuCE PiCRPuPiP°CHP°C, PiPsC,PsPIP&PNe PrPs C-PSPiP°P»CLICtC-C—.
P>C-C$P&P»CHPSP&Pe PrPsP- PIC-PrCHP°C...PsPICIC” PI P-PIPsCEHPsC,PSPsPjCr
PiPSCECLIPrPeCt PSP® 1, C%oPs PiC-PrC,PIPRLCHPrPYCIC” PiPsC,PsPIPSC-CI'C,Chb.

PIPeC%oPs PiC-CI'P»CLI C,PsPiPs, CLIPe PIPé PiPsC+CrP»Pé B«PeP»P°CtB»,
P»C-C1PeP»CHPSPéPe PrPsP- PSPu PIC-PrCHP°C...CrPIP°PI PrPsP-Cr PI
P-PIPsCHPsC,PSPsPjCr PiPsCHCIIPrPeCr, C,Ps C-PSPiP°P»CIIC,PsCH PSPu
PiCRHP°CtCRC”. PkPuPsP+C...C-PrPSPs P-PIPuCHPSCrC,PéCI'CII P-
C-PSPiP°P»CIIC,PsCHPsPj PI P°PiC,PuPeCr P-P° PiPsCHP°PrPsCh. P] P+CrPrChb-
CILIPePsPjCr PIP&PiP°PrPeCr CI'C,CHCIrCECIrPIP°C,Pé C-PSPiP°P»CIIC,PsCH PSPu
CI'P»C-Pr.

P P&CT. 2

3. PIPe PIP&PePsPSP°C,Pé C-PSPiP°P»CIICtC-Ch PiCRPuPiP°CRP°C,Cr




PJC,CHP&PjCIPNeC,Pp C-PSPiP°P»CILIC,PsCH PSP° PIC-PrCI'C,P°PSC- PIC-Pr CHPsC,P° C-
P-CHPsP+C-C,CH PIP&PrP&C... PSP°CI'C,C-P»CHPePé PiP»PéP+PsPePEPNe,
PSP°CI'PeC-P»CHPePé CtPp PrP»CII PIP°CI" PePsPjC, PsCHC,PSPs.

PkPp PIPEPrPEC...P°PNeC,Pp PI C-PSPiP°P»CIIC,PsCH.

P PsP-PjC-CI'C,C-C,CH PjCrPSPrC€C,CrPe PjC-PY PiCrP+P°PjPé C- C%oC-P»CHPSPs
PiCEHP&C,PéCI'PSC-C,CH C—C... PSP°PIPePsP»Ps PjCrPSPrCEC,CrPeP° (CHPECT. 3).

P&Pp PiPuCHPpPeCEPEPIP°PN:C,Pp PiP°P»CHC1CLIPjPé PiPsPIC-C,CHCILIPSC- PeP»P°PiP°PSPé.
P—CEPsP+C-C,CHb PsPrPéPS PrPsPIPiP&PNe, CHC-PIPSP&PNe, PiP»PéP+PsPeP&PNe PIPIP&C. ..,
PiC-CI'P»CLI C4PsPiPs P-P°C,CEP&PjP°PNeC,Ppu PrP&C...P°PSPSCII CLIPePsPjPsPiP° PrPsPICEPu
(C%oPSPSP°PNePjPpPSCEPy 3654 CI'PpPeCrPSPrPé).

P'P&éPN:PjC-C,CH C-PSPiP°P»CLIC,PsCE P:- CHPsC,P°.

P1iPsPIC-P»CHPSPs C- PsP+PuCHPuPYPSPs PIPEPrP&C...PSC-C,Chb.

P PéCT. 3

P&P°PIC-C,CH PiCEPé PiCEP°PIP&P»CHPSPsPjCr PIP&PePsCRPECI'C,P°PSPSC-
C-PSPiP°P»CLIC,PsCHP° P’'Pé PjPsPIPuC,Pp PSP PIC-PrCiCrC,Pé PiCEPuPiP°CHP°C,,
P-PsPeCHPuPjP° PN-PsPiPs CI'PjP°Pe.

