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(DOCETAXEL-VISTA)

PYPeP»P°Pr:
PrC-CEC#P° CEPuC#PsPIPéPSP°: PrPsCtPuC,P°PeCLPuP»;
1 PjP» PePsPSCtPuPSC,CRP°C,Cr PjC-CI'C,PéC,CH> 20 PjPi PrPsCtPuC,P°PeCI PuP»Cr;

PrPsPiPsPjC-PYPSC- CRPuCtPsPIPéPSPé: PiPsP»C-CI'PsCHP+P°C, 80, PiPsPIC-PrPsPS,
PeP&CI'P»PsC,P° P»P&PjPsPSPSP°® P+PuP-PIPSPrPSP°, PuC,P°PSPsP» P+PuP-PIPsPrPSPEPNe.

P>C-PeP°CHCI'CHPeP° C,PsCHPjP°. PisPsPSCtPuPSC,CHP°C, PrP»CII1 CHPsP-CPéPSCr
PrP»CII C-PSC, CrP-C-PNe..

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PiCHPsP-PsCHP&PNe,
PjP°CI'P»CIIPSPECI'C,PéPNe, P+P»C-PrPs-PIPsPIC,PéPNe CRPsP-C$P&PS.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PECIPSP° PiCHCIPiP°.
PHPSC,PéPSPuPsPiP»P°CI'C,P&C+PSC- P-P°CI'PsP+P&. PyP°PeCI'P°PSP&. PmPsPr PHPYPI LO1C
DO02.

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

P”PsCtPuC,P°PeCI'PuP» — P°PSC,PéPSPuPsPiP»P°CI'C,PECEPSPEPN: P»C-PeP°CHCI CHhPeP&PNe
P-P°CI'C-P%, PjPuC...P°PSC-P-Pj PrC-C— CILIPePsPiPs P+P°P-CtC”C,CHCI'CII PSP°
CI'PiCHPECIIPSPSC- PsP+8R™ C”"PrPSP°PSPSCH C,CrP+CrP»C-PSCr Cf CI'C,P°P+C-P»CHPSC-
PjC-PeCHPsC,CHCIP+PsCtPePé C,P° C-PSPiC-P+CrPIP°PSPSC- C—C...PSCH>PsPiPs
CHPsP-PiP°PrCr, C%oPs PIPuPrPu PrPs P-PSP°C+PSPsPiPs P-PSP&PIPuPSPSCII CRC-PIPSCII
PIC-P»CIbPSPsPiPs C,CrP+CrP»C-PSCr. P—PIBF ™ CLIP-CrPIP°PSPSCII PrPsCtPuC,P°PeCI PuP»Cr
P- PjC-PeCHPsC,CHCrP+PsC+PeP°PjPé PSPy P-PjC-PSCRC” PeC-P»CHPeC-CI'C,CH

PiCEPsC,PsC, C-P»P°PjPuPSC,C-PL.



P”PsCI'P»C-PrPIPuPSPSCII in vitro PiCEPsPrPuPjPsPSCI'C,CHCLPIP°P»Pé, C%oPs
PrPsCtPuC,P°PeCI'PpP» PiPsCHCICECEC” PjC-PeCHPsC,CrP+CrP»CLICHPSCT PjPuCEHPuPICY,
CLIPeP° PIC-PrC-PiCEP°C” PIP°PYP»P&PICt CEPsP»CH Ct CHPRP°P»C-P-P°C+C-C—
PYP&C,C,C"PIPEC... C, CLPSPeCTC-PNe PeP»C-C,PéPSPé CLIPe PiC-Pr CP°CI PjC-C,PsP-Cf, C,P°Pe
C- PI C-PSC,PuCEC, P°P-C-.

P1sP»PsPSPsPiPpPSPSPEPNe P°PSP°P»C-P- in vitro PiPsPeP°P-P°PI
CtPé&C,PsC,PsPeCI'PéC+PSC-CI'C,CH PrPsCtPuC,P°PeCI'PuP»Cr C%oPsPrPs CHC-P-PSP&C...
P»C-PSC-PNe PiCrC...P»PEPSPSPEC... PeP»C-C,PePS PjPeCE€PuPN. C- P»ChPrPePSPé, P°
C,P°PePsPY PrPs PeP»C-C,PéPS C%oPsPNePSPs PIPéPrP°P»PuPSPEC... PiCtC...P»PéPS
P»CRPrPéPSPé. P"PsCPuC,P°PeCI'PuP» PrPsCI'CLIPiP°C” P-PSP°CHPSP&C...
PePsPSCtPpPSC,CHP°CC-PNe Ct PjC-PPeP»C-C,P6PSPSC-PNe CHC-PrPéPSC- C-
P-P°P+PpuP-PiPpC{CrC” PIPECI'PsPeCt C,CHPEPIP°P»C-CI'C,CH PYP&C,C,CLI PeP»C-C,P&PS.
PieCHC-Pj C,PsPiPs, PrPsCtPuC,P°PeCI'PuP» PIPECLIPIP»CIIC” P°PeC,PEPIPSC-CI'C,CH
C%oPsPrPs PrPuCLIPeP&C... (C...PsC+P° C- PSPu PICI'C-C...) PeP»C-C,PéPSPSPéC...
P»C-PSC-PNe, Cr CIIPeP&C... PIC-PrP+CrPIP°C”C,CHCI'CII
PSP°PrPpPeCI'PiCHPuCI'C-CII CH-PiP»C-PePsPiCEHPsC,PuC—PSCYF, C%oPs
PePsPrCrC”C,CHCI'CII PiPuPSPsPj PjPuPrPéPeP°PjPuPSC,PsP-PSPsC—
PiPsP»C-CRPuP-PéCI'C,PpPSC,PSPsCI'C,C-. P] PrPsCI'P»C-PrPIPuPSPSCIIC... in vivo
PIP&CIIPIPéP»PsCI'CII, C%oPs PrC-CII PrPsCtPuC,P°PeCIPuP»Cr PSPu
P-P°P»PpPYPEC,CH PIC-Pr CHPuPYP&PjCr P-P°CI'C,PsCI'CrPIP°PSPSCI] C,P°
PiCHPsCIIPIP»CLIC”C,CHhCI'CII PI PuPeCI PiPuCHPEPjPuPSC,P°C... CEPECHPsPeP&EPj
CI'PiPuPeC,CHPsPj PiCHPsC,PéPiCrC...P»PéPSPSPsC— P°PeC,PEPIPSPsCI'C,C- C%oPsPrPs
PiPsCEP&CRPuPSP&C... PiCrC...P»P&PS: CIIPe PuPeCI'PiPuCHP&PjPuPSC,P°P»CHPSPEC...
PiCfC...P»P&PS PjPECEPpPNe, C,P°Pe C- PICHPEC%oPpPiP»PuPSPéC...
P»CRPrCI'CHhPeP&C... PiCrC...P»P&PS.

PmP»C-PSC-C+PSP° PuC,PuPeC,PEPIPSC-CI'C,CFh C,P° P+PuP-PiPuC+PSC-CI'C.CH.
P P°Pe PjPsP»PsCtPSPsC— P-P°P»PsP-Pé.

P”PsCtPuC,P°PeCI PuP» Cé PePsPjP+C-PSP°CtC-C— P- PrPsPeCI PsCFCéP+C-CtPéPSPsPj C-
CtPéPeP»PsC,PsCI C,P°PjC-PrPsPj: P°Pre ™ CRPIP°PSC,PSP° C,PuCEP°PiC-CI].
PuP°CtC-C”PSC,Pé P- PsPiPuCRP°P+PuP»CHPSP&P] CEP°PePsPj PjPsP»PsC+PSPsC—

P-P°P»PsP-Pé P: PjPuC,P°CI'C,P°P-P°PjPé Cr P»C-PjC,P°C,PéC+PSC- PICIP-P»Pé
(PrPsCI'P»C-PrPYPuPSPSCII TAX 316). P"P°PSC-, PsC,CHPEéPjP°PSC- PI
P+P°PiP°C,PsCtPpPSC,CRPsPIPsPjCt PIC-PrPeCRHP&C,PsPjCt CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr
PrPsCI'P»C-PrPYPuPSPSC-, CI'PIC-PrC+P°C,CH PiCHPs PrPsCtC-P»CHPSC-CI'C,CH
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Crt PrP»CI] P°Pref™ CRPIP°PSC,PSPsC—
C,PuCRP°PiC-C— PiP°CtC-C”PSC,PsPe PIC-PePsPj PIC-Pr 18 PrPs 70 CRPsPeC-PI P-
PsPiPuCHP°P+PuP»CHPSP&P] CHP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P-
PjPuC,P°CI'C,P°P-P°PjPé Cr P»C-PjC,P°C,PéC$PSC- PICIP-P»Pé C,P° C-PSPrPuPeCIPsPj
PP°CHPSPsPICI CHhPePsPiPs (KPS) 3 80 %. PuC-CI'P»CII CI'C,CHP°C,PéC, C-PeP°CtC-C—
PIC-PrPiPsPIC-PrPSPs PrPs PeC-P»CHPePsCI'C,C- CfFCRHP°PYPuPSP&C... P»C-PjC,PsPICFP-P»C-PI
(185“3, 4 ) 1491 PiP°CtC-C”PSC,PeCrt P+CrP»Ps CHP°PSPrPsPjC-P-PsPIP°PSPs Cf PrPIC-
PiCHCrPiPé: PrP»CII PsC,CHP&PjP°PSPSCII 75 PjPi/Pj* PrPsCtPuC,P°PeCI'PuP»Ct C+PuCHPuP: 1
PiPsPrPéPSCr PiC-CI'P»CII PIPIPuPrPuPSPSCII 50 PjPi/Pj* PrPsPeCI'PsCHCrP+C-CtPéPSCT C,P°
500 PjPi/Pj* CtP&PeP»PsC, PsCI'C,P°PjC-PrCr (PiCHCIrPiP° TAC) P°P+Ps PrP»CII
PsC,CHP&PjP°PSPSCII 50 PjPi/Pj* PrPsPeCI'PsCHCIP+C-CtP&PSCY P- PiPsPrP°P»CHCEP&P;
PIPIPpuPrPpPSPSCIIPj 500 PjPi/Pj* C,C,PsCRCrCRP°CtP&P»Cr C,P° 500 PjPi/Pj’




CtP&PeP»PsC, PsCI'C, P°PjC-PrCr (PiCHCIPiP° FAC). PhP+P&PrPIC- CI'C...PuPjPé
P»C-PeCrPIP°PSPSCII P-P°CI'C,PsCI'PsPICIPIP°P»Pé PePsPPSC- 3 C,PéPYPSC-, PICI'CHbPsPiPs
PiCEPsPIPsPrPéP»Pé 6 C,P°PePéC... CtPéPeP»C-PI. P"PsCtPuC,P°PeCI'PuP» PIPIPsPrPéPICI'CI]I Crf
PIP&PiP»CIIPrC- 1-PiPsPrPéPSPSPsC— C-PSC, CrP-C-C—, P° PICI'C- C-PSC£C-
P»C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé BR“ PIPSCrC,CHC-CEPSCHPsPIPuPSPSPs
P+PsP»CRCI'PSPs Cr 1-PNe PrPuPSCH CtPéPeP»Cr P»C-PeCrPIP°PSPSCI].
PiP°CtC-C”PSC,PeP°Pj, Cr CIIPePEC... CHPsP-PIPEPIP°P»P°CI'CII CFCI'PeP»P°PrPSPuPSP°
PSPuPN:C,CEPsPiPuPSC-CI]I (C,PpP+CEP&P»CHPSP°® PSPuPNeC,CHPsPiPpPSC-CIJ,
PiCEHPsP»PsPSPiPsPIP°PSP°® PSPuPNeC,CHPsPiPuPSC-CII C+Pé C-PSC,PpPeCtC-CIJ),
PiCRHP&P-PSP°C+P°P»Pé PiCRP°PSCrP»PsCtP&C,P°CEPSPEPNe
PePsP»PsPSC-C”CI'C,P&PjCtP»CRCRCHPEPNe C,P°PeC,PsCH (P“-PsPYPx) PrP»CII
PIC,PsCHPéPSPSPsC— PiCEPsC,C-P»P°PeC,PéPePé. PiuP°CtC-C”PSC,PePé Cr PiCHCrPiC- TAC
PsC,CHP&PjCrPIP°P»Pé P°PSC,PéP+C-PsC,PéPePsPiCHPsC, C-P»P°PeC,PéPeCr
CtP&PiCHPsC,P»PsPeCI'P°CtPéPSPsPj (500 PjPi PiPuCHPsCEP°P»CHPSPs PrPIC-C+C- PSP®
PrPsP+Cr CrPiCHPsPrPsPIPY 10 PrPSC-PI, PiPsC+PEPSP°CRC#Pé P- 5-PiPs PrPSCI]
PePsPYPSPsPiPs CtPéPeP»Ct P»C-PeCrPIP°PSPSCII) P°P+Ps P°PSP°P»PsPiC-C+PSP&P;
P»C-PeP°CHCI'CHPeP&Pj P-P°CI'PsP+PsPj. P’ PsP+PsC... PiCRCIPiP°C... PiC-CI'P»CII
PsCI'C,P°PSPSCHPsPiPs CtPéPeP»Cr C...C-PjC-PsC,PuCRP°PiC-C— PiP°CtC-C”PSC,PePé,
PiCrC...P»PéPSPé CIIPePEC... PuPeCI'PiCHPuCI CfPIP°P»Pé CEPuCtPuPiC,PsCHPé
PuCI'C,CRPsPiPuPSCr C,P°/P°P+Ps PiCEPsPiPuCI'C,PuCEPsPSCY, PsC,CHP&PjCrPIP°P»Pé
C,P°PjPsPeCI'P&éC,PuPS Cr PrPsP-C- 20 PjPi PsPrPéPS CHP°P- PSP® PrPsP+Cr PiCHPsC,CIIPiPsP;
PiPuCHC-PsPrCr C,CHPEPIP°P»C-CI'C,Ch PrPs 5 CHPsPeC-PI. PhPref™ CRPIP°PSC,PSP®
PiCHPsPjPuPSPuPIP°® C,PuCHP°PiC-CII P-P°CI'C,PsCI'PsPICIPIP°P»P°CI'CII PIC-PrPiPsPIC-PrPSPs
PrPs CRHPuPePsPjPuPSPrP°CtC-PNe, CtPEPSPSPEC... PrP»CII P-P°PeP»P°PrC-PI, CIIPeC-
P+CHP°P»Pé CrC+P°CI'C,CH Crf PrPsCI'P»C-PrPIPuPSPSC-, C- P+CrP»P°
PiCEP&P-PSP°C+PuPSP° 69 % PiP°CtC-C”PSC,PsPe Cr PiCRHCIPiC- TAC C- 72 %
PiP°Ct+C-C”PSC,PsPe Cr PiCRCIPiC- FAC.

P‘CtP»Ps PiCHPsPIPuPrPuPSPs PrPIP° PiCHPsPjC-PIPSC- P°PSP°P»C-P-Pé C,P° PsPrPéPS
PsCI'C,P°C,PsCPSP&PNe P°PSP°P»C-P-. PuPpCHCEPEPN: PiCHPsPjC-PIPSPéPNe P°PSP°P»C-P-
P+C1P»Ps P-P°PiP»P°PSPsPIP°PSPs PiCHPsPIPuCI'C,Pé C+PuCRPuP: 3 CEPsPePé PiC-CI'P»CII
PrP°C,Pé, PSP°® CIIPeCr Ct PrPsCI'P»C-PrPYPuPSPSCII P+CrP»Ps PIPeP»CRCPuPSPs
PiPsP»PsPIPéPSCt PSPuPsP+C...C-PrPSPsC— PeC-P»CHPePsCI'C,C- CfC+P°CI'PSP&PeC-PI.
P”CHCrPiPéPNe PiICHPsPjC-PIPSPéPNe P°PSP°P»C-P- PiCHPsPIPuPrPuPSPs PiC-CI'P»CII
CBPuC”CI'C,CHP°CtC-C— P-P°PiP°P»PsPj 400 PiPsPrC-PNe P+PpP-CHPuCtPéPrPéPIPSPsC—
PIPéPYPEPIP°PSPSCI'C,C- (PP P’), C%oPs PsP+CrPjPsPIP&P»Ps PjPuPrC-P°PSCr
C,CHP&PIP°P»PsCI'C,C- CI'PiPsCI'C,PuCHPuPIPuPSPSCII 55 PjC-CI'CIICtC-PI.
PhCI'C,P°C,PsCPSPEPNe P°PSP°P»C-P- P+CrP»Ps PiCEPsPIPuPrPuPSPs, PePsP»Pé CrCI'C-
PiP°CtC-C”PSC,Pé PIP&PePsPSP°P»Pé CI'PIPsC— PIC-P-P&C,Pé C+PuCHPuP- 10 CHPsPeC-PI
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII (P-P° PIP&PSCIIC,PePsPj C,PéC... C-P-
PSP&C..., Ct PePsPiPs PrPs CtCHPsPiPs P+CrP»Ps P-P°CHPuC”CI'C,CHPsPIP°PSPs PiPsPrC-Ch
PP P’ P°P+Ps C...C,Ps P+CrPI PIC,CEP°C+PpPSP&PN: PrP»CII PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCEPuPYPuPSPSCII). PiPuCHPIPEPSPSPsCh PeC-PSCtPuPIPsCh C,PsC+PePsCh
PuC, PuPeC,PEPIPSPsCI'C,C- P+CrP»P° P+PuP-CHPuCtPéPrPéPIPSP® PIPEPIPEPIP°PSC-CI'C,CH
(PP P’), PIC,PsCHPéPSPSPsCh PeC-PSCtPuPIPsCh C,PsCPePsCh PuC, PuPeC,PéPIPSPsCI'C,C-
BH“ P-P°PiP°P»CIHbPSP® PIPEPYPEPIP°PSC-CI'C,CH (P—P’).

PhCI'C,P°C,PsC+PSP&PNe P°PSP°P»C-P- P+CfP»Ps PiCEPsPIPuPrPuPSPs P- PjPuPrC-P°PSPsCh
C,CEP&PIP°P»PsCI'C,C- PiPsPrP°P»CHhCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII

96 PjC-CI'CLICtC-PI. P—P°® CEPuP-CtP»CHbC,P°C,P°PjPé C{CHbPsPiPs P°PSP°P»C-P-Cr
PiPsPeP°P-P°PSPs, C%oPs P+PuP-CEHPuCTP&PrPEPIPSP® PIP&PYP&PIP PSC-CI'C,CHb Ct PiCECIPiC-



TAC P+CrP»P° CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oPs C,CHPEPIP°P»C-C€PsCh, PSC-PY Cr
PiCHCIPiC- FAC. P§P°CI'C,PsC,P° PIPéPSPéPePSPuPSPSCII CRPuCtP&PrPEPIC-PI
PiCHPsC,CLIPiPsPj 10 CHPsPeC-PI Cr PiP°CtC-C”PSC,PsPe PiCRCIPiPé TAC P+CrP»P°
PSP&PYCPsCh, PSC-PY Cr PiP°CtC-C”PSC,PsPe PiCHCrPiPé FAC (PIC-PrPiPsPIC-PrPSPs 39 %
PiPsCHC-PIPSCIIPSPs P- 45 %), C,PsP+C,Ps P°P+CI'PsP»CRC,PSPu P-PSPEPYPuPSPSCII
CHPéP-PéPeCr CI'C,P°PSPsPIPéP»Ps 6 % (CH = 0,0043). P—P°PiP°P»CHPSP°
PIPEPYPEPIP°PSC-CI'C,CH PiCHPsC,CIIPiPsPj 10 CEPsPeC-PI Cr PiCKCrPiC- TAC C,P°PePsPf
P+CrP»P° CI'C,P°C,PéCI'C,PEC$PSPs P-PSP°C+CrC%oPs PIPEC%oPsCh, PSC-PY Cr PiCHCrPiC- FAC
(PIC-PrPiPsPIC-PrPSPs 76 % PiPsCRC-PIPSCIIPSPs P- 69 %), C,PsP+C,Ps P°P+CI'PsP»CRC,PSPu
P-PSPéPYPuPSPSCII CHP&P-PéPeCr CI'PjPuCHC,C- CI'C,P°PSPSPIPEP»Ps 7 % (CF 0,002).
PhCI'PeC-P»CH>PePé PiPuCHPuPIP°PiPé, CIIPeC- CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CII Cf
PiP°CtC-C”PSC,C-PI P- PjPuC,P°CI'C,P°P-P°PjPé Cr 4 C- P+C-P»CH:CEPu
P»C-PjC,P°C,PECFPSPEC... PICIP-P»P&, PSPu P+CrP»Pé CI'C,P°C,PECI'C,PECFPSPs
P-PSP°C+CrC%oP&PjPé PrP»CII PP P’ C,P° P—P’, Ct PsCI'C,P°C,PsC+PSPsPjCt P°PSP°P»C-P-C-
PSPu P+CrP»Ps PiPsPIPSPsChR PjC-CHPsCh PiCEPsPrPuPjPsPSCI'C,CHPsPIP°PSPs
PiPsP-P&C,PéPIPSPp CI'PiC-PIPIC-PrPSPsCEPuPSPSCII B«PePsCRHP&CI'C,CH/CHPEP-PEPeB»
CI'C...PuPjPé C,PuCRHP°PiC-C— TAC Cr PiP°Ct+C-C”PSC,C-PI P- PjPuC,P°CI'C,P°P-P°PjPé Cr 4 C-
P+C-P»CHCE€Pn P»C-PjC,P°C,PECEPSPEC... PICIP-P»Pé.

P—P°PiP°P»PsPj CEPuP-CIP»CHC,P°C,Pé PrPsCI'P»C-PrPIPuPSPSCILI
PiCEPsPrPuPjPsPSCI'C,CECIPIP° P»Pé PiPsP-PéC,PéPIPSPu CI'PiC-PIPIC-PrPSPsCEPRPSPSCILI
B«PePsCEP&CI'C,CH/CEHP&P-PéPeB» PrP»CLI CI'C...PuPjPé C,PuCHP°PiC-C— TAC Cf
PiPsCRC-PIPSCIIPSPSC- P-C- CI'C...PuPjPsCh C,PuCHP°PiC-C— FAC.

P‘CrP»Ps PiCHPsPIPuPrPuPSPs P°PSP°P»C-P- PePsPY{PSPsC— P- PiC-PrPiCRHCrPi
PiP°CtC-C”PSC,PsPe, CLIPeC- PsC,CHEP&PjCrPIP°P»Pé P»C-PeCrPIP°PSPSCII P-P° CI'C...PuPjPsCh
TAC, PIC-PrPiPsPIC-PrPSPs PrPs PiCHPsCI PiPuPeC,PéPIPSPs PIPéP-PSP°C+PuPSP&C...
PsCI'PSPsPIPSPéC... PiCRHPsPiPSPsCI'C,PéC+PSPEC... C,P°PeC,PsCHC-PI (PrPéPI.
C,P°P+P»PeCtCHR 1).

PyP°P+P»P&CHCII 1.

P PuP-CFP»CHbC,P°C,Pé P°PSP°P»C-P-Cf P-P° PiC-PrPiCECIPiP°PjPé PIC-PrPiPsPIC-PrPSPs PrPs
PiCEPsCI'PiPpPeC,PEPIPSPs PIP&P-PSP°C+PuPSPEC... PsCI'PSPSPIPSPEC...
PiCEPsPiPSPsCI'C,P6C+PSPEC... C,P°PeC,PsCEC-PI Cf PiP°CC-C”PSC,PsPe P-
PsPiPuCEP°P+PuP»CHPSP&P] CEP°PePsPj PjPsP»PsC{PSPsC— P-P°P»PsP-Pé P-
PjPpC,P°CI'C,P°P-P°PjPé Cf P»C-PjC,P°C,P6C+PSC- PICFP-P»Pé, CLIPeC- PsC,CHP&PjCLPIP°P»Pé
P»C-PeCrPIP°PSPSCLI P-P° CI'C...PpPjPsCR TAC (PrPsCI'P»C-PrP{PuPSPSCII TAX 316)

P'PpP-CEPLCTPEPrPEPIPSP P_P°PiP°P>CIBPSP®
PIPGPPEPIP°PSC-CI'C,CH PIPSPPEPIP°PSC-CI'C,CH
PC-P»CHPeC-C |,
PLC-PrPiCECIPiP® r'C,CH gscc-ﬁrPspsceppPs- 05 % ppt Iy P'C-PrPSPSCEPPSPS |oc o/ bop. |
PIFCIC-C'PSCC-PL  [PIE°CIC-C'PSC.C | b papec pre CLI CEP&P-P&PeC-PI
P5C-—P»>CIbPeC-CIC,Chb
P»C-PiC, P°C,PECEPSPEC. .
PICEP-P»C-PI,
CfCHPPIPUPSPEC...
PPuC,P°CI'C,P°P-P°PjPé
P'CTCEbPSPIPs 745 0,80 0,68-0,03 _ [0,0043 0,74 0,61-0,90 [0,0020
1553 167 0,72 0,58-0,01 _ [0,0047 0,62 0,46-0,82_|0,0008
0 278 0,87 0,70-1,00 __ [0,2290 0,87 0,67-1,12_[0,2746

*P’C-PrPSPsCEPuPSPSCILI CHPEP-PEPeC-PI PjPuPSCEPH 1 PIPeP°P-CfC” PSP® C,Pp, C%oPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé C,PuCRP°PiC-C— TAC P+CrP»Ps



P°CI'PsC+C-PNePsPIP°PSPy P:- P+C-P»CHCEPsCh C,CHPEPIP°P»C-CI'C,Ch
P+PuP-CHPuCtPéPrPéPIPSPsC— PIP&PPEPIP°PSPsCI'C,C- C,P° P-P°PiP°P»CHPSPsC—
PIP&PIP&PIP°PSPsCI'C,C-, PSC-P] P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé C,PuCEP°PiC-C—
FAC.

PuP°C+C-C”PSC,P€ P- PsPiPuCHP°P+PuP»CIbPSPePj ChP°PePsPj PjPsP»PsC{PSPsC—

P-P°P»PsP-Pé P+PuP- PjPuC,P°CI'C,P°P-C-PI Cf P»C-PjC,P°C,P&C+PSC- PICIP-P»P&, CIIPeC-

PiC-PrP»CIIPiP°CRC,CH C...C-PjC-PsC,PuCRHP°PiC-C— (PrPsCI'P»C-PrP{PuPSPSCII GEICAM

9805). P”P°PSC-, PsC,CHP&PjP°PSC- Cf P+P°PiP°C,PsCtPuPSC,CEPsPIPsPjCr
PIC-PrPeCEPé&C,PsPjCt CHP°PSPrPsPjC-P-PsPIP°PSPsPjCt PrPsCI'P»C-PrPyPuPSPSC-,
PiC-PrC,PIPuCHPrPYCrCRC,CH PrPsCtC-P»CHPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII
PrPsCtPuC,P°PeCI'PpP»Cr PrP»CILI P°Pref™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C—
PiP°CtC-C”PSC,PsPe P- PsPiPpuCEP°P+PuP»CHPSPEPj CEP°PePsPj PjPsP»PsCtPSPsC—
P-P°P»PsP-Pé P+PpP- PjPuC,P°CI'C,P°P-C-PI Ct P»C-PjC, P°C,P&C+PSC- PICIP-P»P&, CLIPeP&P;
PjPsPYPSP° P-P°CI'C,PsCI'PsPICfPIP°C,Pé C...C-PjC-PsC,PpCREP°PiC-Ch. 1060
PiP°CtC-C”PSC,PsPe CHP°PSPrPsPjC-P-CrPIP°P»Pé Ct PrPIC- PiCRHCrPiPé: PrP»CII
PsC,CHP&PjP°PSPSCII 75 PjPi/Pj* PrPsCtPuC,P°PeCI'PuP»Ct CfPuCHPuP: 1 PiPsPrPéPSCr
PiC-CI'P»CII PIPIPpuPrPuPSPSCII 50 PjPi/Pj’ PrPsPeCI'PsCHCIP+C-CtP&PSCr C- 500 PjPi/Pj*
CtP&PeP»PsC,PsCI'C, P°PjC-PrCr (PiCHCIPiP°® TAC, 539 PiP°CtC-C”PSC,PsPe) P°P+Ps PrP»CII
PsC,CHP&PjP°PSPSCII 50 PjPi/Pj’ PrPsPeCI'PsCHCIP+C-CtP&PSCrt P: PiPsPrP°P»CHCEPEP;
PIPIPuPrPpPSPSCIIPj 500 PjPi/Pj* C,C,PsCHCIrCHP°CtPEP»Cr C- 500 PjPi/Pj’

CtPé&PeP»PsC, PsCI'C,P°PjC-PrCr (PiCHCrPiP°® FAC, 521 PiP°CtC-C”PSC,PeP®) CIIPe

P°Prsf™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C— PiP°CtC-C”PSC,C-PI P-
PsPiPuCHP°P+PuP»CHPSPéP] CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P+PpuP-
PjPuC,P°CI'C,P°P-C-PI Ct P»C-PjC, P°C,PEC+PSC- PICIP-P»Pé P- PIPECI'PsPePéPj CHPEP-P&PePsPj
CHPuCtPéPrPéPICT PIC-PrPiPsPIC-PrPSPs PrPs PeCHP&C,PuCHC-C—PI
PPsPSCI'PuPSCI'CFCI'PSPsC— PePsPSC, PuCEPuPSCtC-C— Cr PYP°PSPeC,-P“P°P»P»PuPSC-
1998 CHPsPeCr (CHPsP-PjC-CH PiCrC...P»PéPSPé > 2 CI'Pj C,P°/P°P+Ps
PIC-PrCI'CtC,PSC-CI'C,CH CHPuCtPuPiC,PsCHC-PI PuCI'C,CHPsPiPuPSCr (ER) C,P°
PiCHPsPiPuCI'C,PuCHPsPSCrF (PR), C,P°/P°P+Ps PIP&CI'PsPePéPN: CI'C,CrPiC-PSCH
CLIPrPuCHPSPsPiPs PiPsP»C-PjPsCEC, C-P-PjCr / PiC-CI'C,PsP»PsPiC-CPSPsPiPs

PrPéC, PuCHPuPSCtC-CRPIP°PSPSCII (28 “3 CI'C,CrPiC-PSCH), C,P°/P°P+Ps PIC-Pe PrPs 35
CHPsPeC-PI). PhP+P&PrPIC- CI'C...PuPjPé P»C-PeCrPIP°PSPSCII P-P°CI'C,PsCI PsPICPIP°P»Pé
PePsPYPSC- 3 C,PéPYPSC-, PICI' CHbPsPiPs PiCHPsPIPsPrPéP»Pé 6 C,P°PeP&C... CtPéPeP»C-PI.
P”PsCtPuC,P°PeCI'PuP» P-P°CI'C,PsCI'PsPICfPIP°P»Pé Cr PIPéPiP»CILIPrC- 1-PiPsPrPéPSPSPsC—
C-PSC, CrP-C-C—, P° PICI'C- C-PSC£C- P»C-PeP°CHCI'CHbPeC- P-P°CI'PsP+Pé PIPIPsPrPéP»Pé
PIPSCrC,CHC-CEPSCHPsPIPUPSPSPs Cr 1-PNe PrPuPSCH P»C-PeCrPIP°PSPSCII PePsPPSC- 3
C,PEPYPSC-. PuC-CI'P»CII CHP°PSPrPsPjC-P-P°CtC-C— 230 PiP°CtC-C”PSC,PsPe Cr PiCRCIPiC-
TAC P-CHPsP+P&éP»Pé PsP+PsPIBf™ CLIP-PePsPIPéPj PiCHPsPIPuPrPuPSPSCII
PiPuCHPIP6PSPSPsC— PiCHPsC, C-P»P°PeC,PéPePé P-P° PrPsPiPsPjPsPiPsCh P“-PiPYPx.
P§P°CI'C,PsC,P° PIP&PSP&PePSPuPSPSCII PSPuPNeC,CHPsPiPuPSC-C— IV CI'C,CfPiPuPSCI],
C,,PuP+CHP&P»CHPSPsC— PSPuPN.C,CHPsPiPuPSC-C— C,P° PSPuPN:C,CHPsPiPuPSC-C+PSPsC—
C-PSC, PuPeCtC-C— P+CrP»P° PSP&PYC+PsCh Cr PiP°CtC-C”PSC,PsPe, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé PiPuCHPIPEPSPSCT PiCHPsC, C-P»P°PeC,PéPeCr P-P° PrPsPiPsPjPsPiPsCh
P“-PrPYPx (PrPéPI. CHPsP-PrC-P» B«PuPsP+C-C$PSC- CHPuP°PeCtC-C—B»). P’ PsP+PsC...
PiCRCrPiP°C... PiC-CI'P»CII PsCI'C,P°PSPSCH>PsPiPs CtPéPeP»Cr C...C-PjC-PsC,PuCHP°PiC-C—
PiP°CtC-C”PSC,PePé, PiCrC...P»P&PSPé CIIPeP&C... PuPeCI'PiCEPuCI CrPIP°P»Pé
CHPuCtPuPiC,PsCRPé PuCI'C,CHPsPiPuPSCr (ER ) C,P°/P°P+Ps PiCHPsPiPuCI'C,PuCHPsPSCr (PgR
), PsC,CRP&PjCrPIP°P»Pé C,P°PjPsPeCI'PéC, PuPS Cr PrPsP-C- 20 PjPi PsPrPéPS CHP°P- PSP°
PrPsP+Cr PiCEPsC,CIIPiPsPj PiPpCRC-PsPrCr C,CEP&PIP°P»C-CI'C,Ch PrPs 5 CHPsPeC-PI.
P’C-PrPiPsPIC-PrPSPs PrPs CHPuPePsPjPuPSPrP°CtC-PNe, CtPEPSPSPEC... PrP»CII



P-P°PeP»P°PrC-PI, CLIPeC- P+CEHP°P»Pé CrCHP°CI'C,CH Cr PrPsCI'P»C-PrPIPuPSPSC-,
P°Prs}™ CRPIP°PSC,PSCt PiCHPsPjPuPSPuPICE C,PpuCHP°PiC-Ch P-P°CI'C,PsCI'PsPICIPIP°P»Pé
57,3 % PiP°CtC-C”PSC,PsPe Cr PiCRCIPiC- TAC C- 51,2 % PiP°CtC-C”PSC,PsPe Ct PiCHCIPiC-
FAC.

P‘CrP»Ps PIPéPePsPSP°PSPs PsPrPéPS PiPpCHPIPEPSPSP&PN: P°PSP°P»C-P- C- PsPrPéPS
P°PSP°P»C-P- PSP° PsCI'PSPsPIC- PsPSPsPIP»PuPSP&C... PrP°PSP&C.... PuPuCHPIPEPSPSPEPNe
P°PSP°P»C-P- PIPéPePsPSCIPIP°PICI'CII C,PsPrC-, PePsP»Pé Ct PICI'C-C... PiP°CtC-C”PSC,PsPe
C,CBP&PIP°P»C-CI'C,CH PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPPuPSPSCII
PiPpuCHPPPIPEC%oCIPIP°P»P° 5 CEPsPeC-PI (PjPuPrC-P°PSP° C,CHPEPIP°P»PsCI'C,C-
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII CI'C,P°PSPSPIPEP»P° 77
PjC-CI'CIICtC-PI). PbPSP°P»C-P- PSP° PsCI'PSPsPIC- PsPSPsPIP»PuPSPé&C... PrP°PSP&C... P+CrPI
PiCEPsPIPuPrPuPSPEPNe, PePsP»Pé CrCI'C- PiP°CtC-C”PSC,PePé PIPéPePsPSP°P»Pé CI'PIPsC—
PIC-P-P&C,Pé PiPs P-P°PeC-PSC$PuPSPSCH 10 CHPsPeC-PI PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPpPYPuPSPSCII (PjPuPrC-P°PSP°® C,CHP&PIP°P»PsCI'C,C-
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII CI'C,P°PSPsPIPEP»P° 10 CEPsPeC-PI C-
5 PjC-CI'CIICtC-PI) (P-P° PIP&PSCIIC,PePsPj C,P&C... C-P- PSP&C..., Cf PePsPiPs PrPs CtCHPsPiPs
P+CrP»Ps P-P°CRHPuC”CI'C,CHPsPIP°PSPs PiPsPrC-Ch P'P P’ P°P+Ps C...C,Ps P+CrPI
PIC,CHP°C+PuPSP&PNe PrP»CII PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII).
PiuPuCHPIPEPSPSPsChH PeC-PSCtPuPIPsCh C,PsC+PePsCh PuC,PuPeC,PEPIPSPsCI'C,C- P+CrP»P°
P+PyuP-CEPpCtPéPrPEPIPSP° PIPEPYPEPIP°PSC-CI'C,CH (PP P’), PIC,PsCEPEPSPSPsCh
PeC-PSCtPuPIPsCh C,PsCtPePsCh PuC,PuPeC,PéPIPSPsCI'C,C- BR“ P-P°PiP°P»CHPSP®
PIP&PIP&PIP°PSC-CI'C,CH (P—P").

P—P° CHPuP-CrP»CHC,P°C,P°PjPé PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPYPuPSPSCII,
PjPuPrC-P°PSP° C,CHPEPIP°P»PsCI'C,C- CLIPePsPiPs CI'C,P°PSPsPIPEP»P° 77 PjC-CI'CLICtC-PI,
P+CrfP»Ps PiPsPeP°P-P°PSPs, C%oPs P+PuP-CHPuCtPéPrPEPIPSP°® PIPEPYP&PIP°PSC-CI'C,CH> Cr
PiCHCrPiC- TAC P+CfP»P° CI'C,P°C,PECI'C,PEC+PSPs P-PSP°C+CrC%oPs C,CHP&PIP°P»C-CEPsCH,
PSC-P{ Cr PiCRCrPiC- FAC. PJ PiP°CtC-C”PSC,PsPe PiCHCIPiPé TAC CHP&P-PéPe
PIP6PSP&PePSPuPSPSCII CRPuCtP&PrPEPIC-PI P-PSP&P-PEPICI'CII PSP® 32 %
PiPsCHC-PIPSCLIPSPs P- PiP°CtC-C”PSC,PeP°PjPé PiCHCrPiPé FAC (PIC-PrPSPsCEPuPSPSCII
CHPEP-P&PeC-PI 0,68, 95 % P”Pt: 0,4985“0,93, CF 0,01). P—P° CHPuP-CrP»CHC,P°C,P°PjPé
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPpPSPSCII, PjPuPrC-P°PSP°
C,CRP&PIP°P»PsCI'C,C- CIIPePsPiPs CI'C,P°PSPsPIPEP»P° 10 CKPsPeC-PI C- 5 PjC-CI'CLICtC-PI,
Cr PiP°CtC-C”PSC,PsPe PiCRCIPiPé TAC CEP&P-Pé&Pe PIPEPSP&PePSPuPSPSCII
CHPuCtP&PrPEPIC-PI P-PSP&P-PEPICI'CII PSP° 16,5 % PiPsCHC-PIPSCIIPSPs P-
PiP°CtC-C”PSC,PeP°PjPé PiCECrPiPé FAC (PIC-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI 0,84, 95 %
P”Pt: 0,6585“1,08, CH = 0,1646). P”P°PSC- C%oPsPrPs P‘P P’ PSPu P+CrP»Pé
CI'C,P°C,P&CI'C,PéC+PSPs P-PSP°C+CrC%oP&PjPé, PICHPsC,Pu C,P°PePsP
PiCHPsPrPuPjPsPSCI'C,CRECrPIP°P»Pé PiPsP-P&C,PéPIPSCT C,PpPSPrPuPSCtC-Ch PSP°
PePsCHP&CI'C,CH PiCHCrPiPé TAC.

P—P° CHPuP-CrP»CHC,P°C,P°PjPé PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PnCHPuPIPuPSPSCILI,
PjPuPrC-P°PSP° C,CHP&PIP°P»PsCI'C,C- CIIPePsPiPs CI'C,P°PSPsPIPEP»P° 77 PjC-CI'CLICtC-PI,
P-P°PiP°P»CIHhPSP°® PIPEPIPEPIP°PSC-CI'C,CH (P—P’) Ct PiCRCrPiC- TAC C,P°PePsP{ P+CrP»P°
C,CRP&PIP°P»C-CEPsCR C- Crf PiP°CtC-C”PSC,PsPe PiCKCrPiPé TAC
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PSPéPYPuPSPSCII CEPéP-PéPeCr CI'PjPuCHC,C- PSP° 24 %
PiPsCHC-PIPSCIIPSPs P- PiP°Ct+C-C”PSC,PeP°PjPé PiCHCIPiPé FAC (PIC-PrPSPsCEPuPSPSCII
CHP&P-PéPeC-PI 0,76 %, 95 % P”Pt: 0,4685“1,26, CH = 0,29). PhPrPSP°Pe CKC-P-PSP&CtCII P—P’
PSPu P+CfP»P°® P-PSP°C+CrC%oPs PIC-PrPjC-PSPSPsCH PjC-P{ CtPéPjPé PrPIPsPjP°
PiCECrPiP°PjPé PiP°CtC-C”PSC,PsPe.



P—P° CEPuP-CfP»CIHhC,P°C,P°PjPé PiPsPrP°P»CHhCEPsPiPs CI'PiPsCI'C,PpuCHPuPIPuPSPSCI],
PjPuPrC-P°PSP°® C,CHP&PIP°P»PsCI'C,C- CLIPePsPiPs CI'C,P°PSPsPIP&P»P° 10 CHPsPeC-PI C- 5
PjC-CI'CLICTC-PI, Ct PiP°CtC-C”PSC,PsPe PiCRCIPiPé TAC CEHP&P-PéPe CI'PjPuCEHC,C-
P-PSP&P-P&PICI'CLI PSP° 9 % PiPsCEC-PIPSCLIPSPs P- PiP°CtC-C”PSC,PeP°PjPé PiCECrPiPé FAC
(PIC-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI 0,91, 95 % P”Pt: 0,6381,32).

PuC-CI'P»CII 8 CEPsPeC-PI PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII
CHC-PIPuPSCH PIPEPIPEPIP°PSPsCI'C,C- CI'C,P°PSPsPIP&PI 93,7 % PI PiCKCrPiC- TAC C-
91,4 % PI PiCHCIPiC- FAC, P° PiC-CI'P»CII 10 CEPsPeC-PI PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII 8F” 91,3 % PI PiCHCrPiC- TAC C- 89 % PI PiCRHCIPiC- FAC.

PuPsP-P&C,PéPIPSPy CI'PiC-PIPIC-PrPSPsCEPPSPSCLI B«PePsCEPECIC,CHh/CEPEP-PEPB» PSP°
PePsCRP&CI'C,CH PiCRCrPiPé TAC Cr PiPsCHC-PIPSCIIPSPSC- P+ PiCECrPiPsCh FAC
P-P°P»P&CEPEP»PsCI'CLI PSPpP-PjC-PSPuPSPEP;.

P] CEP°PjPeP°C... PiPuCHPIPEPSPSPsPiPs P°PSP°P»C-P-Ct (P-P° CEPuP-CtP»CHC,P°C,P°PjPé
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII, PjPuPrC-P°PSP°
C,CRP&PIP°P»PsCI'C,C- CLIPePsPiPs CI'C,P°PSPsPIP&P»P° 77 PjC-CI'CLICTC-PI) P+CrP»Ps
PrPsCI'P»C-PrPIPuPSPs PsPeCEPuPjC- PiC-PrPiCECtPiPé PiP°CtC-C”PSC,PsPe, CIIPeC-
PsC,CEP&PjCEPIP°P»Pé CI'C...PuPiCt TAC, PIC-PrPiPsPIC-PrPSPs PrPs
PiCEHPsCI'PiPuPeC,PEPIPSPs PIP&P-PSP°C+PuPSPEC. .. PsCI'PSPSPIPSPEC. ..
PiCEPsPiPSPsCI'C,P6C+PSP&C. .. C,P°PeC,PsCEC-PI (PrP&PI. C,P°P+P»PECICR 2).

PyP°P+P»PeCtCII 2.

P PuP-CrP»CHC,P°C,Pé P°PSP°P»C-P-Cr P-P° PiC-PrPiCHCrPiP°PjPé PIC-PrPiPsPIC-PrPSPs PrPs
PiCHPsCI PiPuPeC,PéPIPSPs PIP&P-PSP°C+PuPSPéEC... PsCI'PSPSPIPSPEC...
PiCEPsPiPSPsCI'C,PéC+PSP&C... C,P°PeC,PsCHC-PI Crf PiP°C+C-C”PSC,PsPe P- CHP°PePsPj
PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P+PuP- PjPuC,P°CI'C,P°P-C-PI Ct P»C-PjC,P°C,PEC$PSC-
PICFP-P»Pé, CIIPeC- PsC,CHP&PjCrPIP°P»Pé P»C-PeCrPIP°PSPSCII P-P° CI'C...PuPjPsCh TAC
(P°PSP°P»C-P- PrP°PSPEC... CrCI'C-C... PiP°C+C-C”PSC,C-PI, CIIPeC- PiCHPsPN:C£P»Pé
CHP°PSPrPsPjC-P-P°CtC-CR; Intent-to-Treat) (PrPsCI'P»C-PrPYPuPSPSCII GEICAM 9805)

P'PpP-CHPUCTPEPIPEPIPSP®
PIP&PP&PIP°PSC-CI'C,CHh

PriC-PrPiCHCIPiP° PEC-P»CHPeC-CI'C,CI

P{P°C+C-C"PSC,C-PI PiP°C+C-C"PSC,C-PI Cf P"C-PrPSPsCEPUPSPSCII

D s 95 % P”Pt
. _PI*
PiCRCLPIC- TAC CBhPeP-PePeC-PI

P’'CI'CIbPsPiPs 539 0,68 0,4985"0,93

P'C-PePsPIP°
PeP°C,PpPiPsCHC-CII 1

< 50 ChPsPeC-PI 260 0,67 0,438H"1,05

= 50 ChPsPeC-PI 279 0,67 0,438H"1,05

P'C-PePsPIP°
PeP°C,PuPiPsCEC-CLI 2

< 35 ChPsPeC-PI 42 0,31 0,1185"0,89

= 35 ChPsPeC-PI 497 0,73 0,528H“1,01

PYC,P°C,CrCI’
PuPeCI'PiCHPuCI'CPIP°PSPSCII
PiPsCEPjPsPSP°P»CHPSP&C...
CHPuCtPuPiC,PsCHC-PI

PkPuPiP°C,PEPIPSPEPNe 195 0,7 0,458H"1,1

PriPsP-PéC,PéPIPSPEPNe 344 0,62 0,48H5“0,97

P PsP-PjC-CF, PiCrC... P»P&PSP&




£ 2 CT'Pj 285 0,69 0,4385“1,1
> 2 CI'Pj 254 0,68 0,4585“1,04
PYC,CrPiC-PSCH
PiC-CI'C,PsP»PsPiC-C+PSPsPiPs
PrPéC, PuCHPuPSC+C-CRPIP°PSP
SCLI

PYC,CrPiC-PSCHb 1 (PI C,PsPjCr
C+P&8CI'P»C-
PSPuPIC-PrPsPjP&PNe
CI'C,CrPiC-PSCHb)
PYC,CrPiC-PSCH 2 216 0,77 0,4685“1,3
PYC,CrPiC-PSCH 3 259 0,59 0,39850,9
PsPuPSPsPiP°CrP-P°P»CHPSPEP
No CI'C,P°C,CrCI"
PiiCHPuPjPuPSPsPiP°CrP-P° 285 0,64 0,4085“1
P1PsCI'C,PjPuPSPsPiP°CfP-P° 254 0,72 0,4785“1,12

64 0,79 0,248H"2,6

*P’C-PrPSPsCEPuPSPSCII CHP&P-P&PeC-PI (TAC/FAC) PjPuPSCEPy 1 PIPeP°P-CfC” PSP° C,Py,
C%oPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé C,PuCRHP°PiC-C— TAC P+CrP»Ps
P°CI'PsCtC-PNePsPIP°PSPy P- P+C-P»CHCEPsCh C,CRHPEPIP°P»C-CI'C,Ch
P+PuP-CHPuCtPéPrPéPIPSPsC— PIP&PPEPIP°PSPsCI'C,C-, PSC-PY P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'C...PuPjPé C,PuCHP°PiC-C— FAC.

P‘CrP»Ps PiCRHPsPIPuPrPuPSPs PiPsC£CtPePsPIC- P°PSP°P»C-P-Pé PrP»CII CHC-P-PSPEC...
PiC-PrPiCRCrPi P- PsC+C-PSPePsCh P+PuP-CHPuCtPéPrPéPIPSPsC— PIPEPP&PIP°PSPsCIC,C-
Cr PiP°CtC-C”PSC,C-PI, CILIPeC- PIC-PrPiPsPIC-PrP°CRC,CH PeCHPEC,PuCHC-CLIPj
PrPsPSCI'PpPSCI'CfCI'PSPsC— PePsPSC, PuCEPpPSC+C-C— Cr PYP°PSPeC,-P“P°P»P»PpuPSC-
2009 CRPsPeCt C%oPsPrPs C...C-PjC-PsC,PuCEP°PiC-C— (PiPsPiCIP»CIICtC-CII ITT);
CEPpP-CrP»CHC,P°C,Pé CtPEC... P°PSP°P»C-P-C-PI PSP°PIPuPrPuPSPs Cr C,P°P+P»P&CtC- 3.