4. P—P°PeCHP&PN.C,Pu C-PSPiP°P»CIIC,PsCH

PIPeC%oPs C” PSPuPsP+C...C-PrPSC-CI'C,CH PI PsC+P&CI'C,CtC- PjCrPSPrC€C,CrPeP®,
PIPéPePsCRP&CI'C,PsPICIPNeC,Pu CI'CrC...Ct C,PeP°PSPEPSCT PrPs P-P°PeCEHPé&C,C,CII
PeCHPECEPePé.

POPsP+ PSP°PeCHPEC,Pé PjCrPSPrCEC,CrPe, PiPsPIPUCHPSC-C,CH PeCHP&CEPeCT PSP°
PjC-CI'CtPp, CHCrC...P°CRCtPé C—C— PIPIPUCHC... PrPs CtPiPsCHCT (CHPECT. 4).

P PECT. 4

P”C-C,Pé. P>C-PeP°CHCI'CHbPeP&PN: P-P°CI'C-P+ PHPSPsCHPs P+P»P»C-PiC,P° PSPu
P-P°CI'C,PsCI'PsPICIPIP°P»Pé PrC-C,CIIPj (PIC-PePsPj PrPs 18 CHPsPeC-PI) PrP»CII
P»C-PeCrPIP°PSPSCII PT PhP—P>.

PyPuCEPuPrPsP-CéPIP°PSPSCII

PuPuCEPuPrPsP-CrPIP°PSPSCLI CfPjPuPeP»C-PrPéPSC-CIPjCt/PIC-P»P°PSC,PuCEPsP»CE,
PNePjPsPIC-CEPSPs, PjP°C,PéPjPp PsP-PSP°PePé C- CI'P&éPjPiC,PsPjPé, PiPsPIsR ™ CLIP-P°PSC- P-
PrC-C”Ch PsPeCEHPUPjP&C... PePsPjPiPsPSPuPSC,C-PI, C%oPs CrP-PiPsPrPICIrC”C,CHCICLI P-
PIC-PrPsPjPéPjPé PiPsP+C-C+PSP&PjPé CHPRP°PeCtC-CLIPjPé C-PSPiP°P»CLICTC-PN:PSPEC...



PjCICI'PeP°CEP&PSPsPIPEC... P°PSC,P°PiPsPSC-CI'C,C-PI (PSP°PiCEP&PeP»P°Pr,
CI'CrC...C-CI'C,CH Cr CRPsC,C-, PiPsCRCrCEPuPSPSCII P-PsCHPsPIPsC—
P°PePsPjPsPrP°CtC-C— C,P° C,P°C...C-PeP°CHPrC-CII) P°P+Ps CEPuP°PeCtC-CILIPjP&, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PiCHPé PiPuCEHPuPrPsP-CrPIP°PSPSC- C-PSCEP&C...
P+PpC,P°,-P°PrCHPuPSPuCHPiC-C+PSPEC... P°PiPsPSC-CI'C,C-PI (PSP°PiCEP&éPeP»P°Pr,
P°CHP&C,PjC-ClI, C,CHPuPjPsCH, PiPsP»PsPIPSPéPNe P+C-P»CH, PiPsCI'PéP»PuPSPu
CI'PuCHCtPuP+P&C,C,CLI, PSCrPrPsC,P°, PiC-PiPuCHPiP»C-PePpPjC-CII C,P°
PiC-PiPsPeP°P»C-C”PjC-CLI).

PJ CHP°P-C- PiPuCHPuPrPsP-CrPIP°PSPSCII P»C-PeCrPIP°PSPSCII PiP°C+C-C”PSC,P° PjP°C”

P+CIC,Pé CI'PéPjPiC,PsPjP°C,P6C+PSP&P] P PIC-PrPiPsPIC-PrPSPéPj PjPsPSC-C,PsCEPEPSPiPsPj
Cf CREP°P-C- PiPsC,CHPuP+Pé.