PyP°P+P»PeCtCII 3.

P PuP-CrP»CHC,P°C,Pé PiPsCECIPePsPIPEC... P°PSP°P»C-P-C-PI PrP»CII CEC-P-PSPé&C...
PiC-PrPiCRCrPi P- PsC+C-PSPePsCh P+PuP-CHPuCtPéPrPéPIPSPsC— PIPEPP&PIP°PSPsCIC,C-
Cr PiP°CtC-C”PSC,C-PI, CILIPeC- PIC-PrPiPsPIC-PrP°CRC,CH PeCHPEC,PuCHC-CLIPj
PPsPSCI'PpPSCI'CfCI'PSPsC— PePsPSC, PuCEPpPSC+C-C— Cr PYP°PSPeC,-P“P°P»P»PpuPSC-
2009 CEPsPeCr C%oPsPrPs C...C-PjC-PsC,PuCEP°PiC-C— (P°PSP°P»C-P- PrP°PSP&C... CrCI'C-C...
PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEPsPN.CEP»Pé& CEP°PSPrPsPjC-P-P°CtC-Ch; Intent-to-Treat)
(PrPsCI'P»C-PrPIPuPSPSCII GEICAM 9805)

P'C-PrPSPsCEPuPSPSCII
PuC-PrPiCHCIPiPé TAC FAC CHP&P-PéPeC-PI
(n=539) |n=521) [TAC/FAC)

(95 % P"P1)
P'C-PrPiPsPIC-PrPSC-CI'C,CIb PIC-PrPSPSCIPSPsPjCr PiPsPeP°P-P°PSPSChR PrP»Cll
PiCRPsPIPuPrPuPSPSCII C...C-PjC-PsC,PuCHP°PiC-C—"

p-P-PSP°C+PuPSPSCII

PxC- 18/214 26/227 0,796 (0,4348“1,459) 10,4593
(8,4 %) (11,5 %)

PyP°Pe 48/325 69/294 0,606 (0,428H“0,877) 0,0072
(14,8 %) (23,5 %)

TAC 85“ PrPsCtPuC,P°PeCI'PuP», PrPsPeCI"PsCECIP+C-C1P&PS C-
CtP8PeP»PsC,PsCI'C, P°PjC-Pr; FAC BB 5-C,C,PsCHCFCEP°CP&P»,
PrPsPeCI'PsCHCFP+C-CtP&PS C- C+P&PeP»PsC, PsCI'C, P°PjC-Pr; P”Pt B PrPsPIC-CHCP&PN:



C-PSC,PuCEPIP°P»; ER BR“ PuCI'C,CEPsPiPuPSPsPIC- CEPuCtPuPiC,PsCHPé; PR BR”
PiCEPsPiPpCI'C,PuCEPsPSPsPIC- CEPuCtPuPiC,PsCEHPé.

"P’C-PrCI'CfC,PSC-CI'C,CH CHPuCtPuPiC,PsCHC-PI ER/PR P°P+Ps CI'C,CrPiC-PSCH 3, P°P+Ps
CHPsP-PjC-CH PiCrC...P»P&PSPé > 5 CI'Pj.

P PsP-CEP°C...CfPSPePsPIPp PIC-PrPSPsCEPuPSPSCII CEP&P-PéPeC-PI PIP&P-PSP°C+P°P»Pé P-
PIP&PePsCEP&CI'C,P°PSPSCIIP] PjPsPrPuP»C- PiCEPsPiPSCECTC-PNPSPEC... CEP&P-P&PeC-PI
PPsPeCI'P°, PIPEPePsCHPECI'C,PsPICFCRCHPé PiCHCIPiPé P»C-PeCrPIP°PSPSCII CIIPe
PSPsCHPjP°.

P”PsCtPuC,P°PeCI'PuP» CIIPe PjPsPSPsC,PuCEP°PiC-CII.

P‘CrP»Ps PiCHPsPIPuPrPuPSPs PrPIP° CHP°PSPrPsPjC-P-PsPIP°PSC- PiPsCHC-PIPSCIIP»CHPSC-
PrPsCI'P»C-PrPPuPSPSCII PtPtPt C,P°P-Pé, Cf CIIPeP&C... PIP-CIIP»Pé CrC+P°CI'C,CH
PiP°CtC-C”PSC,PePé P- PjPuC,P°CI'C,P°C,PéC+PSPéPj CHP°PePsPj PjPsP»PsC+PSPsC—
P-P°P»PsP-Pé BR" 326 PiP°CtC-C”PSC,PsPe, Cr CIIPeP&C... PIPECIIPIPEP»P°CI'CI]

PSPuPuC, PuPeC,PéPIPSPsCh C,PuCHP°PiC-CII P°P»PeC-P»CrCRCPéPjPé
PiCHPpPiP°CRHP°C,P°PjPé, C- 392 PiP°CtC-C”PSC,PePé, Cr CIIPePEC... PIPECIIPIPEP»P°CI'CI]
PSPuPuC, PuPeC,PéPIPSPsCh C,PuCHP°PiC-CII P°PSC,CHP°CtPéPeP»C-PSP°PjPé, BR" CLIPeC-
PsC,CHP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» Ct CHPuPePsPjPuPSPrPsPIP°PSC-PNe PrPsP-C-
C,P° P-P° CHPuPePsPjPuPSPrPsPIP°PSPsCh CI'C...PuPjPsCh P-P°CI'C,PsCI'CFPIP°PSPSCI],
C,PsP=C,Ps PiPs 100 PjPi/Pj* PePsPYPSC- 3 C,PéPPSC-. P] PiP°CtC-C”PSC,PsPe, Cr CIIPeP&C...
PIPECIIPIPEP»P°CI'CII PSPuPuC, PuPeC,PEPIPSPsChR C,PuCRHP°PiC-CII P°P»PeC-P»CrCRCtPEéPjPé
PiCHPpPiP°CHP°C,P°PjPé, PrPsCtPuC,P°PeCI'PpP» PiPsCHC-PIPSCRPIP°PICI'CII P-
PrPsPeCI'PsCRCrP+C-CtPéPSPsPj (75 PjPi/Pj* PePsPYPSC- 3 C,PéPJPSC-). PkPp
PIPiP»P&PIP°CRC$Pé PSP° P-P°PiP°P»CHPSCr PIPEPPEPIP°PSC-CI'C,CH
(C,CBP&PIP°P»C-CI'C,CH CIIPePsC— CI'C,P°PSPsPIPEP»P° 15 PjC-CI'CLICtC-PI Cr PiCHCIPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PiPsCRHC-PIPSCIIPSPs P- 14
PjC-CI'CIICtCILIPjPé Cf PiCHCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII
PrPsPeCI'PsCRCrP+C-CtPéPSCY, CH = 0,38) C+Pé PSP° C+P°CI" PrPs
PiCEPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII (27 C,PéPIPSC-PI Cf PiCHCIPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Crt PiPsCHC-PIPSCLIPSPs P- 23
C,PEPYPSCIIPjPé Cr PiCHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsPeCI'PsCHCrP+C-CtP&PSCY,
CH = 0,54), PrPsCtPuC,P°PeCI'PuP» PiC-PrPIPEC%oCrPIP°PI C+P°CI'C,PsC,Ct PIC-PrPiPsPIC-PrC-
PSP° C,PuCEP°PiC-Ch (52 % PiPsCHC-PIPSCIIPSPs P- 37 %, CE = 0,01) C-
CI'PePsCRHPsC+CrPIP°PI C+P°CI' PrPs PSP°CI'C,P°PSPSCII PIC-PrPiPsPIC-PrC- PSP°
C,PuCRP°PiC-Ch (12 C,PEPIPSC-PI PiPsCHC-PIPSCIIPSPs P- 23 C,PéPYPSCIIPjPé, CE = 0,007).
PJ 3 PiP°CtC-C”PSC,PsPe (2 %), C%oPs PiCEPéPNePjP°P»Pé PrPsCtPuC,P°PeCI'PuP»,
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ P+CrP»Ps PIC-PrPjC-PSPuPSPs C+PuCHPuP:
P-P°C,CHPé&PjPeCr CHC-PrPéPSPé PI PsCRHPiP°PSC-P-PjC-, P° Crf 15 PiP°CtC-C”PSC,PsPe (9 %),
C%oPs PiCHP&PNePjP°P»Pé PrPsPeCI'PsCHCIrP+C-CtPePS, P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+
PIC-PrPjC-PSPéP»Pé C+PuCHPuP: PeP°CHPrC-PsC,PsPeCI'PéC+PSC-CI'C,CH
(CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII 3 PIPEPiP°PrPePé P-P°CI'C,C-PNePSPsC— CI'PuCHCtPpPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- P- P»PuC,P°P»CHPSP&Pj PSP°CI'P»C-PrPePsPj).

P] PiP°CtC-C”PSC,PsPe, Cr CIIPeP&C... PIPECIIPIPEP»P°CI'CII PSPuPuC,PuPeC,PEPIPSPsCh
C,PuCHP°PiC-CII P°PSC,CHP°C1PéPeP»C-PSP°PjPé, PrPsCtPuC,P°PeCI'PuP»
PiPsCEC-PIPSCRPIP°PICI'CII P- PePsPjP+C-PSP°CtC-C”CHh PjC-C,PsPjC-CtPéPSCT PY C,P°
PIC-PSP+P»P°CI'C,PEPSCT (12 PjPi/Pj* PePsPYPSC- 6 C,PéPIPSC-PI C- 6 PjPi/Pj’ PePsPIPSC- 3
C,PEPYIPSC-). P"PsCtPuC,P°PeCI'PuP» PiC-PrPIPEC%oCrPIP°PI C+P°CI'C,PsC,Cr
PIC-PrPiPsPIC-PrC- PSP° C,PuCEHP°PiC-Ch (33 % PiPsCHC-PIPSCIIPSPs P- 12 %, CH < 0,0001),



PiPsPrPsPIPYCrPIP°PI C+P°CI’ PrPs PiCHPsPiCHPuCI CrPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCII (19 C,PePYPSC-PI PiPsCHC-PIPSCIIPSPs P- 11 C,PePJPSCIIPjPe,
CH = 0,0004) C- PiPsPrPsPIPCIPIP°PI P-P°PiP°P»CIHPSCr PIPEPIP&PIP°PSC-CI'C,CH> (11
PjC-CI'CIICtC-PI PiPsCHC-PIPSCIIPSPs P- 9 PjC-CI'CLICtCLIPjPé, CE = 0,01).

PuC-Pr C+P°CI" CtPéC... PrPIPsC... PrPsCI'P»C-PrPIPuPSCH PtPtPt C,P°P-Pé PiCHPsC,C-P»CI
P+PpP-PiPuC+PSPsCI'C,C- PrPsCtPuC,P°PeCI'PpP»Cr CrP-PiPsPrPYCrPIP°PICI'CII P- C,P°PePéPj
P-P° CHPuP-CrP»CHC,P°C,P°PjPé PrPsCI'P»C-PrPIPuPSCH PtPt C,P°P-Pé (PrPéPI. CHPsP-PrC-P»
B«P1uPsP=C-CiPSC- CHPuP°PeCtC-C—B»).

P‘CfP»Ps PiCHPsPIPuPrPuPSPs PIC-PrPeCHPEC,Pu P+P°PiP°C,PsCtPuPSC,CHPsPIPu
CEP°PSPrPsPjC-P-PsPIP°PSPy PrPsCI'P»C-PrPIPuPSPSCII PtPtPt C,P°P-Pé PrP»CII
PiPsCHC-PIPSCIIPSPSCII PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj C-
PiP°PeP»C-C,P°PeCI PuP»PsPj Ct P»C-PeCrPIP°PSPSC- PiP°CtC-C”PSC,PsPe P- PiC-P-PSC-PjPé
CI'C,P°PrC-CIIPjPé CRHP°PeCr PjPsP»PsC+PSPsC— P-P°P»PsP-Pé, PiPsPiPuCHPuPrPSCII
C,PuCHP°PiC-CII CLIPePEC... PIPeP»CRCP°P»P° P°PSC,CHP°CtPéPeP»C-PS. P’CI'CHbPsPiPs Cr
PrPsCI'P»C-PrPIPuPSPSC- PIP-CIIP»Pé CrC+P°CI'C,CH 449 PiP°CtC-C”PSC,PsPe, CILIPeC-
P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cf PrPIC- PiCHCrPiPé: PrP»CII PsC,CRHP&PjP°PSPSCII
PjPsPSPsC,PuCEP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj Cr PrPsP-C- 100 PjPi/Pj* Crf
PIP&PiP»CIIPrC- 1-PiPsPrPéPSPSPsC— C-PSC, CrP-C-C— P°P+Ps PrP»CII PsC,CRHP&PjP°PSPSCII
PjPsPSPsC,PuCEP°PiC-C— PiP°PeP»C-C,P°PeCI'PuP»PsPj Cr PrPsP-C- 175 PjPi/Pj* Cr
PIP&PiP»CIIPrC- 3-PiPsPrPéPSPSPsC— C-PSC,CfP-C-C—. PhP+P&PrPIC- CI'C...PuPjPé
C,PuCHP°PiC-C— P-P°CI'C,PsCI'PsPICFPIP°P»Pé PePsPYPSC- 3 C,PEPIPSC-.

P&Pp PIPiP»P&PIP°CRC$Pé PSP° PiPpuCHPIPEPSPSCT PeC-PSCPRPICE C,PsC4PeCr, C,PsP+C,Ps
PSP° P-P°PiP°P»CHPSCT C+P°CI'C,PsC,Ct PIC-PrPiPsPIC-PrC- PSP° C,PuCEP°PiC-Ch (32 %
PiPsCRC-PIPSCIIPSPs P- 25 %, CE = 0,10), PrPsCtPuC,P°PeCI PuP» PiPsPrPsPIPCrPIP°PI
PjPuPrC-P°PSCt C+P°CI'Ct PrPs PiCRPsPiCEPuCI'CtPIP°PSPSCILI P-P°C...PIPsCRCRPIP°PSPSCII
(24,6 C,PéPYPSCLI PiPsCHC-PIPSCLIPSPs P- 15,6 C,PéPIPSCLI; CK < 0,01) C- PjPuPrC-P°PSCF
PIP&PYP&PIP°PSPsCI'C,C- (15,3 PjC-CI'CLICtCII PiPsCEC-PIPSCIIPSPs P- 12,7 PjC-CI'CLICtCII; CH
=0,03).

PJ PiCRCtPiC- PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P+C-P»CHCEPu PSPuP+P°PIP°PSP&C... CIIPIPEC%o III/IV
CI'C,CIPiPpPSCII (55,4 %) Cr PiPsCHC-PIPSCIIPSPSC- P- PiCKCrPiPsCh P»C-PeCrPIP°PSPSCII
PiP°PeP»C-C,P°PeCI'PuP»PsPj (23 %).

P”PsCtPuC,P°PeCI'PuP» Cé PePsPjP+C-PSP°C{C-C— P- PrPsPeCI' PsCFC#P+C-CtPéPSPsP;.

P‘CfP»Ps PiCHPsPIPuPrPuPSPs PsPrPSPu PjP°CI'CEC,P°P+PSPu CHP°PSPrPsPjC-P-PsPIP°PSPu
PrPsCI'P»C-PrPYPuPSPSCII PtPtPt C,P°P-Pé P-P° CrC+P°CI'C,Ch 429 PiP°Ct+C-C”PSC,C-PI P-
PjPuC,P°CI'C,P°C,PéC+PSP&Pj CEP°PePsPj, CIIPeC- CHP°PSC-C£€Pp PSPp PsC,CHPEPjCIPIP°P»Pé
PiCEPsC,PéPiCrC...P»PéPSPSPsC— C,PuCHP°PiC-C—; Ct CtCHPsPjCt PrPsCI'P»C-PrPPuPSPSC-
PiP°Ct+C-C”PSC,Pé PsC,CEP&PjCrPIP°P»Pé P°P+Ps PrPsPeCI'PsCHCrP+C-CtPéPS (50 PjPi/Pj*) Cr
PePsPjP+C-PSP°CtC-C— P- PrPsCtPuC,P°PeCI'PuP»PsPj (75 PjPi/Pj’) (PiCECrPiP° PhPY), P°P+Ps
PrPsPeCI'PsCRCIrP+C-CtPéPS (60 PjPi/Pj’) Ct PePsPjP+C-PSP°C+C-C— P-
CtPé&PeP»PsC, PsCI'C, P°PjC-PrPsPj (600 PjPi/Pj*) (PiCHCIPiP° PhPY). PhP+P&PrPIC- CI'C...PuPjPé
C,PuCHP°PiC-C— P-P°CI'C,PsCI'PsPICfPIP°P»Pé Cr 1-PNe PrPuPSCH> CtPéPeP»Cr PePsPIPSC- 3
C,PEPYPSC-.

B P§P°CI" PrPs PiCEPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII (PSP”Py)
Cf PICECtPiC- PhP§ P+CrPI CI'C,P°C,PECI'C,PECPSPs P-PSP°CCFC%0Ps C,CEPEPIP°P»C-CEPEP;,



PSC-P{ Ctf PiCECEPiC- PhPY, CF 0,0138. PPuPrC-P°PSP°® P§P”Py CI'C,P°PSPSPIPEP»P° 37,3
C,PéPYPSCII (95 % P”Pt: 33,48F" 42,1) Ct PiCECEPiC- PhPy C- 31,9 C,PEPYPSCII (95 % P”Pt:
27,48F36,0) Ct PiCECIPiC- PhHPY.

B- P—P°PiP°P»CHPSP°® C+P°CI'C,PsC,P° PIC-PrPiPsPIC-PrC- PSP° C,PuCHP°PiC-Ch
(P—P§P’) Ct PiCECIPiC- PHP§ P+CrP»P° CI'C,P°C,P&CI'C,PECPSPs P-PSP°CCIC%oPs
PIP&C%0PsCh, PSC-PY Cr PiCHCIPiC- PHPY, CH = 0,009. P—P§P’ CI'C,P°PSPSPIP&P»P° 59,3 %
(95 % P”Pt: 52,885 65,9) Cf PICHCIPiC- PhPy Cr PiPsCHC-PIPSCIIPSPSC- P- 46,5 % (95 % P”Pt:
39,885“53,2) Cr PiCHCIrPiC- PhPY.

PJ CtCHPsPjCr PrPsCI'P»C-PrPPuPSPSC- Cf PiCHCIrPiC- PhPy C+P°CI'C,C-CE€Pp, PSC-PY Cr
PiCRHCrPiC- PHPY, PIP6PSP&PeP°P»Pé PIPEPiP°PrPePé C,CLIPIPePsC—
PSPuPN:C,CEPsPiPpPSC-C— (90 % PiPsCHC-PIPSCIIPSPs P- 68,6 %), C,PpP+CHPEP»CHPSPsC—
PSPuPN:C,CEPsPiPpPSC-C— (33,3 % PiPsCEC-PIPSCIIPSPs P- 10 %), C-PSC, PuPeCtC-C— (8 %
PiPsCHC-PIPSCILIPSPs P- 2,4 %), PrC-P°CEPuC— (7,5 % PiPsCHC-PIPSCLIPSPs P- 1,4 %),
P°CI'C,PuPSC-C— (8,5 % PiPsCHC-PIPSCIIPSPs P- 2,4 %) C- P+=PsP»Ch (2,8 %
PiPsCEC-PIPSCLIPSPs P- 0 %). P— C-PSC€PsPiPs P+PsPeCr, Cr PiCHCrPiC- PhPY Cr
PiPsCHC-PIPSCIIPSPSC- P- PiCECrPiPsCh PPy CI'PiPsCI'C,PuCHC-PiP°P»Pé P+C-P»CH.CE
PIP&CI'PsPeCr C+P°CI'C,PsC,Ct PIPEPiP°PrPeC-PI C,CIIPYPePsC— P°PSPuPjC-C— (15,8 %
PiPsCEC-PIPSCLIPSPs P- 8,5 %) C- P+C-P»CHC€ PIP&CI'PsPeCt C+P°CI'C,PsC,Cr C,CIIPPePéC...
PeP°CHPrC-PsC,PsPeCI'PéC+PSP&C... CEPpP°PeCtC-PNe: P-P°CI'C,C-PNePSPsC—
CI'PuCHCtPpPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (3,8 % PiPsCHC-PIPSCIIPSPs P: 2,8 %),
P°P+CI'PsP»CRC,PSPsPiPs P-PSP&PIPuPSPSCII C,CEP°PeCtC-C— PIPEPePEPrCr P»C-PIPsPiPs
CEP»CrPSPsCtPeP° (PxP’P>PE) PrPs 2 20 % (13,1 % PiPsCRHC-PIPSCIIPSPs P- 6,1 %),
P°P+CI'PsP»CRC,PSPsPiPs P-PSP&PIPuPSPSCII PxP’P>PE PrPs 3 30 % (6,2 %
PiPsCHC-PIPSCILIPSPs P- 1,1 %). PYPjPuCHC,CH C+PuCHPuP: C,PsPeCI'PéC+PSC-
CHPpP°PeCtC-C— PSP° P»C-PeP°CRHCI'CHPeP&PNe P-P°CI'C-P+ C,CHP°PiPéP»P°CI'CII Cf

1 PiP°CtC-C”PSC,P° Cf PiCKCrPiC- PhP§ (C+PuCEPpP- P-P°CI'C,C-PNePSCt CI'PuCHCHPuPICTF
PSPuPrPsCI'C,P°C,PSC-CI'C,CH) C,P° Cr 4 PiP°Ct+C-C”PSC,C-PI Cr PiCHCrPiC- PHPY (Cr 1 8RH”
C1PuCHPuP: CI'PuPiC,PéC+PSPEPNe CEPsPe, Cr 3 BR“ C+PuCHPuP: P-P°CI'C,C-PNePSCr
CI'PuCRCtPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH).

P C-PIPuPSCH CLIPePsCI'C,C- PYP&C,C,CLI, PIP&P-PSP°C+PuPSP&PNe P-P° PrPsPiPsPjPsPiPsCh
PsPiP&C,CtPIP°P»CHPSP&PeP® P, PICEPsPiPuPNCI"CHhPePsC— PsCEHPiP°PSC-P-P°C+C-C— P-
PrPsCI"P»C-PrPIPuPSPSCLI C- P»C-PeCFPIP°PSPSCLI CEP°PeCt (EORTC), P+CrPI
PiPsPrC-P+PSP&Pj PI PsP+PsC... PICECEPiP°C... C- P-P°P»P&CEP°PICICLI
CI'C,P°P+C-P»CHbPSP&Pj CLIPe PiC-Pr C+P°CI° PiPuCEC-PsPrCt P»C-PeCFPIP°PSPSCLI, C,P°Pe C-
PIPiCEPsPrPsPIP{ PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPPuPSPSCILL
P”PsCtPuC,P°PeCI'PuP» Cé PePsPjP+C-PSP°C{C-C— P- C,CEP°CI'C,C4P-C4PjP°P+PsPj.

P”PsCtPuC,P°PeCI'PuP» Cf PePsPjP+C-PSP°CtC-C— P- C,CHP°CI'C,CfP-CrPjP°P+PsPj
PIPEPIC$P°PICI"CII PiCEPé& P»C-PeCrPIP°PSPSC- PiP°CtC-C”PSC,PsPe P-
PjPuC,P°CI'C,P°C,PéC+PSP&Pj) CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé, PiCrC...P»P&PSPé
CLIPePéEC... C...P°CRHP°PeC,PuCHP&P-CrPIP°P»P&éCI'CILI PSP°PrPuPeCI'PiCHPuCI'C-C”Ch HER2 C-
CIIPeC- CHP°PSC-C£Pp PSPp PsC,CHP&PjCIPIP°P»Pé C...C-PjC-PsC,PuCEP°PiC-C— P
PiCEP&PIPsPrCr PjPuC,P°CI'C,P°C,PéC+PSPsC— PiCrC...P»P&PSPé. P] PrPsCI'P»C-PrPYPuPSPSC-
PIP-CIIP»Pé CrC+P°CI'C,CH 186 PiP°CtC-C”PSC,PsPe, CIIPeC- P+CrP»Pé
CHP°PSPrPsPjC-P-PsPIP°PSC- Ct PrPIC- PiCHCrPiPé: PrP»ClI PsC,CHP&éPjP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»Cr (100 PjPi/Pj’) Cr PePsPjP+C-PSP°CtC-C— P-
C,CRBP°CI'C,CrP-CIPjP°P+PsPj P°P+Ps P+PuP- C,CEP°CI'C,CtP-CrPjP°P+Cf; PiCHPé CtCHPsPjCr
60 % PiP°CtC-C”PSC,PsPe PiPsPiPpCHPuPrPSCHPs PsC,CHP&PjCrPIP°P»Pé

P°Prsf™ CRPIP°PSC,PSCT C...C-PjC-PsC,PuCHP°PiC-ChR P°PSC,CEP°CtPéPeP»C-PSP°PjPé.



P”PsCtPuC,P°PeCI'PuP» Cf PePsPjP+C-PSP°CtC-C— P- C,CHP°CI'C,CfP-CrPjP°P+PsPj
PIPECIIPIP&PICI'CII PuC,PuPeC,PEPIPSPEPj PSPuP-P°P»PuPYPSPs PIC-Pr C,PsPiPs, CtPé
P-P°CI'C,PsCI'PsPICPIP°P»P°CI'CI] PiPsPiPpCHPuPrPSCHPs P°PrsR™ CRPIP°PSC,PSP°
C,PuCHP°PiC-CII P°PSC,CHP°CtPéPeP»C-PSP°PjPé. PhCI'PSPsPIPSP&P] PjPuC,PsPrPsP;
PIP&P-PSP°C$PuPSPSCII PuPeCI'PiCHPuCI'C-C— HER2 Cr CtCHPsPjCt P+P°P-PsPIPsPjCr
PrPsCI'P»C-PrPPuPSPSC- P+CrPI C-PjCfPSPsPiC-CI'C,PsC...C-PjC-C+PSP&PN: PjPuC,PsPr
(PtP“PI). P] PSPuPIPuP»P&éPePsC— C+P°CI'C,PéPSPé PiP°CtC-C”PSC,PsPe PrP»CII CtCHbPsPiPs
P-P°CI'C,PsCI'PsPICPIP°P»Pé PjPuC,PsPr C,P»CrPsCHPuCI'CtPuPSC,PSPsC— in situ
PiC-P+CRHP&PrPéP-P°C+C-C— (FISH). P] CtCHbPsPjCr PrPsCI'P»C-PrPIPuPSPSC- Crf 87 %
PiP°CtC-C”PSC,PsPe P+CrP»P°® PIPECIIPIP»PuPSP° PSP°PrPuPeCI PiCHPuCI'C-CII HER2 PSP®
CRHC-PIPSC- PtP“PT 3, P° 95 % PiP°CtC-C”PSC,PsPe, CILIPeC- PIP-CLIP»Pé CrCtP°CI'C,CH Cr
PrPsCI'P»C-PrPYPuPSPSC-, PjP°P»Pé PSP°PrPuPeCI'PiCHPuCI'C-CR HER2 PSP° CHC-PIPSC-
PtP“PI’ 3 C,P°/P°P+Ps PiPsP-P&C,PEPIPSC- CEPuP-CIP»CHC,P°C,Pé FISH. P”P°PSC- C%o0PsPrPs
PuC, PuPeC,PEPIPSPsCI'C,C- PiC-PrCI'CfPjPsPIP°PSPs Crf C,P°P+P»P&CtC- 4.

PyP°P+P»PeCtCII 4.

P PuP-CIP»CHbC,P°C,Pé PsCtC-PSPePé PuC, PuPeC,PéPIPSPSCI'C,C- P»C-PeCrPIP°PSPSCII
PjPuC,P°CI'C,P°C,PéC4PSPsPiPs CHP°PeCt PjPsP»PsC{PSPsC— P-P°P»PsP-Pé
PrPsCtPuC,P°PeCI'PuP»PsPj Ct PePsPjP+C-PSP°C+C-C— P- C,CEP°CI'C,CrP-CrPjP°P+PsPj P°P+Ps
P+PpP- C,CEP°CI'C,CI-P-CPjP°P+Cf

PP°CHP°PjPuC,CH P"PsCtPuC,P°PeCI PuP>» ,
PiP»CRCT P”PsCtPuC,P°PeCI'PpP»'
C,CHP°CI'C,CrP-CrPjP°P+'n = 94
n =92
P§P°CI"C,PsC,P° PIC-PrPiPsPIC-PrC- PSP° o v 0 y
P»C-PeCrPIP°PSPSCI] (95 % P”P1) 61 % (5085"71) 34 % (2585"45)
PrPpPrC-P°PSP° C,CHPEPIP°P»PsCI'C,C-
PIC-PrPiPsPIC-PrC- PSP° v “
P»C-PeCEPIP°PSPSCII (Pic-Crcrictc-) L4 (9285715,0) 51 (4,4856,2)
(95 % P”Pt)
PmPpPrC-P°PSP® P§P”Pr1 (PjC-CI'CIICHC-) " y
(95 % P"PH) 10,6 (7,685“12,9) 5,7 (5,085“6,5)
PwPuPrC-P°PSP° PIP&PIP&PIP°PSPsCI'C,C- 2 o ) B
(PiC-CI'CIICIC-) (95 % P"P4) 30,5° (26,88 “PkPh) 22,1° (17,685“28,9)

P§P”Pu BR“ C+P°CI" PrPs PiCHPsPiCHPuCI'CPIP°PSPSCII P-P°C...PIPsCHCRPIP°PSPSCII; PkPh
8" PiPsPeP°P-PSP&Pe PSPuPjPsPIP»P&PIPs PsCtC-PSP&C,Pé P°P+Ps PNePsPiPs C%oPp PSPu
PrPsCI'CLIPiPSCrC,Ps.

"PuPsPIPSP® PiPsPiCrP»CLICtC-CII PrP»CLI P°PSP°P»C-P-Cr (PiPsPiCrP»CLICTC-CII Intent-to-
Treat).

’p PsP-CHP°C...PSPIP°PSP° PjPuPrC-P°PSP° PIP&PP&PIP°PSPSCIC,C-.

P”PsC1PuC,P°PeCI'PuP» C# PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtPéC,P°P+C-PSPsPj.

P”P°PSC-, PsC,CHPEPjP°PSC- PI PsPrPSPsPjCr P+P°PiP°C,PsCtPuPSC,CHPsPIPsPjCr
CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr PePsPSC,CHPsP»CHPsPIP°PSPsPjCr PeP»C-PSC-C$PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- PtPtPt C,P°P-P¢, CI'PIC-PrCtP°C,CH PiCHPs



PrPsCtC-P»CHPSC-CI'C,CH PIPéPePsCEP&CI'C,P°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PI
PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtPéC,P°P+C-PSPsPj PrP»CII P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,PsPe P- PjC-CI'CtPuPIPsPiCHPsPiCHPuCI'CrCRC+P&Pj CtPé
PjPuC,P°CI'C,P°C,PéC+PSP&Pj CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiC-CI'P»CII
PSPuPuC, PuPeC,PéPIPSPsC— CtPé&C,PsC,PsPeCI'PéC+PSPsC— C...C-PjC-PsC,PuCRP°PiC-C—,
CIIPeP® PIPeP»CRC$P°P»P° P°PSC,CHP°CtPéPeP»C-PS. P] CtCHPsPjCr
PrPsCI'P»C-PrPPuPSPSC- 255 PiP°CtC-C”PSC,PsPe P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC-
PrP»CII PsC,CHP&PjP°PSPSCII P°P+Ps PrPsCtPuC,P°PeCI'PuP»Cr (75 PjPi/Pj* Ct PIP&PiP»CIIPrC-
1-PiPsPrPéPSPSPsC— PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsC— C-PSC, CrP-C-C— PePsPPSC- 3
C,PEPYPSC-), P°P+Ps PeP°PiPuCtPéC,P°P+C-PSCr (1250 PjPi/Pj* PrPIC-C+C- PSP° PrPsP+Cr
CrPiCEPsPrPsPIPY 2 C,PéPPSC-PI P- PiPsPrP°P»CHCEPsCH 1-C,PEPIPSPuPIPsCh
PiPpCHPuCHPIPsCR). 256 PiP°CtC-C”PSC,PsPe P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr
PiCECrPiCt PsC,CHP&PjP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr CLIPe PjPsPSPsC,PuCHP°PiC-C—
(100 PjPi/Pj* Ct PIPEPiP»CIIPrC- 1-PiPsPrPéPSPSPsC— PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsC—
C-PSC,,CfP-C-C— PePsPYPSC- 3 C,PéPYPSC-). P’PéPIP&PIP°PSC-CI'C,CH PiP°CtC-C”PSC,PsPe
P+CrP»P° PIPEC%oPsCh Cr PiCHCIPiC- PsC,CHP&PjP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr Cr
PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtPéC,P°P+C-PSPsPj (CH = 0,0126). PmPuPrC-P°PSP®
PIPEPYP&PIP°PSPsCI'C,C- CI'C,P°PSPsPIP&P»P° 442 PrPSC- (PrPsCtPuC,P°PeCI'PuP»
PeP°PiPuCtPEC,P°P+C-PS) PiPsCEC-PIPSCIIPSPs P- 352 PrPSCIIPjPé (PjPsPSPsC,PuCHP°PiC-CII
PrPsCtPuC,P°PeCI'PuP»PsPj). P—P°PiP°P»CHPSP° C+P°CI'C,PsC,P° PsP+8F™ C”PeC,PéPIPSPsC—
PIC-PrPiPsPIC-PrC- PSP° C,PuCHP°PiC-Ch Cr PICI'C-PNe PiPsPiCrP»CIICTC-C—
CHP°PSPrPsPjC-P-PsPIP°PSPEC... PiP°CtC-C”PSC,PsPe (P-P° PsCtC-PSPePsCh
PrPsCI'P»C-PrPSPéPeP°) CI'C,P°PSPsPIPEP»P° 41,6 % (PrPsCtPuC,P°PeCI'PuP»
PeP°PiPuCtPéC,P°P+C-PS) PiPsCEC-PIPSCIIPSPs P- 29,7 % (PjPsPSPsC,PuCHP°PiC-CII
PrPsCtPuC,P°PeCI'PuP»PsPj); CH = 0,0058. P§P°CI" PrPs PiCHPsPiCHPuCI'CPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCII P+CrPI C,CHPéPIP°P»C-CE€P&Pj Cr PiCHCIPiC-
PsC,CHP&PjP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr Cr PePsPjP+C-PSP°CtC-C— P-
PeP°PiPuCtPéC,P°P+C-PSPsPj (p < 0,0001). PmPpPrC-P°PSP°® C+P°CI'Cr PrPs
PiCHPsPiCRHPuCI'CrPIP°PSPSCII P-P°C...PIPsCHCRPIP°PSPSCII CI'C,P°PSPsPIP&P»P° 186
PrPSC-PI (PrPsCtPuC,P°PeCI'PuP» PeP°PiPuCtPEC,P°P+C-PS) PiPsCHC-PIPSCIIPSPs P- 128
PrPSCIIPjPé (PjPsPSPsC,PuCEP°PiC-CII PrPsCtPuC,P°PeCI PaP»PsPj).

PKPuPrCRC-P+PSPsPeP»C-C,PEPSPSPEPN. CHP°Pe P»PuPiPuPSCHb.

PyP°Ct+C-C”PSC,Pé, CLIPeC- CFP°PSC-C€Pu PsC,CEPéPjCéPIP°P»Pé C...C-PjC-PsC,PuCEP°PiC-Ch
P- PiCEPsPjPuPSPuPIPsCE C,PuCEP°PiC-C”CH P°P+Ps P+PuP- PSPuC—.

P] PrPsCI'P»C-PrPYPuPSPSC- PtPtPt C,P°P-Pé P-P° CrC+P°CI'C,Ch PiP°CtC-C”PSC,C-PI, CIIPeC-
CEP°PSC-CEPp PsC,CHPEPjCIPIP°P»Pé P»C-PeCrPIP°PSPSCII P- PiCEP&PIPsPrCt CI'PIPsPiPs
P-P°C...PIPsCHCRPIP°PSPSCI], PiPsPeP°P-PSP&PePé CP°CI'Ct PrPs
PiCHPsPiCEPuCI'CFPIP°PSPSCI]I P-P°C...PIPsCECRPIP°PSPSCI] (12,3 C,PEPYPSCII
PiPsCEC-PIPSCIIPSPs P- 7 C,PéPYPSCIIPjP&) C,P° P-P°PiP°P»CHPSPsC—
PIPEPYPEPIP°PSPsCI'C,C- Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PiCHP&PNPjP°P»Pé
PrPsCtPuC,P°PeCI'PuP» Cf PrPsP-C- 75 PjPi/Pj’, P+CrP»Pé CI'C,P°C,PéCI'C,PECHPSPs
P-PSP°C+CrC%oPs PIP&C%oPéPjPé, PSC-PY Cr PiP°C+C-C”PSC,C-PI, CIIPeC-
PsC,CHPEPjCFPIP°P»Pé& PSP°PNePeCHP°C%oCr CI'PEPjPiC,PsPjP°C,PéC+PSCr C,PuCHP°PiC-Ch
(PXPYPY). P C-PIPuPSCH> PIPEPYPEPIP°PSPsCI'C,C- PiCHPsC,CIIPiPsPj 1 CEPsPeCr Cf PiCHCIPiC-
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» (40 %), C,PpPq
P+CrPI CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oPs PIPEC%oPéPj, PSC-PY Crf PiCRHCrPiC-
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CEHP&PjCrPIP°P»Pé PKPYP¥ (16 %).

PuPsCEC-PIPSCLIPSPs C-P- PiP°C+C-C”PSC,P°PjPé Ct PiCECIPiC- PsC,CEP&PjP°PSPSCLI PPV Py,



PiP°CtC-C”PSC,Pé, C%oPs PsC,CHP&PjCrPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» (75 PjPi/Pj),
PiCHP&PNePjP°P»Pé PjPuPSCEPp PSP°CHPePsC,PéCPSP&C... P°PSP°P»CHyPiPuC,PéPeC-PI
(CH < 0,01), PSPPPSP°CHPePsC,PéC+PSPEC... P°PSP°P»CHPiPuC,PéPeC-PI (CH < 0,01),
C-PSCEPéC... P»C-PeP°CHCI'CHPePéEC... P-P°CI'PsP+C-PI, C%oPs
P-P°CI'C,PsCI'PsPICfPIP°P»P&CI'CII Ct P-PIBF™ CLIP-PeCr C-P- CtPéPj
P-P°C...PIPsCHCRPIP°PSPSCIIPj (CF = 0,06), C- PiCEPsPjPuPSPuPIPsC— C,PuCHP°PiC-C—
(CE < 0,01).

P—P°PiP°P»CHPSP° CP°CI'C,PsC,P° PIC-PrPiPsPIC-PrC- PSP° C,PuCEP°PiC-Ch Cf
PiP°CtC-C”PSC,C-PI, CLIPeC- PiC-PrP»CLIPiP°P»Pé PsCtC-PSCtC-, CI'C,P°PSPsPIPEP»P° 6,8 %, P°
PjPpPrC-P°PSP° C,CEP&PIP°P»PsCI'C,C- PIC-PrPiPsPIC-PrC- PSP° C,PuCEP°PiC-Ch
CI'C,P°PSPsPIPEP»P° 26,1 C,PEPYPSCII.

P”PsC1PuC,P°PeCI'PuP» C# PePsPjP+C-PSP°C+C-C— P- PiCEPuPiP°CEP°C,P°PjPé PiP»P°C,PéPSPé
Cé PiP°C+C-C”PSC,C-PI, CLIPeC- CEP°PSC-CEPu PSPy PsC,CEPEPjCSPIP°P»Pé
C...C-PjC-PsC,PuCEP°PiC-C—.

PJ] PrPsCI'P»C-PrP{PuPSPSC- PtPtPt C,P°P-Pé 1218 PiP°CtC-C"PSC,C-PI P
PSPuCHPuP-PuPeC,P°P+PpP»CHPSP&P] PSPuPrCHC-P+PSPsPeP»C-C,PEéPSPSPEP) CHP°PePsPj
P»PpPiPpPSCH (P£P”PsP P>) IIIB P°P+Ps IV CI'C,P°PrC-C— C,P° C-PSPrPuPeCI'PsPj KPS 70 %
P°P+Ps PIP&C%oPé&Pj, CIIPeC- CHP°PSC-CEPp PSPy PsC,CEPEPjCrPIP°P»Pé
C...C-PjC-PsC,PuCHP°PiC-C— P- PiCEPEPIPsPrCt CtCHPsPiPs P-P°C...PIPsCHCRPIP°PSPSCI],
P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr C,CEPé PiCHCIPiPé: PrP»CII PsC,CHP&PjP°PSPSCII
PePsPYPSC- 3 C,PéPYPSC- PrPsCtPuC,P°PeCI'PuP»Cr (P§) 75 PjPi/Pj* Cf PIP&PiP»CLIPrC- 1-
PiPsPrPéPSPSPsC— C-PSC, CfP-C-C—, PsPrCHP°P-Cr P PiC-CI'P»CII CIJPePsC— PIPIPsPrPéP»Pé
CtP8CI'PiP»P°C,P&PS (Cis) 75 PjPi/Pj* PiICHPsC,CLIPiPsPj 308560 C...PIP&P»PEPS (CI'C...PuPjP°
P»C-PeCrPIP°PSPSCII TCis); P°P+Ps PrP»CILI PsC,CHP&PjP°PSPSCILI PePsPYPSC- 3 C,PéPYPSC-
PrPsCtPuC,P°PeCI'PpP»Cr 75 PjPi/Pj* Cf PIP&PiP»CLIPrC- 1-PiPsPrPé6PSPSPsC— C-PSC, CfP-C-C—
Cr PePsPjP+C-PSP°CtC-C— P- PeP°CEP+PsPiP»P°C,PéPSPsPj (AUC = 6 PjPi/PjP» x C...PI)
PiCHPsC,CIIPiPsPj 308560 C...PIPEP»P&PS; P°P+Ps PrP»CII PsC,CHP&éPjP°PSPSCII
PIC-PSPsCHPuP»P+C-PSCr (V) 25 PjPi/Pj2 PiCEPsC,CIIPiPsPj 68510 C...PIPéP»P&éPS Cr 1-PNe, 8-
PNe, 15-PNe C- 22-PNe PrPSC- P»C-PeCrPIP°PSPSCI] P- PiPsPrP°P»CHCEP&Pj PIPIPuPrPuPSPSCIIP;]
CtP&CI'PiP»P°C,P&PSCF 100 PjPi/Pj2 Cf 1-PNe PrPuPSCH> PePsPYPSPsPiPs CtP&PeP»Cr
P»C-PeCrPIP°PSPSCII, CLIPeC- PiPsPIC,PsCHCRPIP°P»P&CI'CII PePsPPSC- 4 C,P&PIPSC-
(CI'C...PpPjP° P»C-PeCrPIP°PSPSCI] VCis).

P”P°PSC- PiCHPs PIPEPYPEPIP°PSC-CI'C,CH, PjPuPrC-P°PSCr C+P°CI'Cr PrPs
PiCRHPsPiCEPuCI'CfPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII C,P° C+P°CI'C,PsC,Cr
PIC-PrPiPsPIC-PrC- PSP° C,PuCHP°PiC-Ch Cr PrPIPsC... PrPsCI'P»C-PrPICrPIP°PSP&C...
PiCRCIPiP°C... PSP°PIPuPrPuPSPs Cr C,P°P+P»PéCtC- 5.

PyP°P+P»PeCtCI]I 5.

P PuP-CfP»CHC,P°C,Pé PsCtC-PSPePé PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeCrPIP°PSPSCII
PSPuCHPuP-PuPeC,P°P+PuP»CHPSPsPiPs PkP”PiP P> IIIB P°P+Ps IV CI'C,P°PrC-C—
PrPsCtPuC,P°PeCI'PuP»PsPj Cf PePsPjP+C-PSP°CtC-C— P- C+P&CI'PiP»P°C,PEPSPsPj
(CI'C...PpPjP° TCis) P°P+Ps PIC-PSPsCEPuP»P+C-PSPsPj Cr PePsPjP+C-PSP°CtC-C— P-
CtP&CIPiP»P°C,PEPSPsPj (CI'C...PuPjP° VCis)

P1iPsPeP°P-PSPéPe [ICis VCis PYC,P°C,P&CI"C,PEC+PSPEPNe
n =408 |n =404 |P°PSP°P»C-P-




P—P°PiP°P»CIbPSP°
PIPEPPEPIP°PSC-CI'C,CIb

(PiPLCHPIP&PSPSP®

PeC-PSCHPRPIP® C,PsC4PeP®):

PjPpPrC-P°PSP° P’'C-PrPSPsCEPpPSPSCLI

PIP&PYP&PIP°PSPsCI'C,C- 11,3 10,1 CHP&P-P&PeC-PI: 1,122 [97,2 % P”Pt:

(PjC-CI'CLICtC-) 0,937; 1,3421*

1-CHC-C+PSP° P C-P-PSP&CTCII PjC-PY PiCHCrPiP°PjPé

PIP&PYPEPIP°PSC-CI'C,CHb (%) 16 41 P»C-PeCIPIP°PSPSCLI: 5,4 % [95 % P”Pt:
11,1; 12,0]

2-CRC-C4PSP° P C-P-PSP&CTCII PjC-PY PiCHCrPiP°PjPé

PIP&PYP&PIP°PSC-CI'C,CH (%) 21 14 P»C-PeCIPIP°PSPSCLI: 6,2 % [95 % P”Pt:
0,2; 12,3]

PPpPrC-P°PSP°® C+P°CICF PrPs P’'C-PrPSPsCEPRPSPSCILI

PiCEPsPiCEPuCI'CFPIP°PSPSCILI CHP&P-P&PeC-PI: 1,032 [95 % P”Pt:

p.peC.. PIPsCRCEPIPPSPSC P20 30 o876 1,216

(C,P&PIPSC-)

P_P°PiP°P»CIHPSP? b C_P-PSPECTCII PJC_PY PICECIPIP°PiPe
C4P°CI'C,PSC,P° it6  bas  [PPC-PECEPIPPSPSCIL 7,1 % [95 % P"Pt:
PIC-PrPiPsPIC-PrC- PSP° : : 0,7; 13.5]

C,PuCRHP°PIC-Ch (%)

*P”P°PSC-, CI'PePsCRP&PiPsPIP°PSC- PrP»CII PjPSPsPYPEPSPSP&EC. .. PiPsCHC-PIPSCIIPSCH,
PjC-CI'C,CILIC,CH PiPsPiCEP°PIPePé PSP° CI'C,CEP°C,PéC,C-PeP°CtC-PNePSC- C,P°PeC,PsCHPé
(CI'C,P°PrC-CII P-P°C...PIPsCECRPIP°PSPSCII C- CRPuPiC-PsPS, PrPu PiCHPsPIPsPrPéP»Pé
P»C-PeCrPIP°PSPSCI]I) C- PSP°PIPuPrPuPSC- PrP»CII PICI'C-C”C— CI'CfPeCrPiPSPsCI'C,C-
PiP°Ct+C-C”PSC,C-PI, C%oPs PiC-PrP»CLIPiP°P»Pé PsC+C-PSCtC-.

P’C,PsCRHPEPSPSC- PeC-PSCtPuPIC- C,PsCtPePé PIPeP»ChCiP°P»Pé P-PjC-PSCr P+PsP»CH,
P-P°PiP°P»CFbPSP&PNe PiPsPeP°P-PSPéPe CIIPePsCI'C,C- PIPEC,C,CLI P-P°
PsPiPéC,CrPIP°P»CHPSPéPePsPj EuroQoL-5D, PiPsPeP°P-PSPéPe P-P° CEPeP°P»PsCh PrP»CII
PsCtC-PSPePé CI'P&PjPiC,PsPjC-PI CRHP°PeCr P»PuPiPuPSCHb, P° C,P°PePsPY P-PjC-PSPé
P-P°PiP°P»CIbPSPsPiPs C,CrPSPeCtC-PsPSP°P»CHPSPsPiPs CI'C,P°PSCr P-P° C—PSPFPpPeCFPst
PJ‘bP°C"BPSPSPICFCH)PGPSPiPS. P PuP-CrP»CHC,P°C,P€, PsC,CHPéPjP°PSC- PrP»CII CtPéC...
PeC-PSCtPpPIPéEC... C,PsCtPsPe, PiC-PrC,PIPuCHPrPICrPIP°P»Pé PIC-PrPiPsPIC-PrPSC-
CRHPpP-CrP»CHC,P°C,Pé, PIPéP-PSP°C3+PuPSC- PrP»CII PiPuCHPIPEPSPSPéEC...
PeC-PSCtPpPIPéEC... C,PsCtPsPe.