PyPsP+C-CPSC- CEPpP°PeC+C-C—

PhPiP»CIIPr PICHPsC,C-P»Ch P+PuP-PiPuPePé

P&P°PNeP+C-P»CHC€ C+P°CI'C,PsCh P-P°CREPuC”CI'C,CEPsPIP°PSPsCh PiPsP+C-CPSPsCh
CHPuP°PeCtC-C”Ch PiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
CIPjPpPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCEPsP»Cr P+CrPI PSP°P-PsC,P°CHPEPSPIC-C, (9
%).

PuPuCHPuP»C-Pe PiPsP+C-C$PSPeéC... CRPuP°PeCtC-PNe

PuCEPsC, C-P»CH> P+PpP-PiPpPePé P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt PHPSPsCHPs
P+P»P»C-PiC,P° T'CRCIPSC,CrC”C,CHhCI'CII PSP® PrP°PSP&C... C%oPsPrPs
P-P°CI'C,PsCI'CrPIP°PSPSCII PePsPjP+C-PSP°CtC-C—
CrPjPuPeP»C-PrPéPSC-CrPjCr/PIC-P»P°PSC,PuCHPsP»Cr C,P° PsPeCHPuPjPéC... C—C—
PePsPjPiPsPSPuPSC,C-PI, PsC,CHP&PjP°PSPEC... Cr PjPuPYP°C... PiCHPsPiCHP°PjPé
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH, C%oPs PIPeP»CRCtP°P»P° 6 855
PiP°CtC-C”PSC,C-PI C-P- PI PhP—P>, C,P° PiC-Pr CP°CI PiPsCI'C,PjP°CRPePuC,PéPSPiPsPIPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII. P”Ps PiCHPsPiCHP°PjPé PeP»C-PSC-C$PSPEC...
PrPsCI'P»C-PrPIPuPSCH P+CrP»Ps P-P°P»CrCPuPSPs 2 354 PiP°CtC-C”PSC,Pé, C%oPs
PsC,CHPé&PjCrPIP°P»Pé CrPjPuPeP»C-PrPéPSC-CrPj/PIC-P»P°PSC,PuCRHPsP» PsPrPéPS CHP°P-
PSP° PrPsP+Cr Cr PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPYPuPSPSCIIC... PSP° PuC,P°PiC-
C,P°P-Pé 3 C,CHP&PIP°P»C-CI'C,Ch 24 C,PéPIPSC- C- P+C-P»CFHhCEPp, P- CIIPePEC... 1 296
PiP°CtC-C”PSC,C-PI PsC,CHP&PjCIPIP°P»Pé CEPuPePsPjPuPSPrPsPIP°PSCYt PrPsP-Cr 55/22 PjPePi
Cr 24-C,P&PPSPuPIPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, 832 PiP°CtC-C”PSC,Pé
PsC,CHP&PjCrPIP°P»Pé PIPECI'PsPeCr PrPsP-Cr 113/22 PjPePi Cr 24-C,PéPYPSPuPIPsPjCrt
PrPsCI'P»C-PrPPuPSPSC- C- 226 PiP°CtC-C”PSC,C-PI PsC,CHPEPjCIPIP°P»Pé 113/22 PjPePi
PiCHPsC,CLIPiPsPj 12-PjC-CI'CLIC+PSPsPiPs PrPsCI'P»C-PrP{PuPSPSCI].

P§P°CI'C,PsC,P° PiPsP+C-C+PSP&C... CEPuP°PeCtC-PNe, PIP&P-PSP°C+PuPSPEC... Cf
C,P°P+P»P&CtC- 2, PIPeP»CRCP°C” PiPsPeP°P-PSP&PePé P-P°PiP°P»CHhPSPsPiPs

PePsPuC, C-C+C-C”PSC,P° P-P°C...PIPsCECRPIP°PSPSCI'C,C-, PIP&P-PSP°C4PuPSC- PiCHPé
PsP+8R™ C”PrPSP°PSPSC- PisF™ CLIC,Pé 24-C,PéPIPSPuPIPEC... PrPsCI'P»C-PrPIPuPSCH C- 12-
PjC-CI'CLIC+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCLI P+PpP-PiPuPePé.