P”PsPIPuCI'C,Pé, C%oPs PePsPjP+C-PSP°CtC-CII
PrPsCtPuC,P°PeCI'PuP»/PeP°CHP+PsPiP»P°C,PEPS P-P° PuC,PuPeC,PEPIPSC-CI'C,Ch
PpPePIC-PIP°P»PpuPSC,PSP° P°P+Ps PiCHPéPSP°PNePjPSC- PSPp PiC-CHCEP°, PSC-PY
PePsPjP+C-PSP°CtC-CII PiPsCRC-PIPSCIIPSPSCI]I (VCis), PIP&CIIPIPEP»PsCI'CH
PSPuPjPsPYP»Pé&PIPs.

P P°Pe PiPUCEPUPTrPjC-C...C¢CHPsPIPsC— P-P°P»PsP-Pé.

PmPuC,P°CI'C,P°C,PEC{PSPEPNe PeP°CI'C,CHP°C1+C-PNePSPs-

CRPuP-P&CI'C,PuPSC,PSPéPNe CRP°Pe PiPuCHPuPrPjC-C...CfCRHPsPIPsC— P-P°P»PsP-Pé

P‘PuP-PiPuC$PSC-CI'C,CH C,P° PuC,PuPeC,PEPIPSC-CI'C,CH PrPsCtPuC,P°PeCI'PpuP»Cr Cr
PePsPjP+C-PSP°CtC-C— P- PiCRPuPrPSC-P-PsPSPsPj C+Pé PiCEPuPrPSC-P-PsP»PsPSPsPj Cr
PiP°CtC-C”PSC,C-PI P- PjPuC,P°CI'C,P°C,PéC+PSP&Pj PeP°CI'C,CHP°CtC-PNPSPs-
CEPuP-P&CI'C,PuPSC,PSP&Pj CHP°PePsPj PiPuCHPuPrPjC-C...CfCEPsPIPsC— P-P°P»PsP-Pé



PsCtC-PSCRPIP°P»P&CI'CII Ct CEP°PSPrPsPjC-P-PsPIP°PSPsPjCr
P+P°PiP°C,PsCtPpPSC,CEPsPIPsPjCr PrPsCI'P»C-PrPIPuPSPSC- PtPtPt C,P°P-Pé (PYPHPT 327).
P’CI'CHbPsPiPs Ct PrPsCI'P»C-PrPYPuPSPSC- PIP-CIIP»Pé CrC+P°CI'C,CH 1006
PiP°CtC-C”PSC,C-PI P- KPS 2 60, CIIPeC- P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr
C,P°PeC- PiCRCrPiPé C,PuCHP°PiC-C—:

B- P”PsCtPuC,P°PeCI'PuP» 75 PjPi/Pj* PePsPIPSC- 3 C,PéPIPSC-; PICI'CHbPsPiPs 10
CtPePeP»C-PI.

B- P”PsCtPuC,P°PeCI'PuP» 30 PjPi/Pj’, CLIPeP&éPNe PICHPEP-PSP°C+P°P»Pé& C%oPsC,PEPIPSCI]
CrPiCHPsPrPsPIP{ PiPuCRCEPéC... 5 C,PEPIPSC-PI 6-C,PEPTPSPuPIPsPiPs CtPéPeP»Cr
P»C-PeCrPIP°PSPSCI]; PICI'CHbPsPiPs 5 CtPéPeP»C-PI.

B- PwC-C,PsPeCI'P°PSC,CRPsPS 12 PjPi/Pj* PePsPIPSC- 3 C,PéPIPSC-; PICI'CFbPsPiPs 10
CtPéPeP»C-PIL

P’ CtCI'C-C... CtP&C... C,CECIbPsC... CI'C...PuPjP°C... P»C-PeCIPIP°PSPSCII
PiCEHPpPiP°CHP°C,Pé PiCEP&P-PSP°CP°P»P&CI'CLI Cf PePsPjP+C-PSP°C{C-C— P-
P+PpP-PiPpuCEPuCEPIPSPEP] PiCEPEPNePsPjPsPj PiCEPuPrPSC-P-PsPSCT P°P+Ps
PiCEHPuPrPSC-P-PsP»PsPSCY PiPs 5 PjPi PrPIC-C+C- PSP® PrPsP+CfF.

PJ PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&éPjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» PePsPYPSC-
C,CHPé C,P&PYPSC-, CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII CI'C,P°C,P&CI'C,PéC+PSPs
P-PSP°C$CrC%oPs C,CHP&PIP°P»C-CEP® P-P°PiP°P»CHPSP® PIPéPYP&PIP°PSC-CI'C,CH
PiPsCHC-PIPSCILIPSPs P- PiP°CtC-C”PSC,P°PjPé, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
PjC-C,PsPeCI'P°PSC,CRPsPS. P—P+C-P»CHCEPuPSPSCII PIP&PYP&PIP°PSPsCI'C,C- Cr
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CEP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» C%oPsC,PéPYPSCI],
PSPp P+CrP»Ps CI'C,P°C,PéCI'C,PECEPSPs P-PSP°C+CrC%oPéPj PiPsCRC-PIPSCIIPSPs P-
PePsPSC,CHPsP»CHPSPsCh PiCHCrPiPsCh PiP°CtC-C”PSC,C-PI, CI1IPeC- PiCKP&éPN:PjP°P»Pé
PjC-C,PsPeCI'P°PSC,CHPsPS. PmC-PSCtPuPIC- C,PsCfPePé PuC,PuPeC,PEPIPSPsCI'C,C- PrP»CII
PiCHCIPi PiP°CtC-C”PSC,C-PI, CLIPeC- PiCHP&PN:PjP°P»Pé PrPsCtPuC,P°PeCI'PuP», Cr
PiPsCHC-PIPSCIIPSPSC- P: PePsPSC,CEPsP»CHPSPsCh PiCHCrPiPsCh PiC-PrCI'CrPjPsPIP°PSC-
Cr C,P°P+P»P&CtC- 6.

P§P°P+P»P&CTCLI 6.

P PpP-CtP»CHbC,P°C,Pé PSCIC-PSPePé PuC, PuPeC,PEPIPSPSCI'C,C- P»C-PeCrPIP°PSPSCII
PiPsCEPjPsPSPsCEPuC, CEP°PeC,PpuCEPSPsPiPs PjPuC,P°CI'C,P°C,PéCPSPsPiPs CHP°PeCr
PiPpCEHPuPrPjC-C...CFCEPSPIPSC— P-P°P»PsP-Pé PrPsCtPuC,P°PeCI PuP»PsPj Ct PrPsP-C-

75 PjPi/Pj2 PePsPIPSC- 3 C,PéPIPSC-, PrPsCtPuC,P°PeCI PuP»PsPj Cf PrPsP-C- 30 PjPi/Pj’
C%oPsC,P&PYPSCILI P°P+Ps PjC-C,PsPeCI'P°PSC,CEPsPSPsPj Ct PrPsP-C- 12 PjPi/Pj2 PePsPYPSC- 3
C,P&PYPSC-

PsC-PSCTPRPIP® C,PSCHPeP® P"PsCTPHC, P PeCL PuP»|P"PsCTPLC, P°PeCL PpP>[PmC-C,PsPeCI P PSC,CHPSPS
PePsPYPSC- 3 C%oPsC,PEPJPSCLI  [PePsPYPSC- 3 C,P&PYPSC-
C,P&PYPSC-




PC-P»CHPeC-CI'C,CH
PiP°CtC-C"PSC,C-PI
PwPpPrC-P°PSP°
PIPEPP&PIP°PSPsCI'C,C-
(PjC-CI'CLICtC-)

95 % P”Pt
P’'C-PrPSPsCEPpuPSPSCII
CEP&P-PéPeC-PI

95 % PPt
p-P-PSP°C+PuPSPSCIIBE *

335

18,9
(17,08H"21,2)
0,761
(0,61985“0,936)
0,0094

334

17,4
(15,785"19,0)
0,912
(0,74785"1,113)
0,3624

337
16,5
(14,48“18,6)

PC-P»CHPeC-CI'C,CH
PiP°CtC-C"PSC,C-PI
P§P°CI'C,PsC,P° PIC-PrPiPsPIC-PrC-
PSP° C,PuCEP°PiC-Ch P-P°

291
45,4

(39,585"51,3)

282
47,9

(41,985“53,9)

300
31,7

(26,485"37,3)

P§P°CI'C,PsC,P° PIC-PrPiPsPIC-PrC-
PSP° C,PuCEP°PiC-Ch P-P°
CRHC-PIPSPpPj P+PsP»Ch (%)
95 % P”Pt

-P-PSP°C$PuPSPSCII*

(27,18R8"42,7)
0,0107

(24,08539,1)
0,0798

CEC-PIPSPuPj PuPYPh** (%) 0,0005 < 0,0001
95 % P"Pt
-P-PSP°C+PuPSPSCII*
PEC-P»CIbPeC-CIC,CIb 153 154 157
PiP°CtC-C"PSC,C-PI 34,6 31,2 21,7

(15,55“28,9)

PC-P»CHPeC-CI'C,CH 141 134 137
PiP°CtC-C"PSC,C-PI 12,1 3,2 6,6
P§P°CI'C,PsC,P° PIC-PrPiPsPIC-PrC-
PiCtC...P»P&PSP& PSP° (7,285“18,6) (4,285"14,2) (3,085“12,1)
C,PuCHP°PiC-Ch (%) 0,1112 0,5853 -
95 % P"Pt

-P-PSP°C$PuPSPSCII*

8 PYC,CEP°C,P&C, C-PePsPIP°PSPEPNe P»PsPiP°CHPEC, PjC-C+PSPEPNe CHP°PSPiPsPIPEPNe

PeCEP&C, PuCHC-PN..

*P1iPsCHC-Pi CI'C,P°C,PéCI'C,PEC+PSPsC— P-PSP°C+CrC%oPsCI'C,C- 0,0175.

*PyPYPh BR“ PiCEPsCI'C,P°C,PsCI'PiPuCtP&éC,C-C+PSP&PN: P°PSC,P&PiPuPS.

PhCI'PeC-P»CHPePé PSP° C,PsPSC- C%oPsC,PéPPSPuPIPsPiPs PiCHP&PNPsPjCr
PrPsCtPuC,P°PeCI'PuP»Cr PiCEPsC, C-P»CH P+PuP-PiPuCtPSPsCI'C,C- PiCHPuPiP°CEP°C,Cr
P+CrPI PrPuC%oPs PeCHP°C%oPéPj, PSC-PY PSP°® C,PsPSC- PiCHP&PN:PsPjCr
PrPsCtPuC,P°PeCI'PuP»Cr PePsPYPSC- 3 C,PEPPSC-, PrPuCIIPeC- PiP°CtC-C”PSC,Pé
PjPsPYCrC,CH PsC,CHPEPjP°C,Pé P+C-P»CHCEP PiPuCHPuPIP°Pi PIC-Pr PiCHP&PN:PsPjCr
PrPsCtPuC,P°PeCI'PuP»Cr C%oPsC,PEPIPSCII.

P—P° CRPuP-CP»CHC,P°C,P°PjPé PsCtC-PSPePé P-P°PiP°P»CHPSPsC— CIIPePsCI'C,C-
PYP&C,C,CII CI'C,P°C,PECI'C,PEC+PSPs P-PSP°C+CrC%o0PsC— CHC-P-PSP&CtC- PjC-Pf
PrPsCI'P»C-PrPCrPIP°PSPEPjPé PiCRCIPiP°PjPé PSPu PIP&CIIPIP»PuPSPs.

P”PsCI'P»C-PrPPuPSPSCII STAMPEDE

P‘PpP-PiPuC+PSC-CI'C,CH C,P° PuC, PpPeC,PéPIPSC-CI'C,CH PrPsCtPuC,P°PeCI'PuP»Cr,
CLIPeP&PN: PIPIPsPrPéPICI'CLI PsPrPSPsC+P°CI'PSPs P-C- CI'C,P°PSPrP°CHC,PsPj
P»C-PeCrPIP°PSPSCII (PhP”P¥) PiP°CtC-C”PSC,P°Pj P PjC-CI'CtPuPIPsPiPsC€PECHPuPSPEP;
P°P+Ps PjPuC,P°CI'C,P°C,PéCPSPé&Pj PiPsCHPjPsPSPsC+CrC,P»PéPIPéPj CHP°PePsPj




PiPuCEPpPrPjC-C...CtCEPSPIPsC— P-P°P»PsP-Pé P- PIP&CI'PsPeP&Pj CI'C,C{PiPuPSPuP;]
CHP&P-PéPeCY, PsCtC-PSCRPIP°P»P&CI'CLI PI CEP°PSPrPsPjC-P-PsPIP°PSPsPjCt
P+P°PiP°C,PsCtPuPSC,CEPsPIPsPjCt P+P°PiP°C,PsPiCECIPiPsPIPsPjCrt
PrPsCI'P»C-PrPIPuPSPSC- P- PrPuPeC-P»CHbPePsPjP® CI'C,P°PrC-CLIPjPé (MAMS) P-
P+PpuP-PiPuCEPuCEPIPSPEP] PiPpuCHPUC...PsPrPsPj PjC-PY II/III C,P°P-P°PjPé (STAMPEDE Bg*
MRC PR08). P’ CtC-P»PsPjCt PrPs PSPuPsP+C...C-PrPSP&C... PiCECEPi P»C-PeCrPIP°PSPSCII
P+CP»Ps CEPsP-PiPsPrC-P»PuPSPs 1776 PiP°CtC-C”PSC,C-PI C+PsP»PsPIC-C+PsC— CI'C,P°C,C-:

B- PYC,P°PSPrP°CHC, P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP» 75 PjPi/Pj2, C%oPs
PIPIPsPrPeP»Pé PePsPYPSC- 3 C,PéPYPSC- PIPiCHPsPrPsPIPY 6 CtPéPeP»C-PI.

B- PYC,P°PSPrP°CHC, P»C-PeCrPIP°PSPSCII CLIPe PjPsPSPsC,PuCEP°PiC-CI].

P PuPYP&Pj P»C-PeCr-PIP°PSPSCII PrPsCtPuC,P°PeCI PuP»PsPj PiCRP&P-PSP°C4P°PICI'CLI Cf
PePsPjP+C-PSP°CtC-C— P- PiICEPuPrPSC-P-PsPSPsPj P°P+Ps PiCEPuPrPSC-P-PsP»PsPSPsPj PiPs
5 PjPi PrPIC-C+C- PSP°® PrPsP+Cf P+PuP-PiPuCEHPuCHPIPSPs.

PtP- 1776 CRHP°PSPrPsPjC-P-PsPIP°PSPeC... PiP°CtC-C”PSC,C-PI 1086 (61 %) PjP°P»Pe
PjPuC,P°CI'C,P°C,PéC+PSPu P-P°C...PIPsCHCRPIP°PSPSCI], 362 P+CrP»Ps
CRP°PSPrPsPjC-P-PsPIP°PSPs PI PiCHCrPiCr PiCEP&PNePsPjCt PrPsCtPuC,P°PeCI'PuP»Cr PI
PePsPjP+C-PSP°C+C-C— P-C- CI'C,P°PSPrP°CEHC,PsPj P»C-PeCrPIP°PSPSCIIP],

724 PsC,CRP&PjCrPIP°P»Pé CI'C,P°PSPrP°CHC, P»C-PeCrPIP°PSPSCII CIIPe
PjPsPSPsC,PuChHP°PiC-Ch.

PJ C1P&C... PiP°CC-C”PSC,C-PI P- PjPuC,P°CI'C,P°C,PéCPSPEPj CEP°PePsPj
PiPuCHPRPrPjC-C...CfCEPsPIPSC— P-P°P»PsP-Pé PjPuPrC-P°PSP°

P-P°PiP°P»CHbPSPSC— PIP&PPEPIP°PSPSCI'C,C- P+CI-P»P° P-PSP°C+PSPs PIPEC%oPsCH PI
PiCHCIPiP°C... P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj, PSC-PY Cf PiCECIPIiC-, C%oPs
PsC,CHP&PjCIPIP°P»P° CI'C,P°PSPrP°CRC, P»C-PeCrPIP°PSPSCII ClIPe
PjPsPSPsC,PuCEP°PiC-CR, PiCHP&CPsPjCr PjPuPrC-P°PSP°

P-P°PiP°P»CHPSPsC— PIP&PPEPIP°PSPSCI'C,C- P+CfP»P° PSP° 19 PjC-CI'CLIC+C-PI
PrPsPICEPsCH PiCHPé PrPsPrP°PIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PrPs
CI'C,P°PSPrP°CEC,Ct P»C-PeCIPIP°PSPSCII (PP 0,76, 95 % P”Pt: 0,62850,92, p = 0,005).

P PuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrPIPRPSPSCLI PuC, PuPeC,PEPIPSPsCI'C,C- Cr
PiP°CC-C”PSC,C-PI P- PjPuC,P°CI'C,P°C,P&C+PSP&Pj CHP°PePsPj
PiPuCHPpPrPjC-C...CfCHPSPIPsC— P-P°P»PsP-Pé PrP»ClI PiCKCrPiPé PiCEP&PN-PsPjCT
PrPsCtPuC,P°PeCI'PuP»Ct PI PiPsCEC-PIPSCIIPSPSC- P- PePsPSC,CHPsP»CHPSPsCh
PiCHCIPiPsCh CtP-P°PiP°P»CHPSPuPSPs PI C,P°P+P»P&CtC- 7.

P§P°P+P»P&CTCLI 7.

P+C, PuPeC,PEPIPSC-CI'C,CH PrPsCtPuC,P°PeCI PuP»Cr PI PePsPjP+C-PSP°CtC-C— P-
PiCHPuPrPSC-P-PsPSPsPj P°P+Ps PiCHPuPrPSC-P-PsP»PsPSPsPj C- CI'C,P°PSPrP°CEC,PsPj
P»C-PeCrPIP°PSPSCII Cf C,PuCRP°PiC-C— PiP°C+C-C”PSC,C-PI C-P-
PjPuC,P°CI'C,P°C,PéC+PSP&P) PiPsCHPjPsPSPsC+Cr-C,P»PEPIPEP] CEP°PePsP;
PiPuCEPuPrPjC-C...CtCHPSPIPsC— P-P°P»PsP-Pé (PrPsCI'P»C-PrPIPuPSPSCII STAMPEDE)

PC-PSCtPuPIP° C,PsCPeP® P"PsCtPuC,P°PeCI PuP»[PYC,P°PSPrP°CHC,
CI'C,P°PSPrP°CHC, P»C-PeCrPIP°PSPSCII
P»C-PeCrPIP°PSPSCII [CLIPe
PjPsPSPsC,PuCHP°PiC-CI]




P§P&CI'P»Ps PiP°CtC-C”PSC,C-PI P: 362 724
PjPuC,P°CI'C,P°C,PéC+PSP&Pj CRP°PePsPj
PiPuCEPpPrPjC-C...CtCHPsPIPsC—
P-P°P»PsP-Pé

PmPpPrC-P°PSP° 62 43
P-P°PiP°P»CHPSPsC— PIP&PIP&PIP°PSPsCI'C,C-
(PjC-CI'CIICtC-)

95 % PPt 518573 105,48
PV PePsCEP&PiPsPIP°PSPy 0,76

PIC-PrPSPsCEPuPSPSCII CEP&P-PéPeC-PI

95 % PPt (0,628F0,92)
p-P-PSP°C{PuPSPSClla 0,005
P'P&PYP&PIP°PSC-CL'C,CIb, PIC-P»CIbPSP® 20,4 12

PIC-Pr PSPuPIPrP°Ct P»C-PeCrPIP°PSPSCIIb
PmPuPrC-P°PSP° (PjC-CI'CLICTC-)

95 % P”Pt 16,88525,2 9,68H"12
PYPePsCHPEPiPsPIP° PSPy 0,66

PIC-PrPSPsCEPuPSPSCII CHP&P-P&PeC-PI

95 % P”Pt (0,57850,76)
p-P-PSP°C+PpuPSPSClla <0,001

* CR-P-PSP°C+PpPSPSCII CEPsP-CEP°C...PsPIP°PSPy PSP® PsCI'PSPsPIC- PeCEP&C, PUCEC-Ch
PIC-PrPSPsCEPRPSPSCII PiCEP°PIPrPsPiPsPrC-P+PSPsCI'C,C-, CI'PePsCEP&PiPsPIP°PSPu
PrP»CII PICI'C-C... C,P°PeC,PsCEC-PI CI'C,CEP°C,P&C, C-PeP°C+C-C— (PeCHC-Pj
CtPuPSC,CHP°P»CHPSPsC— C,P° PiP»P°PSPsPIPsC— PiPsCEPjPsPSP°P»CHPSPsC—
C,PuCHP°PiC-C—) C,P° CI'C,CHP°C,P&éC, C-PePsPIP°PSPy P-P° PiPpuCHC-PsPrPsP;j
PIP8PiCEPsP+CrPIP°PSPSCII.

* P’PéPIPEPIP°PSC-CI'C,CH, PIC-P»CHhPSP° PIC-Pr PSPuPIPrP°Ct P»C-PeCrPIP°PSPSCI]I: C+P°CI’
PIC-Pr CRP°PSPrPsPjC-P-P°CtC-C— PrPs PiPuCHCEPsC— CHPuC”CI'C,CHP°CtC-C—
PiCHP&PSP°PNePjPSC- PsPrPSPsPiPs P- PiCEPsCIIPIC-PI: P+C-PsC...C-PjC-C$PSP°
PSPuPIPrP°C#P° (PIPéP-PSP°C+P°C”C,CHhCI'CII CIIPe P-CHPsCI'C,P°PSPSCII CHC-PIPSCII
PiPYPh PSP° 50 % PIPEC%o0Pu PSP°PrPECHCT (PjP°PeCI'P&éPjP°P»CHPSPsPiPs
P-PSP&PIPuPSPSCII CRHC-PIPSCII, P-CtPjPsPIP»PuPSPsPiPs C...C-PjC-PsC,PuCHP°PiC-C”Ch)
PIPiCHPsPrPsPIPY 24 C,P&PIPSC-PI C,P° PIPEC%oPu 4 PSPi/PjP» C-P:
PiC-PrC,PIPuCHPrPIPuPSPSCIIPj P-P° PrPsPiPsPjPsPiPsCh PiPsPIC,PsCHPSPsPiPs
P°PSP°P»C-P-Cr P°P+Ps P»C-PeCrPIP°PSPSCII); PiCHPsPiCHPuCI'CrPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCLI: P»PsPeP°P»CHPSPu PiCHPsPiCHPuCI'CrPIP°PSPSCII
(P»C-PjC,P°C,P&C+PSC- PICFP-P»Pé) P°P+Ps CREPuC”CI'C,CHP°C+C-CII PIC-PrPrP°P»PpuPSP&C...
PjPuC,P°CI'C,P°P-C-PI; CIIPIPEC%oPp P- P+PsPeCt PeC-CI'C,PePsPIPsC— CI'PECI'C,PuPjPé;
P°P+Ps CI'PjPuCHC,CH PIC-Pr CHP°PeCt PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé.

P”PsCI P»C-PrPYPuPSPSCII CHAARTED.

P‘PuP-PiPuCPSC-CI'C,CH C,P° PuC, PpPeC,PéPIPSC-CI'C,CH PrPsCPuC,P°PeCI'PuP»Ct,
CLIPeP&PNe PIPIPSPrPéP»Pé PSP® PiPsC+P°C,PeCt P°PSPrCEPsPiPuPS-
PrPuPiCEP&PIP°CtC-PN:PSPsC— C,PuCHP°PiC-C— (PHP”Py), Cf PiP°CC-C”PSC,C-PI C-P-
PjPuC,P°CI'C,P°C,P&C4PSP&P] PiPsCEPjPsPSPsCCIC,P»PéPIPEP] CHP°PePsPj
PiPpCHPuPrPjC-C...CFCEPSPIPSC— P-P°P»PsP-Pé PsC+C-PSCRPIP°P»P&CI'CLI PI PiPuPYP°C...
CEP°PSPrPsPjC-P-PsPIP°PSPsPiPs P+P°PiP°C,PsCtPuPSC,CEPsPIPsPiPs
PrPsCI'P»C-PrPYPuPSPSC- PtPPt C,P°P-Pé (CHAARTED). 790 PiP°CC-C”PSC,C-PI



C#PsP»PsPIC-C$PsC— CI'C,P°C,C- P+CrP»Ps CHPsP-PiPsPrC-P»PuPSPs PrPs 2 PiCRCtPi
P»C-PeCrPIP°PSPSCII:

B-  PhP"Py PrPsCtPuC,P°PeCI'PuP» 75 PjPi/Pj?> PSP° PiPsC+P°C,PeCr PhP”P§, C%oPs
PIPIPsPrP&P»Pé PePsPIPSC- 3 C,PEPYPSC- PIPICHPsPrPsPIPY 6 CtPéPeP»C-PI;

B-  PhP”Py ClLIPe PjPsPSPsC,PuCEP°PiC-CILI.

PiPpPrC-P°PSP® P-P°PiP°P»CHPSPSC— PIPEPYPEPIP°PSPsCI'C,C- P+CfP»P° P-PSP°C+PSPs
PIP&C%0PsCH PI PiCECIPiC- P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj, PSC-PY Cr
PiCHCEPiC-, C%oPs PsC,CEP&PjCEPIP°P»P° PhP”P§ CLIPe PjPsPSPsC,PuCEP°PiC-Ch, PiCHPé
C1CHbPSPjCt PjPuPrC-P°PSP° P-P°PiP°P»CHhPSPsC— PIPEPYP&PIP°PSPSCI'C,C- P+CrP»P° PSP®
13,6 PjC-CI'CLICTCLI PrPsPICEPSCR PiCHPé PrPsPrP°PIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PrPs
PHP”P§ (PIC-PrPSPsCEPUPSPSCII CRP&P-P&éPeC-PI [P'P ] = 0,61, 95 % PrPsPIC-CEHCPEPN:
C-PSC,PuCEPIP°P» [P"Pt] 0,47850,80, p = 0,0003).

P PuP-CtP»CHC,P°C,Pé PrPsCI'P»C-PrPIPpPSPSCII PuC, PuPeC,PEPIPSPsCI'C,C- P°P+Ps
PiPsCEC-PIPSCLIPSPSCII PiCRCIPiPé PiCEP&PNPsPjCt PrPsCtPuC,P°PeCI'PuP»Cr C,P°
PePsPSC,CEPsP»CHPSPsC— PiCRCIPiPé CrP-P°PiP°P»CHPSPuPSPs PI C,P°P+P»P&CtC- 8.

PyP°P+P»P&CtCI]I 8

P+C, PuPeC,PEPIPSC-CI'C,CH PrPsCtPuC,P°PeCI PuP»Cr C,P° PHP”Py PiCHPé
P»C-PeCrPIP°PSPSC- PiP°CC-C”PSC,C-PI C-P- PjPuC,P°CI'C,P°C,P6C+PSP&P;
PiPsCEPjPsPSPsC{Cr-C,P»PéPIPéPj CEP°PePsPj PiPuCEPuPrPjC-C...CCEPsPIPSC— P-P°P»PsP-Pé
(PrPsCI'P»C-PrP{PuPSPSCII CHAARTED)

[P=C-PSCTPpPIP® C,PsCiPeP® P”PsC1PuC,P°PeCI PuP»[PHP”Py CIIPe
PHLP”Py PjPsPSPsC,PuCEP°PiC-CII
PSP&ECIP»Ps PiP°CtC-C"PSC,C-PI 397 393

PPUPrC-P°PSP° ,
P-P°PiP°P»CHPSPsC— PIP&PIPEPIP°PSPSCI'C,C-
(PjC-CI'CIIC{C-)

PJCI'C- PiP°CtC-C”"PSC,Pé 57,6 44,0
95 % P"Pt 49,185"72,8 34,48H49,1
PYP(»;'PsC'_l‘FjPéPiPsPIP°PSPp PIC-PrPSPsCE€PpuPSPSCII 061
CHPeP-PePeC-PI1 ’
95 % P"Pt (0,4785"0,80)

-P-PSP°C+PpPSPSClla 0,0003 --
P'P&PP&PIP°PSC-CI'C,CH P+PpP- 19,8 11,6

PiCEPsPiCHPuCI'CrPIP°PSPSCII
PwPuPrC-P°PSP® (PjC-CI'CIIC1C-)

95 % PPt 16,7555"22,8 10,885"14,3
Py PePsCEP&PiPsPIP° PSP PIC-PrPSPsCEPEPSPSCII 0,60 -
CEP&P-P&PeC-PI

95 % PPt 0,5155"0,72

p-P-PSP°C{PpPSPSCII* P<0,0001 -
P’'C-PrPiPsPIC-PrCH PSP° PyPYPh* CPuCBPpP- 6 127 (32,0) 77 (19,6)
PiC-CI'CLIC+C-PI, N (%)

-P-PSP°C+PpuPSPSCILIa* <0,0001 -
P’'C-PrPiPsPIC-PrCHb PSP° PyPyPh** CtPuCHPpP- 12 110 (27,7) 66 (16,8)
PjC-CI'CLIC+C-PL, N (%)
p-P-PSP°CPpPSPSCIIa* <0,0001 -
PSP°CI" PrPs PeP°CI'C,CHP°CTC-PNePSPs- 20,2 11,7

CEPpP-P&CI'C,PuPSC,PSPsPiPs CHP°PeCt
PiPpCHPUPrPjC-C...CFCEPsPIPsC— P-P°P»PsP-Péb
PPRPrC-P°PSP° (PjC-CI CLICTC-)




95 % P"Pt (17,288"23,6) (10,888"14,7)

PYPePsCHPePiPsPIP°PSPu PIC-PrPSPsCE€PuPSPSCII 0,61

CHPEP-PEPeC-PI

95 % P"Pt (0,518/0,72)
p-P-PSP°CPpPSPSCIla* <0,0001 --
P§P°CI" PrPs PeP»C-PSC-C#+PSPsPiPs 33,0 19,8

PiCEPsPiCEPuCI"CFPIP°PSPSClIc
PPUPrC-P°PSP° (PjC-CICLICTC-)

95 % P"Pt (27,385"41,2) (17,955"22,8)
Py PePsCRP&PiPSPIP PSP PIC-PrPSPsCEPRPSPSCII 0,61 -
CEHP&P-P&PeC-PI
95 % P"PT (0,5085°0,75)

_P-PSP°C$PpPSPSCIIa* <0,0001

a P—PjC-PSPSC- C4P°CI'Ct PrPs CIIPIPEC%o: PYC,CHP°C,P&éC, C-PePSPIP°PSPEPNe P»PsPi-
CHP°PSPiPsPIP&PNe: PeCEP&C,PuCEC-PNe. P—PjC-PSPSC- C+P°CI'C,PsC,Pé PIC-PrPiPsPIC-PrC-:
PjPsCPSPEPNe PeCEP&C, PuCEC-PNe PC-CEPCEP®

*CE-P-PSP°C+PuPSPSCII PrP»CLI PSP°PsC+PSPSCI'C,C-.

#¥P’'C-PrPiPsPIC-PrCHb PSP° PiCEPsCI'C,P°C,PsCI PiPuCtP&éC, C-CPSPEPN: P°PSC,P&PiPUPS:
CRC-PIPuPSCH PuPYP} < 0,2 PSPi/PjP», C%oPs PIP&P-PSP°C+P°P»PsCI'CII Ct PrPIPsC...
PiPsCI'P»C-PrPsPIPSP&C... PIPEPjC-CHCRPIP°PSPSCIIC... P- C-PSC,PuCEPIP°P»PsPj PSPy
PjPuPSCEPy 4 C,PéPPSC-PL

b P§P°CI" PrPs PeP°CI'C,CHP°CtC-PNePSPs-CHPuP-PECI'C,PpPSC,PSPsPiPs CHP°PeCr
PiPuCHPuPrPjC-C...CrCRPsPIPsC— P-P°P»PsP-Pé = C+P°CI’ PIC-Pr CHP°PSPrPsPjC-P-P°CtC-C—
PrPs PiCEPsPiCHPuCI'CfPIP°PSPSCII PiiPYPh P°P+Ps PeP»C-PSC-C+PSPsPiPs
PiCHPsPiCHPuCI'CFPIP°PSPSCI] (C,PsP+C,Ps P-P+C-P»CHCEPuPSPSCII
CI'Pé&PjPiC,PsPjP°C,PéC+PSP&C... PjPuC,P°CI'C,P°P-C-PI Cr PeC-CI'C,PeP°C...,
PiCHPsPiCHPuCI'CFPIP°PSPSCII P-PiC-PrPSPs P- PeCRPEC,PuCRC-CIIPjPé PsCtC-PSPePé
PIC-PrPiPsPIC-PrC- CI'PsP»C-PrPSPé&C... PiCrC...P»PéPS (RECIST) P°P+Ps PeP»C-PSC-C$PSPu
PiPsPiC-CHCEPuPSPSCII C+PuCHPuP: CHP°Pe, PSP® PrCrPjPeCrt PrPsCI'P»C-PrPSP&PeP®)
P-P°P»PpPYPSPs PIC-Pr C,PsPiPs, C%oPs CI'C,P°C”C,CHhCI'CII CHP°PSC-CEPy.

¢ P§P°CT" PrPs PeP»C-PSC-C+PSPsPiPs PiCHPsPiCHPuCI'CrPIP°PSPSCII 8R“ CtPu CP°CI" PIC-Pr
CHP°PSPrPsPjC-P-P°CtC-C— PrPs PeP»C-PSC-C+PSPsPiPs PiCRHPsPiCHPuCI'CrPIP°PSPSCI]
(C,PsP+C,Ps PrPs PiPsCI'PéP»PpPSPSCII CI'PéPjPiC,PsPjC-PI PjPuC,P°CI'C,P°P-C-PI Cr
PeC-CI'C,PeP°C...; PiCEPsPiCHPuCI'CfPIP°PSPSCII P-PiC-PrPSPs P- RECIST; P°P+Ps
PeP»C-PSC-C$PSPu PiPsPiC-CRHCE€PuPSPSCII C+PuCRPuP- CHP°Pe, PSP° PrCrPjPeCr
PrPsCI'P»C-PrPSPéPeP®).

PhPrPuPSPsPeP°CHCtPEPSPsPjP° CEP»CéPSPeP°.

P”P»CII PsCtC-PSPePé P+PpP-PiPuC+PSPsCI'C,C- PNe PuC, PuPeC,PEPIPSPsCI'C,C-
PrPsCtPuC,P°PeCI'PuP»Cr Cr P»C-PeCrPIP°PSPSC- PiP°CtC-C”PSC,C-PI P-
PjPuC,P°CI'C,P°C,PéC+PSPsCh P°PrPuPSPsPeP°CHCtPéPSPsPjPsCh CEP»CrPSPeP°, PI C,PsPjCr
C$P&CI'P»C- P- P°PrPuPSPsPeP°CHCtP&EPSPsPjPsChR CEP»CrPSPePsPIPs-
CI'C,CHP°PIPsC...C-PrPSPsPiPs P-8f™ C”PrPSP°PSPSCII, CIIPeC- CEP°PSC-CEPn PSPu
PsC,CHPéPjCrPIP°P»Pé C...C-PjC-PsC,PuCHP°PiC-C— P- PiCHP&PIPsPrCr
PjPuC,P°CI'C,P°C,PéC$PSPsPiPs P-P°C...PIPsCHCRPIP°PSPSCII, P+CrP»Ps PiCHPsPIPuPrPuPSPs
P+P°PiP°C,PsCtPuPSC,CEPsPIPu PIC-PrPeCHP&C,Pp CHP°PSPrPsPjC-P-PsPIP°PSPu
PrPsCI'P»C-PrPPuPSPSCII. P’CI'CHPsPiPs Cr PrPsCI'P»C-PrPIPuPSPSC- PIP-CIIP»Pé
CrC+P°CI'C,CH 445 PiP°CtC-C”PSC,C-PI P- KPS > 70, CIIPeC- P+CrP»Pé



CBP°PSPrPsPjC-P-PsPIP°PSC- Cr 2 PiCRHCrPiPé: PrP»ClLI PsC,CHPéPjP°PSPSCLI P°P+Ps
PrPsCtPuC,P°PeCI'PuP»Cr (T) (75 PjPi/Pj* Cf 1-PNe PrPuPSCH P»C-PeCrPIP°PSPSCII) Cr
PePsPjP+C-PSP°CtC-C— P- CtPECI'PiP»P°C,PéPSPsPj (PY) (75 PjPi/Pj* Cf 1-PNe PrPuPSCH
P»C-PeCrPIP°PSPSCII) C,P° 5-C, C,PsCHCrCHP°CtPéP»PsPj (F) (750 PjPi/Pj* PSP°® PrPsP+Cr
PiCHPsC,CLIPiPsPj 5 PrPSC-PI), P°P+Ps CtP&CI'PiP»P°C,P&PSCT (100 PjPi/Pj* Ct 1-PNe PrPuPSCHb)
C- 5-C,C,PsCECrCHP°CtPéP»Cr (1000 PjPi/Pj* PSP° PrPsP+Cr PiCEPsC,CLIPiPsPj 5 PrPSC-PI).
PyCEPEPIP°P»C-CI'C,CH CtPéPeP»Crt P»C-PeCrPIP°PSPSCII Cf PiCRCrPiC- TCF
CI'C,P°PSPsPIP&éP»P° 3 C,PEPYPSC-, P° PI PiCHCIPiC- CF BB 4 C,PEPIPSC-. PmPuPrC-P°PSP°
PeC-P»CHPePsCI'C,C- CtP&PeP»C-PI PSP° PiP°CtC-C”PSC,P° CI'C,P°PSPsPIP&P»P° 6 (P-
PrC-P°PiP°P-PsPSPsPj PIC-Pr 1 PrPs 16) Cr PiCKCrPiC- TCF PiPsCHC-PIPSCIIPSPs P- 4 (P-
PrC-P°PiP°P-PsPSPsPj PIC-Pr 1 PrPs 12) Cr PiCECrPiC- CF. PiPe PiPuCHPIP6PSPSP°
PeC-PSCtPpPIP° C,PsC+PeP° CEPsP-PiP»CIIPrP°PICI'CII C+P°CI" PrPs
PiCEPsPiCEPuCI'CrPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII (P§P”P1). P] PiCHCrPiC- TCF
P+CrP»Ps PIC-PrPjC-C+PuPSPs P-PSP&PIPuPSPSCII CHP&P-PéPeCY
PiCEHPsPiCEPuCI'CrPIP°PSPSCII PSP° 32,1 % CEP°P-PsPj C-P- CI'C,P°C,P&CI'C,PéC+PSPs
P-PSP°C$CrC%oPs C,CHP&PIP°P»C-C€PEPj P§P”Pu (CH = 0,0004). P—P°PiP°P»CHbPSP®
PIP6PYPEPIP°PSC-CI'C,CH C,P°PePsPY P+CrP»P° CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oPs
C,CRP&PIP°P»C-C£EP® (CH = 0,0201) Cr PiCHCrPiC- TCF, PrPpu CHPéP-PéPe CI'PjPuCEC,C-
P-PSP&P-PEPICI'CII PSP° 22,7 %. P”P°PSC- C%oPsPrPs PuC, PpuPeC,PEPIPSPsCI'C,C-
PiC-PrCI'CrPjPsPIP°PSPs Cr C,P°P+P»P&CtC- 9.

PyP°P+P»PeCtCI]I 9.

P+C,PuPeC,P&éPIPSC-CI'C,CH PrPsCPuC,P°PeCI'PuP»Crt Cf PePsPjP+C-PSP°C+C-C— P-
CtP&CI'PiP»P°C,P&PSPsPj C,P° 5-C, C,PsCECFCEP°CtP&P»PsPj (CI'C...PuPjP° TCF) Ct
P»C-PeCrPIP°PSPSC- PiP°CC-C”PSC,C-PI P- P°PrPuPSPsPeP°CECP&PSPsPjPsCR CEP»CrPSPeP®
Cf PiPsCEC-PIPSCLIPSPSC- P- PePsPjP+C-PSP°C+C-C”Ch CtP&CI'PiP»P°C,P&PSCT C,P° 5-

C, C,PsCRCFCHP°CtP&P»Ct (CI'C...PuPjP° CF).

PC-PSCtPuPIP° C,PsCtPeP® TCF CF
n =221 n =224
PmPpPrC-P°PSP® P§P”Pr1 (PjC-CI'CLICHC-) 5,6 3,7
(95 % P”"Pt) (4,868H"5,91) (3,458 4,47)
P’C-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI 1,473
(95 % P”Pt) (1,1898H“1,825)
* p-P-PSP°C+PuPSPSCII 0,0004
PrPpPrC-P°PSP° PIPEPYPEPIP°PSPsCIC,C- 9.2 8 6
(PjC-CI'CIICtC-) ’ ’
(95 % P”Pt) (8,3885“10,58) |(7,1685"9,46)
P PsP-CBP°C...CfPSPePsPIPp P-PSP°C+PuPSPSCII
PIP&PYPEPIP°PSPsCI'C,C- PiCEPsC,CLIPiPsPj 2 18,4 8,8
CBHPsPeC-PI (%)
P’'C-PrPSPsCEPuPSPSCII CEP&P-P&PeC-PI 1,293
(95 % P”"Pt) (1,04185“1,606)
* p-P-PSP°C+PuPSPSCII 0,0201
P—P°PiP°P»CHPSP° C+P°CI'C,PsC,P°
PIC-PrPiPsPIC-PrC- PSP° C,PuCHP°PiC-Ch 36,7 25,4

(PiPsPIPSP® PIC-PrPiPsPIC-PrCH C$P°CI'C,PePsPIP®
PIC-PrPiPsPIC-PrCh) (%)

p-P-PSP°C$PuPSPSCII 0,0106




PuCHPsPiCEPuCICFPIP°PSPSCII
P-P°C...PIPsCECRPIP°PSPSCLI CLIPe
PSP°PNePeCHP°C%oP° P-P°PiP°P»CHhPSP®
PIC-PrPiPsPIC-PrCH PSP° C,PuCEP°PiC-CH (%)

16,7 25,9

*PKPuCI'C,CEP°C,P&C, C-PePsPIP°PSPEPN: P»PsPiP°CEP&C, PjC-C+PSP&PNe CEP°PSPiPSPIP&PN:
PeCEHP&C, PuCHC-P)..

PH5PSP°P»C-P-Pé P-P° PiC-PrPiCHCIPiP°PjPé P-P°P»PuPYPSPs PIC-Pr PIC-PeCt, CI'C,P°C,C- C,P°
CHP°CI'PsPIPsC— PiCHP&PSP°P»PuPIPSPsCI'C,C- PiPsCI'P»C-PrPsPIPSPs CI'PIC-PrC+PéP»Pé
PSP° PePsCRHP&CI'C,CH CI'C...PuPjPé TCF PiPsCHC-PIPSCLIPSPs P-C- CI'C...PuPjPsCh CF.

PJC,PsC+PSPuPSP&PN. P°PSP°P»C-P- PIP&PP&PIP°PSPsCI'C,C- P-P° CHPuP-CfP»CHC,P°C,P°PjPé
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPpPSPSCII, PjPuPrC-P°PSP°
C,CRBP&EPIP°P»PsCI'C,C- CIIPePsPiPs CI'C,P°PSPsPIPéP»P° 41,6 PjC-CI'CIICTCII, P+=C-P»CHCEPn
PSPu PrPuPjPsPSCI'C,CRCrPIP°PI CI'C,P°C,PéCI'C,PéCEPSPs P-PSP°C+CrC%oPsC—
CHC-P-PSP&CtC- PjC-P PrPIPsPjP°® PrPsCI'P»C-PrPYCrPIP°PSP&PjPé PiCRHCIPiP°PjPé, C...PsC+P°
PiCHPsPrPsPIPYCIPIP°PI PIPeP°P-CfPIP°C,Pé PSP° PiPuCHPuPIP°PiPé PSP° PePsCHP&CI'C,CH
CI'C...PuPjPé TCF C- PiPsPeP°P-P°PI, C%oPs PiPuCEPuPIP°PiP°® CI'C...PuPjPé TCF PSP°Pr
CI'C...PuPjPsCh CF C$C-C,PePs PIPECHP°PIPuPSP® PI PiPuCHC-PsPr PjC-P{ 18 C- 30
PjC-CI'CLICtCLIPjPé PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PpCHPuPIPuPSPSCII.

P—P°PiP°P»PsPj CHPuP-CP»CHC,P°C,Pé PsCtC-PSPePé CIIPePsCI'C,C- PJP&C,C,CII C-
PeP»C-PSC-C$PSPsC— PuC, PuPeC,PéPIPSPsCI'C,C- PiPsCI'P»C-PrPsPIPSPs PIPeP°P-CrPIP°P»Pé
PSP° PiPsPeCEP°C%oPuPSPSCII Ct PiCHCrPiC- TCF. PJ PiP°CtC-C”PSC,C-PI, CIIPePé&C...
P»C-PeCrPIP°P»Pé P-P° CI'C...PuPjPsCh TCF, CI'PiPsCI'C,PuCHC-PiP°P»Pé
C,CRP&PIP°P»C-CEPEPNe C+P°CI" PrPs P+PpuP-PiPsPIPsCEPsC,PSPsPiPs PiPsPiC-CHCEPuPSPSCI]
P-P°PiP°P»CIHPSPsPiPs CI'C,P°PSCt P-PrPsCHPsPIsR™ CII PSP°® 5 % P-PiC-PrPSPs P:
PsPiP&C,CIPIP°P»CHPSP&PePsPj QLQ-C30 (CH = 0,0121) C- C,CHPEPIP°P»C-CEPEPN: CP°CI’
PrPs P+PuP-PiPsPIPsCHPsC,PSPsPiPs PiPsPiC-CHCE€PuPSPSCII

C, CtPSPeCtC-PsPSP°P»CHPSPsPiPs CI'C,P°PSCr P-P° C-PSPrPuPeCI PsPj
PmP°CHPSPsPICI'CHPePsPiPs (CH = 0,0088) Cr PiPsCHC-PIPSCIIPSPSC- P-
PiP°Ct+C-C”PSC,P°PjPé, C1IPeC- PsC,CHP&PjCrPIP°P»Pé P»C-PeCrPIP°PSPSCI] P-P°
CI'C...PuPjPsCH CF.

P P°Pe PiPsP»PsPIPé C.P° CEPéC—.

B-  P{PSPrCéPeCtC-PN-PSP® C...C-PjC-PsC,PuCFP°PiC-CII P- PiPsPrP°P»CHCEPsCR
PiCHPsPjPuPSPuPIPsCE C,PuCEP°PiC-C”CHR (PrPsCI'P»C-PrPIPuPSPSCII TAX 323).