P—P°CI'C,PsCI'PsPICFC”C,CHCI'CLI C,P°PeP° PeP»P°CI'PéC,C-PeP°CtC-CILI C+P°CI'C,PsC,Pé
PIPEPSP&PePSPuPSPSCII PiPsP+C-C$PSP&C... PuC, PuPeC,C-PI: PrCrPPu C+P°CI'C,Ps BR” 2 1/10;



C$P°CI'C,Ps BR” 3 1/100 C,P° < 1/10; PSPuC4P°CI'C,Ps 8F” 3 1/1000 C,P° < 1/100; CEC-PrPePs 8"
31/10000 C,P° < 1/1000; PrCtPYPu CEC-PrPePs 8F” < 1/10000; PSPuPIC-PrPsPjPs 5" PSPy
PjPsPYPSP® PIP&P-PSP°C4P&C,Pé P- PSP°CILIPIPSPEC... PrP°PSP&C....

PyP°P+P»P&CtCII 2

PYPECI'C,PuPjPé C,P° PsCHPiP°PSPé

PkPuP+P°PIP°PSP° CEPuP°PeCtC-CII

P§P°CI'C,PsC,P°

PTPSC,PuPeCtC-C— C,P°
C-PSPIP°P-C-C—

P+PSC, PuPeCtC-CI]
CI'PuC+PsPIPéPIC-PrPSP&C...
CE€P»CILIC...C-PI

PYP&PSCrCI'P&C,
PkP°P-PsC,P°CHP&PSPiC-C,
PxP°CHP&PSPIC-C,

P+PSC,PuPeCtC-CII PIPuCRHC...PSC-C...
PrP&C...P°P»CHhPSPEC... CEP»CIIC...C-PI

P§P°CI'C,Ps

PuPsCHCFCEPRPSPSCLI P+ P+PsPeCt
C-PjCtPSPSPsC— CI'P&CI'C,PuPjPé

P PuP°PeCtC-C—
PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C-,
PIPeP»CRC+P°CRC$Pé PIPECI'P&PY,
P°PSP°C, C-P»P°PeCI'C-CR,
P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPNe
PSP°P+CHCIIPe,

PeCHPsPiPéPIBR™ CIIPSPeCr

PkPuC+P°CI'C,Ps
P C-PrPePs
P C-PrPePs
P C-PrPePs

PriPsCHCICEPPPSPSCI] P+ P+PsPeCt
PSPuCHPIPSPIPSC— CI'P&CI'C,PuPjPé

P“PsP»PSPIPSPEPN: P C-P»CIb
P{CEPRPjPsCH
P”P&CLPiPuPIP-C-CII
P—P°PiP°PjPsCEPsC{PuPSPSCII

PSP°CI'C,Ps
PkPuC+P°CI'C,Ps
PkPpC+P°CI'C,Ps
PkPpPIC-PrPsPjPs

PyPsCBCrCEPRPSPSCI] P- PPsPeCr
PiCI'P&C...C-PePé

PyCEPEPIPSPiP°

PKPuCP°CLC,Ps

PuPSCHCICEPPPSPSCII P- P+PsPeCr
PsCEPiP°PSC-PI P-PsCECY

PirPsCHCrCEPuPSPSCII C+C-C,PePsCI'C,C-
P-PsCHCr

P“P»P°CrPePsPjP°
P11C-PrPIP8C%oPpPSPSCII
PIPSCrC,CEC-CEPSCHPsPsC+PSPsPiPs
C,PéCI'PeCr

P‘C-P»CHb PI PsCtP°C...