P‘PuP-PiPuC$PSC-CI'C,CH C,P° PuC, PuPeC,PEPIPSC-CI'C,CH> PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII
C-PSPrCrPeCtC-PNePSPsC— C,PuCEP°PiC-C— PiP°CtC-C”PSC,C-PI P:
PiP»PsCI'PePsPeP»C-C,PéPSPSPsChH PeP°CHCtPéPSPsPjPsCh PiPsP»PsPIPé C,P° CEPEC—
(PuPmPmP“PE) PsCtC-PSCRPIP°P»P&CI'CII Cf P+P°PiP°C,PsCtPuPSC,CHPsPIPsPjCr
PIC-PrPeCHPé&C,PsPjCt CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr PrPsCI P»C-PrPYPuPSPSC- PtPtPt
C,P°P-Pé (TAX 323). P] CtCHPsPjCr PrPsCI'P»C-PrPIPuPSPSC- PIP-CLIP»Pé CrC+P°CI'C,CH 358
PiP°Ct+C-C”PSC,C-PI P- PSPuPsPiPuCEP°P+PuP»CHPSPsCh
PjC-CI'CtPpPIPsPiCHPsPiCRPuCI'CrCRC+PsChR PuPmPmP“PE C,P°

C, CrPSPeCtC-PsPSP°P»CHPSP&Pj CI'C,P°C,CrCI'PsPj 0 P°P+Ps 1 P-P° C€PeP°P»PsCh P’PhPhP—,
CIIPeC- P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr PrPIC- PiCHCrPiPé. PuP°CtC-C”PSC,Pé Cr
PiCRCIPiC- P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj PsC,CEP&PjCIPIP°P»Pé 75 PjPi/Pj’
PrPsCtPuC,P°PeCI'PuP»Cr (P¥) P- PiPsPrP°P»CHCEP&P) PIPIPuPrPuPSPSCLIPj 75 PjPi/Pj*



CtPéCI'PiP»P°C,PéPSCT (P ), PiC-CI'P»CII CLIPePsPiPs PIPIPsPrPéPICI'CII 5-
C,,C,PsCRCrCRHP°CtPéP» (F) Cr PrPsP-C- 750 PjPi/Pj’ PSP° PrPsP+Cr Cr PIP&PiP»CIIPrC-
P+PuP-PiPuCHPuCHPIPSPsC— C-PSC, CP-C-C— PIPiCHPsPrPsPIPY 5 PrPSC-PI. PyP°PeP®
CI'C...PuPjP° C,PuCRP°PiC-C— PiCHPEP-PSP°C+P°P»P°CI'CI] PePsPIPSC- 3 C,PéPIPSC-
PiCEPsC,CIIPiPsPj 4 CtP&éPeP»C-PI, CIIPeC%oPs PiC-CI'P»CII PrPIPsC... CtPéPeP»C-PI
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CI] PiCHP&PSP°PNePjPSC- CI'P»P°P+PeP°® PIC-PrPiPsPIC-PrCH
PSP° C,PuCHP°PiC-Ch (P-PjPpPSCEPuPSPSCII CHPsP-PjC-CHCt PiCrC...P»PéPSPé PSP® = 25 % Cf
PrPIPsC... PIPEPjC-CEP°C...). PSPuCEPuP: PSPu PjPuPSC€ PSC-PY 4 C,PéPIPSC- C- PSPy
P+C-P»CHC€ PSC-PY 7 C,P&PIPSC-PI PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII
C...C-PjC-PsC,PuCHP°PiC-C— PiP°CtC-C”PSC,Pé, Cr CLIPeP&C... PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCHPsPiCHPuCI CrPIP°PSPSCII
P-P°C...PIPsCRCRPIP°PSPSCII, CrPiCEPsPrPsPIP 7 C,PéPYPSC-PI PsC,CHP&PjCrPIP°P»Pé
PiCEPsPjPuPSPuPICt C,PuCHP°PiC-Ch (RT) P-PiC-PrPSPs P- C+PéPSPSP&PjPé Cr
PIC-PrPiPsPIC-PrPSPé&C... P»C-PeCrPIP°P»CHhPSPEC... P-P°PeP»P°PrP°C...
CHPpPePsPjPpPSPrP°CtC-CIIPjPé (CI'C...PuPjP° P»C-PeCrPIP°PSPSCII TPF/RT).
PP°CtC-C”PSC,Pé Cr PiCHCrPiC- PiPsCEC-PIPSCIIPSPSCII PsC,CHP&PjCrPIP°P»Pé 100 PjPi/Pj*
CtPéCI'PiP»P°C,PéPSCT (P ) P- PiPsPrP°P»CHCEPEPj PIPIPuPrPuPSPSCILIP] 5-
C,C,PsCRCIrCRHP°CtPéP»Cr (F) Cr PrPsP-C- 1000 PjPi/Pj* PSP° PrPsP+Ct PIPiCHPsPrPsPIPY 5
PrPSC-PI. PyP°PeP® CI'C...PuPjP° C,PuCRHP°PiC-C— PiCHP&P-PSP°C#P°P»P°CI'CII PePsPIPSC- 3
C,PéPYIPSC- PiCHPsC,CIIPiPsPj 4 CtP&PeP»C-PI, CLIPeC%oPs PiC-CI'P»CII PrPIPsC...
CtPéPeP»C-PI CI'PiPsCI'C,PuCHC-PiP°P»P°CI'ClI PiCEPéPSP°PNePjPSC- CI'P»P°P+PeP®
PIC-PrPiPsPIC-PrCH PSP° C,PuCHP°PiC-Ch (P-PjPuPSCEPuPSPSCII CEPsP-PjC-CRCY
PiCrC...P»PéPSPé PSP° = 25 % Cr PrPIPsC... PIP&PjC-CHP°C...). PSPuCHPuP- PSPy PjPuPSCE
PSC-PY 4 C,PéPIPSC- C- PSPy P+C-P»CHCE PSC-PY 7 C,PEPIPSC-PI PiC-CI'P»CII
P-P°PeC-PSC$PpuPSPSCI] C...C-PjC-PsC,PuCRP°PiC-C— PiP°CtC-C”PSC,Pé, Cr CIIPePEC... PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiCHPsPiCHPuCI CFPIP°PSPSCII
P-P°C...PIPsCRCRPIP°PSPSCI], CrPiCREPsPrPsPIPY 7 C,P&PYPSC-PI PsC,CHP&PjCrPIP°P»Pé
PiCEPsPjPuPSPuPICt C,PuCHP°PiC-Ch (RT) P-PiC-PrPSPs P- CtPéPSPSP&PjPé Cr
PIC-PrPiPsPIC-PrPSPé&C... P»C-PeCrPIP°P»CIHbPSPEC... P-P°PeP»P°PrPeC...
CHPuPePsPjPuPSPrP°C+C-CIIPjPé (CI'C...PuPjP° P»C-PeCrPIP°PSPSCII PF/RT).
P>PsPePsCHPPiC-PsPSP°CEPSCr PiCHPsPjPuPSPuPICt C,PuCHP°PiC-Ch PiCHPsPIPsPrPéP»Pé PI
CHPuPYP&PjC- CI'C,P°PSPrP°CHC,PSPsPiPs C,CEP°PeCtC-PsPSCIPIP°PSPSCII (1,8852,0 P“CH
PsPrPéPS CHP°P- PSP°® PrPsP+Cr 5 PrPSC-PI PSP°® C,PéPIPrPuPSCH PrPs
PrPsCI'CIIPiPSPuPSPSCII CI'CrPjP°CEPSPsC— PrPsP-Pé PsPiCHPsPjC-PSPuPSPSCII 6685 “70
P“CEH) P°P+Ps PiCEP&CI ' PePsCHPuPSPsPiPs

C,,CRHP°PeCtC-PsPSCIPIP°PSPSCI]/PiC-PiPuCRC, CREP°PeCtC-PsPSCIPIP°PSPSCII (PrPIC-C+C-
PSP° PrPsP+Cr P- PjC-PSC-PjP°P»CHPSP&Pj C-PSC,PuCEPIP°P»PsPj PjC-P1
C,,CHP°PeCtC-CIIPjPé C,CHPEPIP°P»C-CI'C,Ch 6 PiPsPrPéPS 5 PrPSC-PI PSP° C,PéPPrPuPSCH).
P”P»CI]I CHPuPYP&PjC-PI PiCKP&CI PePsCHPuPSPsPiPs C,CHP°PeCtC-PsPSCrPIP°PSPSCII
CHPuPePsPjPuPSPrPsPIP°PSP° CI'CrPjP°CHPSP° PrPsP-P° CI'C,P°PSPsPIP&P»P° 70 P“CH, P°
PrP»CII CRHPuPYP&PjC-PI PiC-PiPuCHC, CHP°PeCtC-PsPSCrPIP°PSPSCII 8R“ 74 P“CH.
PuC-CI'P»CI] C...C-PjC-PsC,PuCEP°PiC-C— PrPsPiCrCI PeP°P»PsCI'CI] PIP&éPePsPSP°PSPSCI]
C...C-CRCrCHPiC-C+PSPsC— CHPuP-PuPeCtC-C— PiCrC...P»P&PSPé (PrPs P°P+Ps PiC-CI'P»CII
PiCEPsPjPuPSPuPIPsC— C,PuCHP°PiC-C—). PyP°CtC-C”PSC,Pé Cr PiCRCIPiC- TPF
PsC,CHP&PjCrPIP°P»Pé P°PSC,PéP+C-PsC,PéPePsPiCEPsC,C-P»P°PeC,PéPeCr

CtP&PiCHPsC, P»PsPeCI'P°CtPéPSPsP;j (500 PjPi PiPuCEPsCEP°P»CHPSPs PrPIC-C+C- PSP°
PrPsP+Cr CrPiCHPsPrPsPIPY 10 PrPSC-PI, PiPsC+PéPSP°CRC+Pé P- 5-PiPs PrPSCII
PePsPIPSPsPiPs CtPéPeP»Crt P»C-PeCrPIP°PSPSCII) P°P+Ps P°PSP°P»PsPiC-C+PSP&P;
PiCHPpPiP°CHP°C,PsPj. PuPuCHPIPEPSPSP° PeC-PSCtPuPIP° C,PsCtPeP° Cr CtCHPsPjCr
PrPsCI'P»C-PrPPuPSPSC- 8F“ PIPEPYP&PIP°PSC-CI'C,CH P+PuP-
PiCEPsPiCHPuCI'CfPIP°PSPSCII (P'P‘Py) BR“ Cr PiP°C+C-C”PSC,C-PI PiCHCrPiPé TPF P+CrP»P°



CI'C,P°C,PéCI'C,PéC$PSPs P-PSP°C+CrC%oPs C,CHP&PIP°P»C-CEPsCh, PSC-P{ Cr
PiP°CtC-C”PSC,C-PI PiCHCrPiPé PF; CE = 0,0042 (PjPpPrC-P°PSP°® P’P‘Py 11,4 PjC-CI'CIICtCII
PiPsCHC-PIPSCIIPSPs P- 8,3 PjC-CI'CLICtCII PIC-PrPiPsPIC-PrPSPs), PjPuPrC-P°PSP®
P-P°PiP°P»CHPSPsC— C,CEPEPIP°P»PsCI'C,C- PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII 8F“ 33,7 PjC-CI'CLICtCII. PmPuPrC-P°PSP®
P-P°PiP°P»CIHPSPsC— PIP&PPEPIP°PSPsCI'C,C- Ct PiCRCIPiC- TPF C,PuPY P+CrP»P°
CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPs C,CHPEPIP°P»C-CEPsCh, PSC-PY Cr PiCRCtPiC- PF
(PjPuPrC-P°PSP° P—P’ 18,6 PjC-CI'CIICtCII PiPsCRC-PIPSCIIPSPs P- 14,5 PjC-CI'CIICtCII
PIC-PrPiPsPIC-PrPSPs), P-C- P-PSPéPYPuPSPSCILIPj CEP&P-PéPeCr CI'PjPuCHC,C- PSP° 28 %, CH
= 0,0128. P PuP-CP»CHC,P°C,Pé P-P° PiPsPeP°P-PSP&PeP°PjPé PuC, PuPeC,PéPIPSPsCI'C,C-
PSP°PIPuPrPuPSPs Ct C,P°P+P»P&CtC- 10.

PyP°P+P»P&CtCLI 10.

P+C,PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII
C-PSPrCrPeCtC-PNPSPsC— C,PuCHP°PiC-C— C...PIPsCHP&C... PSP°
PSPuPsPiPuCHP°P+PuP»CHPSCT PjC-CI'CtPuPIPsPiCHPsPiCHPuCI'CrCRC+Ct PuPmPmP“PE
(P°PSP°P»C-P- PrP°PSPéEC... CrCI'C-C... PiP°C+C-C”PSC,C-PI, CIIPeC- PiCHPsPN.C£P»Pé
CHP°PSPrPsPjC-P-P°C+C-Ch; Intent-to-Treat)

P"PsCtPHC,P°PeCLPEP»  |PIPECLPiP»P°C,P&PS 5-

CtP&CI'PiP»P°C,PéPS 5-  [C,C,PsCHCICRP°C1P&P>
C, C,PsCRHCFCHP°C1P&P»
n =177 n =181

PrC-PSCTPuPIP® C,PsCtPeP®

PrPpPrC-P°PSP® PIPEPPEPIP°PSPSCIC,C-
P+PuP- PiCEPsPiCEPpCI CPIP°PSPSCII

(PiC-CT'CLICtC-) 11,4 8,3

(95 % P”Pt)
#kp-P-PSP°C4PuPSPSCII

(0,5685“0,93)
0,0128

(95 % P"PY) (10,185"14,0) (7,485"9,1)
PYPePsCHP&PiPsPIP°PSPu 0.70
PIC-PrPSPsCEPuPSPSCILI CHP&P-P&éPeC-PI . v

o on (0,5585H“0,89)
*p-P-PSP°CPuPSPSCII ’
PrPuPrC-P°PSP° PIPEPYPEPIP°PSPsCI'C,C-
(PjC-CI'CIICtC-) (1185',67313“24 0) (1141'56313”18 7)
(95 % P"Pt) : : , )
P’'C-PrPSPsCEPpPSPSCII CHPéP-PéPeC-PI 0,72

PkP°PNePeCHP°C%oP° P-P°PiP°P»CHPSP°
PIC-PrPiPsPIC-PrCHb PSP°
C...C-PjC-PsC,PuCRHP°PiC-Ch (%)

(95 % P"Pt)

67,8
(60,48H"74,6)

53,6
(46,08H“61,0)

*p-P-PSP°CPuPSPSCII

0,006

P&P°PN-PeCHP°C%oP° P-P°PiP°P»CHbPSP®
PIC-PrPiPsPIC-PrCH PSP°
PrPsCI'P»C-PrPYCrPIP°PSPu
P»C-PeCrPIP°PSPSCII
[C...C-PjC-PsC,PuCEP°PiC-Ch B+
PiCEPsPjPuPSPuPICK C,PuCHP°PiC-CR] (%)
(95 % P"P1)

72,3
(65,185“78,8)

58,6
(51,085“65,8)

Hockp P-PSP°C+PpPSPSCII

0,006




PEPUPIC-P°PSP® C,CHPEPIP°P»PsCLC, C-

PIC-PrPiPsPIC-PrC- PSP° 128 e
C...C-PJC-PsC,PUCEP°PIC-CR B+ " "
f’gjcégsrpéipg TSCP})JPICT C,PuCHP°PIC-Ch (13,45524,6) (10,25517,4)
(95 % P"PY)

P'C-PrPSPsCEPRPSPSCII CHPEP PaPeC-PI 0.72

(95 % P"PY) (0,528F0,99)

k- P- PSP C+PPPSPSCII 0,0457

P’C-PrPSPsCEPuPSPSCII CHP&P-PéPeC-PI PjPuPSCEPp 1 CI'PIC-PrC+PéC,CH PSP°
PePsCHP&CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé PrPsCtPuC,P°PeCI'PuP»
CtPéCI'PiP»P°C,P&PS 5-C,C,PsCHCIrCHP°CtP&P».

*PrPSPrPuP»CH PisPsPeCIP° (P- PiPsPiCHP°PIPeP°PjPé PSP° P»PsPeP°P»C-P-P°CtC-Ch
PiPpCHPIP6PSPSPsC— PiCfC...P»P&PSP§, PeP»C-PSC-C+PSC- CI'C,P°PrC-C— PiCtC...P»P&PSP&
P-PiC-PrPSPs P- PiP°CEP°PjPuC,CEP°PjPé T C- N P-P° PeP»P°CI'PéC, C-PeP°C+C-C"CR TNM C,P°
C, CEPSPeCtC-PsPSP°P»CHPSPEPNe CI'C,P°C,CI-CI" P-P° CEPeP°P»PsCh P’PhPhP—).

#+P,PsPiP°CHP&C, PjC-C+PSPEPNe CHP°PSPiPsPIP&PNe PeCEP&C, PuCHC-PNe.
#+PCHPEC, PpCHC-PNe y° (C...C--PePIP°PrCEP°C,).
PyPsPeP°P-PSPéPePé CLIPePsCI'C,C- PIPéC,C,CLI.

PJ] PiP°CtC-C”PSC,C-PI, CLIPeP&C... P»C-PeCrPIP°P»Pé P-P° CI'C...PuPjPsCh TPF,
CI'PiPsCI'C,PuCHC-PiP°P»Pé CI'C,P°C,PECI'C,PEC+PSPs P-PSP°C+CrC%oPs PjPuPSCEPH
PiPsPiC-CHCEPuPSPSCII CIIPePsCI'C,C- PJP&C,C,CII P-P° C€PeP°P»PsCh P-P°PiP°P»CHPSPsPiPs
CI'C,P°PSCr P-PrPsCHPsPIsE ™ CII PiPsCHC-PIPSCLIPSPs P- PiP°C+C-C”PSC,P°PjPé, CIIPeP&C...
P»C-PeCrPIP°P»Pé P-P° CI'C...PuPjPsCh PF (CE = 0,01, C-P- P-P°CI'C,PsCI'C+PIP°PSPSCILIPj
C€PeP°P»Pé EORTC QLQ-C30). PyPsPeP°P-PSPéPePé PeP»C-PSC-C$PSPsC— PePsCEPéCIC,C-.

PiPsPeP°P-PSPéPePé P-P° CEPeP°P»PsCh PsCtC-PSPePé C,CrPSPeCtC-PsPSP°P»CIHbPSPsPiPs
CI'C,P°C,CrCI'Cr (P- PIP&PePsCHPECI'C,P°PSPSCIIPj PiC-PrC€PeP°P» PrP»CII PiPsP»PsPIPé C,P°
CEP&C— (PSS-HN), CHPsP-CHPsP+P»PuPSP&C... PrP»CLI PIPéP-PSP°C+PuPSPSCII
P-PrP°C,PSPsCI'C,C- CHPsP-CrPjC-C,Pé PjPsPIP»PuPSPSCII PiP°Ct+C-C”PSC,P°, PNePsPiPs
CI'PiCHPsPjPsPYPSPsCI'C,C- C—CI'C,Pé Cr PiCrP+P»C-CfPSP&C... PjC-CI'CtCIIC...,
CI'C,P°PSPrP°CHC,PSPsCI'C,C- PNePsPiPs CHP°CtC-PsPSCr C...P°CHC+CrPIP°PSPSCILI)
CI'PIC-PrCtPéP»Pé PiCHPs CI'C,P°C,P&CI'C,PéC+PSPs P-PSP°C+CrC%o0Ct PiPpCEPpPIP°PiCr
CI'C...PuPjPé TPF PSP°Pr CI'C...PpPjPsCh PF. PePpuPrC-P°PSP°® C+P°CI'Cr PrPs PiPuCHCEPsPiPs
PiPsPiC-CHCEPuPSPSCII C,CrPSPeCtC-PsPSP°P»CHPSPsPiPs CI'C,P°C,CrCI'Ct P-P°
PeCHPEC,PuCRC-CIIPjPé P’PhPhP— Cr PiCHCIPiC- TPF P+CrP»P° CI'C,P°C,PéCI'C,PECEPSPs
P-PSP°C$CrC%oPs C,CHP&PIP°P»C-CE€PsCR, PSC-PY Cr PiCHCrPiC- PF. P’ PsP+PsC...
PiCECrPiP°C... PICHPsC,CLIPiPsPj P»C-PeCrPIP°PSPSCII PiPsPeCHP°C%oP&éPICI'CLI
PiPsPeP°P-PSP&Pe C-PSC,PuPSCI'PEPIPSPsCI'C,C- P+PsP»Ch, C%oPs PIPeP°P-CfC” PSP®
P-P°PrPsPIC-P»CHPSP&PN: PePsPSC,CHPsP»CH P+PsP»CHPsPIPsPiPs CI'P6PSPrCHPsPjCr.

B-  P{PSPrCéPeCtC-PNePSP° C...C-PjC-PsC,PuCHP°PiC-CII P- PiPsPrP°P»CHCE€PsCh
C...C-PjC-PsPiCEPsPjPuPSPuPIPsCF C,PuCHP°PiC-C”Ch (PrPsCI P»C-PrPYPuPSPSCLI TAX 324).

P‘PuP-PiPuC+PSC-CI'C,CH C,P° PuC,PpuPeC,PEPIPSC-CI'C,CH PrPsCtPuC,P°PeCI'PuP»Cr PrP»CI]
C-PSPrCrPeCtC-PNePSPsC— C,PuCEP°PiC-C— PiP°CtC-C”PSC,C-PI P-
PjC-CI'C+PpPIPsPiCEPsPiCHPuCI'CfCRC+PsCh PiP»PsCI'PePsPeP»C-C,PéPSPSPsCh



PeP°CHCtPéPSPsPjPsCh PiPsP»PsPIPé C,P° CEPéC— (PuPmPmP“PE) PsCtC-PSCRPIP°P»PECI'CII
Ct CHP°PSPrPsPjC-P-PsPIP°PSPsPjCt P+P°PiP°C,PsCtPuPSC,CEPsPIPsPjCr
PIC-PrPeCEPé&C,PsPjCt PrPsCI'P»C-PrPIPuPSPSC- PtPtPt C,P°P-Pé (TAX 323). P] CtCHhPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- PIP-CLIPI CfC+P°CI'C,CH 501 PiP°CtC-C”PSC, P-
PjC-CI'CtPpPIPsPiCHPsPiCRPuCI'CrCRC+PsChR PuPmPmP“PE C,P°

C, CfPSPeCtC-PsPSP°P»CHPSP&Pj CI'C,P°C,CFCI'PsPj 0 P°P+Ps 1 P-P° CEPeP°P»PsCh P’PhPhP—;
PiP°CtC-C”PSC,Pé P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr PrPIC- PiCHCrPiPé.
PuPsPiCrP»CLICtC-CLI CrC+P°CI'PSPéPeC-PI PrPsCI'P»C-PrPPuPSPSCILI PIPeP»CRC$P°P»P°
PiP°CtC-C”PSC,C-PI P- C,PuC...PSC-C+PSPs PSPuCEPuP-PuPeC,P°P+PuP»CHPSPEPjPé
PiCrC...P»PéPSP°PjPé, P- PSP&P-CHhPePsCh PNePjPsPIC-CEPSC-CI'C,Ch

PuC, PuPeC,PEPIPSPsCI'C,C- C...C-CRHCIrCHPiC-C+PSPsPiPs PIC,CHCrC+P°PSPSCII, P° C,P°PePsP
PiP°CtC-C”PSC,C-PI, PrP»CII CIIPeP&C... P+CIP»Ps PsP+CHP°PSPs
PsCHPiP°PSPsP-P+PuCHC-PiP°CRC+Crf CI'C,CHP°C,PuPiC-Ch. PhCtC-PSPeCr

PuC, PpPeC,PEPIPSPsCI'C,C- C,P° P+PuP-PiPuC+PSPsCI'C,C- PIPéPePsPSCIPIP°P»Pé
PIPEPSCLIC,PePsPIPs P-P° PiPsPeP°P-PSP&éPeP°PjPé PIP&PPEPIP°PSPsCI'C,C-, PiCHPé
CtCHPsPjCr CrCI'PiC-CEPSC-CI'C,CH PsCHPiP°PSPsP-P+PuCHPuPIPuPSPSCII

C, PsCEPjP°P»CHPSPs PSPy PsCtC-PSCRPIP°P»P°CI'CII. PuP°CtC-C”PSC,Pé Cr PiCHCIPiC-
PiCBHP&PNePsPjCr PrPsCtPuC,P°PeCI'PuP»Cr PsC,CHPEPjCIPIP°P»Pé 75 PjPi/Pj’
PrPsCtPuC,P°PeCI'PuP»Cr (P§) CEP»CLIC...PsPj PIPSCrC,CHC-CEPSCHPsPIPPPSPSPsC—

C-PSC, CfP-C-C— Cr 1-PNe PrPuPSCH P»C-PeCrPIP°PSPSCII P- PiPsPrP°P»CHCEP&EP]
PIPIPpPrPuPSPSCIIPj 100 PjPi/Pj* CtPECI'PiP»P°C,PEPSCT (P ) Cr PIPéPiP»CILIPrC-
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CrP-C-C— C,CBP&PIP°P»C-CI'C,Ch PIC-Pr 30
C...PIPEP»PEPS PrPs 3 PiPsPrPéPS, PiC-CI'P»CII C#PsPiPs PiP°CtC-C”PSC,P°Pj PIPIPsPrP&P»Pé 5-
C,,.C,PsCHCICHP°CtP&éP» (F) Cr PrPsP-C- 1000 PjPi/Pj* PSP° PrPsP+Cr Cr PIP&PiP»CIIPrC-
P+PpP-PiPpCHPuCHPIPSPsC— PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC— C-PSC, CfP-C-C— P- 1-
PiPs PiPs 4-PNe PrPSC- P»C-PeCrPIP°PSPSCII. PiP°PeC- CtPéPeP»Pé PiPsPIC,PsCHCRPIP°P»Pé
PePsPYPSC- 3 C,PéPYPSC-, PICI CIbPsPiPs PiCHPsPIPsPrPéP»PsCI'CLI 3 CtP&éPeP»Pé. PJCI'C-
PiP°CtC-C”PSC,Pé, Cr CIIPeP&C... PSPp CI'PiPsCI'C,PpCHC-PiP°P»PsCI'CII
PiCEPsPiCEPuCI'CrPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII, PsC,CHP&éPjCIPIP°P»Pé
C...C-PjC-PsPiCHPsPjPuPSPuPICTF C,PuCEP°PiC-Ch (PYRT) PIC-PrPiPsPIC-PrPSPs PrPs
PiCEPsC,PsPePsP»Cr (CI'C...PuPjP° P»C-PeCrPIP°PSPSCII TPF/PYRT). PuP°CtC-C”PSC,Pé Cr
PiCHCIPiC- PiPsCHC-PIPSCLIPSPSCII PsC,CHPEPjCIPIP°P»Pé 100 PjPi/Pj* CtP&CI PiP»P°C,PEPSCY
(P ) Cr PIPéPiP»CILIPrC- PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsC— C-PSC, CrP-C-C—
C,CBP&PIP°P»C-CI'C,CR PIC-Pr 30 C...PIP6P»P&PS PrPs 3 PiPsPrPéPS Cr 1-PNe PrPuPSCH
P»C-PeCrPIP°PSPSCII P- PiPsPrP°P»CHCEPEPj PIPIPpPrPuPSPSCILIPj 1000 PjPi/Pj* 5-
C,,.C,PsCHCICHP°CtPéP»Cr (F) PSP° PrPsP+Cr CEP»CIIC...PsPj P+PuP-PiPpCHPuCHPIPSPsC—
PIPSCrC,CHC-CEPSCHPsPIPUPSPSPsC— C-PSC, CrP-C-C— P- 1-PiPs PiPs 5-PNe PrPSC-
P»C-PeCrPIP°PSPSCII. P{P°PeC- CtPéPeP»Pé PiPsPIC,PsCECRPIP°P»Pé PePsPIPSC- 3
C,PéPYPSC-, PICI'CHbPsPiPs PiICHPsPIPsPrPéP»PsCI'CLI 3 CtPéPeP»Pé. PJCI'C- PiP°CtC-C”PSC,Pé,
Cr CIIPePéC... PSPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PiCHPsPiCEPuCI'CrPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCII, PsC,CRHP&PjCIPIP°P»Pé C...C-PjC-PsPiCHPsPjPuPSPuPICTr
C,PuCHP°PiC-Ch (PYRT) PIC-PrPiPsPIC-PrPSPs PrPs PiCHPsC,PsPePsP»Cr (CI'C...PuPjP°
P»C-PeCrPIP°PSPSCII PF/PYRT).

P§SPuCHPpP- PSPp PjPuPSC€ PSC-PY 3 C,PéPYPSC- C- PSPy P+C-P»CHC€ PSC-PY 8
C,PEPIPSC-PI PiC-CI'P»CI] PiPsC+P°C,PeCr PsCI'C,P°PSPSCH:PsPiPs CtPéPeP»Cr
C-PSPrCrPeCtC-PNePSPsC— C...C-PjC-PsC,PuCHP°PiC-C— (P 22-PiPs PiPs 56-PNe PrPpPSCH
PsCI'C,P°PSPSCHPsPiPs CtPéPeP»Cr) PiP°CtC-C”PSC,Pé PsP+PsC... PICRCIPi PjP°P»Pé
PiCEPsC...PsPrPéC,Pé PeCrCHCI' PYRT C,CHP&PIP°P»C-CI'C,CR 7 C,P&PYPSC-PI. PiiC-Pr C+P°CI’
PiCHPsPjPuPSPuPIPsC— C,PuCHP°PiC-C— C%oPsC,PEPPSCII PiCHP&P-PSP°C+P°P»Pé 1-
PiPsPrPéPSPSCr PIPSCIC,CEC-CEPSCHPsPIPuPSPSCt C-PSC, CfP-C-Ch



PeP°CHP+PsPiP»P°C,PéPSCF (AUC 1,5), PjP°PeCI'PéPjP°P»CHPSPsCh PeC-P»CHPeC-CI'C,Ch 7
PrPsP-. PhPiCHPsPjC-PSPpPSPSCII P-PrC-PNe.CI'PSCRPIP°P»Pé P-P° PrPsPiPsPjPsPiPsCh
PjPuPiP°PIPsP»CHC,PSPsPiPs PsP+P»P°PrPSP°PSPSCII C,CHP°PeCtC-CIIPjPé PiPs 2 P“CH
PsPrPéPS CHP°P- PSP°® PrPsP+Cr 5 PrPSC-PI PSP° C,PéPIPrPuPSCH> CrPiCHPsPrPsPIPY 7
C,PéPYPSC-PI PrPs PrPsCI'CLIPiPSPuPSPSCII CI'CfPjP°CRPSPsC— PrPsP-Pé
PsPiCHPsPjC-PSPuPSPSCII 708572 P“CH. P] P+CrPrCH-CLIPePéPNe C+P°CI" PiC-CI'P»CII
P-P°PIPuCHCEPPPSPSCII PYRT PjPsPiP»Ps P+CrC,Pé CHPuPePsPjPuPSPrPsPIP°PSPu
C...C-CHCrCHRPiC-C+PSPp PIC,CRHCIrC+P°PSPSCII PSP° PjC-CI'CtC- P»PsPeP°P»C-P-P°CtC-C—
PiPuCHPIPEPSPSPsC— PiCrC...P»PEPSPé C,P°/P°P+Ps PI PrC-P»CIIPSCtC- C€P&C—. PJCI'C-
PiP°Ct+C-C”PSC,Pé PI PiCRCIPiC- PiCEP&PNPsPjCr PrPsCtPuC,P°PeCI'PuP»Cr P-

PiCEPsC, C-P»P°PeC,PéC+PSPsCh PjPuC,PsCh PsC,CHP&PjCIPIP°P»Pé P°PSC,PéP+C-PsC,P&PePé.
PuuPuCHPIPEPSPSP° PeC-PSCHPuPIP® C,PsCtPeP®, CIIPeP®
PIP&éPePsCHP&CI'C,PsPICIPIP°P»P°CI'CLI PrP»CII PsCtC-PSPePé PuC, PuPeC,PéPIPSPsCI'C,C- Cr
CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC-, F“ P-P°PiP°P»CIHhPSP°® PIPEPIP&EPIP°PSC-CI'C,CH
(P—P’) BR“ Cr PiP°CtC-C”PSC,C-PI PiCHCrPiPé PiCHP&PNePsPjCr PrPsCtPuC,P°PeCI'PuP»Cr
P+CrP»P° CI'C,P°C,PéCI'C,PEC$PSPs P-PSP°C+CrC%oPs C,CHPEPIP°P»C-C€PsCh
(P»PsPiP°CEP&C, PjC-C+PSPéPNe CHP°PSPiPsPIPEPNe PeCHPEC,PuCEC-PNe, CH = 0,0058), PSC-PY
Cr PiP°CtC-C”PSC,C-PI PiCRCrPiPé PF (PjPuPrC-P°PSP° P—P’ 70,6 PjC-CI'CLICtCII
PiPsCHC-PIPSCIIPSPs P- 30,1 PjC-CI'CIICtCII PIC-PrPiPsPIC-PrPSPs), P-C- P-PSP&PYPuPSPSCIIP;
CRPé&P-PéPeCr CI'PjPuCHC,C- PI PiCRCrPiC- TPF PSP° 30 % PiPsCHC-PIPSCIIPSPs P-
PiCRCrPiPsCh PF (PIC-PrPSPsCEPuPSPSCII CEP&P-PéPeC-PI (PP ) 0,70; 95 %
PrPsPIC-CHC+P&PN. C-PSC,PuCEPIP°P» (P”P1): 0,5485“0,90) P-P° PjPuPrC-P°PSPé
P-P°PiP°P»CHPSPsC— C,CHPEPIP°P»PsCI'C,C- PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCRPuPYPuPSPSCII 41,9 PjC-CI'CIICtCII. P PuP-CrP»CHC,P°C,Pé PsCtC-PSPePé
PIC,PsCRHP&PSPSPsC— PeC-PSCtPuPIPsC— C,PsCfPePé, P-P° CIIPeCr P+CrP»Ps
PiCEP&PN:PSCLIC,Ps P’P‘P11, PiPsPeP°P-P°P»Pé P-PSPEPPuPSPSCLI CHP&P-PéPeCr
PiCEPsPiCHPuCI'CfPIP°PSPSCII P-P°C...PIPsCRCRPIP°PSPSCII P°P+Ps CI'PjPuCHC,C-
PiP°CtC-C”PSC,P° Cf PiCECrPiC- TPF PSP® 29 %, P° C,P°PePsPq P-P+C-P»CHCEPuPSPSCII PI
CtC-PNe PiCRCTfPiC- PjPuPrC-P°PSPé P’P‘Pyr PSP° 22 PjC-CI'CIICtC- (35,5 PjC-CI'CIICTCII PI
PiCRCrPiC- TPF C- 13,1 PjC-CI'CLICtCII PI PiCRCrPiC- PF). P!CII CHC-P-PSP&CtCII C,P°PePsP
P+CrP»P° CI'C,P°C,PéCI'C,PEC$PSPs P-PSP°C+CrC%oPsCh (P’P CI'C,P°PSPsPIP&P»Ps 0,71; 95 %
P”Pt: 0,568F“0,90; P»PsPiP°CRP&C, PjC-C+PSP&PN. CEP°PSPiPsPIPéPN. PeCEP&C,PuCRC-PNe, CH
= 0,004). P PuP-CtP»CIHC,P°C,Pé P-P° PiPsPeP°P-PSP&PeP°PjPé PuC, PuPeC,PEPIPSPsCI'C,C-
PSP°PIPuPrPuPSPs Cf C,P°P+P»P&CtC- 11.

PyP°P+P»P&CHCLI 11.

P+C,PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII
C-PSPrCfPeCtC-PNePSPsC— C,PuCHP°PiC-C— Cr PiP°Ct+C-C”PSC,C-PI P-
PjC-CI'CtPpPIPsPiCHPsPiCRHPuCI'CrCRC+PsCh PuPmPmP“PE (P°PSP°P»C-P- PrP°PSP&C...
CrCI'C-C... PiP°CtC-C”PSC,C-PI, CLIPeC- PiCHPsPN.CEP»Pé CHP°PSPrPsPjC-P-P°CtC-CHh; Intent-
to-Treat)

PmC-PSCtPuPIP° C,PsC1PeP°

P”PsCtPuC,P°PeCI'PpuP»

CtP&CI'PiP»P°C,P&PS 5-

C,C,PsCHCrCHP°CtPEP»
n = 255

P!PECI'PiP»P°C,P&PS 5-
C, C,PsCHCrCHP°CtPéP»
n = 246

P1PpPrC-P°PSP° P-P°PiP°P»CHPSPsC—
PIP&PPEPIP°PSPsCI'C,C-
(PjC-CI'CIICtC-)

(95 % P”"P1)

70,6
(49,08F“PkP—)

30,1
(20,98551,5)




P’'C-PrPSPsCEPuPSPSCII ChPeP-PEPeC-PI |0,70

(95 % P"P1) (0,54850,90)
#p-P-PSP°C+PpPSPSCII 0,0058

PrPUPrC-P°PSP® P'P'Py (PjC-CLCLICTC-) 35,5 13,1

(95 % P”Pt) (19,38F“PkP—) (10,68520,2)
P'C-PrPSPsCEPHPSPSCLI CHP&P-PéPeC-PI [0,71

(95 % P”Pt) (0,5685"0,90)

#+p-P-PSP°C+PuPSPSCII 0,004

PkP°PNePeCHP°C%0P° P-P°PiP°P»CHPSP®
PIC-PrPiPsPIC-PrCH (PiPsPIPSP®
PIC-PrPiPsPIC-PrCH C$P°CI'C,PePsPIP®

PIC-PrPiPsPIC-PrCH) PSP° 71,8 64,2
C...C-PjC-PsC,PuCHP°PiC-CR (%) (65,85577,2) (57,98570,2)
(95 % P”P1)

wockp P PSP°C$PuPSPSCII 0,070

PkP°PNePeCHP°C%0P° P-P°PiP°P»CHPSP®
PIC-PrPiPsPIC-PrCib (PiPsPIPSP°
PIC-PrPiPsPIC-PrCH C$P°CI'C,PePsPIP®
PIC-PrPiPsPIC-PrCib) PSP°
PrPsCI'P»C-PrPICrPIP°PSPu
P»C-PeCrPIP°PSPSCII

: ) 76,5 71,5
[C...C-PjC-PsC,PuCEP°PiC-Ch B+ o A
C...C-PjC-PsPiCFPsPjPuPSPuPICT (70,88581,5) (65,58577,1)
C,PuCEP°PiC-CR] (%)

(95 % P”PY)
p-P-PSP° CEPEPSPSCI] 0,209

P’C-PrPSPsCEPuPSPSCLI CRP&P-PéPeC-PI PjPpPSCEPy 1 CI'PIC-PrC+P&C,CHb PSP
PePsCEP&CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCLI CI'C...PuPjPé PrPsCtPuC,P°PeCI PuP>
CtP&CIPiP»P°C,PéPS 5-C,C,PsCECICEP°CtPEP>.

*PKkPpCI'PePsCEP&PiPSPIP°PSPEPNe P»PsPiP°CEP&C, PjC-CPSPEPN: CHP°PSPiPSPIPEPN:
PeCRP&C, PCHC-PNe.

#PkPPCT PePsCEP&PiPsPIP°PSPEPNe P»PsPiP°CEP&C, PjC-C+PSPEPNe CEP°PSPiPSPIPEPNe
PeCRP&C, PpCHC-PNe P+PpP- PiPsPiCEP°PIPePé PSP° PjPSPsPIP&PSPSC-
PiPsCEC-PIPSCIIPSPSCIL.

kPR CHPEC, PRCHC-PNe 32 (C...C--PePIP°PrCHP°C,) P+PpP- PiPsPiCEP°PIPePé PSP°
PjPSPsPYP&PSPSC- PiPsCEC-PIPSCLIPSPSCII.

PkP— BR“ PSPy P-P°CI'C,PsCI'PsPIPSPy.

PiiPsPiCrP»CIICtC-CII PiPuPrC-P°C,CHPEC+PSPéC... PiP°CtC-C”PSC,C-PIL.

P, PICHPsPiPuPNeCI"CHhPePp P°PiPuPSC,CI'C,PIPs P»C-PeP°CHCI'CHhPePéEC...
P-P°CI'PsP+C-PI PIC-PrPjPsPIPéP»PsCI'CILI PIC-Pr PIP&PjPsPiPé
PsP+PsPIB} ™ CIIP-PePsPIPs PSP°PrP°PIP°C,Pé CHPuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPYPuPSCH PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII CfCI'C-C... PiC-PrPiCRHCrPi
PiPsPiCrP»CIICtC-C— PiPuPrC-P°C,CHP&C$PSPéEC... PiP°CtC-C”PSC,C-PI,
C...PIPsCHPé&C... PSP° CEP°Pe PjPsP»PsC+PSPsC— P-P°P»PsP-Pé,
PSPuPrCHC-P+PSPsPeP»C-C,PEPSPSPEPNe CHP°Pe P»PuPiPpPSCH, CHP°Pe
PiPuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé, PeP°CHCtPEPSPsPjCr CEP»CrPSPeP° C-



CEP°Pe PiPsP»PsPIPé C,P° CEP&C—, P-P° PIP&PSCILIC,PePsPj
PSP&P-CHhPePsPrPéC, PuCHPuPSCtC-PNePsPIP°PSPsC— PeP°CHCtPEPSPsPjPé
PSPsCI'PsPiP»PsC,PePé PtPt C- PtPtPt C,PéPiC-PI (PrP°PSC- C%oPsPrPs
P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPiP°CRHP°C,Ct PrC-C,CLIPj PrPéPI. Cr
CBPsP-PrC-P»C- B«P”C-C,PéB»). PuP°CFPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PSCEP+C+C-CII. PRP°CEPjP°PePsPeC-PSPUC,PéPeCt PrPsCPuC,P°PeCI PuP»Cr
PIPEPIC+P°P»Pé PI PrPsCI'P»C-PrP{PuPSPSCIIC... I C,P°P-Pé Cr PiP°CtC-C”PSC,C-PI,
C...PIPSCEP&C... PSP° CEP°Pe, PiC-CI'P»CII PiCEP&P-PSP°C+PuPSPSCII 2085115 PjPi/Pj’
PiCEPuPiP°CHP°C,Cr. PuP°CHPjP°PePsPeC-PSPuC,PECEPSPEPNe PiCEPsC, C-P»Chb
PrPsCtPuC,P°PeCI'PuP»Ct PSPy P-P°P»PuP{P&C,CH PIC-Pr PrPsP-Pé C-
PIC-PrPiPsPIC-PrP°C” C,CHP&PeP°PjPuCHPSC-PNe

C, P°CHPjP°PePsPeC-PSPuC,PECPSC-PNe PjPsPrPuP»C- P- PiPuCHC-PsPrP°PjPé
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI PrP»ClI a-, B- C,P° y-C,P°P- (PeC-PSCtPuPIP®) 4 C...PI,
36 C...PI C,P° PjC-PY 11,1 C,P° 17,5 PiPsPrP&éPSPé PIC-PrPiPsPIC-PrPSPs PiCHPé
PIC-PrP+PsCEC- P-CHP°P-PeC-PI PiCEPsC,CLIPiPsPj PiPpuCHC-PsPrCr PrPs 24
PiPsPrP&PS. P”PsPrP°C,PePsPIPp PrPsCI'P»C-PrPIPuPSPSCILI, C%oPs
PsCtC-PSCRPIP°P»Ps C,P°CEPjP°PePsPeC-PSPuC,P&PeCt PrPsCPuC,P°PeCIPuP»CF Crf
PiPsPrC-P+PSP&C... PrPsP-P°C... (75-100 PjPi/Pj%) Ct PiP°CtC-C”PSC,C-PI, P°P»Pp
PiCHPsC,CLIPiPsPj P+C-P»CHhCE C,CHPEPIP°P»PsPiPs C-PSC,PuCEPIP°P»Ct C{P°CI'CE
(PiPsPSP°Pr 22 PrPSC-), PIP&CLIPIP&P»Ps PrPsPICEP&PN. CI'PuCEPuPrPSC-PNe
PeC-PSCHPRPIP&PN: PiPpCHC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII 8F“ PIC-Pr 91 PrPs
120 PiPsPrP&PS. PjP°PeP°® C,CEP&PIP°P»C-CI'C,CH CtCHbPsPiPs PiPsPeP°P-PSP&PeP® PI
PsCI'C,P°PSPSC-PNe C,P°P-C- CP°CI'C,PePsPIPs P-CrPjPsPIP»PuPSP°® PIC-PrPSPsCI'PSPs
PiPsPIC-P»CEbPSP&Pj PIC-PrC,PsPePsPj P- PiPuCEP&C, PuCEC-PN:PSPsC— PeP°PjPuCHP&.

P PsP-PiPsPrC-P». PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP-Pé 100 PjPi/Pj’,
CIIPeCt PIPIPsPrPéP»Pé C-PSC, CP-C-PNePSPs PiCEPsC,CIIPiPsPj 1 PiPsPrPéPSPé,
CI'PuCHPpPrPSCII PiC-PePsPIP° PePsPSCtPuPSC,CHP°CtC-CII PiCRPuPiP°CHP°C,Cr Crf
PiP»P°P-PjC- 8R“ 3,7 PjPePi/PjP» BR“ P+CrP»P° PsC,CHP&éPjP°PSP® P-
PIC-PrPiPsPIC-PrPSPsCh AUC 4,6 PjPePi/PjP»/PiPsPr. PYPuCHPuPrPSC-
PiPsPeP°P-PSP&PePé P-P°PiP°P»CIHhPSPsPiPs PeP»C-CHPuPSCI'Cr C,P°
CHC-PIPSPsPIP°PYPSPsPiPs PsP+8F™ C”PjCt CEPsP-PiPsPrC-P»Cr PiCHPuPiP°CHP°C,Cr
CI'C,P°PSPsPIP&P»Pé PIC-PrPiPsPIC-PrPSPs 21 P»/Pj’/PiPsPr C,P° 113 P».
PmC-PYC-PSPrPéPIC-PrCrP°P»CHPSC- PIC-PrPjC-PSPSPsCI'C,C-
P-P°PiP°P»CHPSPsPiPs PeP»C-CHPuPSCI'Ct PrPsCI'CIIPiP°P»Pé PiCHP&P+P»P&P-PSPs
50 %. P"PsCtPuC,P°PeCI'PuP» P-PIBR™ CIIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé P+C-P»CHCE PSC-P{ PSP® 95 %.

P+P»C-PjC-PSP°CtC-CII. P—P° CfC$P°CI'C,CR C,CRCIbPsC... C...PIPsCRHP&C... PSP° CHP°Pe
P+CrP»Ps PiCHPsPIPuPrPuPSPs PrPsCI'P»C-PrPPuPSPSCII C-P- P-P°CI'C,PsCI'CfPIP°PSPSCI]Pj
CEP°PrC-PsC-P-PsC,PsPiCr "“PY-PrPsCtPuC,P°PeCI'PuP»Cr. PiC-CI'P»CII PsPePéCI'PSPsPiPs
PjPuC,P°P+PsP»C-P-PjCr C,CHPuC,-P+CrC,PéP»PsPIPsC— PuC,C-CHPSPsC— PiCECrPiPé PiC-Pr
PrC-C”Ch CtPéC,PsC...CHPsPjCr P 450 PrPsCtPuC,P°PeCI'PuP» PIPEPIPsPrPéPICI'CII CIIPe C-P:
CI'PuC+PuCH, C,P°Pe C- P- PeP°P»PsPj PiCHPsC,CLIPiPsPj 7 PrPSC-PI; PuPeCI'PeCEPuCtC-CII
C-P: CI'PuC+PuCh CI'C,P°PSPSPIPEP»P° 6 %, C-P- PeP°P»PsPj 8R“ 75 % PeC-P»CHPePsCI'C,C-
PIPIPuPrPuPSPsPiPs CHP°PrC-PsC-P-PsC,PsPiCt. P‘P»P&P-CHPePs 80 % C-P-PsC,PsPiCt, C%oPs
PjC-CI'C,P6PICI'CLI Cf PeP°P»C-, PIP6PIPsPrPéP»PsCI'CLI PiCHPsC,CLIPiPsPj PiPuCRHCEPEC... 48



PiPsPrPéPS Cr PIPéPiP»CIIPrC- PsPrPSPsPiPs PsCI'PSPsPIPSPsPiPs PSPuP°PeC,PéPIPSPsPiPs
PjPuC,P°P£PsP»C-C,Cr, C,CHCHPsC... PrCHCrPiPsCHCLIPrPSPEC... PSPuP°PeC,PEPIPSPEC...
PjPuC,P°P+PsP»C-C,C-PI C,P° PrCrPYPu PjP°P»PsC— PeC-P»CHPePsCI'C,C-
PiCHPuPiP°CRHP°C,Cr Cr PSPuP-PjC-PSPuPSPsPjCr PIPEPiP»CLIPrC-.

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

P’C-Pe C,P° CI'C,P°C,CEb. PuPsPiCtP»CLICTC-PNePSP&PNe P°PSP°P»C-P-

C, P°CHPjP°PePsPeC-PSPuC,PéPePé PrPsCPuC,P°PeCI PuP»Cr PiICEPsPIPsPrPéPICICII P-P°
CIFCP°CI'C,CR 577 PiP°CtC-C”PSC,C-PI. PxP°CEPjP°PePsPeC-PSPuC,PECPSC-
PiPsPeP°P-PSP&PeP&, C%oPs PsCtC-PSCRPIP°P»P&CI'CLI P-P° PrPsPiPsPjPsPiPsCR CtC-C”C—
PjPsPrPuP»C-, P+CrP»Pé PrCrPPp PiPsPrC-P+PSC- PrPs C,P&C..., CLIPeC- P+CrP»Pé
PsC,CHP&PjP°PSC- PiC-Pr C+P°CI" PrPsCI'P»C-PrPPuPSCIHb I C, P°P-Pé.

P&P° C,P°CHPjP°PePsPeC-PSPuC,PéPeCt PICHPRPiP°CHP°C,Ct PSPp PIPiP»P&PIP°P»Pé P°PSC-
PIC-Pe, P°PSC- CI'C,P°C,CH PiP°C+C-C”PSC,C-PL.

PyPuC#C-PSPePsPIP° PrPéCI'C,CéPSPeCtC-CII. P] PSPuPIPuP»PéPePsC— PeC-P»CHPePsCI'C,C-
PiP°CtC-C”PSC,C-PI (n = 23), Cr CIIPeP&C... P-P° PrP°PSP&PjPé P+C-PsC...C-PjC-C$PSPsPiPs
P°PSP°P»C-P-Crt PeCHPsPIC- P+CrP»Pé P»PuPiPeC- C,P° PiPsPjC-CRPSC- PiPsCHCrCEPuPSPSCII
C,CfPSPeCtC-C— PiPuC+C-PSPePé (CHC-PIPSC- PHP>Py, PhPYPY Cf = 1,5 CEP°P-P° PIP&C%0C-
P-P° PIPuCEC...PSCh PjPuPYCr PSPsCEPjPé (P’PmPk) CHP°P-PsPj P-C- P-CHPsCI'C,P°PSPSCIIPj
CHC-PIPSCII P»CrPIPSPsC— C,PsCI'C,P°C,P°P-Pé = 2,5 CRP°P-P° PIP&C%oPn P’PmPK),
P-P°PiP°P»CIHPSPEPN: PeP»C-CRPuPSCI" PiCHPuPiP°CHP°C,Ct P-PSP&PYCrPIP°PICI'CII PI
CI'PuCHPuPrPSCHPsPjCr PSP° 27 % (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).