P C-PrPePs
P C-PrPePs
P C-PrPePs
P C-PrPePs

PPsCRCrC€PuPSPSCII P- P+PsPeCr
CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsC—
CI'PeCI'C,PuPjPé

PmPéPiPsC,P»PEPIP° P°CHPEC,PjC-CII
PYCrPiCHP°PIPpPSC,CEP&PeCIP»CLICHPSP®
C,P°C...C-PeP°CEPrC-CII
P1+PrC-PsPIPuPSC,CHPéPeCrP»CLICHPSPEPNe
CEP&C,Pj

PyP°C...C-PeP°CHPrC-CII
PYCrPiCHP°PIPpPSC,CEP&PeCIP»CLICHPSC-
PuPeCI'C,CRP°CI'PéCI'C,PsP»Pé

PkPuC+P°CI'C,Ps

CEP»CrPSPePsPIPs-PePéCE€PePsPIPsPiPs
C,CHP°PeC,Cr

PYCrC...C-CI'C,CH Cr CHPsC,C-

PuPsCI'PéP»PuPSPp

CI'PuCHCtPuP+PEC,C,CII
PiiPsCHCIrCEPuPSPSCII P- P+PsPeCr PP°CEPPP»CH PSP°CI'C,Ps
PsCEHPiP°PSC-PI P PsC,PsPiP»PsC,PePsPIPéPNe P+C-P»CH  [P§SP°CI'C,Ps
PrPéC...P°P»CHPSPsC— P"P&CI'C,PsPSC-CII PkPpC+P°CI'C,Ps
CI'PECI'C,PuPjPé, PiCHCrPrPSPsC— P1iP°CHP°PrPsPeCI'P°P»CFHhPSP&PNe P C-PrPePs
PeP»C-C,PePé C,P° P+CHPsPSC...PsCI'PiP°P-Pj
CI'PuCHPuPrPsCI'C,C-PSPSCII
PirPsCHCrCEPuPSPSCII P- P+PsPeCr P—P°PiPsCH PSP°CI'C,Ps

PuiPSCHCrCE€PuPSPSCII P- P+PsPeCr
C€PeC-CRHPé C,P°
PiC-PrC€PeC-CRHPSPéC... C,PeP°PSPEPS

P’'P&CIPEPi

P&PuC+P°CI'C,Ps




PiiPsCHCrCEPUPSPSCII P- P+PsPeCr PYPiP°P-Pj Pjg|™ CLIP-C-PI PkPuC+P°CI'C,Ps
CI'PePpP»PpC,PSPs-Pjsf™ CIIP-PsPIPsC—
C,P° CI'PiPsP»CrC+PSPsC—
C,PeP°PSPEPSPé

PPsCHCrCEPuPSPSCII P- P+PsPeCr P—P°C,CHP&PjPeP° CI'PuC+C- P C-PrPePs
PSP&CHPsPe C,P° P”P&P-CrCHC-CII P C-PrPePs
CI'PuC1PsPIPéPrC-P»CHPSPsC— PLP+CI'C,CHCrPeCtC-CII P C-PrPePs
CI'PéCI'C,PpPjPé PIP&C...C-PrPSPsPiPs PsC,PIPsCHCr

CI'PuC#PsPIPsPiPs PjC-C...CfCHP®

CRhPuP°PeCtC-C—

PuPsPIC-PrPsPjP»PpPSPSCII PiCEPs PiPsP+C-C+PSC- CRPuP°PeCtC-C— PiC-CI'P»CI]
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!Pp PrP°C” P-PjPsPiCt PiCEPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCHP&CI'C,CH/CEPEP-PéPe PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtCHPsPiPs P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+Cf.
PmPpPrPéC+PSPéPj C,P° C,P°CHPjP°CtPuPIC,PEC+PSP&P) PiCHP°CtC-PIPSPéPeP Pj, P°
C,P°PePsP{ PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPEPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs CrCI'C-
PIPEPiP°PrPePé PiC-PrPsP-CHCRPIP°PSPEC... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe C,P°
PIC-PrCI'CrC,PSPsCI'C,C- PuC, PuPeC,PéPIPSPsCI'C,C- P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr
C$PuCHPuP: PHPIC,PsPjP°C,PEP-PsPIP°PSCr C-PSC, PsCHPjP°C+C-PN:PSCt CI'P&CI'C,PuPjCr P-
C,,P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'PéP»P°PSPSCIIPj: https://aisf.dec.gov.ua

PyPuCEPjC-PS PiCHP&PrP°C,PSPsCI'C,C-. 2 CHPsPePé.