P—P°C,CEPéPjPeP° CFC-PrPéPSPé PI PsCEPiP°PSC-P:-PjC-. PrP»C-CEPpPSCI’
PrPsCtPuC,P°PeCI'PuP»Cr PSPu P-PjC-PSCRPIP°PICI'CII Cf C...PIPsCHPEC... C-P- P»PpPiPePsCh
P°P+Ps PiPsPjC-CREPSPsCh P-P°C,CEPé&PjPePsChR CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC-;
PrP°PSP&C... PICRPs PeP»C-CHPuPSCI PrPsCtPuC,P°PeCI'PuP»Cr Cr C...PIPsCRP&C... C-P-
C,CIIPYPePsCh P-P°C,CHP&PjPePsChR CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC- PSPuPjP°C”.

PmPsPjP+C-PSPsPIP°PSP° C,PuCRP°PiC-CI]. PuCEHPé P-P°CI'C,PsCI'CrPIP°PSPSC- Cr
PePsPjP+C-PSP°CtC-C— P- C-PSCEP&PjPé PiCHPuPiP°CRP°C,P°PjPé PrPsCtPuC,P°PeCI'PuP»
PSPp PIPiP»P&PIP°PI PSP° PeP»C-CHPuPSCI PrPsPeCI'PsCHCIP+C-CtP&éPSCr C,P°
CHC-PIPuPSCH PrPsPeCI'PsCRCIrP+C-CtPéPSCr (C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,C-PI) Cr
PiP»P°P-PjC- PeCRPsPIC-. PrP°CEHPjP°PePsPeC-PSPuC,PéPeP° PrPsCtPuC,P°PeCI'PuP»Cr,
PrPsPeCI'PsCRCIrP+C-CtPéPSCr C,P° CtPéPeP»PsC,PsCI'C,P°PjC-PrCr PSPy
P-PjC-PSCRPIP°P»P°CI'CII PiCHPé C—C... PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC-.

PP»C-PSC-C+PSPu PrPsCI'P»C-PrPPuPSPSCII I C,P°P-Pé, PI CI1IPePsPjCr
PsCtC-PSCRPIP°PICI'CII PIPiP»P&éPI PeP°PiPuCtP&C,P°P+C-PSCT PSP°
C,,P°CHPjP°PePsPeC-PSPC,PéPeCr PrPsCtPuC,P°PeCI'PuP»Crt C,P° PSP°PIPiP°PePé, PSPu
PIPECIIPIPEPI PSC- PIPiP»PéPICr PeP°PiPuCtPéC,P°P+C-PSCr PSP°

C, P°CRHPjP°PePsPeC-PSPuC,PePeCr PFPSCTPpC,P°PeCprP»Cf (Cmax C,P° AUC), PSC-
PIPiP»PéPICT PrPsCtPuC,P°PeCI PuP»Cr PSP° C, P°CHPjP°PePsPeC-PSPuC,PéPeCr
PIC-PrPiPsPIC-PrPSPsPiPs PjPuC,P°P+PsP»C-C,Cr PeP°PiPuCtPéC,P°P+C-PSCr 58 ™ -
PrPpP-PsPeCI'Pé-5-C,C,PsCHCIrCRP&PrPéPSCY (58F™-DFUR).

PBP»C-CHPUPSCI" PrPsCtPuC,P°PeCI'PuP»Cr, P-P°CI'C,PsCI'PsPICFPIP°PSPsPiPs Cr
PePsPjP+C-PSP°CtC-C— P: CtPéCI'PiP»P°C,P&PSPsPj, P+CrPI PiPsPrC-P+PSPéPNe PrPs
C,P°PePsPiPs PiCEPé PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsP;.



PxP°CEPjP°PePsPeC-PSPuC,P&C+PSPEPNe PiCEPsC, C-P»CH CtP&CI'PiP»P°C,PEPSCH,
PIPIPpPrPuPSPsPiPs PsPrCEP°P-Ct PiC-CI'P»CII C-PSC, CfP-C-C— PrPsCtPuC,P°PeCI'PuP»CY, C”
PiPsPrC-P+PSP&Pj PrPs C,P°PePsPiPs PiCEPé PjPsPSPsC,PuCHP°PiC-C—
CtP&CI'PiP»P°C,P&éPSPsPj. PuPsPjP+C-PSPsPIP°PSPy P-P°CI'C,PsCI"CFPIP°PSPSCII
PrPsCtPuC,P°PeCI"PuP»Ct, CtPECIPiP»P°C,P&PSCY C,P° 5-C,C,PsCRCFCEP°CtPEP»CE CF 12
PiP°CtC-C”PSC,C-PI C-P- CI'PsP»C-PrPSP&PjPé PiCfC...P»P&PSP°PjPé PSPy P-PjC-PSCRPIP°P»Ps
C, P°CEPjP°PePsPeC-PSPuC,PéPeCt PIPSPrPSPsPiPs P- C1P&C... P»C-PeP°CRCI'CHbPePEC. ..
PiCEPpPiP°CEP°C,C-PI.

P’PiP»PéPI PiCHPpPrPSC-P-PsPSCr PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
PrPsCtPuC,P°PeCI'PuP»Cr PiC-CI'P»CII CI'C,P°PSPrP°CEC,PSPsC— PiCEHPuPjPuPrPéPeP°CtC-C—
PrPpPeCI'P°PjPuC,P°P-PsPSPsPj PIP&PIC+P°PICI'CII Cr 42 PiP°CtC-C”PSC,C-PI. PkPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CILI PIPiP»P&PICt PiCEPpuPrPSC-P-PsPSCt PSP°

C, P°CRHPjP°PePsPeC-PSPuC,PePeCr PFPSCTPpC,P°PeCprP»Cf.

P”PsPeP»C-PSC-C#PSC- PrP°PSC- P- P+PuP-PiPuPePé.

PmBP°PSCTPRCHPsPiPpPSPSPEPN: PiPsC,PuPSCtC-P°P» PrPsCtPuC,P°PeCI'PuP»Cr PSPu
PIPEPIC+P°PICICLI.

P‘CtP»Ps PiPsPeP°P-P°PSPs, C%oPs PrPsCtPuC,P°PeCI'PuP» C” PiPuPSPsC,PsPeCI'P&C{PSPEP;,
P-P° PrPsPiPsPjPsPiPsCR P°PSPuCrPiPRPSPSPsPiPs PjPuC...P°PSC-P-PjCt PI C,PuCI'C,C-
PjC-PeCEHPSCLIPrPuCE C- C...CEPsPjPsCI'PsPjPSP&C... P°P+PuCEP°CtC-PNe in vitro PI
PeP»C-C,P6PSP°C... CHO-K1 C- PI C,PuCI'C,C- PjC-PeCHPsCLIPrPuCH in vivo PSP° PjPECEP°C....

PhPrPSP°Pe PIC-PS PSPy PIP&éPeP»PéPeP°PI PjCrC,P°PiPpPSPSPsCI'C,C- PI C,PuCI'C,C-
P+PNePjCI'P° P°P+Ps PI P°PSP°P»C-P-C- PjCfC,P°CtC-C— PiPpPSP° CHO/HGPRT. P!C-
CHPpP-CIP»CHC,P°C,Pé CrP-PiPsPrPICrCRC,CHCI'CII P- C,P°CHPjP°PePsP»PsPiC-C+PSPsCh
P°PeC,PéPIPSC-CI'C,CR PrPsCtPuC,P°PeCI'PuP»CF.

PuPsP+C-C$PSP&PNe PIPiP»P&PI PSP° CI'C-Pjsf™ CLIPSP&PeP&, C%oPs
CI'PiPsCI'C,PuCHC-PiP°PICI'CII PI PrPsCI'P»C-PrPYPuPSPSCIIC... C,PsPeCI'PéC+PSPsCI'C,C- PSP®
PiCHPEP-CFPSP°C..., CI'PIC-PrC+P°C,CH PiCHPs C,Py, C%oPs PrPsCtPuC,P°PeCI'PuP» PjPsPPu
PiPsPiC-CHC€P&C,Pé C+PsP»PsPIC-C+Cr C,PuCHC,PéP»CHPSC-CI'C,Chb.

PibP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PuPsPeP°P-P°PSPSCI].

P P°Pe PjPsP»PsC+PSPsC— P-P°P»PsP-Pé. P”PsCtPuC,P°PeCI PuP»-P’C-CI'C,P° Cf
PePsPjP+C-PSP°CtC-C— P- PrPsPeCFPsC"EJCfPiC—CTPéPSPst C-
CtPéPeP»PsC, PsCI'C, P°PjC-PrPsPj PiICEP&P-PSP°C+PuPSPEPNe PrP»CIlI
P°PrsR™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C— C...PIPsCEP&C... P-:

PsPiPpCHP°P+PuP»CHPSPEPj CHP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P-
CrCHP°PYPuPSPSCILIPj P»C-PjC,PsPICP-P»C-PI;

PsPiPpCEP°P+PuP»CHPSP&P] CEP°PePsPj PjPsP»PsCPSPsC— P-P°P»PsP-Pé P+PuP-
CFCBP°PIPRPSPSCII P»C-PjC,PsPICFP-P»C-PI.

PI'PIPsCHP&Pj P- PsPiPuCHP°P+PuP»CHPSP&Pj CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé



P+PuP- CFCEP°PYIPRPSPSCII P»C-PjC, PSPIC{P-P»C-PI P°Pref™ CRPIP°PSC,PSCY
C,PuCHP°PiC-Ch PiPsC,CHC-P+PSPs PiCEPsPIPsPrP&éC,Pé, CIIPeC%oPs PiP°CtC-C”PSC,Pé
PiC-PrP»CILIPiP°CRC,CH C...C-PjC-PsC,PuCEP°PiC-C— PIC-PrPiPsPIC-PrPSPs PrPs
PiCEPEPN:PSCLIC,P&C... PjC-PIPSP°CEPsPrPSPEC... PeCEPEC, PuCHC-C—PI PrP»ClI
PiPpCEPIPEPSPSPsC— C,PuCEP°PiC-C— CHP°PSPSC-C... CI'C,P°PrC-PNe CEP°PeCr
PjPsP»PsC+PSPsC— P-P°P»PsP-Pé.

P"PsCtPuC,P°PeCI'PpP»-P'C-CI'C,P°® Cf PePsPjP+C-PSP°CC-C— P-
PrPsPeCI'PSCECIP+C-CtP&PSPsPj PiCEP&P-PSP°CPuPSPEPNe PrP»CLI P»C-PeCrPIP°PSPSCII
C...PIPsCEP&C... P- PjC-CI'CtPuPIPsPiCEPsPiCEPuCI CFCRCP&P] P°P+Ps
PjPuC,P°CI'C,P°C,P&CPSPEP] CHP°PePsPj PjPsP»PsC{PSPsC— P-P°P»PsP-Pé, CLIPeC-
CRP°PSC-CEPy PSPy PsC,CHP&PjCIPIP°P»Pé C1P&C,PsC,PsPeCI'P&C+PSCT C,PuCEP°PiC-Ch P-
PiCEP&PIPsPrCt CtCEbPsPiPs P-P°C...PIPsCRCRPIP°PSPSCIL.

P”PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° CIIPe PjPsPSPsC,PuCHP°PiC-CII PiCEP&P-PSP°C+PuPSPEPNe
PrP»CII P»C-PeCrPIP°PSPSCI]I C...PIPsCHP&EC... P- PjC-CI'CtPuPIPsPiCEPsPiCHPuCI'CfCRC+P&Pj
P°P+Ps PjPuC,P°CI'C,P°C,PECPSPEPj CHP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiC-CI'P»CII
PSPuPuC, PuPeC,PEPIPSPsC— CtP&C,PsC,PsPeCI'PEC{PSPsC— C,PuCEP°PiC-C—, CIIPeP®
PIPeP»CRC$P°P»P° P°PSC,CHP°CtPéPeP»C-PS P°P+Ps P°P»PeC-P»CrPIP°P»CIbPSPEPNe
P»C-PeP°CRCI'CHbPePéPNe P-P°CI'C-P+. P”PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° Cr
PePsPjP+C-PSP°CtC-C— P- C,CHP°CI'C,CrP-CrPjP°P+PsPj PiCHP&P-PSP°C+PuPSPEPNe PrP»CII
P»C-PeCrPIP°PSPSCI]I C...PIPsCHPéEC... P- PjPuC,P°CI'C,P°C,PéC+PSPéPj CHP°PePsPj
PjPsP»PsC$PSPsC— P-P°P»PsP-Pé P+ PiC-PrPIPEC%oPuPSPsCh PuPeCIPiCHPuCI'C-C”Ch PkP*R-2
PiCrC...P»PEPSPSP&PjPé PeP»C-C,PEPSP°PjPé, CIIPeC- CEP°PSC-CEPp PSPu
PsC,CHP&PjCIPIP°P»Pé C...C-PjC-PsC,PuCHP°PiC-Ch P- PiCEP&PIPsPrCr PjPuC,P°CI'C,P°P-C-PI.

P"PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° Cr PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtP&C,P°P+C-PSPsPj
PiCHPEP-PSP°C+PuPSPEPNe PrP»CII P»C-PeCrPIP°PSPSCII C...PIPsCHPéEC... P-
PjC-CI'CtPpPIPsPiCEPsPiCRPuCI'CfCRC+PéPj P°P+Ps PjPuC,P°CI'C,P°C,PECPSPEPj CHP°PePsPj
PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiC-CI'P»CII PSPuPuC, PuPeC,PEPIPSPsC— C,PuCHP°PiC-C—,
CIIPeP° PIPeP»CRC+P°P»P° P°PSC,CHP°CtP&PeP»C-PS.

P&PuPrCRC-P+PSPsPeP»C-C,PPSPSPEPNe CEP°Pe P»PuPiPuPSCH. P”PsCtPuC,P°PeCI PuP»-
P'C-CI'C,P° PICHP&P-PSP°C+PuPSPEPNe PrP»CLI P»C-PeCrPIP°PSPSCII C...PIPsCHPEC... P
PjC-CI'CtPuPIPsPiCHPsPiCRPuCI'CrCRC$P&Pj P°P+Ps PjPuC,P°CI'C,P°C,PéCPSPEP;
PSPuPrCHC-P+PSPsPeP»C-C,PéPSPSPéPj CHP°PePsPj P»PuPiPuPSCH PiC-CI'P»CII
PSPpPuC, PuPeC,PEPIPSPsC— C...C-PjC-PsC,PuCHP°PiC-C—.

P”PsCtPuC,P°PeCI'PpP»-P’C-CI'C,P° Cr PePsPjP+C-PSP°CtC-C— P- CtPéCI'PiP»P°C,P&PSPsPj
PiCHPeP-PSP°C+PnPSPePNe PrP»CII P»C-PeCrPIP°PSPSCII C...PIPsCHPéC... P
PSPUPsPiPpCHP°P+PuP»CHPSPEP), PjC-CI'CtPpPIPsPiCHPsPiCHPRCI'CFCRCHPEP] P°P+Ps
PjPuC,P°CI'C,P°C,P&CPSP&P] PSPUPrCEC-P+PSPsPeP»C-C,PéPSPSP&éPj CEP°PePsPj
P»PuPiPpPSCH, CIIPeC%o0Ps PiPsPiPuCHPuPrPSCII C...C-PjC-PsC,PuCHP°PiC-CII P-
PiCHPEPIPsPrCt CtCHPsPiPs CI'C,P°PSCr PSPu PiCHPsPIPsPrPéP»P°CI'CII.

P P°Pe PiPuCHPuPrPjC-C...CrCRHPsPIPsC— P-P°P»PsP-Pé. P”PSCTPpC,P°PeCprP»-P'C—CfC,P° Cr
PePsPjP+C-PSP°CtC-C— P- PiIChPuPrPSC-P-PsPSPsPj P°P+Ps
PiCHPuPrPSC-P-PsP»PsPSPsPj PiCHPEP-PSP°C+PuPSPEPNe PrP»CII P»C-PeCrPIP°PSPSCII
C...PIPsCRHPéC... P- PjPuC,P°CI'C,P°C,PéC$PSPEPj, CI'C,C-PN-PeP&Pj PrPs
PeP°CI'C,CHP°CtC-C— CHP°PePsPj PiPuCHPuPrPjC-C...CfCRPsPIPsC— P-P°P»PsP-Pé.

P"PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° Cf PePsPjP+C-PSP°CtC-C— P P°PSPrCHPsPiPuPS-



PrPuPiCEP&PIP°CtC-PN:PSPsCR C,PuCEP°PiC-C”CR (PhP”P¥), P- PiCHPuPrPSC-P-PsPSPsP;
P°P+Ps PiCEPuPrPSC-P-PsP»PsPSPsPj C+Pé P+PuP- PSPEC..., PiPsPeP°P-P°PSPEPNe PrP»ClI
P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI C-P- PjPuC,P°CI'C,P°C,PEéCPSPEP]
PiPsCEPjPsPSPsC{Cr-C,P»P&PIPéPj CEP°PePsPj PiPuCEPuPrPjC-C...CtCEPsPIPSC— P-P°P»PsP-Pé.

PHPrPuPSPsPeP°CRCTPEPSPSPiP° CEP»CrPSPeP®. P”PsCtPuC,P°PeCI PuP»-P'C-CI'C,P° Cr
PePsPjP+C-PSP°CtC-C— P- CtP&CI'PiP»P°C,PEPSPsPj C- 5-C,C,PsCECICEP°CtP&P»PsPj
PiCEP&P-PSP°CPUPSPEPNe PrP»CLI P»C-PeCrPIP°PSPSCII C...PIPSCEPEC. .. P-
PjPuC,P°CI'C,P°C,PéCPSPsCR P°PrPuPSPsPeP°CRCPEPSPsPjPsChR CEP»CIPSPeP?, PI C,PsPjCr
C$PECI'P»C- P°PrPuPSPsPeP°CECtPEPSPsPPsCh PiP°CI'C,CEPsPuP-PsC, P PiPuP°P»CHPSPsPiPs
PIC-PrPrC-P»Ct, CLIPeC- PiPsPiPuCEPuPrPSCHbPs PSPu PsC,CHP&PjCIPIP P»Pé
C...C-PjC-PsC,PuCHP°PiC-C— P- PiCEP&PIPsPrCt PjPuC,P°CI'C,P°P-C-PI.

P P°Pe PiPsP»PsPIPé C,P° CEPEC—. P"PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° Cr
PePsPjP+C-PSP°C+C-C— P- CtP&CI'PiP»P°C,P&PSPsPj C,P° 5-C, C,PsCHCrCHP°CPEP»PsPj
PiCHP&P-PSP°C+PuPSPéPNe PrP»CII C-PSPrCrPeCtC-PNePSPsC— C,PpuCHP°PiC-C—
C...PIPsCRHP&C... P- PjC-CI'C+PuPIPsPiCEPsPiCHPuCI'CfCRCPsCh
PiP»PsCI'PePsPeP»C-C,PéPSPSPsCH PeP°CHCtPéPSPsPjPsCh PiPsP»PsPIPé C,P° CEPEC—.

PuCHPsC,PéPiPsPeP°P-P°PSPSCII.

P”PsCtPuC,P°PeCI'PuP» PiCRHPsC,PéPiPsPeP°P-P°PSP&PN: C...PIPsCEP&Pj, Cr CLIPePé&C... PI
P°PSP°PjPSPuP-C- C” C,CIIP{PeC- CHPuP°PeCtC-C— PiC-PiPuCRC$CrC,P»PEPIPSCI'C,C- PSP°
PIPIPuPrPuPSPSCII PrPsCtPuC,P°PeCI'PuP»Crt P°P+Ps PiPsP»C-CI'PsCHP+P°C,Cr 80;
C...PIPsCEP&Pj C-P- PiPsPeP°P-PSP&PePsPj PeC-P»CHPePsCI'C,C- PSPuPN.C,CHPsC, C-P»C-PI
PjPuPSC€Pp PSC-P 1500/PjPj’; C...PIPsCHP&Pj C-P- PIPéCHP°PIPuPSPEP;
PiPsCHCrC€PuPSPSCIIPj C,CfPSPeCtC-C— PiPuC+C-PSPePé.
PiiCHPsC,P&PiPsPeP°P-P°PSPSCII PrP»CILI C-PSCEPEC... P»C-PeP°CHCI'CHbPePEC...
P-P°CI'PsP+C-PI CI'P»C-Pr P+CHP°C,Pé PrPs CfPIP°PiPé PiCRPé PePsPjP+C-PSP°C+C-C— P-
PrPsCtPuC,P°PeCI'PuP»PsPj.

PhCI'PsP+P»PéPIC- P-P°C...PsPrPé P+PuP-PiPuPePé.

P”PsCtPuC,P°PeCI'PuP» BR“ PiCHPsC,PéPiCIC...P»PEPSPSPEPNe P-P°CI'C-P+,
PiPsC,PuPSCtC-PNePSPs C,PsPeCI'PéCPSP° CHPuC+PsPIPEPSP®, C,PsPjCt PSPuPsP+C...C-PrPSPs
P+CrC,Pé PsP+PuCHPuPYPSPEPjPé PiCHPé PiCHPEPiPsC,CIPIP°PSPSC- C-
P-P°CI'C,PsCI'CfPIP°PSPSC- CHPsP-C+PéPSCr. PuCHPé CRHPsP+PsC,C- P-
PrPsCtPuC,P°PeCI'PuP»PsPj CI'P»C-Pr PePsCRP&CI'C,CrPIP°C,PéCI'CII PjPuPrPéC+PSP&PjPé
PiCrPjPsPIPéPjPé CRCIPeP°PIP&C+PeP°PjPé. P] CRHP°P-C- PiPsC,CHP°PiP»CIIPSPSCII
PePsPSCtPpPSC,CHP°C,Cr P°P+Ps C-PSC, CtP-C-PN:PSPsPiPs CHPsP-C+PéPSCr PSP° C€PeC-CHCr
C—C— CI'P»C-Pr PSPpPiP°PNePSPs CEPuC,PuP»CHPSPs PiCHPsPjPéC,Pé PIPsPrPsCh P
PjPéP»PsPj. PIPeC%oPs PePsPSCtPuPSC,CHP°C, P°P+Ps C-PSC, CfP-C-PNePSP&PNe CHPsP-C+P&PS
PiPsC,CHP°PiPéPI PSP° CI'P»P&P-PsPIC- PsP+PsP»PsPSPePé, PjC-CI'CtPp CFCHP°PIPuPSPSCII
C,CBPuP+P° PSPuPiP°PNePSPs CHPuC,PuP»CHPSPs PiCEPsPjPéC,Pé PIPsPrPsCE.

P’P-P°C”PjPsPrC-CII P- C-PSC€Pé&PjPé P»C-PeP°CECI CHPcPéPjPé



P-P°CI'PsP+P°PjPé C,P° C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-PAe.

P”PsCI'P»C-PrPYPuPSPSCI]I in vitro PiCHPsPrPpPjPsPSCI'C,CHCIPIP°P»Pé, C%oPs
PjPuC,P°P+PsP»C-P-Pj PrPsCtPuC,P°PeCI'PuP»Cr PjPsP{Pu P-PjC-PSCRPIP°C,P&éCI'CII
PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- PiCHPuPiP°CRP°C,C-PI,
CIIPeC- PIP&PeP»PéPeP°CRC,CH C-PSPrCrPeCtC-Ch CtP&C,PsC...CHPsPjCr P450-3A,
C-PSPiC-P+CrCRC,CH PNePsPiPs P°P+Ps PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII PiC-Pr
PNePsPiPs PrC-C”CHh (P° PsC,PYPy, PjPsPYCrC,CH PsP+CrPjPsPIP»CRPIP°C,Pé PN:PsPiPs
PePsPSPeCrCRPuPSC,PSPu C-PSPiC-P+CrPIP°PSPSCII), C,P°PePéC... CIIPe
CtP&PeP»PsCI'PiPsCHPEPS, PePuC,PsPePsPSP°P-PsP», PuCHPEC,CEPsPjC-C1P&PS. P]
P-PIR ™ CLIP-PeCrt P- CtPéPj CI'P»C-Pr P- PsP+PuCEPpuPYPSC-CI'C,Ch
PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICfPIP°C,Pé CtC- P»C-PeP°CHCI'CHhPeC-
P-P°CI'PsP+Pé, PICHP°C...PsPICFCRC+Pé CHP&P-PéPe PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oPsC— PIP-P°C”PjPsPrC-C—.

P] CHP°P-C- PePsPjP+C-PSPsPIP°PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr P- C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 PjPsPYPu
P-P+C-P»CHCECIPIP°C,PéCI'CII C+P°CI'C,PsC,P°® PiPsP+C-C+PSP&C... CRPaP°PeCtC-PNe
PrPsCtPuC,P°PeCI'PuP»Cr PIPSP°CI'P»C-PrPsPe P-PSPéPYPuPSPSCILI PN-PsPiPs
PjPuC,P°P+PsP»C-P-PjCr. PIPeC%oPs PSPuPjPsPIP»P&PIPs CrPSP&PePSCrC,Pé
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr P-
PiPsC,CPPSPéPjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 (PSP°PiCHP&PeP»P°Pr, C-P-
PePnC,PsPePsPSP°P-PsP»PsPj, C-C,CHP°PePsPSP°P-PsP»PsPj,
PeP»P°CHPEC,CHPsPjC-CtPéPSPsPj, C-PSPrPEPSP°PIC-CHPsPj, PSPuC, P°P-PsPrPsPSPsP;,
PSPuP»C,C-PSP°PIC-CHPsPj, CRP&C,PsPSP°PIC-CEPsPj, CI'P°PePIC-PSP°PIC-CEPsP;j,
C,PuP»C-C,CHPsPjC-CtPéPSPsPj C,P° PIPsCHP&PePsPSP°P-PsP»PsPj),
CHPuPePsPjPuPSPrPsPIP°PSPs P-PrC-PN.CI'PSCRPIP°C,Pé CHPuC,PuP»CHPSPEPN:
PeP»C-PSC-C+PSPEPN: PSP°PiP»CLIPr C,P° PePsCHPuPeCtC-Ch PrPsP-Pé
PrPsCtPuC,P°PeCI'PuP»Cr PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII PiPsC,CrPYPSPEPjPé
C-PSPiC-P+C-C,PsCHP°PjPé CYP 3A4 (PrPéPI. CRPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»). P]

C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- P-P°
CrC$P°CI'C,Ch 7 PiP°CtC-C”PSC,C-PI P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs,
C%oPs PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr P-
PiPsC,CIPPSPéPj C-PSPiC-P+C-C,PsCHPsPj CYP3A4 PePuC,PsPePsPSP°P-PsP»PsPj
PiCHPEP-PIPsPrPéC,CH PrPs CI'CrC,C,C”PIPsPiPs P-PSPéPYPuPSPSCII
PeP»C-CHPuPSCI'Cr PrPsC+PuC,P°PeCI'PuP»Cr PSP° 49 %.
PxP°CHPjP°PePsPeC-PSPuC,PéPeP° PrPsCtPuC,P°PeCI'PuP»Cr PSP° C,P»C-
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPrPSC-P-PsPSCt PIPéPIC+P°P»P°CI'CII Cr
PiP°CtC-C”PSC,C-PI P- PjPuC,P°CI'C,P°C,PECPSPéPj CHP°PePsPj
PiPuCHPuPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé. P”PsCtPuC,P°PeCI PuP»
PjPuC,P°P+PsP»C-P-CfC”C,CHCI'CII C,PuCEPjPuPSC,PsPj CYP3A4, P°
PiCEPpuPrPSC-P-PsPS C” PIC-PrPsPjPéPj C-PSPrCtPeC,PsCEPsPj C,PuCHPjPuPSC,Cr
CYP3A4. PkPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI CI'C,P°C,P&CI'C,PECEPSPs
P-PSP°C+CrC%oPsPiPs PIPiP»P&PICT PiCHPuPrPSC-P-PsPSCr PSP°

C, P°CHPjP°PePsPeC-PSPuC,PéPeCr PrPsCtPuC,P°PeCI PuP»Cr.

P”PsCtPuC,P°PeCI'PuP» P-PSP°C+PSPsCh PjC-CRHPsCh P-PIsF™ CILIP-C+C”C,CHCI'CII P-



P+C-P»PeP°PjPé PiP»P°P-PjPé PeCRHPsPIC- (> 95 %). PI PsC+P° PjPsPYP»P&PIC-
PIP-P°C”PjPsPrC-C— CtCHPsPiPs PiCHPuPiP°CREP°C,Ct PiCEPé PNePsPiPs
PsPrPSPsC+P°CI'PSPsPjCr PiCHPéPNePsPjC- P- C-PSCEP&PjPé P»C-PeP°CHCI'CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,PsCEPjP°P»CHPSPs PSPi PrPsCI'P»C-PrPICrPIP°P»P&CI'CI] in vivo,
P-P° PrP°PSPéPjPé PrPsCI'P»C-PrPYIPuPSCH in vitro PICHPpPiP°CHP°C,Pé, CIIPeC-
C,P°PePsPY PjP°CRC,CH PIP&CI'PsPePéPN. CHC-PIPuPSCH> P-PIsF™ CLIP-CfPIP°PSPSCII
P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- (PSP°PiCHP&PeP»P°Pr,
PuCHP&C,CRHPsPjC-C1tPéPS, PrPéC, PuPSPiC-PrCHP°PjC-PS, PiCRHPsPiCEP°PSPsP»PsP»,
PiCEPsPiP°C, PuPSPsPS, C,PuPSC-C,PsC—PS, CI'P°P»C-CtPéP»P°C,Pé,

CI'CfP»CHC, P°PjPuC,PsPeCI'P°P-PsP» C,P° PSP°C,CHC-Ch PIP°P»CHPiCEPsP°C,), PSPu
PiPsPiC-CRC€CrPIP°P»Pé P-PIER™ CIIP-CrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr P-
P+C-P»PeP°PjPé PiP»P°P-PjPé. PiCEC-Pj C,PsPiPs, PSP PiPsPiC-CHCECrC”

P-PIBR™ CLIP-CrPIP°PSPSCI]I PrPsCtPuC,P°PeCI'PuP»Crt P- P+C-P»PeP°PjPé PiP»P°P-PjPé
C- PrPuPeCI'P°PjPuC,P°P-PsPS. P”PsCtPuC,P°PeCI'PuP» PSPp PIPiP»P&PIP°C” PSP°
P-PI8F™ CLIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé PiP»P°P-PjPé PrPéPiC-C,PsPeCI P&PSCY.

PxP°CHPjP°PePsPeC-PSPuC,PéPeP° PrPsCtPuC,P°PeCI'PuP»Cr,
PrPsPeCI'PsCHCrP+C-CtPéPSCr C,P° CtPéPeP»PsC,PsCI'C,P°PjC-PrCr PSPu
P-PjC-PSCRPIP°P»P°CI'CII PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
CtPéC... PICHEPuPiP°CHP°C,C-PI.

P+CI'PSCrCRC,CH PsP+PjPuPYPuPSC- PrP°PSC-, PsC,CHPEPjP°PSC- P-P°
CHBPpP-CIP»CHC,P°C,P°PjPé PsPrPSPsPiPs PSPuPePsPSC,CHPsP»CHPsPIP°PSPsPiPs
PrPsCI'P»C-PrPYPuPSPSCI], C%oPs PrP°CRC,CH P-PjPsPiCr PiCRHP&PiCrCI'C,PéC,Pé
PSP°CIIPIPSC-CI'C,CH PIP-P°C”PjPsPrC-C— PjC-P{ PrPsCtPuC,P°PeCI'PuP»PsPj C,P°
PeP°CHP+PsPiP»P°C,P&PSPsPj. PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PePsPjP+C-PSP°C+C-C—
CtPé&C... PICBPuPiP°CHP°C,C-PI PeP»C-CEPuPSCI PeP°CEP+PsPiP»P°C,PEPSCT PjP°PNePYPu
PSP° 50 % PiPuCHPpuPIPEC%0CrPIP°PI CRC-PIPSC- CtCH>PsPiPs PiPsPeP°P-PSPEPeP®, C%oPs
P+CrP»Pé PIPEP-PSP°CPuPSC- PSP° C,P»C- PjPsPSPsC,PuCHP°PiC-C—
PeP°CHP+PsPiP»P°C,PéPSPsPj Ct CEP°PSC-CEPp PiCEPsPIPuPrPuPSPEC...
PrPsCI'P»C-PrPYPuPSPSCIIC....

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

PJ PiP°CtC-C”PSC,C-PI C-P- CHP°PePsPj PjPsP»PsC{PSPsC— P-P°P»PsP-Pé P°P+Ps
PSPuPrCREC-P+PSPsPeP»C-C,PéPSPSP&P] CEP°PePsPj P»PuPiPpPSCH P-P°
PIC-PrCI'CrC,PSPsCI'C,C- PiCHPsC,PéPiPsPeP°P-P°PSCH PiCHPuPjPuPrPéPeP°C+C-CII
PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé PrP»CII PiPpCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI], C,P°PeP&PjPé CI1IPe PrPuPeCI'P°PjPuC,P°P-PsPS 16 PjPi PSP°
PrPsP+Cr (PSP°PiCHP&PeP»P°Pr, 8 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr) PiCHPsC,CIIPiPsPj 3
PrPSC-PI, PiPsCPéPSP°CRC$Pé P-P° 1 PrPuPSCH PrPs PiCHPEP-PSP°C+PuPSPSCII
PrPsCtPuC,P°PeCI'PuP»Cr, PjPsPPu P-PjPuPSCEP&C,Pé C+P°CI'C,PsC,Ct CEPsP-PIP&C,PeCr C,P°
PIPECRP°PYPuPSC-CI'C,CH P-P°C,CEP&PjPePé CRC-PrPéPSPé PI PsCRPiP°PSC-P-PjC- C,P°
CHPuP°PeCtC-PNe PiC-PiPuCHC+CrC,P»PEPIPsCI'C,C-. P] PiP°C+C-C”PSC,C-PI C-P- CHP°PePsPj
PiCHPsCI'C,P°C,Pé PiCHPuPjPuPrPéPeP°C+C-CII PiCHPsPIPsPrPéC,CHCI'CII
PiPuCHPsCHP°P»CHPSP&Pj PiCEPuPiP°CHP°C,PsPj PrPuPeCI'P°PjPuC,P°P-PsPSCr Cf PrPsP-C- 8
PjPi P-P° 12 PiPsPrPéPS, 3 PiPsPrPéPSPé C,P° 1 PiPsPrPEPSCr PrPs PiPsC+P°C,PeCr

C-PSC, CfP-C-C— PrPsCtPuC,P°PeCI'PuP»Cr.



P“PuPjP°C,PsP»PsPiC-C+PSC- P-PjC-PSPé PiCRPé P-P°CI'C,PsCI CrPIP°PSPSC-
PiCHPuPiP°CHP°C,Ct.

PkP°PNeC$P°CI"C,C-CEP° PiPsP+C-C$PSP° CRPuP°PeCtC-CII PiCEPé P»C-PeCrPIP°PSPSC-
PrPsCtPuC,P°PeCI'PpuP»PsPj BR“ PSPuPN:C,CEPsPiPpPSC-CII. PKP°PNePSPEPYC+C- CHC-PIPSC-
PSPuPN:C,CEPsC, C-P»C-PI CI'PiPsCI'C,PuCEC-PiP°P»P&CI"CII PI CI'PuCHPuPrPSCHPsPjCt PSP®
7-PNe PrPuPSCH P»C-PeCrPIP°PSPSCII, P°P»Pp C+P°CI” PrPsCI'CLIPiPSPpPSPSCII PiC-PeP®
PSPpPNeC,CHPsPiPuPSC-C— PjC-Pi P+CrC,Pé PePsCHPsC,CEPEPj Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
CBP°PSC-CEPp PSPuPsPrPSPsCEP°P-PsPIPs PsC,CHP&PjCIPIP°P»Pé PeCrCHCT
PiCEPsC,PéPiCrC...P»PéPSPSPsC— C,PuCHP°PiC-C—. PJ PICI'C-C... PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCEP&PN:PjP°CRC,CH PrPsCtPuC,P°PeCI'PuP», PSPuPsP+C...C-PrPSPs PiCHPsPIPsPrPéC,Pé
CHPuC,PuP»CHPSPEPNe PjPsPSC-C,PsCHP&PSPi PeP°CHC,PéPSPé PiPuCHPEC, PuCHP8C+PSPSC—
PeCHPsPIC-. P”PsCtPuC,P°PeCI'PuP» PjPsPIPSP° PIPIPsPrPéC,Pé PiPsPIC,PsCHPSPs Cr
CI'PeP»P°PrC- PSPsPIPsPiPs CtP&éPeP»Cr C...C-PjC-PsC,PuCHP°PiC-C— P»PéCEPu PiC-CI'P»CII
C,PsPiPs, CIIPe PeC-P»CHPeC-CI'C,CH PSPuPNeC,CHPsC,C-P»C-PI PiC-CI'P»CI]
P-P°PIPuCHCEPuPSPSCII PiPsPiPpCHEPuPrPSCHPsPiPs CtPéPeP»Cr PIC-PrPSPsPIPEC,CHCI'CII
PrPs = 1500 PeP»C-C,P&PS/PjP»’.

PIPeC%oPs PSP° C,P»C- P»C-PeCrPIP°PSPSCI]I PrPsCtPuC,P°PeCI PuP»PsPj
CHRPsP-PIPEPIP°C”C,CHCI'CII C,CLIPfPeP°® PSPuPNeC,CHPsPiPuPSC-CII (< 500
PeP»C-C,PéPS/PjP»’ PICRPsC,CLIPiPsPj 7 PrPSC-PI P°P+Ps PrPsPIC£€Pp),
CBPuPePsPjPuPSPrCrC”C,CHCI'CII P-PjPuPSC£P&C,Pé PrPsP-Cr PiCHPuPiP°CRP°C,Cr PI
PSP°CI'C,CtPiPSPsPjCr CtPéPeP»C- C...C-PjC-PsC,PuCHP°PiC-C— P°P+Ps
P-P°CI'C,PsCI'CfPIP°C,Pé PIC-PrPiPsPIC-PrPSPu CI'PéPjPiC,PsPjP°C,PéCtPSPyu
P»C-PeCrPIP°PSPSCI].

PJ PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PePsPjP+C-PSPsPIP°PSCY
C,PuCHP°PiC-CR PrPsCtPuC,P°PeCI'PuP»PsPj, CtPECI'PiP»P°C,PéPSPsPj C,P°
5-C,,C,PsCRCIrCRP°CtPéP»PsPj (TCF), C,PuP+CRHPeP»CHPSP® PSPuPN.C,CHPsPiPuPSC-CII C,P°
PSPuPN:C,CEPsPiPuPSC-C+PSC- C-PSC, PuPeCtC-C— CHPsP-PIPEPIP°P»P&CI'CII CRC-PrCEPy,
CIIPeC%oPs P-P°CI'C,PsCI'PsPICFPIP°PICI'CI] PiCHP°PSCIP»PsCtP&C,P° CHPSPEPNe
PePsP»PsPSC-C”CI'C,PéPjCtP»CRCRCHPEPNe C,P°PeC,PsCH (P“-PsPYPx). PiP°C+C-C”PSC,Pé,
CILIPeC- P»C-PeCrCRC,CHCI'CLI TCF, PrP»CLI P-PSPéPIPuPSPSCLI CHPEP-PEPeCr
CrCI'PeP»P°PrPSPuPSPéEC... PSPuPNeC,CHPsPiPuPSC-PNe (C,PuP+CHPEP»CHPSPsC—
PSPuPN:C,CEPsPiPpPSC-C—, C,CHP&PIP°P»PsC— PSPuPN:C,CHPsPiPuPSC-C— P°P+Ps
PSPuPNeC,CHPsPiPuPSC-C$PSPéC... C-PSC, PuPeCtC-PNe) PiPsPIPEPSPSC- PsC,CHPEPjCrPIP°C,Pé
PiCHPsC, C-P»P°PeC,PéC+PSPs P“-PmPYPx. PuP°CtC-C”PSC,Pé, CIIPeC- P»C-PeCrCRC,CHCI'CII
TCF, PiPsPIP&PSPSC- PiPuCRHPuP+CrPIP°C,Pé PiC-Pr PiPéP»CH-PSP&Pj PSP°PiP»CIIPrPsPj
(PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PyPsP+C-C#PSC- CHPuP°PeCtC-C—B»).

PJ PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCIPIP°P»Pé P»C-PeCrPIP°PSPSCILI
PrPsC{PuC,P°PeCI"PuP»PsPj Cf PePsPjP+C-PSP°CC-C— P- PrPsPeCI'PsCEC{P+C-CtP&PSPsPj C-
CtP&PeP»PsC, PsCI'C, P°PiC-PrPsPj (TAC), C,PuP+CEP&P»CHPSP® PSPuPNeC,CEPsPiPuPSC-CLI
C,P°/P°P+Ps PSPuPN:C,CEPsPiPpuPSC-C+PSP° C-PSC, PuPeCtC-CII PIP6PSP&PeP°P»Pé
CRC-PrCE€Py, CLIPeC%oPs C...PIPsCHC- PiCEPsC...PsPrP&P»Pé PiPuCEPIPEPSPSCY

PiCHPsC, C-P»P°PeC,P&PeCt P-P° PrPsPiPsPjPsPiPsCR P“-PiPYPx. P’P»CLI PiP°CtC-C”PSC,C-PI,
CLIPeC- PsC,CHP&PjCFCRC,CH P°Pref™ CRPIP°PSC,PSCt C,PuCEP°PiC-CER TAC P-
PiCEP&PIPsPrCt CEP°PeCt PjPsP»PsC{PSPsC— P-P°P»PsP-Pé, PrPsCtC-P»CHbPSPs
CERPsP-PiP»CILIPSCFC,Pé PjPsPP»P&PIC-CI'C,CH PiPpuCHPIP6PSPSPsC—
PiCEPsC,C-P»P°PeC,P&PePé P“-PruPYPx P- PjPuC,PsCR P-PSP&PPuPSPSCLI CHP&P-P&PeCY



CrCI'PeP»P°PrPSPuPSPsC— PSPuPN:C,CHPsPiPuPSC-C— (C,PuP+CHP&P»CHPSPsC—
PSPuPNeC,CEPsPiPpPSC-C—, PiCEPsP»PsPSPiPsPIP°PSPsC— PSPuPN.C,CHPsPiPuPSC-C— P°P+Ps
PSPpPNeC,CHPsPiPuPSC-C+PSPsC— C-PSC,PuPeCtC-C—). PuP°CtC-C”PSC,Pé, CIIPeC-
PsC,CHP&PjCrCRC,CH P»C-PeCrPIP°PSPSCII P-P° CI'C...PuPjPsCh TAC, PiPsPIPéPSPSC-
PiPuCHPpP+CrPIP°C,Pé PiC-Pr CHPuC,PuP»CHPSP&P]) PSP°PiP»CLIPrPsPj (PrPéPI.
CBPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«P1PsP+C-C$PSC- CRPuP°PeCtC-C—B»).

P PuP°PeC1tC-C— P: P+PsPeCr CEP»CrPSPePsPIPs-PePéCEPePsPIPsPiPs C,CRP°PeC,Cr.

P PpPePsPjPuPSPrCrC”C,CHCI'CLI PrPsC,CHP&PjCrPIP°C,PECI'CLI PsP+PuCHPuPIPSPsCI'C,C-
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiCHPuPiP°CHP°C,Cr PiP°Ct+C-C”PSC,P°Pj C-P-
PSPpPN:C,CHPsPiPuPSC-C”Ch, PsCI'PsP+P»P&PIPs P-P° PSP°CIIPIPSPsCI'C,C-
PiC-PrPIPEC%oPpPSPsPiPs CEPéP-PEPeCr CEP»CrPSPePsPIPs-PePECEPePsPIPEC...
CrCI'PeP»P°PrPSPuPSCH. PI'PsCfP° P+C-P»CHCEC-CI'C,CH C,P°PePéC... PIPEPiP°PrPeC-PI
PIPEPSP&PeP°P»Pé PiC-Pr C+P°CI" PiPuCHCEPsPiPs P°P+Ps PrCHCrPiPsPiPs CtP&PeP»Cr
C...C-PjC-PsC,PuCHP°PiC-C— P-P° CI'C...PuPjPsCh C-P- PrPsCtPuC,P°PeCI PuP»PsPj,
PuPSC,PuCHPsPePsP»C-C, PjPsPYPu CEPsP-PIPEPSCIC,PéCI'CII Cf P+CrPrCH-CLIPePéPNe C+P°CI
C,P° P-PrP°C,PSPéPNe PICHP&EP-PIPuCI'C,Pé PrPs P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr
PIPYPp Cr PiPuCHCEPEPNe PrPpPSCH PiC-CI'P»CLI PIPEPSPEPePSPuPSPSCII.

P—P° PiP°CtC-C”PSC,P°PjPé PSPuPsP+C...C-PrPSPs CHPuC,PuP»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°C,Pé PSP° PiCEPuPrPjPuC, CHP°PSPSC-C... PiCHPsCIIPIC-PI
CI'PuCHPNePsP-PSP&C... C,PsPeCI'PEC+PSP&C... CHPuP°PeCtC-PNe P- P+PsPeCr
C€P»CrPSPePsPIPs-PePECEPePsPIPsPiPs C,CRHP°PeC,Cr (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB», B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«PyiPsP+C-C+PSC- CEPuP°PeCtC-C—B»).
P PuP°PeCtC-C— PiC-PiPuCRC+CrC,P»P&PIPsCI'C,C-.

P&PpPsP+C...C-PrPSPs CEPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé CI'C,P°PS
PiP°CtC-C”PSC,C-PI C%oPsPrPs PjPsPP»P&PIPEC... CHPuP°PeCtC-PNe
PiC-PiPpCHC+CrC,P»P&PIPsCI'C,C-, PsCI'PsP+P»P&éPIPs PiC-Pr CP°CI" PiPuCHCE€PsC— C,P°
PrCRHCrPiPsC— C-PSC, CfP-C-C—. P PuP°PeCtC-C— PiC-PiPuCRC+CrC,P»P&éPIPsCI'C,C-
PjPsPYCrC,CH CHPsP-PIPEPIP°C,P&CI'CII PIPYPpn PI PiPuCRCEC- C...PIPEP»PEPSPé PiC-CI'P»CII
PiPsC$P°C,PeCr C-PSC, CfP-C-C— PrPsCtPuC,P°PeCI'PuP»Ct, C,PsPjCt CI'P»C-Pr PjP°C,Pé PI
PSP°CIIPIPSPsCI'C,C- PICI'C- PSPuPsP+C...C-PrPSC- P-P°CI'PsP+Pé PrP»CII
P»C-PeCrPIP°PSPSCII P°CEC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C— C,P°
P+CHPsPSC...PsCI'PiP°P-PjCr. P PuP°PeCtC-CII PiC-PiPuCHCHCrC,P»PEPIPsCI'C,C- P:
PSPuP-PSP°C+PSP&PjPé CI'P&PjPiC,PsPjP°PjPé, C,P°PeP&PjPé CIIPe PiPsC+PuCHPIPsPSC-PSPSCII
P°P+Ps P»PsPeP°P»C-P-PsPIP°PSC- CHPuP°PeCtC-C— P- P+PsPeCt CEPeC-CHPé, PSPu
PiPsC,CRPuP+CrC” PiPuCHPuCHP&PIP°PSPSCII C,PuCHP°PiC-C—. PhPrPSP°Pe C,CIIPYPeC-
CHPpP°PeCtC-C—, C,P°PeC- CIIPe PIPECHP°PIPuPSP° P°CHC,PuCEC-P°P»CHPSP®
PiC-PiPsC,PuPSP-C-CIJ, P+=CHPsPSC...PsCI'PiP°P-Pj CPé PiPuPSPuCHP°P»C-P-PsPIP°PSC-
PIP&CI'PEPiP°PSPSCII/PuCHPEC,PuPjP°, P°P+Ps (Cr PrCrPYPu CHC-PrPePéC...
PIP&PiP°PrPeP°C...) P°PSP°C,C-P»P°PeCI'C-CII P- P»PpC,P°P»CHPSPé&Pj PSP°CI'P»C-PrPePsPj,
PiPsC,CRHPpP+CrCRC,CH PSPuPiP°PNePSPsPiPs PiCEP&éPiPéPSPuPSPSCII PIPIPuPrPuPSPSCII
PrPsCtPuC,P°PeCI'PpP»Cr C,P° PiCHPsPIPuPrPuPSPSCII PIC-PrPiPsPIC-PrPSPsC—
C,PuCHP°PiC-C—. PiP°CtC-C”PSC,P°Pj, CIIPeC- PiPuCHPuPSPuCI'P»Pé C,CLIPYPeCr
CBPpP°PeCtC-Ch PiC-PiPpuCHC+CrC,P»P&PIPsCI'C,C-, PiPsPIC,PsCHPSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PSPy PiPsPeP°P-P°PSPy.
PuP°CtC-C”PSC,Pé, Cf CLIPeP&C... CRP°PSC-CE€Pp CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII
CHPuP°PeCtC-CII PiC-PiPuCHC+CrC,P»P&PIPSCI'C,C- PSP° PiP°PeP»C-C,P°PeCI PuP»,



PjPsPYCrC,CH PjP°C,Pé PiC-PrPIP&C%oPuPSPéPNe CHP&P-PéPe CHPsP-PIP&C,PeCr
CHPpP°PeCtC-C— PiC-PiPpuCHC+CrC,P»P&PIPsCI'C,C- PSP° PrPsCtPuC,P°PeCI'PuP», PI C,PsPjCr
C$PéCI'P»C- P=C-P»CHC£ C,CLIPIPePsC— CHPuP°PeC+C-C—
PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C-. P—P° CtPéPjPé PiP°CtC-C”PSC,P°PjPé CI'P»C-Pr PIPuCI'C,Pé
CHPuC,PuP»CHPSP&PN. PSP°PiP»CIIPr PSP° PiPsC+P°C,PeCr C,PuCHP°PiC-C—
PrPsCtPuC,P°PeCI'PuP»PsPj.