P{PuCEPjC-PS PiCEP&PrP°C,PSPsCI'C,C- PiC-CI'P»ClI PIC-PrPeCEP&C,C,CLI P»PsC,PeP° BR” 6
C,P&éPYPSC-PI.

PJPjPsPIP¢ P-P+PpuCHC-PiP°PSPSCII

P—P+PuCEC-PiP°C,Pé PiCEPé C,PuPjPiPuCHP°C,CfCEC- PSP PIPEC%0Pu 30 B°PY. P—P°
CPjPsPI P-P+PuCEC-PiP°PSPSCII Ct C...PsP»PsPrP&P»CHPSP&PeCt C-PSPiP°P»CLIC,PsCH
CI'P»C-Pr PiPsPIPRCEPSCIC,Pé PrPs PeC-PjPSP°C,PSPsC— C,PuPjPiPuCEP°C,CICEPé
C%oPsPSP°PN:PjPuPSCEPy P-P° PiPsPrP&PSCY PrPs PIP&PePsCEPECI'C,P°PSPSCIL

P—P+PuCEC-PiP°C,Pé Cf PSPuPrPsCI'C,CFPiPSPsPiCF PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.

P—P+PuCHC-PiP°C,Pé PI PsCHP&PiC-PSP°P»CHPSC-PNe CrPiP°PePsPICtC- PrP»ClI
P-P°C...P&CI'C,Cr PIC-Pr PIPsP»PsPiPé.

P—P°CI'C,PsCI'PsPICIPIP°C,Pé PiCRPsC,CIIPiPsPj 6 C,PEPIPSC-PI PiC-CI'P»CII
PIC-PrPeCHPEC,C,CII P»PsC,PeP°.

PJ CI'PiPuCtC-P°P»CHbPSPs PIC-PrPIPPrPuPSPsPjCt PjC-CI'CtC- PiP°C+C-C”PSC,Ct CI'P»C-Pr
P-P°P-PSP°C$P&C,Pé PeC-PSCtPUPICt PrP°C,Ct, PiC-CI'P»CLI CLIPePsC— C-PSPiP°P»CLIC,PsCH
PSPuPsP+C...C-PrPSPs PIP&PeP&PSCC,Pé. P”P°C,P° PjP°C” P+CtC,Pé P-P°P-PSP°C+PpuPSP®



PsPrCHP°P-Cr PY PiC-CI'P»CII PrC-CI'C,P°PIP°PSPSCII C-PSPiP°P»CIIC,PsCHP° P- P»PsC,PeP°.

PJPiP°PePsPIPeP°. PiiPsCHPsCE€PsPe PrP»CILI C-PSPiP°P»CILICtC-PNe, PrPsP-PsPIP°PSPéPNe, PiPs
55 PjPePi / 22 PjPePi / PrPsP-Cr, PiPs 30 PrPsP- Ct PiPsCHPsC€PePsPIPsPjCr
C-PSPiP°P»CIIC,PsChHC- B,- 1.

PtPSPiP°P»CIIC,PsCE PjC-CI'C,PéC,CH PrPIC- P+P»C-CI'C,PuCHPSC- CI'C,CHC-C+PePé PiPs 30
CBC-PIPSPsPjC-CHPSPs CHPsP-PiPsPrC-P»PuPSP&C... CHP°CHCrPSPsPe, PePsPIPSP® P-
CILIPePéC... PjC-CI'C,PéC,CH PiPs 1 PrPsP-C- PePsPPSPsC— PrC-CRC#PsC— CHPuC+PsPIPEPSPE,
C%oPs PrPsCI'C,P°PIP»CLICRC,CHCI'CLI PsPrPSPsC+P°CIPSPs.

PuP»P°CI'C,PéPePsPIPEPNe C-PSPiP°P»CIIC,PsCE P-C- CI'PIC-C,P»Ps-CI'C-CEHP&Pj
PePsCHPiICICI'PsPj, C+PpCHPIPsPSP&Pj PePsPIPiP°C+PePsPj CHPsP-PiPéP»CRPIP°C+P° C,P°
P»C-C3PéP»CHPSP&PePsPj PrPsP- CrPiP°PePsPIP°PSPs PI P»PsC,PsPe P- C, PsP»CHPiP¢&, C%oPs
PjC-CI'C,PéC,CH PiP°PePuC,PéPe P- PIPsP»PsPiPsPiPsPiP»P&éPSP°C+PuPj C-P-
CI'PéP»C-PeP°PiPpP»CHh. P>PsC,PsPe, P-P°PiP°CIIPSP&PN. PIC-PrCEP&PIPSPsCh
PeCEP&CEPePsCH, PiPsPjC-C%oPpPSPs Ct PeP°CHC,PsPSPSCr PePsCEPsP+PeCr.

PP°C,PpuPiPsCHC-CII PIC-PrPiCi CI'PeCt. P—P° CHPuCtPuPiC,PsPj. B

P'’PéCHPsP+PSPéPe. P“P»P°PeCI'Ps PhPiPpCHPpPN:CEPSCI" P®Pss P>C-PjC-C,PpPr / Glaxo Operations UK Ltd. B

Pu,C-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPéCHPsP+PSPéPeP° C,P° PNoPsPiPs
P°PrCHPuCI'P° PjC-CI'C+CII PiCHPsPIP°PrP{PuPSPSCII PrC-CIIP»CHPSPsCI'C,C-.
P“P»P°PeCI'Ps PhPiPuCHPuPN.CEPSCI" P®Ps P>C-PjC-C,PpPr, PuCHP°PN.PsCHC- PYC,CHC-C,,
P’PuP°, SG12 0D], P’PuP»PePeP°® P'‘CHPeC,P°PSC-CII / Glaxo Operations UK Ltd, Priory Street,
Ware, SG12 0D], United Kingdom.

PuCEPuPrCI'C,P°PIPSP&éPe P-P°CIIPIPSP&PeP°. PyPhP’
B«P“P»P°PeCI'PsPYPjC-C,PmP»CIIPN.PS PaP°CHPjP°CI'CHhCRC,C-PeP°P»CI’
PJPeCHP°C—PSP°B».

PwC-CI'CtPpP-PSP°C...PsPrPIPuPSPSCII PiCEPuPrCI'C,P°PIPSPéPeP°® P-P°CIIPIPSPéPeP®.
PJPeCHP°C—PSP°®, Pj. PsP6C—PI, 02152, PICHPsCI' PiPuPeC, PuP°PIP»P° PyP&éCHPEPSPE,
P+CrPr. 1-P’, C,PuP»: (044) 585-51-85, C, P°PeCI’: (044) 585-51-92.

PyjP°PePsPY PiCHPs CfCI'C- PIP&PiP°PrPePé PiC-PrPsP-CECRPIP°PSPEC... PiPsP+C-CPSPEC...
CEPpP°PeCtC-PNe C,P° PIC-PrCI'CtC,PSPSCI'C,C- PuC, PuPeC,PéPIPSPsCI'C,C-
P»C-PeP°CECI'CHhPePsPiPs P-P°CI'PsP+Ct PjPsPIPSP® PiPsPIC-PrPsPjP»CIIC,Pé PyPhP’



B«P“P»P°PeCI'PsPYPjC-C,PmP»CLIPN:PS PrP°CHPjP°CI'CEhCRC,C-PeP°P»CI" PJPeCHP°C—PSP°B»:
CtC-P»PsPrPsP+PsPIPéPNe C,PuP»PuC,PsPS: (044) 585-51-85