P PuP°PeCtC-C— P- P+PsPeCr C€PeC-CRPé.

PYPiPsCI'C,PuCEC-PiP°P»PéCI'CLI PIP&PiP°PrPePé CEPsP-PIP&C,PeCr
P»PsPeP°P»C-P-PsPIP°PSPsC— PuCHP&C,PuPjPé C€PeC-CHPé PeC-PSCTC-PIPsPe (PSP°
PrPsP»PsPSCIIC... C,P° PiC-PrPsCEPIP°C... CI'C,PsPi), C%oPs
CI'CtPiCEPsPIPsPrPICIPIP°P»P°CI'CII PSP°P+CHCILIPePsPj C,P° PiPsPrP°P»CHCEPSCh
PrPuCIPePIP°PjP°CtC-C”Ch PpPiC-C,PuP»C-Ch. PiiPsPIC-PrPsPjP»CLIP»Pé C,P°PePsPY PiCHPs
PIP&PiP°PrPePé C,CIIPYPeP&C... CI'P&PjPIiC,PsPjC-PI, PSP°PiCHP&PeP»P°Pr
PiPsCEP&CHPUPSPEC... CEPeC-CEPSPEC... PIPECI'PéPiP°PSCH C-P- PiPsPrP°P»CHCEPsCh
PrPuCIPePIP°PjP°CtC-C”Ch PuPiC-C,PuP»C-Ch, CLIPeC- PsP+C{PjPsPIP»CRPIP°P»Pé
PSPuPsP+C...C-PrPSC-CI'C,CH PiPpCEPuCEPEPIP°PSPSCII P»C-PeCrPIP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»PsPj P°P+Ps PiPsPIPSPsC— PIC-PrPjC-PSPé PiCHPuPiP°CHP°C,CT.
PiCHPé P»C-PeCrPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»PsPj
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs C,CLIPfPeC- CEPeC-CHPSC- PiPsP+C-C+PSC-
CBPpP°PeCtC-C—, C,P°PeC- CLIPe CI'PéPSPrCHPsPj PYC,C-PIPuPSCI'P° 8R*
P”PYPsPSCI'PsPSP®, C,PsPeCI'PéC+PSPéPNe PuPiC-PrPuCEHPjP°P»CHPSP&PNe
PSPuPeCHPsP»C-P- C,P° PiPsCI'C,CHP&PNe PiPuPSPuCHP°P»C-P-PsPIP°PSPEPNe
PuPeP-PuPSC,PuPjP°C,PsP-PSP&PNe PiCrCI'C,CrP»CHPsP-. PuP°CtC-C”PSC,C-PI CI'P»C-Pr
C-PSC, PsCRPjCrPIP°C,Pé PiCHPs PsP-PSP°PePé C,P° CI'PéPjPiC,PsPjPé
CI'PuCHPNePsP-PSP&C... PICEPsCIIPIC-PI PSP° C€PeC-CHC- C,P° CfPIP°PYPSPs
CI'P»C-PrPeCrPIP°C,Pé P-P° C—C... CI'C,P°PSPsPj. PiPeC%oPs

P-8R™ CLIPIP»CIICRC,CHCI'CII PsP-PSP°PePé C,P° CI'P&PjPiC,PsPjPé, C%oPs CI'PIC-PrCtP°C,CH
PiCEPs CC- CBPuP°PeCtC-C—, CI'P»C-Pr CEPsP-PiP»CLIPSCIC,Pé PjPsPP»PéPIC-CI'C,CH
PiCEP&PiP6PSPuPSPSCII PiCHP&EPNPsPjCt PrPsCtPuC,P°PeCI PpP»Cr.

P—P°C,ChPéPjPeP° CHC-PrPePSPe PI PsCHPiP°PSC-P-PjC-.

P&PuPsP+C...C-PrPSPs CEPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé CI'C,P°PS
PiP°CtC-C”PSC,C-PI, Cr CLIPePéC... CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII P-PSP°C+PSP°®
P-P°C,CEPé&PjPeP° CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC-, PSP°PiCEP&PeP»P°Pr Cr
PIPEPiP»CLIPrC- PiP»PpuPICHP°P»CHPSPsPiPs, PiPuCHPéPeP°CEPrC-P°P»CHPSPsPiPs
PIPéPiPsC,Cr C,P° P°CI'CtPéC,Cr. P PuCI'PiC-CRHP°C,PsCRPSC- CHPsP-P»P°PrPé.

P—P°C, C-PeCI'PsPIP°PSPs PIP&PiP°PrPePé PiPsCI'C,CHPsPiPs CRPuCI'PiC-CHP°C,PsCHPSPsPiPs
PrPéCI'C,CHPuCI-CI'PéPSPrCRPsPjCr, C-PSC,PuCRHCI'C,PéCTC-P°P»CHPSPsC—
PiPSPuPIPjPsPSC-C—/PiPSPuPIPjPsPSC-C,Ct, C-PSC,PuCHCI'C,PéCtC-P°P»CHPSPsPiPs
P-P°C...PIPsCHCRPIP°PSPSCII P»PuPiPuPSCH, C,C-P+CRPsP-Cr P»PpPiPpPSCH C,P°
PrPéC...P°P»CHPSPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-, CLIPeC- PjPsPYCrC,CH P+CrC,Pé
P»PuC,P°P»CHPSPEPjPé. P] PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CRP&PjCIPIP°P»Pé
CI'CrPiCrC,PSChR PiCHPsPjPuPSPuPICT C,PuCHP°PiC-Ch, CI'PiPsCI'C,PuCRC-PiP°P»P&CI'CI]
PIPEPiP°PrPePé PiCHPsPjPuPSPuPIPsPiPs PiPSPuPIPjPsPSC-C,Cr.

PuCEPé PIPEPSPéPePSPUPSPSC- PSPsPIP&C... P»PuPiPpPSPuPIPEC... CI'PEPjPIC,PsPjC-PI P°P+Ps
PiPsCI'PéP»PuPSPSC- PIPPp C-CI'PSCFCRCHPEC... PSPuPsP+C...C-PrPSPs
P-P°P+PuP-PiPuC+PéC,Pé PiPéP»CHPSPEPNe PSP°PiP»CIIPr P-P° PiP°CtC-C”PSC,PsPj,



PiCHPsPIPuCI'C,Pé PSPuPIC-PrPeP»P°PrPSPp PsP+CI'C,PuPPuPSPSCII C,P° PSP°P»PuPIPSPu
P»C-PeCrPIP°PSPSCII. P”Ps PICI'C,P°PSPsPIP»PpPSPSCII PrC-P°PiPSPsP-Cr C,PuCHP°PiC-Ch
PrPsCtPuC,P°PeCI'PuP»PsPj CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiCEP&PiPEPSP&C,Pé.

P P°PSPSC” P-P°CI'C,PsCI'CFPIP°PSPSCI] P-P°CI'PsP+C-PI PiC-PrC,CRP&PjCIPIP°P»CHPSPsC—
C,PuCHP°PiC-C— PjPsPYPp PrPsPiPsPjPsPiC,Pé PiPsPeCRP°C%oP&C,Pé CI'C,P°PS
PiP°CtC-C”PSC,P°. PYP»C-Pr CHPuC,PpP»CHPSPs PsCtC-PSPEC,Pé PePsCRHPECI'C,CH PIC-Pr
PiPsPSPsPIP»PpPSPSCII C,PuCRP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj.

PuP°Ct+C-C”PSC,Pé C-P- PiPsCHCrCE€PuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé.

PuP°CtC-C”PSC,Pé, Ct CLIPePEC... PSP° C,P»C- PjPsPSPsC,PuCHP°PiC-C—
PrPsCtPuC,P°PeCI'PuP»PsPj 100 PjPi/Pj’ PIPéP-PSP°C+P°CRC,CHCI'CLI PiC-PrPIPEC%0oPuPSC-
CEC-PIPSC- C,CHP°PSCI'P°PjC-PSP°P- (PHP>Py C-/P°P+Ps PhPYPy) P+C-P»CHCEPp PSC-PY Cr
1,5 CHP°P-P° PiPsCRC-PIPSCLIPSPs P P’PmPk C- P»CrPIPSPsC— C,PsCI'C,P°C,P°P-Pé
P+C-P»CHCEPp PSC-PY Cf 2,5 CEP°P-P° PiPsCRHC-PIPSCIIPSPs P- P’PmPk, PjP°CRC,CH
PIP8C%o0PéPN. CEP&P-PéPe CEPsP-PIP&C,PeCr C,CLIPIPePé&C... PiPsP+C-CHPSP&C...
CBPuP°PeCtC-PNe, C,P°PeP&C... CLIPe P»PuC,P°P»CHPSPEPNe PSP°CI'P»C-PrPsPe, Cr
CHPuP-CfP»CHC,P°C,C- C,PsPeCI'PéC+PSPsC— PrC-C— PiCHPuPiP°CRP°C,Ct, PI C,PsPjCr
C+PéCI'P»C- PIPSP°CI'P»C-PrPsPe CI'PuPiCI'PECI'Ct C,P° CEP»CrPSPePsPIPs-PePéCEPePsPIPsC—
PeCHPsPIPsC,PuC+C-, P° C,P°PePsPq C,PuP+CHP&P»CHPSP° PSPuPNeC,CHPsPiPpPSC-CI],
C-PSC,PpPeCtC-C—, C,CHPsPjP+PsCtP&C,PsPiPpPSC-CI], CI'C,PsPjP°C,PéC, C,P°
P°CI'C,PuPSC-CI].

P] P-PIBR ™ CIIP-PeCr P- CtPéPj CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P° PrPsCtPuC,P°PeCI'PuP»Cr
PrP»CI] PiP°CtC-C”PSC,C-PI C-P- PiC-PrPIPéC%oPpuPSPéPj CHC-PIPSPuPj
PiPuC+C-PSPePsPIP&C... C,PuCEPjPuPSC,C-PI CI'C,P°PSPsPIP&C,CH> 75 PjPi/Pj*; CRC-PIPuPSCH
PiPpC$C-PSPePsPIPEC... C,PuCHPjPuPSC,C-PI PSPuPsP+C...C-PrPSPs PIPéP-PSP°C+P°C,Pé
PiPuCHPuPr PiPsC+P°C,PePsPj P»C-PeCrPIP°PSPSCII C,P° PiPuCHPuPr PePsPYPSP&Pj PSPsPIP&P;
CtP&PeP»PsPj C...C-PjC-PsC,PuCRHP°PiC-C—. P”P»CII PiP°CtC-C”PSC,C-PI, Ct CIIPePéC...
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII PiC-PrPIPéC%oPpPSPSCI] CI'PEéCHPsPIP°C,PePsPIPsPiPs
CEC-PIPSCII P+C-P»C-CHCrP+C-PSCY (> P’PmPk) C-/P°P+Ps PhP>Py C- PHPYP{ P+C-P»CHCEPu
PSC-P{ Cr 3,5 CRP°P-P° PiPsCHC-PIPSCIIPSPs P- P'PwPk, C%oPs
CI'CrPiCHPsPIPsPrPICrC”C,CHCI'CII PiC-PrPIPEC%oPuPSPSCIIPj CHC-PIPSCII P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé P+C-P»CHCEPn PSC-PY Cr 6 CHP°P-C-PI PiPsCRC-PIPSCIIPSPs P- P'PwPX,
P-PjPpPSCEPuPSPSCII PrPsP-Pé PSPu CHPuPePsPjPuPSPrCrC”C,CHCI'CII, P°P»Pp
PrPsCtPuC,P°PeCI'PuP», PIP-P°PiP°P»C-, PSPp CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé,
CIIPeC%oPs PSPuPjP°C” PSP°PiP°P»CHPSPsC— PiPsC,CHPuP+Pé.

P’ PsPiPsCHPSPsPjCt PeP»C-PSC-C+PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-
PrPsCtPuC,P°PeCI'PuP»Cr PI PePsPjP+C-PSP°CtC-C— P- CtP&CI'PiP»P°C,PEPSPsPj C-
5-C,,C,PsCHCIrCHP°CtPéP»PsPj Cr C...PIPsCHP&C... P- P°PrPuPSPsPeP°CHCtPEPSPsPjPsCh
CEP»CrPSPeP° PsPrPSPéPjPé P- PeCHP&C,PpCHC-C—PI PIPéPeP»CRCPuPSPSCII
PiP°CtC-C”PSC,C-PI P+CrP»Pé PiC-PrPIPEC%oPuPSC- CHC-PIPSC- PHP>P§ C-/P°P+Ps PLPYPy
P+C-P»CHCEPu PSC-PY Cr 1,5 CRP°P-P° PiPsCHC-PIPSCIIPSPs P- P’PwPk, P»CrPYPSPsC—
C,PsCI'C,P°C,P°P-Pé 8" P+C-P»CHCEPp PSC-PY Cr 2,5 CHP°P-P° PiPsCHC-PIPSCIIPSPs P-
P’PmPk, P+C-P»C-CHCIrP+C-PSCt 8R" P+C-P»CHhCEPp P’PmPk; PIC-PrPiPsPIC-PrPSPs, PrP»CII
C,P°PePéC... PiP°CtC-C”PSC,C-PI P-PjPuPSCEPuPSPSCII PrPsP-Pé PrPsCtPuC,P°PeCI'PuP»Cr
PSPp PjPsPYPu P+CrC,Pé CHPuPePsPjPuPSPrPsPIP°PSPu. PuCRPuPiP°CHP°C, PIP-P°PiP°P»C-
PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé CtC-PNe PeP°C,PuPiPsCHC-C— C...PIPsCRHPEC...,
CLIPeC%oPs PSPuPjP°C” PSP°PiP°P»CHPSPsC— PiPsC,CHPuP+Pé. P”P°PSP&C... PiICRHPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr Cf PePsPjP+C-PSPsPIP°PSC-PNe



C,PuCEP°PiC-C— PiCEPé& C-PSCEPEC... PiPsPeP°P-P°PSPSCIIC... C...PIPsCEP&Pj C-P-
PiPsCRCICEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC4C-PSPePé PSPUPjP°C”.

PuP°Ct+C-C”PSC,Pé C-P- PiPsCHCrCE€PuPSPSCIIPjPé C,CrPSPeCtC-C— PSPECHPsPe.

P”P°PSPéEC... PiCHPs P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj PiP°CtC-C”PSC,C-PI C-P-
C,CILIPYPePéPjPé PiPsCRHCIrCE€PuPSPSCLIPjPé C,CIPSPeCtC-C— PSPECHPsPe PSPuPjP°C”.

PkPuPNeCHPsC,PsPeCI'PéC+PSC-CI'C,Clb.

P’PéPSP&PePSPuPSPSCII CI'PuCHPNePsP-PSPEC... PiPpuCHP&C, PuCEP&C+PSPEC. ..
PSPuPN:CHPsC,PsPeCI'PéC+PSP&C... CLIPIPEC%o PIPEPjP°PiP°C” P-PjPuPSCEPuPSPSCII PrPsP-Pé
PiCEPpPiP°CHP°C,Cr (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°
PrPsP-PéB»).

PuP°CRPrC-PsC,PsPeCI'PéC+PSC-CI'C,CHb.

P] PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHP&PNePjP°P»Pé& PrPsCtPuC,P°PeCI'PuP» Cr
PePsPjP+C-PSP°CtC-C— P- C,CHP°CI'C,CrP-CrPjP°P+PsPj, PsCI'PsP+P»P&PIPs CIIPeC%oPs PI
PiPsPiPuCEPuPrPSCHPsPjCr PeCrCRCI'C- C...C-PjC-PsC,PuCEP°PiC-C—
P-P°CI'C,PsCI'PsPICrPIP°P»P&éCI'CII P°PSC,CHP°CtPéPeP»C-PSPé (PrPsPeCI'PsCHCIrP+C-CtP&PS
P°P+Ps PuPiC-CRHCrP+C-CtPéPS), CI'PiPsCI'C,PuCHC-PiP°P»PECI'CI] PIP&PiP°PrPePé
CHPsP-PIP&C,PeCt CI'PuCHCtPpPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-. PiP°PeP®
CI'PuCHCtPuPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH PjPsPiP»P° P+CrC,Pé PiPsPjC-CHPSPsCh
P°P+Ps C,CLIPIPePsCh C,P° P°CI'PsCtC-CRPIP°P»P°CI'CLI P- PIPECI'PsPeP&éPj CEP&P-PéPePsPj
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr. PIPeC%oPs C” PSPuPsP+C...C-PrPSC-CI'C,CH
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrPsCtPuC,P°PeCI'PuP» Ct PePsPjP+C-PSP°CtC-C— P-
C,CRP°CI'C,CrP-CrPjP°P+PsPj, CI'P»C-Pr PrPs PiPsC+P°C,PeCr C,PpuCHP°PiC-C— PsCtC-PSP&C,Pé
CI'C,P°PS CI'PuCECtPuPIPs-CI'CfPrPéPSPSPsC— CI'PéCI'C,PuPjPé PiP°CtC-C”PSC,P°. PuC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCI]I CtPé&PjPé PiCHPuPiP°CEP°C,P°PjPé PSPuPsP+C...C-PrPSPs
CBPpPiCrP»CLICHPSPs PePsPSC,CRHPsP»CRPIP°C,Pé C, CrPSPeCtC-Ch CI'PuCHCtCII
(PSP°PiCHP&PeP»P°Pr, PePsPIPSC- 3 PjC-CI'CIICtC-), C%oPs PrPsPiPsPjPsPYPu PIP&CIIPIP&C,Pé
PiP°CtC-C”PSC,C-PI, Cr CIIPePé&C... PjPsPYPu CHPsP-PIPPSCrC,PéCI'CI]
PeP°CHPrC-P°P»CHPSP° PrPéCI'C,CrPSPeCtC-CII. P‘C-P»CHCE PrPuC,P°P»CHPSP®
C-PSC,PsCEHPjP°CtC-CII PjC-CI'C,P&éC,CHhCI'CII Ct B«P—P°PiP°P»CHhPSC-PNe
C...P°CHP°PeC,PuCHPECI'C,PECTC- P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+CrB»
C,CRP°CI'C,CrP-CrPjP°P+CF.

PJ PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CRP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCIPuP» Cr
PePsPjP+C-PSPsPIP°PSP&C... CI'C...PuPjP°C... CEP°P-PsPj C-P- PrPsPeCI'PsCECIP+C-CtPEPSPsP)j,
5-C, C,PsCECtCRP°CtP&P»PsPj C,P°/P°P+Ps C+PéPeP»PsC,PsCI'C,P°PjC-PrPsPj,
PiPsPIC-PrPsPjP»CLIP»Pé PiCEPs PIP&PiP°PrPePé CHPsP-PIPEC,PeCt CEP»CrPSPsC+PePsPIPSC—
P°CHP&C,PjC-C—, Cf C,PsPjCt C+P&CI'P»C- CEP»CFPSPsC4PePsPIPsC— C,P°C...C-PeP°CEPrC-C—
(C-PSPsPrC- P»PuC,P°P»CHPSPsC—) (PrP&PL. CEPsP-PrC-P» B«PyPsP+C-C4PSC-
CHPpP°PeC1C-C—B»). P PuPePsPjPuPSPrCrC”C,CHhCI'CLI PIPEPePsPSP°C,Pé
PeP°CRPrC-PsP»PsPiC-C+PSPy PsP+CI'C,PpPYPuPSPSCLI PrPs PiPsC+P°C,PeCt
P»C-PeCrPIP°PSPSCIL.

P PsP-P»P°PrPé P- P+PsPeCr PsCHPiP°PSC-PI P-PsCHCr.

PJ] PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI PP,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI PIPéPiP°PrPePé PeC-CI'C,PsPiPsPrC-P+PSPsPiPs



PSP°PxCHCLIPeCr PjP°PeCrP»Pé (PPkPm). PuP°C+C-C”"PSC,P°Pj C-P-
PiPsCHCrC€PuPSPSCIIPjPé P-PsCHCr PSPuPsP=C...C-PrPSPs P-CRhPsPxPéC,Pé
PSPpuPIC-PrPeP»P°PrPSPu C,P° PiPsPIPSPu PsC, C,P°P»CHPjPsP»PsPiC-C+PSPn
PsP+CI'C,PuPPuPSPSCII. P] CRP°P-C- PrC-P°PiPSPsCI'C,CrPIP°PSPSCII PPkPm
PSPuPsP+C...C-PrPSPs PIC-PrPjC-PSP&C,Pé PrPsCtPuC,P°PeCI'PuP» C-
CHPsP-PiPsC+P°C,Pé PIC-PrPiPsPIC-PrPSPu P»C-PeCrPIP°PSPSCII (PrPePI.
CHPsP-PrC-P» B«PiuPsP+C-C+PSC- ChPuP°PeC+C-C—B»).

P”CRHCrPiPu PiPuCHPIPEPSPSPyu P-P»PsCIIPeC-CI'PSPu P-P°C...PIPsCRCRPIP°PSPSCI].

PkP° C,PsPSC- P-P°CI'C,PsCI'C*PIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr Cr
PePsPjP+C-PSP°CtC-C— P- PiCEPsC,PéPiCrC...P»PEPSPSPEPjPé P-P°CI'PsP+P°PjPé
P»C-PeCrPIP°PSPSCI], PrP»CI] CIIPeP&C... PIC-PrPsPjPéPNe P-PIBE ™ CIIP-PsPe P-
PIPéPSP&éPePSPuPSPSCIIPj PrCHCIPiPsPiPs PiPuCHPIPEPSPSPsPiPs
P-P»PsCIIPeC-CI'PSPsPiPs P-P°C...PIPsCECRPIP°PSPSCIJ,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CILI PIPEPiP°PrPePé CHPsP-PIPEC,PeCr PrCHCIPiPsPiPs
PiPuCHPIPEPSPSPsPiPs P-P»PsCIIPeC-CI'PSPsPiPs P-P°C...PIPsCHCRPIP°PSPSCI].
P”CHCrPiPp PiPuCHPIPEPSPSPu P-P»PsCLIPeC-CI'PSPu P-P°C...PIPsCHCRPIP°PSPSCII (PI
C,PsPjCt C+P&CI'P»C- PiPsCI'C,CHP&PNe PjC-C”P»PsC—PrPSP&PNe P»PpuPNePePsP:,
PjC-C”P»PsPrPéCI'PiP»P°CI'C,PEC{PSP&PNe CI'PéPSPrCEPsPj C-
PSPuC...PsPrPPeC-PSCI'CHhPeP° P»C-PjC, PsPjP°) PjPsPYPu PIPEPSPéPePSCrC,Pé
C$PuCHPuP- PeC-P»CHPeP° PjC-CI'CIICtC-PI P°P+Ps CHPsPeC-PI PiC-CI'P»CI]
P»C-PeCrPIP°PSPSCII C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PrPsCtPuC,P°PeCI'PuP»CF.
P—P° CI'C,P°PSPsPj PiP°CtC-C”PSC,C-PI PSPuPsP+C...C-PrPSPs
P-PrC-PNeCI'PSCRPIP°C,Pé PSP°PiP»CIIPr C%oPsPrPs PjPsP{P»P&PIPsPiPs
CEPsP-PIP&éC,PeCr PrCHCrPiPsPiPs PiPuCHPIPEPSPSPsPiPs P-P»PsCLIPeC-CI'PSPsPiPs
P-P°C...PIPsCRCRPIP°PSPSCI] (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC-
ChPpP°PeCtC-C—B»).

PYP&PSPrCRPsPj P»C-P-PéCI'Cr PiCrC...P»Pé&PS,

P1iPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs CI'PéPSPrCRHPsPj P»C-P-P&CI'Ct PiCrC...P»PEPS
PiCRHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PiC-CI'P»CIl
PiPuCHCEPsPiPs P°P+Ps PrCHCIPiPsPiPs CtPéPeP»Cr P»C-PeCrPIP°PSPSCII (PrPéPI.
CHPsP-PrC-P» B«PPsP+C-C+PSC- CHPuP°PeCtC-C—B»). PuP°CtC-C”PSC,Pé, CIIPeP&Pj
P-P°PiCRHPsPYCrC” CI'PéPSPrCEHPsPj P»C-P-PéCI'Cr PiCrC...P»PéPSPé
(PSP°PiCHPéPeP»P°Pr PiP°CtC-C”PSC,P°Pj P- PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C—
PSPECHPsPe, PiC-PiPpCHCrCEHPéPePuPjC-C”Ch, PsP+BF™ C”PjPSPEPjPé
PiCfC...P»PéPSP°PjPé, CEPIP&PrPePéPj PiCHPsPiCHPuCI'CrPIP°PSPSCIIPj) CI'P»C-Pr
P+CrC,Pé PiC-Pr CHPuC,PuP»CHPSPé&Pj PePsPSC,CHPsP»PuPj. PiPsCHPuPeCtC-CII
P-PSPuPIPsPrPSPuPSPSCII C,P° P»C-PeCrPIP°PSPSCII PIP&CI PsPePsPiPs CHC-PIPSCII
CI'PuC+PsPIPsC— PeP&CI'P»PsC,Pé CHPuPePsPjPuPSPrCrC”C,CHhCI'CII PiPuCHPuPr
PiPsC+P°C,PePsPj P»C-PeCrPIP°PSPSCII.

PtPSCEC- P-P°CI'C,PuCHPuPIPuPSPSCII.

PyCEPsC,CLIPiPsPj CFCI'CHPsPiPs PiPuCEC-PsPrCt P»C-PeCrPIP°PSPSCII (CLIPe PrP»ClI
C$PsP»PsPIC-PeC-PI, C,P°Pe C- PrP»CLI PJC-PSPsPe) C,P° CfPiCHPsPrPsPIPY



PiCEP&PSP°PNPjPSC- 6 PjC-CI'CIICtC-PI PiC-CI'P»CII PN:PsPiPs PiCHP&PiPéPSPuPSPSCII
(P»PéCEPp PrP»CI] C+PsP»PsPIC-PeC-PI) PiPsC,CHC-P+PSPs P-P°CI'C,PsCI'PsPICPIP°C,Pé
PjPuC,PsPrPé PePsPSC,CHP°CtPuPiCtC-C— (PrPéPI. CHPsP-PrC-P»
B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

PYP»C-Pr CfPSP&PeP°C,Pé PsPrPSPsCP°CI'PSPsPiPs P-P°CI"C,PsCI'CtPIP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»Ct P- PiPsC,CIPIPSP&PjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4
(PSP°PiCHP&PeP»P°Pr, C-P- PePuC,PsPePsPSP°P-PsP»PsPj, C-C,CEP°PePsPSP°P-PsP»PsPj,
PeP»P°CEP&C, CEPsPjC-CP&PSPsPj, C-PSPrP&PSP°PIC-CEPsPj, PSPuC, P°P-PsPrPsPSPsP;,
PSPuP»C, C-PSP°PIC-CEPsPj, CEP&C, PsPSP°PIC-CEPsPj, CI'P°PePIC-PSP°PIC-CEPsPj,
C,PuP»C-C,CHPsPjC-CtP&PSPsPj C,P° PIPsCEP&PePsPSP°P-PsP»PsPj) (PrP&PI. CEPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI CHbPeP&PjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

P”PsPrP°C,PePsPIC- P-P°CI'C,PuCHPuPIPuPSPSCII C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII P°PrgR™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C— CHP°PeCr

PjPsP»PsC{PSPsC— P-P°P»PsP-Pe.

PJCI'PeP»P°PrPSPuPSP° PSPuPN.C,CFPsPiPuPSC-CI].

P”P»CII PiP°CtC-C”PSC,C-PI, Ct CLIPePé&C... CRPsP-PIPEPIP°C”C,CHCI'CII
CrCI'PeP»P°PrPSPuPSP°® PSPuPN:C,CHPsPiPuPSC-CII (C,CHP&PIP°P»P°
PSPpPN:C,CEPsPiPuPSC-CLI, C,PuP+CHPEP»CHPSP° PSPuPN.C,CEPsPiPuPSC-CILI P°P+Ps
C-PSC, PuPeCtC-C—), CI'P»C-Pr CHPsP-PiP»CLIPSCrC,Pé PrPsCtC-P»CHPSC-CI'C,CHb
P-P°CI'C,PsCI'CfPIP°PSPSCII P“-PisPYPx C,P° P-PjPuPSCEPUPSPSCLI PrPsP-Pé
PrPsCtPuC,P°PeCI'PuP»Cr.

P PuP°PeCtC-C— P- P=PsPeCé CE€P»C2PSPePsPIPs-PePéCEPePsPIPsPiPs C,CHEP°PeC,Cé.

PyP°PeC- CI'P&PjPiC,PsPjPé, CIIPe P+C-P»CH Cr PYP&PIPsC,C-, C+CrC,P»P&PIC-CI'C,CH C,P°
P+PsP»C-CI'PSC-CI'C,CH PYP&PIPsC,P° PiCEPé PiP°P»CHPiP°CtC-C—, PiP°CHCLIC}PeP®,
PrC-P°CHPuCII (PSP°® C,P»C- PSPuPN:C,CEPsPiPpuPSC-C— P°P+Ps P+PpP- PSPuC—),
PjPsPYCrC,CH P+CrC,Pé PiCHPsCIIPIP°PjPé CI'PuCHPNePsP-PSPsC—
PiP°CI'C,CHPsC-PSC,PuCI'C,PEPSP°P»CHPSPsC— C,PsPeCI'PéC+PSPsCI'C,C- C-
PIP&PjP°PiP°CRC,CH PSPuPiP°PNePSPsPiPs PsP+CI'C,PuPIPuPSPSCII C,P° P»C-PeCrPIP°PSPSCI].
P—P°CI'C,C-PNePSP° CI'PuCFCtPuPIP°® PSPuPrPsCI'C,P°C,PSC-CI'C,CHh (P—PYPK).

PYP»C-Pr CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P° CI'C,P°PSPsPj PiP°C+C-C”PSC,C-PI PrP»CII
PIP&CILIPIP»PpuPSPSCII PjPsPYP»P&PIP&C... CI'PEPjPIiC,PsPjC-PI P—PYPxk PiC-Pr C+P°CI’
P»C-PeCrPIP°PSPSCII C- PI PiCHPsCtPuCI'C- PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII. P—P°C, C-PeCI'PsPIP°PSPs, C%oPs Cr PiP°CtC-C”PSC,C-PI,
CIIPeC- PsC,CRPéPjCrCRC,CH C,PuCHP°PiC-CR P-P° CI'C...PuPjPsCh TAC P- PiCKP&PIPsPrCr
CHP°PeCr PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P- PjPuC,P°CI'C,P°P-P°PjPé Cf P»C-PjC,P°C,PéC$PSC-
PICIP-P»Pé, PiCRPsC,CIIPiPsPj PiPuCHCEPsPiPs CRPsPeCr PiC-CI'P»CILI P»C-PeCrPIP°PSPSCII
PiC-PrPIP8C%oCrC”C,CHCI'CII CEP&P-PéPe CEPsP-PIPEC,PeCt P—PYPk (PrPéPI. CEPsP-PrC-P»Pé
B«PxP°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-B» C,P° B«PyPsP+C-C+PSC-
CRPpP°PeCtC-C—B»).

P>PuPNePePsP-.

P P&éP-PéPe PIC-PrCI'C,CHPsC+PuPSPsC— PjP°PSC-C,PuCI'C,P°C+C-C—



PjC-C”P»PsPrPéCI PiP»P°P-C-C— P°P+Ps CHPsP-PIP&C,PeCr PiPsCI'C,CRPsPiPs
PjC-C”P»PsP»PpPNePePsP-Cr Cr PiP°CtC-C”PSC,C-PI, CIIPeC- P»C-PeCrPIP°P»PECI'CI]
PePsPjP+C-PSP°CtC-C”Ch TAC, PsP+CrPjPsPIP»CRC” PSPuPsP+C...C-PrPSC-CI'C,CH
PePsPSC,CHPsP»Ch PsCI'PSPsPIPSP&C... PiPuPjP°C,PsP»PsPiC-C+PSPéEC... PiPsPeP°P-PSP&PeC-PI
Cr PICHPsCtPuCI'C- PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII.

PyP°CtC-C”PSC,Pé P- PjPuC,P°CI'C,P°P-P°PjPé Cé =4 P»C-PjC,P°C,PEC£PSC- PICEP-P»Pé.

PhCI'PeC-P»CHPePé PiPuCHPuPIP°PiPé, CIIPeC- CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CII Cf
PiP°Ct+C-C”PSC,C-PI P- PjPuC,P°CI'C,P°P-P°PjPé Cr 4 C- P+C-P»CHCEPu

P»C-PjC, PsPICtP-P»C-PI, PSPp P+CrP»Pé CI'C,P°C,PéCI'C,PEC+PSPs P-PSP°C+CrC%oP&PjPé
PrP»CII P+PpP-CHPuCtPéPrPEPIPSPsC— PIPEPIPEPIP°PSPsCI'C,C- (PP P’) C,P°
P-P°PiP°P»CHPSPsC— PIPEPP&PIP°PSPsCI'C,C- (P—P’), Ct PsCI'C,P°C,PsC+PSPsPjCr
P°PSP°P»C-P-C- PSP P+CrP»Ps PiPsPIPSPsCh PjC-CHPsCh
PiCEPsPrPuPjPsPSCI'C,CHPsPIP°PSPs PiPsP-PéC,PEéPIPSPp CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHP&CI'C,CH/CRHPEP-PéPe CI'C...PuPjPé C,PuCEP°PiC-C— TAC Cr C,P°PePéC...
PiP°CtC-C”PSC,C-PI (PrPéPI. CHPsP-PrC-P» B«PuP°CHPjP°PePsP»PsPiC-C+PSC-
PIP»P°CI'C,P&PIPsCI'C,C-B»).

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC:.

PHPSP°P»C-P- PrP°PSPEC... P- P+PpP-PiPuPePé Cr PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 60
CEPsPeC-PI, CLIPeC- PsC,CEP&PjCLPIP°P»Pé PePsPjP+C-PSP°CC-CR PrPsCPuC,P°PeCI PuP»
PeP°PiPuCtPEC,P°P+C-PS, PiPsPeP°P-P°PI P-P+C-P»CHCEPuPSPSCII PIP&PiP°PrPeC-PI
PiPsP+C-C4PSP&C... CLIPIPéC%o CI'C,CFPiPuPSCLI PIP6CHP°PIPuPSPsCI'C,C- 3-4,
PiPsPIBR ™ CLIP-P°PSP&C... C-P- P»C-PeCrPIP°PSPSCLIPj CI'PpuCHPN:PsP-PSP&C...
PiPsP+C-C4PSP&C... CLIPIPEC%o, PiPSPIER™ CLIP-P°PSPEC... C-P- P»C-PeCrPIP°PSPSCIIPj, C,P°
CHP°PSPSCHPsC— PIC-PrPjC-PSPé PiCEPuPiP°CEP°C,Ct C+PpCHPWP- PiPsP+C-C+PSC-
CLIPIPEC%oP° PiPsCEC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé PIC-PePsPj PrPs 60 CEPsPeC-PI.

P—P°CI'C,PuCRPuPIPuPSPSCII C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII PiC-Pr C+P°CI’
P°PrR™ CRPIP°PSC,PSPsC— C,PuCRHP°PiC-C— CHP°PeCr PjPsP»PsC+PSPsC—
P-P°P»PsP-P&. P”P°PSC- PiCEHPs P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PI
PePsPjP+C-PSP°CtC-C— P- PrPsPeCI'PsCHCrP+C-CtPéPSPsPj C,P°
CtP&PeP»PsC, PsCI'C, P°PjC-PrPsPj PsCI'PsP+P°Pj PIC-PePsPj PIC-Pr 70 CHPsPeC-PI
PIC-PrCI'CrC,PSC-.

P—P°CI'C,PuCRPuPYIPuPSPSCII C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII PiCRP&é

PeP°CI'C,CRP°CtC-PN:PSPs-CHPuP-PECI'C,PuPSC,PSPsPjCt CRP°PeCr
PiPuCHRPuPrPjC-C...CrChPsPIPsC— P-P°P»PsP-Pé.

PtP- 333 PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCrPIP°P»Pé PrPsCtPuC,P°PeCI'PuP»
PePsPYPSC- 3 C,PEéPYPSC- Cr PrPsCI'P»C-PrPYPuPSPSC- CHP°PeCr
PiPpCHPuPrPjC-C...CFCHPsPIPsC— P-P°P»PsP-Pé, 209 PiP°CtC-C”PSC,C-PI P+CrP»Pé PIC-PePsPj
PIC-Pr 65 CHPsPeC-PI, P° 68 PiP°CtC-C”PSC,C-PI P+CrP»Pé PIC-PePsPj PIC-Pr 75 CHPsPeC-PI.
PYPuCHPpPr PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP»
PePsPYPSC- 3 C,PEéPIPSC-, PiPsPIsF™ CLIP-P°PSC- P- P»C-PeCrPIP°PSPSCIIPj P-PjC-PSPé Cf
PSC-PiC,CIIC... Ct PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 65 CHPsPeC-PI
CHPuC”CI'C,CHCIPIP°P»Pé PSP° = 10 % C+P°CI'C,C-C€Pp, PSC-PY Cr PjPsP»PsPrC€P&C...
PiP°CtC-C”PSC,C-PI. P—CfPjPsPIP»PuPSC- P»C-PeCrPIP°PSPSCIIPj PIPéPiP°PrPePé
PiC-PrPIP&C%oPuPSPSCII C,PuPjPiPuCHP°C,CrCHPé C,C-P»P°, PrC-P°CEPuC—,
PIC-PrCI'CrC,PSPsCI'C,C- P°PiPuC,PéC,Cr C,P° PiPuCHPEC, PuCEP&C+PSPEC. ..



PSP°P+CHCLIPeC-PI PIPEPSP&PeP°P»Pé Cf PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr
75 CEPsPeC-PI PSP°® = 10 % C$P°CI'C,C-C€Py, PSC-PY Cf PiP°C+C-C”PSC,C-PI PIC-PePsPj PrPs
65 CEPsPeC-PI.

P—P°CI'C,PuCRPuPJPuPSPSCII C%oPsPrPs P-P°CI'C,PsCI' CrPIP°PSPSCII PiCRP&é

PiPsCRHPjPsPSPsC+CrC,P»PePIPsPjCr ChP°PeCr PiPuCRHPuPrPjC-C...CrCHPsPIPsC—

P-P°P»PsP-Pé. PtP- 545 PiP°Ct+C-C”PSC,C-PI, CIIPeC- PsC,CHP&éPjCIPIP°P»Pé
PrPsCtPuC,P°PeCI'PuP» PePsPIPSC- 3 C,PéPYPSC- PI PrPsCI'P»C-PrPIPuPSPSC-
PiPsCEPjPsPSPsC+CrC,P»PéPIPsPiPs CHP°PeCr PiPuCHPuPrPjC-C...CfCRHPsPIPsC— P-P°P»PsP-Pé
(STAMPEDE [PYP&CI'C,PuPjPSP° C,PuCHP°PiC-CLI PiCHPsPiCHPuCI CrCRC+PsPiPs P°P+Ps
PjPuC,P°CI'C,P°C,PéC+PSPsPiPs CHP°PeCr PiCHPsCI'C,P°C,Pé: PsCtC-PSPeP°

PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeP°CRCI'CHbPePEC... P-P°CI'PsP+C-PI]), 296
PiP°CtC-C”PSC,C-PI P+CrP»Pé PIC-PePsPj PiPsPSP°Pr 65 CHPsPeC-PI, P° 48 PiP°Ct+C-C”PSC,C-PI
P+CrP»Pé PIC-PePsPj PIC-Pr 75 CHPsPeC-PI. P] P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI
PIC-PePsPj PiPsPSP°Pr 65 CRPsPeC-PI Cr PiCRCIPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII
PrPsCtPuC,P°PeCI'PpP»Cr P+CrP»Pé P-P°CHPuC”CI'C,CHPsPIP°PSC- CHPpP°PeCtC-CII
PiC-PiPpCHC+CrC,P»P&PIPsCI'C,C-, PSPuPNeC,CHPsPiPuPSC-CII, P°PSPuPjC-CIJ,
P-P°C,CHP&PjPeP° CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC-, P-P°PrPéCE€PeP° C,P° P-PjC-PSP°
PSC-PiC,C-PI PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé PIC-PePsPj PrPs 65 CHPsPeC-PI.
P-PsPrPSPpu P- CtPéC... P-P+C-P»CHCEPpPSCH C+P°CI'C,PsC,Pé PSPu PrPsCI'CIIPiP»Ps 10 %
CBC-P-PSP&CtC- Cr PiPsCHC-PIPSCLIPSPSC- P- PePsPSC,CEPsP»CHPSPsCR PiCECrPiPsCR. PJ
PiP°Ct+C-C”PSC,C-PI PIC-PePsPj PIC-Pr 75 CEPsPeC-PI PiPsCHC-PIPSCIIPSPs P-
PjPsP»PsPrCE€PéPjPé PiP°CtC-C”PSC,P°PjPé PSPuPN.C,CHPsPiPuPSC-CII, P°PSPuPjC-CIJ,
PrC-P°CHRPuCII, P-P°PrPéC€PeP° C,P° C-PSC,PuPeCtC-CLI PIPuCHC...PSC-C...
PrPéC...P°P»CHPSPéEC... CEP»CIIC...C-PI CEPuC”CI'C,CECrPIP°P»P&éCI'CLI C+P°CI'C,C-C€Pn
(C%oPsPSP°PNePjPuPSCEPu PSP°® 10 % C+P°CI'C,C-C€Pp). P—P°CI'C,PuCHPuPIPuPSPSCII
C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPé P°PrPuPSPsPeP°CHCPEPSPsPjC- CEP»CrPSPeP°,

PYPuCHPpPr 300 PiP°C+C-C”PSC,C-PI (221 PiP°Ct+C-C”PSC, Ct C+P°CI'C,PEPSC-
PrPsCI'P»C-PrPPuPSPSCII PI CRP°PjPeP°C... PtPtPt C,P°P-Pé C- 79 PiP°CtC-C”PSC,C-PI Cr
C#P°CI'C,PéPSC- PrPsCI'P»C-PrPYPuPSPSCII PI CHP°PjPeP°C... PtPt C,P°P-Pé
PeP»C-PSC-C$PSPsPiPs PIPEPIC+PuPSPSCII PiCKPuPiP°CEP°C,Cr), CIIPeC-
PsC,CHP&PjCrPIP°P»Pé PrPsCtPuC,P°PeCI'PuP» Ct PePsPjP+C-PSP°C+C-C— P-
CtP&CI'PiP»P°C,PEPSPsPj C- 5-C,C,PsCHCIrCHP°CtPéP»PsPj Ct PrPsCI'P»C-PrPYPuPSPSC- P
PIPEPIC+PuPSPSCII CRHP°PeCr CEP»CrPSPeP°, 74 PiP°CtC-C”PSC,Pé P+CrP»Pé PIC-PePsPj PIC-Pr
65 CHPsPeC-PI, P° 4 PiP°CtC-C”PSC,Pé BR“ PIC-PePsPj PIC-Pr 75 CHPsPeC-PI.

P§P°CI'C,PsC,P° PIP&éPSPéPePSPuPSPSCII CI'PuCEPNePsP-PSP&C... PiPsP+C-C+PSPé&C...

PuC, PuPeC,C-PI Cf PiP°CtC-C”PSC,C-PI CI'C,P°CHC£PsPiPs PIC-PeCt P+CrP»P° PIPEC%oPsCHh,
PSC-P{ Cr PjPsP»PsPrC€P&C... PiP°CtC-C”PSC,C-PI. P] PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 65
CHPsPeC-PI PSP° = 10 % C+P°CI'C,C-C€Pp, PSC-PY Cr PjPsP»PsPrC€PéC... PiP°CtC-C”PSC,C-PI,
PIPEPSP&PeP°P»Pé C,P°PeC- PiPsP+C-C+PSC- PuC, PuPeC,Pé (CFCI'C-C... CI'C,CrPiPuPSC-PI
PIPECRHP°PIPuPSPsCI'C,C-): PIBR™ CLIP»C-CI'C,CH, CI'C,PsPjP°C,PéC,,
PSPuPNeC,CHPsPiPpPSC-C+PSP° C-PSC,PpPeCtC-CIJ.

PiCERPé P-P°CI'C,PsCI'CPIP°PSPSC- PePsPjP+C-PSP°CtC-C— TCF CI'P»C-Pr
P-P°P+PpP-PiPuC+PéC,Pé CRPuC,PuP»CHPSPEPNe PSP°PiP»CIIPr P-P° PiP°C+C-C”PSC,P°PjPé
P»C-C,PSCIPsPiPs PIC-PeCr.

P—P°CI'C,PuCRPuPIPuPSPSCII C%oPsPrPs PrPsPiPsPjC-PIPSP&C... CRPuC+PsPIPEPS.

P!PpuPNe P»C-PeP°CHCI'CEbPeP&PNe P-P°CI'C-P+ PjC-CI'C,P&C,CH PuC,PEP»PsPIPEPN:



CI'PiPéCRHC,, PeC-P»CHhPeC-CI'C,CH CIIPePsPiPs CI'C,P°PSPsPIPEC,CH 50 % PIC-Pr
P-P°PiP°P»CHPSPsPiPs PsP+8F ™ C”PjCt PePsPSCtPuPSC,CHP°C,Cr, C,PsP+C,Ps PrPs 0,395 Pi (0,5
PjP») PSP° 1 C, P»P°PePsPS, C%oPs PuPePIC-PIP°P»PuPSC,PSPs 10 PjP» PiPEPIP° P°P+Ps 4 PjP»
PIPEPSP°.

P!Pp PsP+CrPjPsPIP»CRC” CEPeC-PrP»P&PIC-CI'C,CH PiCHPuPiP°CEP°C,Cr PrP»ClI C,PéC...
PiP°CtC-C”PSC,C-PI, C%oPs CI'C,CHP°PIPrP°CRC,Clb PSP® P°P»PePsPiPsP»C-P-Pj, P° C,P°PePsPq
PiCHPé P»C-PeCIPIP°PSPSC- PrC-C,PuPNe C,P° PiP°CtC-C”PSC,C-PI, C%oPs PSP°P»PuPYP°C,CH
PrPs PiCHCrPi PIP6CI PsPePsPiPs CEP&P-PéPeCY, PSP°PiCEP&PeP»P°Pr PsCI'C-P+ C-P-
P-P°C...PIPsCECRPIP°PSPSCLIPjPé PiPuC+C-PSPePé P°P+Ps P- PuPiC-P»PpPiCI'C-C”CR.

PkPpPsP+C...C-PrPSPs P+CHP°C,Pé PrPs CrPIP°PiPé PjPsPYP»P&éPIPEPN: PIPiP»P&PI
PiCHPpPiP°CRHP°C,Ct PSP° CtPuPSC,CHP°P»CHPSCr PSPuCRPIPsPICt CI'PéCI'C,PuPjCt.
PtPSCI'C,CHCrPeCtC-C— C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PiPsPIPsPrPYPuPSPSCII
P- PiCRPuPiP°CRP°C,PsP;.

(PhCI'PsP+P»PéPIC- P-P°PiPsP+C-PYPSC- P-P°C...PsPrPé PiCEPé PIPéPrP°P»PuPSPSC-
PSPuPIPéPePsCFPECI'C,P°PSPEC... P»C-PeP°CECI' CEbPePéC... P-P°CI'PsP+C-PI P°P+Ps C—C...
PIC-PrC...PsPrC-PI).

P”PsCtPuC,P°PeCI'PuP» PSP°P»PuPYP&C,CHb PrPs P°PSC,PéPSPUPsPiP»P°CI'C,PECHPSPEC...
PiCEPuPiP°CHP°C,C-PI C-, ClIPe C- P+CrPrCH-CLIPePEPNe C-PSCEPEPNe PiPsC,PpuPSCTC-PN:PSPs
C,PsPeCI'P6C+PSPEPNe P-P°CI'C-P+, PIP&PjP°PiP°C” PrPsC,CHP&PjP°PSPSCII P-P°C...PsPrC-PI
P+PpuP-PiPuPePé PiCHPé PiPsPIPsPrPIPRPSPSC- P- PSP&Pj C,P° PiCEP&PiPsC,CIPIP°PSPSC-
PNePsPiPs CEPsP-CPéPSC-PI. PuCHPé CEPsP+PsC,C- P- PiCEPuPiP°CEP°C,PsPj
CEPuPePsPjPuPSPrPsPIP°PSPs PIP&éPePsCEP&CI'C,PsPICIPIP°C,Pé P-P°C...P6CI'PSC-
CHCrPeP°PIPECPePE.

PIPeC%oPs PePsPSCtPuPSC,CHP°C, PICEPuPiP°CRP°C,Crl P°P+Ps PN:PsPiPs CEPsP-C+P&PS
PrP»CLI C-PSC, CIP-C-PNe PiPsC,CHP°PiP&PI PSP° CEPeC-CECT P°P+Ps PSP° CI'P»P&P-PsPIC-
PsP+PsP»PsPSPeP&, PiPsC,CEC-P+PSPs PSPuPiP°PN:PSPs C,P° CEPuC,PuP»CHPSPs P-PjPéC,Pé
PNePsPiPs PIPsPrPsCh P- PjP&P»PsPj.

PuCHPéPiPsC,CéPIP°PSPSCII CHPsP-CtPeéPSCé PrP»CII PIPSCZ¢C,CHC-CEPSCHhPsPIPuPSPSPsPiPs
PIPIPuPrPuPSPSCII.

P&Pyp P-P°CI'C,PsCI'PsPICIPNeC,Pu C-PSC£C- PiCRPuPiP°CHP°C,Pé PrPsCtPuC,P°PeCI'PuP»Cr,
C%oPs PjC-CI'C,CIIC,CH 2 C,P»P°PePsPSPé (PePsPSCtPuPSC,CRP°C, C,P° CHPsP-C+PéPSPSPEPe),
C-P- CtPéPj PiCRPuPiP°CHP°C,PsPj (P”PsCtPuC,P°PeCI'PuP»-P’C-CI'C,P° 20 PjPi/1 PjP»
PePsPSCtPuPSC,CHP°C,Cr PrP»CII CRPsP-C+P&éPSCr PrP»CII C-PSC, CP-C-PNe, C%oPs
PjC-CI'C,PéC,CH P»P&CEPy 1 C,P»P°PePsPS).

P”PsCtPuC,P°PeCI'PuP» 20 PjPi/1 PjP» PePsPSCtPuPSC,CEP°C,Ct PrP»ClLI
PiCEP&PiPsC,CPIP°PSPSCLI CEPsP-C+PéPSCt PrP»CLI C-PSC, CIP-C-PNe PSPy PiPsC,CEPuP+CrC”
PiPsPiPuCHPuPrPSCHPsPiPs CEPsP-C+PEPSPUPSPSCII C- PiPsC,PsPIP&PNe PrP»ClLI
PrPsPrP°PIP°PSPSCILI PrPs CEPsP-C+P&éPSCT PrP»ClI C-PSC, CtP-C-PNe.

PxP»P°PePsPS PiCEP&P-PSP°C+PuPSPEPNe PrP»CLI PsPrPSPsPiPs PIPéPePsCEP&CI'C,P°PSPSCI,
PNePsPiPs CI'P»C-Pr PIP6PePsCHPECI'C,P°C,Pé PSPuPiP°PNePSPs PiC-CI'P»CII PiPuCECEPsPiPs
PIC-PrPeCHPé&C,C,CIL

PIPeC%oPs C, P»P°PePsPSPé P-P+PuCEHC-PiP°CRC,CHCI'CLI Cf
C...PsP»PsPrP&P»CHbPSP&PeCT, P+PuP-PiPsCI PuCHPuPrPSCHPs PiPuCHPuPr



P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CI'P»C-Pr P-P°P»PéCEPEC,Pé PSPuPsP+C...C-PrPSCr
PeC-P»CHPeC-CI'C,CH PePsCHPsP+PsPe PiCHPuPiP°CRP°C,Cr P”PsCtPuC,P°PeCI PuP»-
P'C-CI'C,P°, PePsPSCPuPSC,CEP°C,Ct PrP»CLI CHPsP-C+P&PSCT PrP»CLI C-PSC, CFP-C-P)e,
PiCEHPé PeC-PjPSP°C,PSC-PNe C,PpPjPiPuCHRP°C,CFCHC- (PSPEPYC+Pu 25 B°C) PSP° 5
C...PIPeP»PePS.

P”P»CII C,PsPiPs, C%oPsP+ PsC,CHP&PjP°C,Pé PSPuPsP+C...C-PrPSCr PrP»CI]
PiP°CtC-C”PSC,P°® PrPsP-Cr, PjPsPYPu P-PSP°PrPsP+P&C,PéCI'CI] PrPpPeC-P»CHPeP®
C, P»P°PePsPSC-PI PiCHPuPiP°CHP°C,Cr P”PsCtPuC,P°PeCI'PuP»-P'C-CI'C,P°,
PePsPSCtPpPSC,CRHP°C,Ct PrP»CII PiCEPéPiPsC,CrPIP°PSPSCII CRPsP-C+PéPSCr
PrP»CII C-PSC, CfP-C-PNe. P”PsC,CRP&PjCrCRC+P&CI'CH PiCRP°PIP&P»
P°CI'PpPiC,PéPePé, CI'P»C-Pr PSP°P+CHP°C,Pé PSPuPsP+C...C-PrPSCr
PeC-P»CHPeC-CI'C,CH P”PsCtPuC,P°PeCI'PuP»Cr-P'C-CI'C,P°,
PePsPSCtPpPSC,CRHP°C,Ct PrP»CI] CRPsP-C+PéPSCr PrP»CII C-PSC, CrP-C-PN,
PIPéPePsCHPECI'C,PsPICFCRC$Pé PeP°P»C-P+CHPsPIP°PSPEPN. CEPICHP&CT.

PJ] C,P»P°PePsPSC- PePsPSCtPuPSC,CHP°CtC-CII PrPsCtPuC,P°PeCI'PuP»Cr
CI'C,P°PSPsPIP&C,CH 20 PjPi/PjP».

PkPpPsP=+C...C-PrPSCt PeC-P»CHPeC-CI'C,CH P”PsCtPuC,P°PeCI'PuP»Cr-P’C-CI'C,P°,
PePsPSCtPpPSC,CHP°C,Crt PrP»CLI CHPsP-C+P&éPSCT PrP»CILI C-PSC, CfP-C-PNe, CI'P»C-Pr
PIPIPuCI'C,Pé Cf 250 PjP» PiP°PePuC, P°P+Ps C,P»P°PePsPS PrP»CLI C-PSC, CIP-C-PNe, C%oPs
PjC-CI'C,PéC,CH 5 % CEPsP-CP&PS PiP»CRPePsP-Pé P°P+Ps 0,9 % CHPsP-C+P&éPS (9 PjPi/PjP»)
PSP°C,CBC-Ch C...P»PsCRHP&PrCt PrP»CLI C-PSEE™ C”PeCtC-Pe.

PIPeC%oPs PiP°C+C-C”PSC,Ct PiPsC,CRHC-P+PSP° PrPsP-P° PrPsC{PuC,P°PeCI'PuP»CE,
P+C-P»CHhCEP® P-P° 200 PjPi, CI'P»C-Pr PIP&PePsCEP&CI'C,PsPICIPIP°C,Pé P+C-P»CHCEPEPN:
PsP+5F™C”Pj CEPsP-C+P&PSCt PrP»CLI C-PSC, CfP-C-PNe, C%oPsP+ PSPy
PiPRCEPRPIPEC%0CIPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-Ch PrPsCtPuC,P°PeCIPuP»Cr

0,74 PjPi/PjP».

PYC,CECICI'PSCIC,Pé PiP°PePuC, P°P£Ps C,P»P°PePsPS C-P- CEPsP-C+PéPSPsPj PrP»CII
C-PSC, CrP-C-PNe, C%oPsP+ C—C...PSC-PNe PIPjC-CI'C, PiPuCHPuPjC-CE€P°PICI'CII C-P-
PIPIPpPrPuPSPePj PePsPSCTPuPSC,CHP°C,PsPj.

PuCEHP&PiPsC,PsPIP°PSPEPNe CRPsP-C+PéPS PrP»CII C-PSC, CfP-C-PNe CI'P»C-Pr
PIP&PePsCHP&CI'C,P°C,Pé PiCHPsC,CLIPiPsPj 8 PiPsPrPéPS PiCHPé C,PuPjPiPuCRP°C,CrCHC-
PSP&PYC$Pp 25 B°C (Cr C,PsPjCt CP&ECI'P»C- C-P- PICHP°C...CfPIP°PSPSCIIPj
C,CRP&PIP°P»PsCI'C,C- CI'P°PjPsC— C-PSC, CrP-C-C—).

PuPuCEPuPr P-P°CI'C,PsCI'CPIP°PSPSCLIPj CRPsP-C+PéPS PrPsCtPuC,P°PeCI PuP»Cr PrP»ClI
C-PSC, CtP-C-C—, CLIPe C- CFCI'C- PiCRPpPiP°CEP°C,Pé, PiCEP&P-PSP°CPuPSC- PrP»ClII
PiP°CHPRPSC,PuCEHP°P»CIbPSPsPiPs PIPIPpPrPuPSPSCILI, CI'P»C-Pr CPIP°PYPSPs
PsPiP»CLIPSCIC,Pé. P PsP-CPéPSPé, C%oPs PjC-CI'C,CIIC,CH PsCI'P°Pr,
PIP&éPePsCEP&CI'C,PsPICIPIP°C,Pé PSPy PjPsPYPSPe.

P&PpPIPEPePsCEPECIC,P°PSPEPNe PICHPRPIP°CRP°C, P°P+Ps PIP&C,CEP°C,PSC-
PjP°C,PuCEC-P°P»Pé PiC-PrP»CIIPiP°CEC,CH P-PSPEC%0PuPSPSCE Cr
PICI'C,P°PSPsPIP»PpPSPsPjCt PjC-CI'CPuPIP&éPjPé PSPsCEHPjP°PjPé PiPsCHCIIPrPeCt.



P—P°CI'C,PsCI'C¢PIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2PIP°PSPSCII PiCECZPrPrCR.

P’P°PiC-C,PSC-CI'C,CH.

P-C-PSPePé CHPuPiCRPsPrCrPeC,PéPIPSPsPiPs PIC-PeCr. PPsPSC,CRP°CtPuPiCtC-C

Cr C$PsP»PsPIC-PeC-PI C- PYC-PSPsPe.

P-C-PSPeP°Pj CHPpPiCHPsPrCrPeC,PéPIPSPsPiPs PIC-PeCrt C,P° C+PsP»PsPIC-PeP°P;j,
CIIPeC- PiCHP&PNPjP°CRC,CH PrPsCtPuC,P°PeCI'PuP», CI'P»C-Pr
CHPuPePsPjPuPSPrCrPIP°C,Pé CrPSPéPeP°C,Pé PIP°PiC-C,PSPsCI'C,C-, PYC-PSPeP°Pj
BR“ PSPp PSP°CHPsPrPYCrPIP°C,Pé PrPéC,PEPSCK C- PSPuPiP°PNePSPs
PiPsPIC-PrPsPjPéC,Pé P»C-PeP°CHCII Ct CHP°P-C- PSP°CI'C,P°PSPSCII
PIP°PiC-C,PSPsCI'C,C-.

PSPuCHPpP- PiPpPSPsC,PsPeCI' P&CPSPEPN:. CRPEP-PéPe PIC-PSPePé
CRPpPiCEPsPrCrPeC,PEPIPSPsPiPs PIC-PeCt PiPsPIP&PSPSC-
PIP&PePsCEP&CI'C,PsPICIPIP°C,Pé PuC, PuPeC,PEPIPSC- PjPuC,PsPrpé
PePsPSC,CRP°CtPuPiCtC-C— PiC-Pr C4P°CI* P»C-PeCfPIP°PSPSCII C,P°
PiCEPsC,CLIPiPsPj 2 PjC-CI'CLICtC-PI PiC-CI'P»CII PiCEP&PiP&PSPuPSPSCILI
P»C-PeCtPIP°PSPSCLI PrPsCtPuC,P°PeCI'PuP»PsPj. P§PsP»PsPIC-PePé PiPsPIPEPSPSC-
PIP&PePSCEP&CI'C,PsPICIPIP°C,Pé PuC, PuPeC,PEPIPSC- PjPuC,PsPrpé
PePsPSC,CRP°CtPuPiCtC-C— PiC-Pr C4P°CI’ P»C-PeCIPIP°PSPSCII C,P°
PiCEPsC,CLIPiPsPj 4 PjC-CI'CLICtC-PI PiC-CI'P»ClI PiCEP&PiP&PSPuPSPSCILI
P»C-PeCPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj.

P”P°PSPé&C... PICEPs P-P°CI'C,PsCI'CtPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr
PIP°PiC-C,PSP&Pj PYC-PSPeP°Pj PSPuPjP°C”. P’ PuPeCI'PiPuCRP&PjPuPSC,P°C... PSP°
C,PIP°CHPEPSP°C... PrPsCtPuC,P°PeCI'PuP» PIP&CIIPIP»CILIPI
PuPjP+CRC-PsC,PsPeCI'PECPSPEPN: C,P° C,PuC,PsC,PsPeCI'PéCPSPEPNe PIPiP»P&PI;
PeCHC-Pj C,PsPiPs, Cf PiP°CtCRPeC-PI P-P°CI'C,PsCI'CrPIP°PSPSCI]
PiCHPuPiP°CHP°C,Ct PiCHPEP-PIPuP»Ps PrPs P-PSPéPIPuPSPSCII
C,PuCHC,PéP»CIHPSPsCI'C,C-. PIPe C- C-PSC£C- CtP&C,PsC,PsPeCI'PEC+PSC-
P»C-PeP°CRCI'CHhPeC- P-P°CI'PsP+P¢, PrPsCtPuC,P°PeCI'PuP» Ct CHP°P-C-
P-P°CI'C,PsCI'CrPIP°PSPSCI]I PIP°PiC-C,PSP&Pj PIC-PSPeP°Pj PjPsPIPu P-P°PIPrP°C,Pé
CEPeC-PrP»P&PIPsPiPs PIPiP»PEéPICT PSP° PiP»C-Pr. P] P-PIBF™ CLIP-PeCt P:- CtPé&Pj
PrPsCtPuC,P°PeCI'PuP» PSPu PjPsP{PSP° PiCHP&P-PSP°C+P°C,Pé PiC-Pr C+P°CI’
PIP°PiC-C,PSPsCI'C,C-, P-P° PIP&PSCLIC,PePsPj PIP&PiP°PrPeC-PI, PePsP»Pé PrP»ClI
CtCHPsPiPs C-CI'PSCIC” PSP°PiP°P»CHPSP°® PiPsC,CHPuP+P°. P-C-PSPeP°P;
CHPpPiCHPsPrCPeC,PEPIPSPsPiPs PIC-PeCt, CLIPeC- PiCHP&PN:PjP°CRC,CHb
PrPsCtPuC,P°PeCI'PuP», CI'P»C-Pr CEPpPePsPjPuPSPrCrPIP°C,Pé CIPSPéPeP°C,Pé
PIP°PiC-C,PSPsCI'C,C- C- PSPuPiP°PNePSPs PiPsPIC-PrPsPjPéC,Pé P»C-PeP°CHCII Cf CEP°P-C-
PSP°CI'C,P°PSPSCII PIP°PiC-C,PSPsCI'C,C-.

PuCHPsC,CIIPiPsPj PICI'CHhPsPiPs PiPuCRC-PsPrCr P»C-PeCrPIP°PSPSCII CI'P»C-Pr
PePsCHPECI'C,CIPIP°C,PECI'CII PuC, PuPeC,PéPIPSPEPjPE PjPuC,PsPrP°PjPé
PePsPSC,CHP°CtPuPiCtC-C—.

PuPuCHC-PsPr PiPsPrCéPIP°PSPSCII PiCHCéPrPrCH.



P”PsCtPuC,P°PeCI'PuP» C” P»C-PiPsC,C-P»CHhPSPsCh CI'CrP+CI'C,P°PSCtC-C”CH,
P°P»Py PSPuPIC-PrPsPjPs, C+Pé PiCEPsPSPéPeP°C” PIC-PS Cr PiCRCrPrPSPu
PjPsP»PsPePs. PhC,PYPy, PICHP°C...PsPICrChCiPé CHhPéP-PéPe CHPsP-PIPEC,PeCr
PiPsP+C-C$PSPé&C... PuC,PuPeC,C-PI Ct PSPuPjPsPIP»CIIC,, CLIPeC-
PiPuCHPuP+CrPIP°CRC,CH PSP° PiCECrPrPSPsPjCr PIPéPiPsPrPsPICIPIP°PSPSC-,
PiCHPsC,CLIPiPsPj PeCrCHCI'Ct P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI PuP»PsPj
CI'P»C-Pr PiCHP&éPiPEPSPEC,Pé PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh.

PuPuCHEC,PéP»CHPSC-CI'C,CH.

P] PiCHPsCtPuCI'C- PrPsPeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH
PrPsCtPuC,P°PeCI'PuP» C+PéPSP&PI PiPpPSPsC,PsPeCI'PéC+PSCr PrC-Ch C- PIPiP»P&PIP°PI PSP®
C,PuCEC,PEP»CHPSC-CI'C,CH PrPsCI'P»C-PrPSPEC... C,PIP°CHPEPS-CI'P°PjCtC-PI. P§P°PeP&Pj
C$P&PSPsPj, C+PsP»PsPIC-PeP°Pj, CLIPeC- PiCEP&PN:PjP°CRC,CH PrPsCtPuC,P°PeCIPuP»,
CHPuPePsPjPuPSPrPsPIP°PSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé PSP°P»PuPYPSC- P-P°CI'PsP+Pé
PePsPSC,CEP°CtPuPiCtC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C- PIPiCHPsPrPsPIPY 6
PjC-CI'CIICtC-PI PiC-CI'P»CLI PNePsPiPs PiCHP&éPiPéPSPuPSPSCII. P$Pj CI'P»C-Pr
P-PIPuCHPSCFC,PéCI'CLI P-P° PePsPSCI'CtP»CHC,P°C+C-C”Ch C%oPsPrPs
PePsPSCI'PuCHPICFPIP°PSPSCII CI'PiPuCHPjPé PiPuCEPuPr PiPsC+P°C,PePsPj
P»C-PeCrPIP°PSPSCII.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CEPuP°PeCtC-C— PiCEPé
PePuCEC#PIP°PSPSC- P°PIC,PsC,CEP°PSCI'PiPsCEC,PsPj P°P+Ps C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI'P»C-PrPYPpPSPSCII PIPiP»P&PICT PrPsCtPuC,P°PeCI PuP»Cr PSP®
P-PrP°C,PSC-CI'C,CH PePuCHCIPIP°C,Pé P°PIC,PsC,CRP°PSCI'PiPsCRC,PsPj C,P°
PiCHP°CtCRPIP°C,Pé P- PjPuC...P°PSC-P-PjP°PjPé PSPu PiCRPsPIPsPrPéP»P&CICII.

P'PjC-CI'C, P°P»PePsPiPsP»Ch Cf CtCHPsPjCr PiCHPuPiP°CHP°C,C- C,P° PiPsP+C-C+PSC-
PuC, PuPeC,Pé CtCHPsPiPs PiCHPuPiP°CHP°C,Cr PjPsPYCrC,CH PiPsCECrCECIPIP°C,Pé
P-PrP°C,PSC-CI'C,CH PePuCHCIPIP°C,Pé C,CHP°PSCI'PiPsCHC,PSPéPjPé P-P°CI'PsP+P°PjPé
P°P+Ps PiCHP°CtCRPIP°C,Pé P-C- CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé (PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P°
B«P1iPsP+C-C+PSC- CHPuP°PeCtC-C—B»). P] P-PIsF™ CLIP-PeCr P- CtP&Pj
PiP°Ct+C-C”PSC,C-PI CI'P»C-Pr P-P°CI'C,PuCRPuPiC,Pé C%oPsPrPs PjPsPIP»P&PIPsPiPs
PIPiP»P&PICY PIPjC-CI'C,Ct P°P»PePsPiPsP»Ch C,P° PiPsP+C-C$PSPéC... PuC,PuPeC,C-PI
CtCHPsPiPs PiCRPuPiP°CHP°C,Cr PSP°® P-PrP°C,PSC-CI'C,CH PePuCRHCIPIP°C,Pé
C,CRP°PSCI'PiPsCHC,PSPéPjPé P-P°CI'PsP+P°PjPé P°P+Ps PiCHP°CtCRPIP°C,Pé P-C-
CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé C- CHPuPePsPjPuPSPrCrPIP°C,Pé C—Pj
PSPu PePuCRCIPIP°C,Pé C,CHP°PSCI PiPsCEC,PSP&PjPé P-P°CI'PsP+P°PjPé C,P° PSPu
PiCEP°CtCRPIP°C,Pé P-C- CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé, CIIPeC%oPs
Cr PSP&C... PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII PIPEPSPéPeP°C,PéPjCrC,CH CtC-
PiPsP+C-C+PSC- PuC,PuPeC,Pe.

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



P—P°CI'C,PsCI'CFPIP°PSPSCI]I PrPsCtPuC,P°PeCI'PuP»Cr PiPsPIPEPSPSPs
PsP+PjPuPYCrPIP°C,PECI'CLI PIC-PrPrC-P»PuPSPSCLIPjPé, C%oPs
CI'PiPuCtC-P°P»C-P-CFCRC,CHCI'CII PSP°® CtP&C,PsC,PsPeCI'P&C+PSC-PNe
C...C-PjC-PsC,PuCHP°PiC-C—. P”PsCtPuC,P°PeCI'PuP» CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PIPéPeP»CRC+PSPs PiC-Pr PSP°PiP»CIIPrPsPj C,PuCHP°PiPuPIC,P°, PePsPjPiPuC,PuPSC,PSPsPiPs
Cr PiCEPsPIPpPrPuPSPSC- PiCHPsC,PéCEP°PePsPIPsC— C...C-PjC-PsC,PuCHP°PiC-C—.

P PuPePsPjPuPSPrPsPIP°PSC- PrPsP-Pé. PiCHPé P»C-PeCrPIP°PSPSC- CEP°PeCr
PjPsP»PsC+PSPsC— P-P°P»PsP-P&, PSPuPrCEC-P+PSPsPeP»C-C,PéPSPSPsPiPs CHP°PeCr
P»PpPiPpPSCH, CHP°PeCr CEP»CrPSPeP° C,P° CEP°PeCr PiPsP»PsPIPé C,P° CEPEC— PjPsPIPSP®
P-P°CI'C,PsCI'PsPICFPIP°C,Pé (CIIPeC%oPs PSPu PiCEPsC,PéPiPsPeP°P-P°PSPs)
PiCEPpPjPuPrPéPeP°C+C-Ch PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé PrP»ClI
PiPpuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCI], C,P°PePéPjPé ClLIPe
PrPpPeCI'P°PjPuC,P°P-PsPS Cr PrPsP-C- 16 PjPi PSP° PrPsP+Cr (PSP°PiCHP&éPeP»P°Pr 8 PjPi
PrPIC-C#C- PSP° PrPuPSCH) PiCHPsC,CLIPiPsPj 3 PrPSC-PI; PiPuCRECECT PrPsP-Cr
PiCHPEPN:PjP°CRC,CH P-P° 1 PrPuPSCH PrPs PiPuCECEPsPiPs PIPIPpPrPuPSPSCII
PrPsCtPuC,P°PeCI'PuP»Cr (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»). P”P»CII P-PjPuPSCEPuPSPSCII CHP&P-PEPeCT
PiPpPjP°C,PsP»PsPiC-C+PSP&C... PiCEPsCIIPIC-PI C,PsPeCI'PéC+PSPsCI'C,C-
PrPsCtPuC,P°PeCI'PpuP»Cr PjPsPYPSP° PiCEPsC,C-P»P°PeC,PéC+PSPs
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiCEP°PSCIP»PsCtP&C,P° CHPSPEPNe
PePsP»PsPSC-C”CI'C,PéPjCtP»CRCRC+PEPNe C,P°PeC,PsCE (P“-PrPYPx).

PuCHPé P»C-PeCrPIP°PSPSC- PjPuC,P°CI'C,P°C,PéC+PSPsPiPs PeP°CI'C,CHP°CtC-PNePSPs-
CHBPpP-PECI'C,PuPSC,PSPsPiPs CHP°PeCt PiPuCHPuPrPjC-C...CFrCHPsPIPsC— P-P°P»PsP-Pé
CHPpPePsPjPuPSPrPsPIP°PSPéPN. CHPuPYP&Pj PiICRPuPjPuPrPéPeP°CtC-C—
PiPpCHPsCHP°P»CHPSP&Pj PrPuPeCI'P°PjPuC,P°P-PsPSPsPj, PICRP°C...PsPICfCRC+Pé
PsPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPrPSC-P-PsPSCr CtPé
PiCEPpPrPSC-P-PsP»PsPSCY, PjP°C” PIPeP»CRC+P°C,Pé PiCHPéPN:-PsP;j 8 PjPi
PiCRPpPiP°CHP°C,Cr P-P° 12 PiPsPrPéPS, P-P° 3 PiPsPrPéPSPé C,P° P-P° 1 PiPsPrPéPSCr PrPs
PiPsC+P°C,PeCr PiPuCRHC€PsC— C-PSC, CrP-C-C— PrPsCtPuC,P°PeCI'PuP»Cr (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).

PuCEPé P»C-PeCrPIP°PSPSC- PjPuC,P°CI'C,P°C,PéC+PSPsPiPs
PiPsCEPjPsPSPsC+CrC,P»PéPIPsPiPs CHP°PeCr PiPuCHPuPrPjC-C...CftCRHPsPIPsC— P-P°P»PsP-Pé
CHPuPePsPjPuPSPrPsPIP°PSPéPNe CHPuPYP&Pj PiCHPuPjPuPrPéPeP°CtC-C—
PiPpCEHPsCHP°P»CHPSPEPj PrPuPeCI'P°PjPuC,P°P-PsPSPsPj, PSPuP-P°P»PuPIPSPs PIC-Pr
PsPrPSPsC$P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPrPSC-P-PsPSCr CfPé
PiCHPpPrPSC-P-PsP»PsPSCt, PjP°C” PIPeP»CRC+P°C,Pé PiCHP&PNPsPj 8 PjPi
PiCHPpPiP°CHP°C,Crf P-P° 12 PiPsPrPéPS, P-P° 3 PiPsPrPéPSPé C,P° P-P° 1 PiPsPrPéPSCr PrPs
C-PSC, CrP-C-C— PrPsCtPuC,P°PeCI'PuP»Cr (PrPéPIl. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P”P»CII P-PjPuPSCEPuPSPSCII CHPEP-PEPeCT PiPuPjP°C,PsP»PsPiC-C+PSP&C... PICHPsCIIPIC-PI
C,PsPeCI'PéC+PSPsCI'C,C- PrPsCtPuC,P°PeCI PuP»Cr PjPsPIPSP° PiCHPsC,C-P»P°PeC,PECPSPs
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiCHP°PSCIP»PsCtPéC,P°CHPSPEPNe
PePsP»PsPSC-C”CI'C,PéPjCtP»CRCRCP&PNe C,P°PeC,PsCH (P“-PiPYPx). P”PsCtPuC,P°PeCI PuP»
PIPIPsPrPéC,CHCI'CII C-PSC, CP-C-PNePSPs PiCEPsC,CIIPiPsPj PsPrPSC-C”C— PiPsPrP&PSPé
PePsPYPSC- 3 C,P&PYPSC-.

P P°Pe PjPsP»PsC+PSPsC— P-P°P»PsP-Pé. P”P»ClLI P°Prsf™ CRPIP°PSC,PSPsC—
C,PuCHP°PiC-C— PsPiPuCEP°P+PuP»CHPSPsPiPs CEP°PeCt PjPsP»PsC{PSPsC—



P-P°P»PsP-Pé P- CrCEP°PYPuPSPSCIIPj P»C-PjC,P°C,PECPSPEC... PICIP-P»C-PI C,P°
P+PuP- PSCHPsPiPs CEPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PrPsCtPuC,P°PeCI'PuP»Cr
CI'C,P°PSPsPIPEC,CH 75 PjPi/Pj*, CI1IPeCr PIPIPsPrCIIC,CH C{PuCHPuP: 1 PiPsPrPéPSCY
PiC-CI'P»CI]I P-P°CI'C,PsCI'CfPIP°PSPSCI] PrPsPeCI' PsCHCIP+C-CtPéPSCT (50 PjPi/Pj’)
C,P° CtPéPeP»PsC,PsCI'C,P°PjC-PrCr (500 PjPi/Pj’) PePsPIPSC- 3 C,PéPYPSC-,
PICI'CHPsPiPs 6 CtP&éPeP»C-PI (CI'C...PuPjP° TAC) (PrPéPI. C,P°PePsPY
PiC-PrCEPsP-PrC-P» B«PmPsCHPuPeCtC-CII PrPsP-Pé PiC-Pr CP°CI
P»C-PeCrPIP°PSPSCIIB»).

P”P»CII P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,PsPe P
PjC-CI'CtPuPIPsPiCHPsPiCEPuCI'CrCRC$PéPj P°P+Ps PjPuC,P°CI'C,P°C,PéCPSP&Pj CHP°PePsPj
PjPsP»PsCPSPsC— P-P°P»PsP-Pé CHPuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P°
PrPsCtPuC,P°PeCI'PuP»Cr PiCHPé PjPsPSPsC,PuCHP°PiC-C— CI'C,P°PSPsPIPEC,CH 100 PjPi/Pj’.
PiPe C,PuCHP°PiC-Ch PiPuCHCEPsC— P»C-PSC-C— PrPsCtPuC,P°PeCI'PuP» 75 PjPi/Pj*
P-P°CI'C,PsCI'PsPICfCRC,CH Cr PePsPjP+C-PSP°CtC-C— P- PrPsPeCI'PsCHCrP+C-CtP&PSPsP;
(50 PjPi/Pj*). P] PePsPjP+C-PSP°CtC-C— P- C,CHP°CI'C,CrP-CrPjP°P+PsPj (C%oPs
PIPIPsPrPéC,CHCI'CLI C%oPsC,PéPJPSCII) PrPsCtPuC,P°PeCI'PuP» P-P°CI'C,PsCI'PsPIC*CRC,CH
Cr CBPpPePsPjPuPSPrPsPIP°PSC-PNe PrPsP-C- 100 PjPi/Pj’ PePsPYPSC- 3 C,PEPIPSC-. P’
PsPiPsCHPSPsPjCt PeP»C-PSC-C+PSPsPjCr PrPsCI'P»C-PrPIPuPSPSC- PrPsCtPuC,P°PeCI'PuP»Cr
PiPuCHCECY C-PSC, CrP-C-Ch PiCRHPuPiP°CHP°C,Cr PiCHPsPIPsPrPéP»Pé PSP°CI'C,CrPiPSPsPiPs
PrPSCI]I PiC-CI'P»CI] PIPIPpuPrPuPSPSCII PiPpCHCEPsC— PrPsP-Pé C,CEP°CI'C,CfP-CIPjP°PCr.
P’ PiPsPrP°P»CHCEPsPjCr PrPsP-Pé PrPsCtPuC,P°PeCI'PuP»Cr PiCHPEP-PSP°CP°P»P&CI'CII
PSPuPiP°PNePSPs PiC-CI'P»CLI P-P°PIPuCHCEPuPSPSCII C-PSC, CfP-C-PNe
C,CRP°CI'C,CrP-CrPjP°P+Ct, CLIPeC%oPs C%oPsPNePSPs PIPIPuPrPuPSPEPNe
C,CRP°CI'C,CrP-CrPjP°P+ PrPsP+CHEPp PiPuCEPuPSPsCI'PEPICI'CI] C...PIPsCHPEP;.
PhCI'PsP+P»P&PIPsCI'C,C- PrPsP-CrPIP°PSPSCII C,P° CI'PiPsCI'PsP+Cr
PiCRP&P-PSP°C+PpPSPSCII C,CEP°CI'C,CIP-CIPjP°P+Ct PIPEPeP»P°PrPuPSC- PI
B«P—P°PiP°P»CHPSC-PNe C...P°CEP°PeC,PuCRP&CI'C,PéCTC- P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+CrB» C,CHP°CI'C,CrP-CrPjP°P+Cf.

P] PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtP&C,P°P+C-PSPsPj PrPsCtPuC,P°PeCI'PuP»
P-P°CI'C,PsCI'PsPICYCRC,CH PI CHPuPePsPjPpPSPrPsPIP°PSC-PNe PrPsP-C- 75 PjPi/Pj’
PePsPYPSC- 3 C,PEPYPSC-; PeP°PiPuCtPéC,P°P+C-PS PiCHPé CtCHPsPjCr PIPIPsPrCLIC,CH Cr
PrPsP-C- 1250 PjPi/Pj* PrPIC-C+C- PSP°® PrPuPSCH (PSPu PiC-P-PSC-C€Pp PSC-PY C+PuCHPuP-
30 C...PI PiC-CI'P»CII C—PrPé) PiCHPsC,CLIPiPsPj 2 C,PéPJPSC-PI P- PiPsPrP°P»CHCEPsCH 1-
C,PéPYPSPuPIPsCh PiPpCHPuCHPIPsCR. PhCI'PsP+P»P&PIPsCI'C,C- CRHPsP-CHP°C...CrPSPeCr
PrPsP-Pé PeP°PiPuCtP&C,P°P+C-PSCt PIC-PrPiPsPIC-PrPSPs PrPs PiP»PsC%oC-
PiPsPIPuCHC...PSC- C,C-P»P° PIPEPeP»P°PrPuPSC- PI B«P—P°PiP°P»CHPSC-PNe
C...P°CHP°PeC,PuCEP&CI'C,PECC- P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+CrB»
PeP°PiPuCtPéC,P°P+C-PSCr.

P&PuPrCHC-P+PSPsPeP»C-C,PéPSPSPEPNe CEP°Pe P»PuPiPuPSCH. PuCHPé
P»C-PeCFPIP°PSPSC- PiP°CC-C”PSC,C-PI P- PSPUPrCEC-P+PSPsPeP»C-C,PEéPSPSP&P]
CEP°PePsPj P»PpPiPpPSClH, CLIPeC- CEP°PSC-CEPp PSP PsC,CEP&PjCIPIP P»Pé
C...C-PjC-PsC,PuCHP°PiC-Ch, CEPpPePsPjPuPSPrPsPIP°PSPs P-P°CI'C,PsCI'CI-PIP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»Ct PI PrPsP-C- 75 PjPi/Pj’, PsPrCEP°P-Ct PiC-CI'P»CLI C4PsPiPs
PIPIPSPrCLIC,CH CtP&CI'PiP»P°C,P&PS 75 PjPi/Pj* PiCEPsC,CLIPiPsPj 308560 C...PL
P”P»CLI P»C-PeCIPIP°PSPSCII PiP°C+C-C”PSC,C-PI, PrP»CII CLIPeP&C... CRP°PSC-CEPp
C...C-PjC-PsC,PuCEP°PiC-CLI PiCEPuPiP°CHP°C,P°PjPé PSP® PsCI'PSPsPIC- PiP»P°C,P&PSPé
PIP&CIIPIPEP»P°CI'CLI PSPuCtCI'PiC-CEPSPSCR, CEPpPePsPjPuPSPrPsPIP°PSPs




PjPsPSPsC,PuCREP°PiC-Ch PrPsCtPuC,P°PeCI'PuP»PsPj Cr PrPsP-C- 75 PjPi/Pj’.
P P°Pe PiCRPsCI'C,P°C,Pé.

PwPuC,P°CI'C,P°C,PéC+PSPéPNe PeP°CI'C,CHP°CtC-PNePSPs-CEPuP-PECI'C,PuPSC,PSPEPNe
CHP°Pe PiPuCHPuPrPjC-C...C2CHPsPIPsC— P-P°P»PsP-Pé.

P PuPePsPjPpPSPrPsPIP°PSP° PrPsP-P° PrPsCtPuC,P°PeCI PuP»Cr CI'C,P°PSPsPIPEC,CH 75
PjPi/Pj*. PuCEPé C{CIHbPsPjCt P+PuP-PiPpCHPUCEPIPSPEP] PeCCECI PSP
PiCEP&P-PSP°C#P°C"C,CHbCI'CLI C,P°PePsPY PiCEPuPrPSC-P-PsPS P°P+Ps
PiCHPRPrPSC-P-PsP»PsPS 5 PjPi PrPIC-C+C- PSP° PrPuPSCH PiPuCEPsCEP°P»CHPSPs (PrP&PI.
CEPsP-PrC-P» B«PxP°CEPjP°PePsPrPéPSP°PjC-PeP°B»).

PrPuC,P°CI'C,P°C,P6C+PSPEPNe PiPSCEPjPsPSPsC+C3C,P»PEPIPEPN. CEP°Pe
PiPuCHPuPrPjC-C...C4CPsPIPsC— P-P°P»PsP-Pé.

P PpPePsPjPpPSPrPsPIP°PSP° PrPsP-P° PrPsCPuC,P°PeCI PuP»Cr CI'C,P°PSPsPIPEC,CH 75
PjPi/Pj’ PePsPYPSC- 3 C,PéPPSC- PiCHPsC,CLIPiPsPj 6 CtPéPeP»C-Pl. PuCHPuPrPSC-P-PsPS
P°P+Ps PiCEPuPrPSC-P-PsP»PsPS PjPsPYCrC,CH PiCHP&PN:PjP°C,PECI'CLI
P+PyuP-PiPuCEPuCEPIPSPs PiPs 5 PjPi PiPuCEPsCHP°P»CHPSPs PrPIC-C4C- PSP° PrPsP+Cr.

PHPrPuPSPsPeP°CHCtP&PSPsPiP° CEP»CrPSPeP°. P PuPePsPjPuPSPrPsPIP°PSP® PrPsP-P°
PrPsCtPuC,P°PeCI'PuP»Cr CI'C,P°PSPsPIPEC,CH 75 PjPi/Pj*, CLIPeCr PIPIPsPrCIIC,CHo

C-PSC, CP-C-PN:PSPs PiCHPsC,CIIPiPsPj 1 PiPsPrPéPSPé, PsPrCHP°P-Crt PiC-CI'P»CII C+PsPiPs
PiCHP&P-PSP°C+P°CRC,CH CtP&CI'PiP»P°C,PéPS 75 PjPi/Pj* C-PSC, CP-C-PN:PSPs
PiCRPsC,CIIPiPsPj 1853 PiPsPrPéPS (PsP+P&PrPIP° PiCHPuPiP°CHP°C,Pé
P-P°CI'C,PsCI'PsPICFCRC,CH P»P&CEPH PI 1-PNe PrPpPSCH CtPéPeP»Cr); PSPuPiP°PNePSPs
PiC-CI'P»CI] P-P°PeC-PSC+PpuPSPSCII PIPIPuPrPuPSPSCII CtPéCI PiP»P°C,PéPSCr
PiPsC$P&éPSP°CRC,CH C-PSC,CrP-C-Ch 5-C,C,PsCECrCREP°CtP&P»Cr (750 PjPi/Pj*/PrPsP+Cr),
C%oPs PiCHPsPrPsPIPCrC”C,CHCI'CLI P+PuP-PiPuCEPuCEPIPSPs 5 PrC-P+. PIPaPNe CtP&PeP»
PiPsPIC,PsCRCRC”C,CHhCI'CII PePsPIPSC- 3 C,PéPPSC-. PuCHPé CtCHPsPjCr
PiP°CtC-C”PSC,Pé PiPsPIPEPSPSC- PsC,CHP&PjCrPIP°C,Pé PiCHPuPjPuPrPéPeP°CtC-Ch
P°PSC,PéPuPjPuC,PéC+PSPEPjPé PiCHPuPiP°CHP°C,P°PjPé C,P° PIC-PrPiPsPIC-PrPSCr
PiC-PrCRP°C,P°CtC-Ch (PsC,CHP&PjCIPIP°C,Pé PrPsCI'C,P°C,PSCHPs CHC-PrPéPSPé) PSP°
C,P»C- PIPIPuPrPuPSPSCII CtPéCI'PiP»P°C,P&PSCT. P"P»CII P-PjPpPSCEPPPSPSCII
CHP&P-PéPeCr PiPuPjP°C,PsP»PsPiC-C+PSPéC... PiCRPsCIIPIC-PI C,PsPeCI'PéC+PSPsCI'C,C-
C...C-PjC-PsC,PuCEP°PiC-C— PiPsC,CHC-P+PSPs PiCEPsC,C-P»P°PeC,PéC+PSPs
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P“-PPYPx (PrPéPI. C,P°PePsPY PiC-PrCHPsP-PrC-P»
B«PmPsCHPpPeCtC-CII PrPsP-Pé PiC-Pr CP°CI" P»C-PeCrPIP°PSPSCIIB»).

P P°Pe PiPsP»PsPIPé C,P° CEPéC—. PuP°CtC-C”PSC,Pé PiPsPIPEPSPSC- PsC,CHP&PjCIPIP°C,Pé
PiCHPuPjPuPrPéPeP°CtC-Ch P°PSC,PéPuPjPuC,PéC+PSPEPjPé PiCHPuPiP°CHP°C,P°PjPé C,P°
PIC-PrPiPsPIC-PrPSCr PiC-PrCRHP°C,P°CtC-Ch (PrPs C,P° PiC-CI'P»CII PIPIPuPrPuPSPSCII
CtPéCI'PiP»P°C,PéPSCF). P”P»CII P-PjPuPSCEPUPSPSCII CHP&P-PéPeCY
PiPpPjP°C,PsP»PsPiC-C+PSP&C... PiICRHPsCIIPIC-PI C,PsPeCI'PéC+PSPsCI'C,C-
C...C-PjC-PsC,PuCHP°PiC-C— PjPsPIPSP° PiCHPsC,C-P»P°PeC,PEéC+PSPs
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P“-PmPYPr. P'CI'C- PiP°CtC-C”PSC,Pé, C%oPs P+CHP°P»Pé
CrC#P°CI'C,CH Cr PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... TAX 323 C- TAX 324 PI
CI'PeP»P°PrC- PiCHCrPi, C1IPePéPj PiCEPéP-PSP°C+P°P»Pé PrPsCtPuC,P°PeCI PuP»,
PsC,CHPéPjCrPIP°P»Pé P°PSC,PéP+C-PsC,PéPePé P- PjPuC,PsCh PiCEPsC,C-P»P°PeC,PEPePé.

PtPSPrCrPeCtC-PNePSP® C...C-PjC-PsC,PuCHP°PiC-Cl], PiC-CI'P»CII CLIPePsC—
PiCHP&P-PSP°C4P°CRC,CH PiCHPsPjPuPSPuPICT C,PuCHP°PiC-Ch (P-PiC-PrPSPs P-



PrP°PSPé&PjPé PrPsCI'P»C-PrPYPuPSPSCII TAX 323). P”P»CII C-PSPrCrPeCtC-PN:PSPsC—
C...C-PjC-PsC,PuCRHP°PiC-C— PSPuPsPiPuCHP°P+PuP»CHPSPsC—
PjC-CI'CtPuPIPsPiCHPsPiCEPuCI'CrCRC$PsC— CI'PePIP°PjPsP-PSPsPeP»C-C,PéPSPSPsC—
PiP»PsCI'PePsPeP»C-C,PéPSPSPsC— PeP°CHCtPEPSPsPjPé PiPsP»PsPIPé C,P° CEPEC—
(PYPmPmP“PE) CHPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PrPsCtPuC,P°PeCIPuP»Cr
CI'C,P°PSPsPIP&C,CH> 75 PjPi/Pj’, C%oPs PIPIPsPrPéC,CHCI'CII C-PSC, CP-C-PNePSPs
PiCHPsC,CIIPiPsPj 1 PiPsPrPéPSPé, PsPrCRHP°P-Crt PiC-CI'P»CI] C+PsPiPs PI 1-PNe PrPuPSCH
CtPé&PeP»Cr P-P°CI'C,PsCI'PsPICFYCRC,CH CtPECIPiP»P°C,PéPS Crf PrPsP-C- 75 PjPi/Pj’
C-PSC, CfP-C-PNePSPs PiCHPsC,CIIPiPsPj 1853 PiPsPrPéPS; PSPuPiP°PNePSPs PiC-CI'P»CI]
P-P°PeC-PSC$PuPSPSCII PIPIPuPrPuPSPSCII CtPECI'PiP»P°C,PéPSCT PiPsC{PEéPSP°CRC,CH
C-PSC, CfP-C-Ch 5-C, C,PsCRHCrCRHP°CtPEP»Cr (750 PjPi/Pj’/PrPsP+Cr), CIIPeP®
PiCEPsPrPsPIPYCIC”C,CHhCI'CII P+PuP-PiPuCHPuCHPIPSPs 5 PrC-P+. PJ C,P°PePsPjCr
CHPuPYP&PjC- C+C- PiCHPuPiP°CHP°C,Pé PiCHPEP-PSP°C+P°CRC,CH PePsPIPSC- 3 C,PéPIPSC-
PiCHPsC,CIIPiPsPj 4 CtPéPeP»C-PI. PuC-CI'P»CI] C...C-PjC-PsC,PuCHP°PiC-C—
PiP°CtC-C”PSC,Pé PiPsPIPéPSPSC- PsC,CHP&PjCIPIP°C,Pé PiCHPsPjPuPSPuPICYK
C,PuCRP°PiC-Ch.

P+PSPrCrPeCtC-PNePSP° C...C-PjC-PsC,PuCHP°PiC-Cl], PiC-CI'P»CII CIIPePsC—
PiCRHP&P-PSP°C+P°CRC,CIb C...C-PjC-PsCHP°PrC-PsC,PuCHP°PiC-Ch (P-PiC-PrPSPs P
PrP°PSPé&PjPé PrPsCI'P»C-PrPIPuPSPSCII TAX 324). P”P»CII C-PSPrCrPeCtC-PN.PSPsC—
C...C-PjC-PsC,PuCEP°PiC-C— PjC-CI'CtPuPIPsPiCHPsPiCEPuCI'CfCRC+PsC— PYPmPmHP“PE
(C,PuC...PSC-C$PSPs PSPuCHPuP-PuPeC,P°P+PuP»CHPSPsC—, P- PSPéP-CHPePsCh
C-PjPsPIC-CRPSC-CI'C,Ch PiCRHPsPIPuPrPuPSPSCII C...C-CRCrCHPiC-C+PSPsPiPs
P»C-PeCrPIP°PSPSCII P°P+Ps PSPuPsP+C...C-PrPSC-CI'C,Ch P-P°CI'C,PsCI'CfPIP°PSPSCII
PsCHPiP°PSPsP-P+PuCHC-PiP°CRC$PsPiPs PiC-PrC...PsPrCr) CHPuPePsPjPuPSPrPsPIP°PSP°
PrPsP-P° PrPsCtPuC,P°PeCI'PuP»Cr CI'C,P°PSPsPIP&C,CH 75 PjPi/Pj’, CIIPeCr PIPIPsPrCIIC,CH
C-PSC, CrP-C-PNePSPs PiCHPsC,CLIPiPsPj 1 PiPsPrPéPSP&, PsPrCRHP°P-Cr PiC-CI'P»CII C+PsPiPs PI
1-PNe PrPuPSCH CtP&PeP»Cr P-P°CI'C,PsCI'PsPICFCRC,CH CtP&CIPiP»P°C,PEPS 100 PjPi/Pj’
C-PSC, CfP-C-PNePSPs PiCRHPsC,CIIPiPsPj 0,585 "3 PiPsPrPéPS; PSPuPiP°PNePSPs PiC-CI'P»CI]
P-P°PeC-PSC+PuPSPSCII PIPIPuPrPuPSPSCII CtPéCI PiP»P°C,PéPSCr PiPsC{PéPSP°CRC,CH
C-PSC, CrP-C-Ch 5-C,C,PsCHCrCRP°CtP&P»Cr (1000 PjPi/Pj’/PrPsP+Cr), CIIPeP®
PiCRPsPrPsPIPYCrC”C,CHCI'CLI P+PuP-PiPuCEPuCHPIPSPs 4 PrPsP+Pé. P’ C,P°PePsPjCr
CHPuPYP&PjC- CtC- PiCRPuPiP°CRHP°C,Pé PiCHP&P-PSP°CP°CRC,CH PePsPYPSC- 3 C,PEPPSC-
PiCRPsC,CLIPiPsPj 3 CtPéPeP»C-PI. PuC-CI'P»CII C...C-PjC-PsC,PuCHP°PiC-C—
PiP°Ct+C-C”PSC,Pé PiPsPIPéPSPSC- PsC,CHP&PjCrPIP°C,Pé
C...C-PjC-PsCHP°PrC-PsC,PuCRP°PiC-CR.