email: 0ax70065@gsk.com

* P] CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC- PIPéPePsCHP&CI'C,PsPICIPIP°P»P°CI'CII
PiCHPsCtPuPrCrCRHP° CI'C,P°C,PéCI'C,PECPSPsPiPs C,PuCI'C,CrPIP°PSPSCII P-
PiPsCI'C,CrPiPsPIPéPj P-PSPEPYPuPSPSCIIPj, C- CtPp PiPsCRC-PIPSCIIPSPSCII P+CrP»Ps
PSP&PYC+Pp CRHC-PIPSCII PrPsCI'CIIPiPSPuPSPSCII CI'C,P°C,PéCI'C,PéC+PSPsC—
P-PSP°C+CrC%oPsCI'C,C-. PhC,PIPy, PSPu PjPsPIPSP°® P-CHPsP+P&C,Pé PIP&CI'PSPsPIPeCr
PiCHPs CI'C,P°C,PéCI'C,PéC+PSCr P-PSP°C+CrC%oC-CI'C,CH CtCHPsPiPs
PiPsCHC-PIPSCIIPSPSCI].

* P] CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC- PIPéPePsCHP&CI'C,PsPICIPIP°P»P°CI'CII
PiCHPsCtPuPrCrCRHP° CI'C,P°C,PéCI'C,PECPSPsPiPs C,PuCI'C,CrPIP°PSPSCII P-
PiPsCI'C,CrPiPsPIPéPj P-PSPEPYPuPSPSCIIPj, C- CtPp PiPsCRHC-PIPSCIIPSPSCII P+CrP»Ps
PSP&PYC+Pp CRHC-PIPSCII PrPsCI'CIIPiPSPuPSPSCII CI'C,P°C,PéCI'C,PéC+PSPsC—
P-PSP°C+CrC%oPsCI'C,C-. PhC,PIPy, PSP PjPsPPSP°® P-CHPsP+P&C,Pé PIP&CI'PSPsPIPeCr
PiCHPs CI'C,P°C,PéCI'C,PéC+PSCr P-PSP°C+CrC%0C-CI'C,CH CtCHPsPiPs
PiPsCHC-PIPSCIIPSPSCI].

* P] CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC- PIPéPePsCHP&CI'C,PsPICIPIP°P»P°CI'CII
PiCHPsCtPuPrCrCRHP° CI'C,P°C,PéCI'C,PECPSPsPiPs C,PuCI'C,CrPIP°PSPSCII P-
PiPsCI'C,CrPiPsPIP&Pj P-PSPeéPIPuPSPSCIIPj, C- CtPu PiPsCHC-PIPSCIIPSPSCII P+CrP»Ps
PSP&PYC+Pp CRHC-PIPSCII PrPsCI'CIIPiPSPuPSPSCII CI'C,P°C,PéCI'C,PéC+PSPsC—
P-PSP°C$CrC%oPsCI'C,C-. PhC,PPy, PSP PjPsPYPSP° P-CHPsP+P&C,Pé PIPECI PSPsPIPeCr
PiCHPs CI'C,P°C,PéCI'C,PéC+PSCr P-PSP°C+CrC%0C-CI'C,CH CtCHPsPiPs
PiPsCEC-PIPSCLIPSPSCII.



* P] CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC- PIPéPePsCHP&CI'C,PsPICIPIP°P»P°CI'CII
PiCHPsCtPuPrCrCRP° CI'C,P°C,PéCI'C,PéC+PSPsPiPs C,PuCI'C,CrPIP°PSPSCI] P-
PiPsCI'C,CrPiPsPIP&Pj P-PSPEPYPuPSPSCIIPj, C- CtPu PiPsCRC-PIPSCIIPSPSCII P+CrP»Ps
PSPéPYC+Pp CHC-PIPSCII PrPsCI'CLIPiPSPuPSPSCII CI'C,P°C,P&éCI'C,PéC+PSPsC—
P-PSP°C+CrC%oPsCI'C,C-. PhC,PPy, PSP PjPsPPSP°® P-CHPsP+P&C,Pé PIP&CI'PSPsPIPeCr
PiCHPs CI'C,P°C,PéCI'C,PéC+PSCr P-PSP°C+CrC%oC-CI'C,CH CtCHPsPiPs
PiPsCHC-PIPSCIIPSPSCI].