PhCI'PsP+P»P&PIPsCI'C,C- PePsCRPuPeCtC-C— PrPsP- CtPECI PiP»P°C,PéPSCr C,P° 5-
C,,.C,PsCHCrCHP°CtPéP»Cr PIPEPeP»P°PrPuPSC- Cr PIC-PrPiPsPIC-PrPSPéC...
B«P—P°PiP°P»CHhPSPEC... C...P°CHP°PeC,PuCEP&CI'C,PéPeP°C... P»C-PeP°CRHCI'CHhPePsPiPs
P-P°CI'PsP+CrB».

PPsCHPuPeCtC-CII PrPsP-Pé PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCI].

P—P°PiP°P»CHPSC- PiCEPéPSC1PéPiPé. P”PsCtPuC,P°PeCI'PpP» CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé P-P° CrPjPsPIP&, C%oPs PeC-P»CHPeC-CI'C,CH
PSPuPN:C,CEPsC, C-P»C-PI CI'C,P°PSPsPIPEC,CH = 1500 PeP»C-C,P&PS/PjPj’. PIPeC%oPs PSP°
C,P»C- C,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj P°P+Ps CEPsP-PIPEPIP°C”C,CHCI'CII

C,, PuP+CHP&P»CHPSP° PSPuPN.C,CEPsPiPpPSC-CLI, P°P+Ps PeC-P»CHPeC-CI'C,CH
PSPuPNeC,CEPsC, C-P»C-PI CI'C,P°PSPsPIPEC,CH < 500 PeP»C-C,PéPS/PjPj’ PiCHPsC,CLIPiPsPj
P+C-P»CHCEPu PsPrPSPsPiPs C,PéPIPSCII, P°P+Ps PIPEéPSP&PeP°CRC,CH PiPsCI'C,CHC-



C,CLIP§PeC- CPé PiPsCI'C,CfPiPsPIPs PSP°CEPsCI'C,P°CRC,CH PeCrPjCtP»CLIC,PEPIPSC-
CRPpP°PeCtC-C— P- P+PsPeCt CEPeC-CEPé, P°P+Ps P-PSP°CPSPs PIP6CHP°PYPuPSP°
PiPpCEP&C, PuCEPECPSP® PSPuPN.CEPsPiP°C,C-ClI, PrPsP-Ct PrPsCtPuC,P°PeCI PEP»Cr
CI'P»C-Pr P-PjPuPSCEPEC,Pé P- 100 PrPs 75 PjPi/Pj> C-/P°P+Ps P- 75 PrPs 60 PjPi/Pj*. PIPeC%oPs
PiPsPrC-P+PSC- CEPuP°PeCtC-C— CI'PiPsCI'C,PuCEC-PiP°CRC,CECI'CLI C- PSP C,P»C-
PiCEP&PNPsPjCr PrPsP-Pé 60 PjPi/Pj*, PICHPRPiP°CEP°C, CI'P»C-Pr PIC-PrPjC-PSP&C,Pé.

PhPreF™ CRPIP°PSC,PSP° C,PuCEP°PiC-CII CEP°PeCé PjPsP»PsC$PSPsC— P-P°P»PsP-Pé. P"P»CI]
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCFCRC,CH P°PreR™ CRPIP°PSC,PSCY C,PuCRP°PiC-Ch
PrPsCtPuC,P°PeCI'PuP»PsPj, PrPsPeCI'PsCHCrP+C-CtPEPSPsPj C-
CtP&PeP»PsC, PsCI'C, P°PjC-PrPsPj (CI'C...PuPjP° TAC), CI'P»C-Pr P-PIP°PYP&C,Pé
PrPsCtC-P»CHPSC-CI'C,CH PiPuCHPIPEPSPSPsC— PiCHPsC,C-P»P°PeC,PéPePé P-P°
PrPsPiPsPjPsPiPsCh P“-PmPYPx. PiP°CtC-C”PSC,P°Pj, Ct CILIPePEC...
CHPsP-PIPEPIP°C”C,CHCI'CII C,PuP+CHP&P»CHPSP°® PSPuPNeC,CHPsPiPuPSC-CII C,P°/P°P+Ps
PSPuPN.C,CHPsPiPuPSC-C+PSP° C-PSC,PuPeCtC-CII, CI'P»C-Pr P-PjPuPSCEPEC,Pé PrPsP-Cr
PrPsCtPuC,P°PeCI'PuP»Cr PrPs 60 PjPi/Pj* Cr PICI'C-C... PiPsPrP°P»CHCEP&EC... CtPéPeP»P°C...
P»C-PeCrPIP°PSPSCII (PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P° B«PyiPsP+C-C$PSC- CHPpP°PeCtC-C—B»).
PiP°C+C-C”PSC,P°Pj, Cr CLIPeP&C... CRPsP-PIPEPSCrPICI'CII CI'C,PsPjP°C,PEC, 3 P°P+Ps

4 CI'C,CrPiPuPSCII PIPECRP°PIPuPSPsCI'C,C-, PSPuPsP+C...C-PrPSPs P-PjPuPSCEPEC,Pé
PrPsP-Cr PrPsCtPuC,P°PeCI'PuP»Cr PrPs 60 PjPi/Pj2.

PJ PePsPjP+C-PSP°CtC-C— P- C+PéCI PiP»P°C,PéPSPsPj. P"P»CII PiP°CtC-C”PSC,C-PI, Cf
CIIPePéEC... PiC-Pr C$P°CI" PiPsPiPuCHPuPrPSCHPsPiPs PeCrCHCI'Cr PSP°® C,P»C-
PiCEP&PN:PsPjCr PrPsCtPuC,P°PeCI'PuP»Cr PI PrPsP-C- 75 PjPi/Pj* PI PePsPjP+C-PSP°CtC-C— P
CtP&CI'PiP»P°C,PéPSPsPj PiC-Pe P-PSPéPYPuPSPSCII CHC-PIPSCII C,CHPsPjP+PsCtP&C,C-PI
P+CrPI < 25 000 PeP»C-C,P&PS/PjPj’, PrP»CII PiP°CtC-C”PSC,C-PI, Cr CLIPeP&C... PSP°® C,P»C-
PiCEP&PNePsPjCr PrPsCtPuC,P°PeCI'PuP»Cr CHPsP-PIPEPSCrP»P°CI'CII C,PuP+CHPEP»CHPSP®
PSPuPNeC,CHPsPiPuPSC-CI], P° C,P°PePsP PrP»CII PiP°C+C-C”PSC,C-PI, Cr CIIPeP&C...
PIPEPSP&PeP»Pé CI'PuCHPNPsP-PSC- PSPuPiPuPjP°C,PsP»PsPiC-C+PSC- PiCRPsCLIPIPé
C,PsPeCI'PEC+PSPsCI'C,C- PiCRPuPiP°CHP°C,Cr, CI'P»C-Pr PI PSP°CI'C,CIPiPSPéEC...
PeCfCRCI'P°C... P-PjPuPSCEP&C,Pé PrPsP-Cr PrPsCtPuC,P°PeCI'PuP»Cr PrPs 65 PjPi/Pj’.
PhCI'PsP+P»P&PIPsCI'C,C- PePsCHPuPeCtC-C— PrPsP-Pé CtPECI'PiP»P°C,PéPSCY
PIPéPeP»P°PrPuPSC- PI B«P—P°PiP°P»CHPSC-PNe C...P°CHP°PeC,PuCHPECI'C,PECTC-
P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+CrB» CtPéCI'PiP»P°C,P&PSCY.

PJ PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtPéC,P°P+C-PSPsPj. PhCI'PsP+P»P&PIPsCI'C,C-
PePsCHPpPeCtC-C— PrPsP-Pé PeP°PiPuCtPéC,P°P+C-PSCt PIPéPeP»P°PrPuPSC- PI
B«P—P°PiP°P»CHPSC-PNe C...P°CHP°PeC,PuCHPECI'C,PECtC- P»C-PeP°CECI'CHPePsPiPs
P-P°CI'PsP+CrB» PeP°PiPuCtPéC,P°P+C-PSCF.

PiiP°CtC-C”PSC,P°Pj, Ct CIIPeP&C... PIPiPuCHCEP PIPEPSPéPeP»Pé PiCHPsCLIPIPé
C,PsPeCI'PéC+PSPsCI'C,C- II CI'C,CrPiPpPSCII, C%oPs P-P+PuCHC-PiP°CRC,CHCI'CII C- PSP®
C$P°CI" PSP°CI'C,CrPiPSPsPiPs PIPIPuPrPuPSPSCII
PrPsCtPuC,P°PeCI PuP»Cr/PeP°PiPuCtPéC,P°P+C-PSCF, P»C-PeCrPIP°PSPSCII CI'P»C-Pr
PiPuCHPuCHPIP°C,Pé, PiPsPePé PiCHPsCIIPIPé C,PsPeCI'PEC+PSPsCI'C,C- PSPy
P-PSP&P-CIIC,CHCI'CII PrPs 08F“I CI'C,CPiPuPSCI], P° PiPsC,C-Pj PiPsPSPsPIP&C,Pé C-P:
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj 100 % PiPsC+P°C,PePsPIPsC— PrPsP-Pé PiCHPuPiP°CHP°C,C-PI.

- PP°C+C-C”PSC,P°Pj, Cr CLIPeP&C... Cf P+CrPrCH-CLIPePEPNe C+P°CI PI C...PsPrC-
CtPéPeP»Cr P»C-PeCrPIP°PSPSCLI PIPrCHCrPiPu PIPEPSPEPeP»Pé PiCHPsCIIPIPé



C,PsPeCI'PéC+PSPsCI'C,C- II CI'C,CrPiPuPSCII P°P+Ps PIPiPuCHCEPp PIPEPSPéPeP»Pé
PiCHPsCIIPIPé C,PsPeCI'PéC+PSPsCI'C,C- III CI'C,CfPiPuPSCI], C,PuCHP°PiC-ChR CI'P»C-Pr
PiPuCHPuCHPIP°C,Pé, PiPsPePé PiCHPsCIIPIPé C,PsPeCI'PEC+PSPsCI'C,C- PSPu
P-PSP&P-CIIC,CHCI'CII PrPs 08F“I CI'C,CrPiPuPSCI], P° PiPsC,C-Pj PiPsPSPsPIPEC,Pé,
P-P°CI'C,PsCI'PsPICFfCRC+Pé PrPsCtPuC,P°PeCI'PuP» Cr PrPsP-C- 55 PjPi/Pj’.

P] CRP°P-C- PSP°CI'C,CfPiPSPsC— PiPsCIIPIPé C,PsPeCI'PéC+PSP&C... CLIPIPEC%o P°P+Ps
CIIPeC%oPs PIP&PSP&PeP»Pé PiCRPsCIIPIPé C,PsPeCI'PéC+PSPsCI'C,C- IV CI'C,CrPiPuPSCI],
P»C-PeCrPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»PsPj CI'P»C-Pr PIC-PrPjC-PSP&C,Pé.

PhCI'PsP+P»PéPIPsCI'C,C- PePsCHPuPeCtC-C— PrPsP-Pé C,CHP°CI'C,CrP-CIPjP°P+Cr
PIPéPeP»P°PrPuPSC- PI B«P—P°PiP°P»CHPSC-PNe C...P°CHP°PeC,PuCHPECI'C,PECTC-
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+CrB» C,CHP°CI'C,CrP-CrPjP°P+Cr.

PJ PePsPjP+C-PSP°CtC-C— P- C+PéCI PiP»P°C,PéPSPsPj C,P° 5-C,C,PsCRCCFP°CtPéP»PsPj. P]
CHP°P-C- CIIPeC%oPs Crf PiP°Ct+C-C”PSC,P° CEPsP-PIP&PIP°C”C,CHCI'CII PuPiC-P-PsPr
C,,PuP+CHP&P»CHPSPsC— PSPuPN:C,CHPsPiPuPSC-C—, C,CEP&éPIP°P»PsC—
PSPuPNeC,CEPsPiPpPSC-C— P°P+Ps C-PSC, PuPeCtC-C— PSP° C,P»C-
PSPpPN:C,CHPsPiPpPSC-C—, PSPuP-PIP°PYP°CRC+Pé PSP° PiCEP&PNPsPj P“-PsPYPx, PrPsP-Cr
PrPsCtPuC,P°PeCI'PuP»Cr CI'P»C-Pr P-PjPuPSCEP&C,Pé P- 75 PrPs 60 PjPi/Pj*. PIPeC%oPs C- PI
PiPsPrP°P»CHCEPsPjCt CEPsP-PIP&PIP°CRC,CHCI'CII PpPiC-P-PsPrPé
CrCI'PeP»P°PrPSPuPSPsC— PSPuPNeC,CEPsPiPpPSC-C—, PrPsP-Cr PiCEPuPiP°CEP°C,Cr
P-PSPéPYCrCRC,CH P- 60 PrPs 45 PjPi/Pj’. P] CHP°P-C- CIIPeC%oPs Cf PiP°CtC-C”PSC,P°
CHPsP-PIPEPIP°C”C,CHCI'CLI PuPiC-P-PsPr C,CHPsPjP+PsCtP&C,PsPiPpPSC-C— IV
CI'C,CrPiPuPSCII C,CIIPYPePsCI'C,C-, PrPsP-Ct PrPsCtPuC,P°PeCI'PuP»Cr CI'P»C-Pr
P-PjPuPSCEP&C,Pé C-P- 75 PrPs 60 PjPi/Pj’. PkPu PjPsPIPSP° PiPsPIC,PsCHCRPIP°C,Pé PeCrCEHCI
C,PuCHP°PiC-C— PI PSP°CI'C,CIPiPSP&C... CtPéPeP»P°C..., PiPsPePé PIPjC-CI'C,
PSPuPNeC,CHPsC, C-P»C-PI Ct PeCHPsPIC- PSPp PiPsPIPuCEPSPuC,CHCI'CII PrPs CHC-PIPSCII
> 1500 PeP»C-C,PéPS/PjPj’, C,CHPsPjP+PsCtPéC,C-PI 8" PrPs CRHC-PIPSCII > 100 000
PeP»C-C,PéPS/PjPj’. PIPeC%oPs PiCHPsCIIPIPé C,PsPeCI'PéC+PSPsCI'C,C-
P-P+PpuCHC-PiP°CRC,CHCI'CII C- PiC-CI'P»CII CtPéC... P-P°C...PsPrC-PI, PSPuPsP+C...C-PrPSPs
PIC-PrPjC-PSP&C,Pé C,PuCHP°PiC-CR PrPsCtPuC,P°PeCI'PuP»PsPj (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PyP°P+P»PeCtCII 12

P PuPePsPjPuPSPrPsPIP°PSC- P-P°C...PsPrPé C%oPsPrPs PePsCEPuPeCtC-C— PrPsP-Pé
C...C-PjC-PsPiCEPuPiP°CEP°C,C-PI PrP»ClI PiP°C+C-C"PSC,C-PI, CLIPeC- PiCEP&PN:PjP°CRC,CHb
PePsPjP+C-PSP°CtC-Ch PrPsCtPuC,P°PeCI'PuP»Ct, CtPECIPiP»P°C,PEPSCYE C,P° 5-

C, C,PsCRCFCHP°CtP&P»Cr

PuuCHPsCIIPIPée PsPsCHPnPeCtC-CII1 PrPsP-
|C,PsPeCI'PéC+PSPsCI'C,C-
P”C-P°CHPuCII PtPtPt PuPpCHCEPEPNe PuPiC-P-PsPr: P-PSP&P-PéC,Pé PrPsP-Cr 5-
CI'C,CrPiPuPSCII C,.C,PsCECrCEHP°CtP&P»Cr PSP° 20 %. P”CHCIPiPéPNe
C,CIIPPePsCI'C,C- PuPiC-P-PsPr: P-PSPéP-P&C,Pé PrPsP-Cr
PrPsCtPuC,P°PeCIPuP»Cr PSP° 20 %.
P”C-P°CHPuCII PtV PuPuCHCEPEPN: PuPiC-P-PsPr: P-PSP&P-P&éC,Pé PrPsP-Pé
CI'C,CrPiPuPSCII PrPsCtPuC,P°PeCI'PuP»Cr C,P°
C,CIIPPePsCI'C,C- 5-C,,C,PsCRHCIrCRP°CtP&P»Cr PSP° 20 %.
P”CRCrPiPEPNe PuPiC-P-PsPr: PIC-PrPjC-PSP&C,Pé
C,PuCHP°PiC-CHh.




PYC,PsPjP°C,P&C, P°P£Ps C-PSCEC- [PuPpCHCEPEPN: PuPiC-P-PsPr: P-PSP&P-P&C, P& PrPsP-CF 5-
P-P°PiP°P»CHPSC- PiCEPsCHPuCI'P8|C, C,PsCECICHP°CPEP»Ct PSP® 20 %. P”CHCIPiP&PNe

CI'P»PéP-PsPIP&C... PuPiC-P-PsPr: PIC-PrPjC-PSPéC,Pé 5-
PsP+PsP»PsPSPsPe PtPtPt C,,C,PsCRCrCRHP°CtPéP» PSP° PICI'C- PSP°CI'C,CrPiPSC-
CI'C,CrPiPuPSCII CtPéPeP»Pé P»C-PeCrPIP°PSPSCII.

C,CIIPPePsCI'C,C- PyCHPuC,C-PNe PuPiC-P-PsPr: P-PSP&P-PéC,Pé PrPsP-Cr

PrPsCtPuC,P°PeCIPuP»Cr PSP° 20 %.

PYC,PsPjP°C,P&C, P°P+Ps C-PSC€C- [PuPuCHCEPePNe PuPiC-P-PsPr: PIC-PrPjC-PSPeC,Pé 5-
P-P°PiP°P»CHPSC- PiCHPsCtPuCI'Pé|C,C,PsCHCrCRP°CtPéP» PSP° PICI'C- PSP°CI'C,CrPiPSC-

CI'P»P&P-PsPIP&C... CtPéPeP»Pé P»C-PeCrPIP°PSPSCI].
PsP+PsP»PsPSPsPe PtV P”CHCrPiPEPNe PuPiC-P-PsPr: P-PSPéP-PéC,Pé PrPsP-Cr
CI'C,CrPiPpuPSCII PrPsCtPuC,P°PeCI'PuP»Cr PSP° 20 %.

C,CLIPYPePsCI'C,C-

PhCI'PsP+P»P&PIPsCI'C,C- PePsCRHPuPeCtC-C— PrPsP- CtPECI'PiP»P°C,PéPSCr C,P° 5-
C,,.C,PsCHCFCHP°CtPéP»Cr PIPEPeP»P°PrPuPSC- Cr PIC-PrPiPsPIC-PrPSPéC...
B«P—P°PiP°P»CHhPSPEC... C...P°CHP°PeC,PuCEP&CI'C,PéPeP°C... P»C-PeP°CRHCI'CHhPePsPiPs
P-P°CI'PsP+CrB».

P’ PsPiPsCHPSP&C... PeP»C-PSC-CPSP&C... PrPsCI'P»C-PrP{PuPSPSCIIC...
PrPsCtPuC,P°PeCI'PuP»Cr PiP°CtC-C”PSC,P°Pj, Cf CIIPeP&C... PSP° C,P»C- C,PuCRHP°PiC-C—
PYPmPBP“PE CHPsP-PIPEPIP°P»P°CI'CILI CFCI'PeP»P°PrPSPuPSP° PSPuPN-C,CHPsPiPpPSC-CII (PI
C,PsPjCr CP&CI'P»C- C,CEP&PIP°P»P° PSPuPNeC,CHPsPiPpPSC-CI], C,PuP+CHP&P»CHPSP®
PSPuPNeC,CHPsPiPuPSC-CII P°P+Ps C-PSC, PuPeCtC-PN:PSC- P-P°C...PIPsCRCRPIP°PSPSCI]),
P+CrP»Ps CHPuPePsPjPuPSPrPsPIP°PSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé

PiCHPsC, C-P»P°PeC,PEC+PSPs P“-PmPYPx (PSP°PiCHPéPeP»P°Pr, P- 6-C— PiPs 15-Cf PrPsP+Cr
CtPé&PeP»Cr) PI CFCI'C-C... PSP°CI'C,CrPiPSPEC... CtPéPeP»P°C... C...C-PjC-PsC,PuCHP°PiC-C—.

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

PyP°CtC-C”PSC,Pé P- PiPsCFC2C€PuPSPSCIIPj C,CéPSPeCtC-C— PiPuC#C-PSPePé.
P—PiC-PrPSPs P- PrP°PSPéPjPé PIP&PICPuPSPSCII C,P°CHPjP°PePsPeC-PSPuC,PéPePé
PrPsCtPuC,P°PeCI'PuP»Cr PI CfPjPsPIP°C... PjPsPSPsC,PuCHP°PiC-C— C1P&Pj
PiCEPpPiP°CHP°C,PsPj Ct PrPsP-C- 100 PjPi/Pj’, PrP»CII PiP°CtC-C”PSC,C-PI P
PiC-PrPIPEC%oPpPSPéPjPé CHC-PIPSCIIPjPé C,CHP°PSCI'P°PjC-PSP°P: (PhHP>Pj C-/P°P+Ps
PLPYPY) P=C-P»CHCEPp PSC-PY Cr 1,5 CEP°P-P° PiPsCHC-PIPSCIIPSPs P:
PIPuCKC...PSCHPsCh PjPuPYPuCh PSPsCEPjPé (P’PwPk), P° C,P°PePsPY P»CrPYIPSPsC—
C,PsCI'C,P°C,P°P-Pé BR" P+C-P»CHCEPp PSC-PY Cr 2,5 CHP°P-P° PiPsCHC-PIPSCIIPSPs P-
P’PwPk CHPpPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PrPsCtPuC,P°PeCI'PuP»Cr CI'C,P°PSPsPIPEC,CH
75 PjPi/Pj’. P”P»CI] PiP°CtC-C”PSC,C-PI, Cr CIIPePéC... CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII
PiC-PrPIPEC%oPpPSPSCII CI'PECEPsPIP°C,PePsPIPsPiPs CHC-PIPSCII P+C-P»C-CRCrP+C-PSCr
(> P’PmPk) C-/P°P+Ps PhP>P§ C- PHPYP§ P+C-P»CHCE PSC-PY Cr 3,5 CHP°P-P°
PiPsCHC-PIPSCIIPSPs P- P'PwPk, C%oPs CI"CFPiCEPsPIPsPrPICrC”C,CHCI'CII
PiC-PrPIP&C%oPuPSPSCIIPj CRC-PIPSCII P»CrPYPSPsC— C,PsCI'C,P°C,P°P-Pé P+C-P»CHCEPu
PSC-P{ Cr 6 CRHP°P-C-PI PiPsCRC-PIPSCIIPSPs P- P’PwPk, P-PjPuPSCEPuPSPSCII PrPsP-Pé PSPu
CEPpPePsPjPpPSPrCrC”C,CHCI'CLI, P°P»Pp PrPsC+PuC,P°PeCI'PuP» PIP-P°PiP°P»C- PSPu
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé, CIIPeC%oPs PSPuPjP°C” PSP°PiP°P»CHPSPsC—
PiPsC,CRHPuP+Pé.

P’ P+P°P-PsPIPsPjCt PeP»C-PSC-C+PSPsPjCr PrPsCI'P»C-PrPIPuPSPSC-
PrPsCtPuC,P°PeCI'PuP»Cr PI PePsPjP+C-PSP°CtC-C— P- CtPECIPiP»P°C,PéPSPsPj C-
5-C,C,PSCRHCICEP°CtP&P»PsPj Ct C...PIPsCEP&EC... P- P°PrPuPSPsPeP°CHCtPEPSPsPjPsCh
CEP»CIPSPeP°® CI'PpCEPuPr PeCEP&C, PuCEC-C—PI PIPéPeP»CRCPRPSPSCLI P-



PrPsCI'P»C-PrPIPuPSPSCII P+CrP»Pé PiC-PrPIPEC%0PpPSC- CHC-PIPSC- PHP>P§ C-/P°P+Ps
PHPYPy P+C-P»CHbCE PSC-PY Cf 1,5 CEP°P-P° PiPsCEC-PIPSCLIPSPs P- P'PwPk, P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé B P+C-P»CHCEP PSC-PY Cf 2,5 CEP°P-P° PiPsCEC-PIPSCIIPSPs P-
P'PwPk, P+C-P»C-CECrP+C-PSCYt BF* PIP6C%oPu P’PwPk; PIC-PrPiPsPIC-PrPSPs, PrP»ClI
C,P°PeP&C... PiP°CtC-C”PSC,C-PI P-PjPuPSCEPUPSPSCLI PrPsP-Pé PrPsCtPuC,P°PeCI'PuP»Cr
PSPu PjPsPYPp P+CtC,Pé CEPuPePsPjPuPSPrPsPIP°PSPy. PuCEHPuPiP°CHP°C, PIP-P°PiP°P»C-
PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé CtC-PNe PeP°C,PuPiPsCEC-C— C...PIPsCHP&C...,
CLIPeC%oPs PSPuPjP°C” PSP°PiP°P»CHPSPsC— PiPsC,CHPuP+Pé.

P”P°PSPéEC... PICRPs P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Cr Crf
PePsPjP+C-PSPsPIP°PSC-PN. C,PuCHP°PiC-C— PiCRHPé C-PSCEP&C... PiPsPeP°P-P°PSPSCIIC...
C...PIPsCHPé&Pj C-P: PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé PSPuPjP°C”.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé. P—PiC-PrPSPs P- PrP°PSP&PjPé
PiPsPiCrP»CILICtC-PN.PSPsPiPs C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPiPs P°PSP°P»C-P-Cf,
PsCI'PsP+P»P&PIP&C... PIPeP°P-C-PIPsPe C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr PiP°CtC-C”PSC,P°Pj P»C-C,PSCH:PsPiPs PIC-PeCt PSPuPjP°C”.

PuCHPé PePsPjP+C-PSPsPIP°PSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr P-
PeP°PiPuCtP&C,P°P+C-PSPsPj PiP°C+C-C”PSC,P°Pj PIC-PePsPj PIC-Pr 60 CHPsPeC-PI
CHPuPePsPjPuPSPrPsPIP°PSPs P-PjPuPSCEPEC,Pé PiPsC+P°C,PePsPICT PrPsP-Cr
PeP°PiPuCtPéC,P°P+C-PSCr PrPs 75 % (PrPéPI. B«P—P°PiP°P»CHhPSCY
C...P°CHP°PeC,PuCHPECI'C,PéPeCt P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+CrB»
PeP°PiPuCtPéC,P°P+C-PSCr).

P”’C-C,Pe.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PSPp CEPuPePsPjPuPSPrPsPIP°PSPEPN: PrP»CII
P-P°CI'C,PsCI'CtPIP°PSPSCI]I PrC-C,CIIPj C+PuCHPuP- PsP+PjPuPIPuPSCr
PeC-P»CHPeC-CI'C,CH PrPsPeP°P-PsPIPEC... P'P°PSP&C... C%oPsPrPs P+PuP-PiPuPePé
C-/P°P+Ps PuC, PuPeC,PEPIPSPsCI'C,C- PiCHPuPiP°CEP°C,Cr PrP»CII CtC-C”"C—
PeP°C,PpPiPsCHC-C— C...PIPsCRHP&C.... P PuP-CtP»CHC,P°C,Pé PrPsCI'P»C-PrPIPuPSCH
C%oPsPrPs PuC, PpPeC,PéPIPSPsCI'C,C- C,P° P+PuP-PiPuPePé P-P°CI'C,PsCI'CrPIP°PSPSCII
PrPsCtPuC,P°PeCI'PuP»Cr PrP»CI] P»C-PeCrPIP°PSPSCII PrC-C,PuPNe PSP PsC,CHP&PjP°PSC-.

P‘PuP-PiPuPeP°® C,P° PuC, PpPeC,PéPIPSC-CI'C,CH PrPsCtPuC,P°PeCI'PuP»Cr PrP»CII
P»C-PeCrPIP°PSPSCII PeP°CHCtPéPSPsPjPé PSPsCI'PsPiP»PsC,PePé Ct PrC-C,PpuPNe
PIC-PePsPj PIC-Pr 1 PjC-CI'CIICtCII PrPs 18 CEPsPeC-PI PiPsPePé C%oPs PSPu
PICI'C,P°PSPsPIP»PuPSC-.

PkPpPjP°C” P-PSP°C#CrC%oPé&C... PrPsPeP°P-PsPIPEC... PrP°PSP&C... PiCHPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PrPsCtPuC,P°PeCI'PuP»Crt PrC-C,CIIPj PrP»CII
P»C-PeCrPIP°PSPSCII CHP°PeCr PjPsP»PsC+PSPsC— P-P°P»PsP-Pé,
PSPuPrCHC-P+PSPsPeP»C-C,PéPSPSPsPiPs CEP°PeCt P»PuPiPuPSCH, CHP°PeCr
PiPuCHPpPrPjC-C...CFCRHPsPIPsC— P-P°P»PsP-Pé, PeP°CHCtPéPSPsPjPé CEP»CrPSPeP°, P°
C,P°PePsP{ CHP°PeCt PiPsP»PsPIPé C,P° CEPEC—, P-P° PIP&PSCIIC,PePsPj
PSPé&P-CHPePsPrPéC, PuCEPaPSCTC-PNePsPIP°PSPsC— PeP°CECtP&PSPsPjPé
PSPsCI'PsPiP»PsC,PePé PPt C- PtPtPt C,PéPiC-PI.



PyPuCEPuPrPsP-CsPIP°PSPSCII.

P+CI'PSCrC” PeC-P»CHPeP® PiPsPIC-PrPsPjP»PuPSCH PiCHPs PIPéPiP°PrPePé
PiPuCHPpPrPsP-CrPIP°PSPSCII PiICHPuPiP°CEP°C,Cr. PYPiPuCtP&C, C-C+PSPEPNe P°PSC,P&PTPsC,
PrPsCtPuC,P°PeCI'PuP»Cr PrPsC,PuPiPuCH PSPuPIC-PrPsPjPéPNe. P] CHP°P-C-
PiPpCHPuPrPsP-CrPIP°PSPSCII PiCHPuPiP°CHP°C,Ct PSPuPsP+C...C-PrPSPs
PiPsCI'PiC-C,P°P»C-P-CrPIP°C,Pé PiP°CtC-C”PSC,P° Cr CI'PiPuCtC-P°P»C-P-PsPIP°PSPu
PIC-PrPrC-P»PpuPSPSCII C,P° PiCEPsPIPsPrPéC,Pé CHPuC,PuP»CHPSPEPNe
PjPsPSC-C,PsCHP&PSPi PJP&C,C,C"PIP&C... C,CrPSPeCtC-PNe. PUCHP&
PiPuCHPuPrPsP-CrPIP°PSPSC- CI'P»C-Pr PsC+C-PeCrPIP°C,Pé PSP° PiPsCI'PéP»PuPSPSCII
PiPsP+C-C#PSPéC... PuC, PuPeC,C-PI PiCEPuPiP°CRP°C,Cr. PKP°CI'P°PjPiPuCHPuPr,
PiPuCHPuPrP+P°C+P°C”C,CHhCI'CII CHPsP-PIPEC,PsPe C,P°PePéC... CHPsP-P»P°PrC-PI, CIIPe
PiCRHP&PiPSC-C+PpPSPSCI] C,CrPSPeCtC-C— PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr,
PiPuCHPEC, PuCEP&CHPSC- PSPuPNeCHPsC,PsPeCI'PéC+PSC- PiPsCRHCrCE€PuPSPSCII C,P°
P-P°PiP°P»PuPSPSCII CI'P»P&P-PsPIPEC... PsP+PsP»PsPSPsPe. PiiC-CI'P»CI]
PICI'C,P°PSPsPIP»PpuPSPSCII C,P°PeC,Cr PiPuCHPuPrPsP-CrPIP°PSPSCI]I PiPsC,CHC-P+PSPs
CIIPePSP°PN:CE£PIP&PrCEPY PIPIPuCI'C,Pé PiP°CtC-C”PSC,Ct C,PuCHP°PiPuPIC,PéCPSC-
PrPsP-Pé P“-PiPYPx. PiPeC%oPs C” PSPuPsP+C...C-PrPSC-CI'C,CH, PIPJPEPIP°CRC,CH
C-PSCEPé&C... PSPuPsP+C...C-PrPSP&C... CI'P&PjPiC,PsPjP°C,PéC+PSP&C... P-P°C...PsPrC-PI.

PuPsP+C-C+PSC- CEPuP°PeCtC-C—.

PiiPsP+C-C$PSC- CHPpP°PeCtC-C— PsPiPéCI'P°PSC- P- CFCHP°C...CtPIP°PSPSCIIP;]
P—P°PiP°P»CHPSP&C... PeCHP&C,PuCHC-C—PI C,PsPeCI'PéCPSPsCI'C,C-
P&P°CtC-PsPSP°P»CHPSPsPiPs PsPSPePsP»PsPiC-C+PSPsPiPs C-PSCI'C,PéC,CrC,Cr
PP°PSP°PrPé [National Cancer Institute, NCI] (CI'C,CrPiC-PSCH PtP1Pt = G3;
CI'C,CfPiC-PSCH PIPECHP°PIPuPSPsCI'C,C- PtPtPt-IV = G3/4; CI'C,CrPiC-PSCH
PIPECEP°PYPuPSPsCI'C,C- IV = G4), PYP&PjPIPsP»C-PI PePsPrCrPIP°PSPSCII PrP»CII
CI'P»PsPIPSPéPeP° C,PuCHPjC-PSC-PI PiPsP+C-C+PSPéEC... CHPuP°PeCtC-PNe (COSTART)
C- C,PuCHPjC-PSC-PI PmPpuPrPéC+PSPsPiPs CI'P»PsPIPSPéPeP°® PSPsCHPjP°C,PéPIPSPs-
PiCHP°PIPsPIPsC— PrC-CLIP»CHPSPsCI'C,C- (MedDRA).

P§P°CI'C,PsC,P° CEPsP-PIP&C,PeCr PiPsP+C-C+PSPEC... PuC, PuPeC,C-PI
PIPéP-PSP°C+P°P»P°CI'CII C,P°PePéPj C+P&PSPsPj: PrCrPIPu C+P°CI'C,Ps (= 1/10), C+P°CI'C,Ps
(= 1/100 C,P° < 1/10), PSPuC$P°CI'C,Ps (= 1/1000 C,P° < 1/100), CRC-PrPePs (= 1/10 000 C,P°
< 1/1000), PrCfPYPu CEC-PrPePs (< 1/10 000), C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSPu
PjPsPPSP°® PsCtC-PSP&C,Pé P-P° PSP°CIIPIPSP&PjPé PrP°PSPEPjPé).

P] CI'PeP»P°PrC- PePsPIPSPsC— PiCHCrPiPé PiPsP+C-C+PSC- PuC,PuPeC,Pé
P-P°P-PSP°C#PpPSC- PI PiPsCECIIPrPeCr P-PjPuPSCEPuPSPSCII CI'PuCEPNPsP-PSPsCI'C,C-.
PkP°PNeC$P°CI'C,C-C£C- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, C%oPs PIPEPSPEPeP°P»Pé PSP°
C,P»C- PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCIPuP»PsPj: PSPuPN.C,CHPsPiPuPSC-CII
(PjP°C” PsP+PsCHPsC,PSP&PNe C,P° PSPuPeCrPjCIP»CIIC,PEPIPSPEPN: C...P°CHP°PeC,PuCH; Cr
CI'PuCHPuPrPSCHPsPjCt PiC-Pe P-PSPéPYPuPSPSCII PeC-P»CHPePsCI'C,C-
PSPuPNeC,CEPsC, C-P»C-PI Cf PeCEPsPIC- CI'PiPsCI'C,PuCEC-PiP°C”C,CHCI'CII PSP° 7-Cf
PrPsP+Cr; CI'PuCHPuPrPSCII C,CHPEPIP°P»C-CI'C,CH C,CLIPIPePsC—
PSPuPNeC,CHPsPiPpPSC-C— (< 500 PeP»C-C,P&PS/PjPj*) Ct CI'PuCEPuPrPSCHPsPjCr
CI'C,P°PSPsPIP&C,CH 7 PrPSC-PI), P°PSPuPjC-ClII, P°P»PsPiPuCtC-ClI, PSCIPrPsC,P°,
P+P»CRPIP°PSPSCI], CI'C,PsPjP°C,P&C,, PrC-P°CHPuCII, P°CI'C,PuPSC-CIJ.



P'PéCRP°PIPuPSC-CI'C,Clb PiPsP+C-C4PSP&C... CLIPIPEC%o, PsP+CrPjPsPIP»PuPSPéC...
P-P°CI'C,PsCI'CfPIP°PSPSCILIPj PrPsCtPuC,P°PeCI'PuP»Ct, PjPsPPu P-CEPsCI'C,P°C,Pé PICHPé
PePsPjP+C-PSCFPIP°PSPSC- PiCEPUPiP°CEP°C,Ct P- C-PSCEP&PjPé P-P°CI'PsP+P°PjPé PrP»ClLI
C...C-PjC-PsC,PuCHP°PiC-C—.

PiiCHPé P-P°CI'C,PsCI'CPIP°PSPSC- PePsPjP+C-PSP°CtC-C— PrPsCtPuC,P°PeCI'PuP»Cr P-
C,CRP°CI'C,CrP-CrPjP°P+PsPj PiPsP+C-C+PSC- PuC, PuPeC,Pé (P+CrPrCH-CIIPePsPiPs
CI'C,CfPiPuPSCII) CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cf = 10 % PiP°CtC-C”PSC,C-PI.
PuiPsCHC-PIPSCIIPSPs P- PjPsPSPsC,PuCHP°PiC-C”Ch PrPsCtPuC,P°PeCI'PuP»PsPj, C,P°PeP®
PePsPjP+C-PSP°CtC-CII P-P+C-P»CHCECIPIP°P»P° C+P°CI'C,PsC,Cr CI'PuCHPN.PsP-PSPé&C...
PiPsP+C-C+PSPéC... PuC,PuPeC,C-PI (40 PiCEPsC,Pé 31 %) C,P° C+P°CI'C,PsC,Cr
PiPsP+C-C+PSP&C... PuC,PuPeC,C-PI IV CI'C,CrPiPuPSCII (34 PiCHPsC,Pé 23 %).

PkP°PNeP+C-P»CHCE C+P°CI'C,C- (= 5 %) PiPsP+C-C+PSC- PuC, PuPeC,Pé
PePsPjP+C-PSP°CtC-C— PrPsCtPuC,P°PeCI'PuP»Cr P- PeP°PiPpCtP&C,P°P+C-PSPsPj, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI Cf PeP»C-PSC-C$PSPsPjCt PrPsCI'P»C-PrP{PuPSPSC- III
C,P°P-Pé Cr PiP°CtC-C”PSC,PsPe C-P- CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé&, PrP»ClI
CIIPeP&C... PiPsPiPuCEPpPrPSCII C,PuCEP°PiC-CII P°PSC,CEP°CtP&éPeP»C-PSP°PjPé
PIP&CILIPIP&P»P°CI'CII PSPuPuC, PuPeC,PéPIPSPsCh, PiCHPuPrCI'C,P°PIP»PuPSC- Crf
B«P—P°PiP°P»CHPSC-PNe C...P°CEP°PeC,PuCRP&CI'C,PECTC- P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+CrB» PeP°PiPuCtPéC,P°P+C-PSCYF.

PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PSP°PNeC$P°CI'C,C-C£Pp
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PSP&PYC+PuP-P°P-PSP°C+PpPSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C—. P— P+PsPeCr C-PjCrPSPSPsC— CI'PECI'C,PuPjPé.

P PuP°PeCtC-C— PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C- P-P°P-PIPECHP°PNe
CHPsP-PIP&PIP°P»P&CI'CII PiCHPsC,CLIPiPsPj PrPuPeC-P»CHPePsC... C...PIPEP»P&PS
PiC-CI'P»ClII PiPsC$P°C,PeCr C-PSC, CtP-C-C— PrPsCtPuC,P°PeCI'PuP»Cr C- P-P°
CI'C,CrPiPuPSPuPj C,CLIPYPePsCI'C,C- PePsP»P&PIP°P»P&CI'CLI PIC-Pr P»PpPiPeP&C... PrPs
PiPsPjC-CHPSP&C.... PKP°PN.C$P°CI'C,C-C£Pp PiPsPIC-PrPsPjP»CIIP»Pé PiCEPs C,P°PeC-
CI'PéPjPiC,PsPjPé, C1IPe PiPsC+PuCHPIPsPSC-PSPSCII C€PeC-CHPé, PIPECI PEPiP°PSPSCII (P-C-
CI'PIPuCHP+PuPYPuPj CEPeC-CHPé P°P+Ps P+PuP- PSCHPsPiPs), PIC-PrC+CrC,C,CII
CI'C,PECI'PSPuPSPSCII Cr PiCHCIPrCIIC..., P+C-P»CH Cr CI'PiPEéPSC-, P-P°PrPéCEPeP®,
PiP°CHCIICHPeP°® P°P+Ps PsP-PSPsP+. PyCIIPPeC- PiPsP+C-C+PSC- CEPpP°PeCtC-C—
PiCHPsCLIPIP»CLIP»P&CI'CLI Cf PIP&PiP»CILIPrC- P°CHC,PuCEC-P°P»CHPSPsC—
PiC-PiPsC,PpPSP-C-C— C-/P°P+Ps P+CHPsPSC...PsCI'PiP°P-PjCt P°P+Ps
PiPpPSPuCHP°P»C-P-PsPIP°PSPsPiPs PIPECI' PéPiP°PSPSCILI/PuCHPEC,PuPjPé (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P— P+PsPeCt PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé.

P PsP-PIP&C,PsPe C,CLIPYPeP&C... PiPuCHPEC, PuCHC-PN:PSP&C...
PSPuPNeCHPsC,PsPeCI'PEéCEPSP&C... CHPuP°PeCtC-PNe PIPEPjP°PiP°C” P-PjPuPSCEPuPSPSCII
PrPsP-Pé PiCHPpPiP°CHP°C,Cr (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB» C,P° B«PyiPsP+C-C+PSC- CEPuP°PeCtC-C—B»).
PuCHPsCLIPIPé PSPuPN.CHPsCI'PuPSCI'PsCEPSP&C... CRPpP°PeCtC-PNe P»PpPiPePsPiPs C,P°
PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSC-PI PIPeP»CRC$P°P»Pé PiP°CEPuCI'C,PuP-C-CH,
PrPéP-PuCI'C,PpP-C-Ch P°P+Ps P+PsP»CHPsPIC- PIC-PrC+CrC,C,Cl1I, PI C,PsPjCr C+P&CI'P»C-
PIC-PrC#CrC,C,CII PiPuC+C-PSPSCII. PKPpPN.CEHPsPjPsC,PsCHPSC- CHPuP°PeCtC-C—
PiCHPsCLIPIP»CIIP»P&CI'CLI P-P°PiP°P»CHPSPsChR CI'P»P°P+PeC-CI'C,Ch.



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

PYPiPsCI'C,PuCHC-PiP°P»P&CI'CII P-PIPsCHPsC,PSC- CHPuP°PeCtC-C— P- P+PsPeCr
CEPeC-CHPé, CIIPeC- P-P° C,CIIPYPeC-CI'C,Ch P-P°P-PIP&C+P°PNe P+CrP»Pé P»PuPiPeP&PjPé
P°P+Ps PiPsPjC-CHPSP&PjPé. PiC- CHPuP°PeCtC-C— PiCHPsCLIPIP»CIIP»P&CI'CII
PIP&CI'P&PiP°PSPSCIIPj, Ct C,PsPjCt CfPECI'P»C- P»PsPeP°P»C-P-PsPIP°PSP&Pj PSP°
CI'C,PsPiP°C... C,P° PePéCI'C,CIIC... CRCfPe (PIPeP»CRC+P°CRC$Pé C,CLIPYPePEPN:
PrPsP»PsPSPSPs-PiPsPrPsCEPsPIPSPEPNe CI'PEPSPrCHPsPj), P° C,P°PePsPq PSP° CHCrPeP°C...,
PsP+P»PéC+C$C- P°P+Ps PiCECrPrPSC-PN: PeP»C-C,CtC-, CLIPePu CP°CI'C,Ps
CI'CfPiCHPsPIPSPrPYCIPIP°P»PsCI'CII CI'PIPuCHP+PuPIPuPj. PKP°PNeC+P°CI'C,C-C€Pp
PIP&CI'PEPiP°PSPSCII P-8F™ CIIPIP»CIIP»PsCI'CII PiCEPsC,CIIPiPsPj C,PEPYPSCII PiC-CI'P»CII
C-PSC, CrP-C-C— PrPsCtPuC,P°PeCI'PuP»Cr. P C-PrC€Pp P-CrCI'C,CHC-C+P°P»P&CICII
C,CIIPYPeC- PiCHPsCIIPIP&, PSP°PiCEP&PeP»P°Pr PIP&CIP&PiP°PSPSCI] P-
PiPsPrP°P»CHCEPsCh PrPuCI'PePIP°PjP°CtC-C”Ch PuPiC-C,PuP»C-Ch, C%oPs C-PSPsPrC-
PsP+CrPjPsPIP»CRPIP°P»Ps PSPuPsP+C...C-PrPSC-CI'C,CH PiPuCHPuCHPEPIP°PSPSCII
P»C-PeCrPIP°PSPSCII P°P+Ps PiPsPIPSPsC— PIC-PrPjC-PSPé PrPsCtPuC,P°PeCI'PuP»Cr (PrPéPI.
CEPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). PYPuCEPN:PsP-PSC-
CrCHP°PIPuPSPSCII PSC-PiC,C-PI PiCEPsCIIPIP»CIIP»P&CI'CII PiC-PiPs- P°P+Ps
PiC-PiPuCHPiC-PiPjPuPSC,P°CtC-C”CHh, P° PI PrPuCIIPePé&C... PIPEPiP°PrPeP°C... BB
P+PsP»PuPj C,P° PsPSC-C...PsP»C-P-P&CI'PsPj. P—P°PiP°P»CHPSC- PiPsCHCrCEPuPSPSCII C,P°
PjC-CI'CtPpuPIC- CRPuP°PeCtC-C—.

P PuP°PeCtC-C— Cf PjC-CI'C+C- PIPIPuPrPuPSPSCLI PiCEPRPiP°CEP°C,Ct P+CrP»Pé
PiPuCHPRPIP°PIPSPs P»PuPiPePéPjPé C,P° PiCEPsCLIPIP»CLIP»P&CICII
PiC-PiPuCEPiC-PiPjPuPSC,P°C1C-C”CR, P-P°PiP°P»PuPSPSCLIP;, PiPsC{PuCEHPIPsPSC-PSPSCLIP;
P°P+Ps CI'CfC...C-CI'C,Ch C€PeC-CEP&, C,P»PuP+C-C,PsPj P°P+Ps
PeCEPsPIPsPIPEP»PEPIP°PjPé C,P° PSP°P+CECLIPePsPj PIPpPSPé, C{PuCHPuP- CLIPeCY
PiCRPsPIPsPrPéP»P°CI'CII C-PSC, CtP-C-CII PiCRPuPiP°CEP°C,CE.

P’PEPiP°PrPePé P-P°C,CHPEPjPePé CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC- PIPeP»CRCtP°P»Pé
C,P°PeC- CIIPIPEC%oP°, CIIPe PiPuCHPEC, PpCRHP&CEPSC- PSP°P+CHCIIPePé, CHC-PrCEPn BR”
PiP»PpPICHP°P»CHPSP&PN: CPé PiPuCHP&PeP°CEPrC-P°P»CHPSP&PNe PIPEPIC-C,, P°CI'CTP&C,
C,P° P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°. PuPuCEP&C, PuCHPECHPSC-
PSP°P+CHCIIPePé PSP°PNeC+P°CI'C,C-C€Pp PiPsC+PéPSP°P»P&CI'CII P- PSPEPYPSC-C...
PeC-PSCtC-PIPsPe C,P° PjPsPiP»Pé CI'C,P°PIP°C,Pé PiPpPSPuCHP°P»C-P-PsPIP°PSP&PjPé,
PsP+CrPjPsPIP»CRCRCtPé P-CEPsCI'C,P°PSPSCII P-P°PiP°P»CHPSPsC— PjP°CI'Pé C,C-P»P°
PSP° 3 PePi C- P+C-P»CHCEP. P—P°C,CEP&PjPeP° CEC-PrPéPSPé PjP°C”
PeCrPjCIP»CIIC,PEPIPSPEPNe C...P°CRP°PeC,PuCH C- C%oPsPrPs C+P°CI'C,PsC,Pé
CHPsP-PIP&C,PeCr CtCHPsPiPs PiPsP+C-C$PSPsPiPs CIIPIPEC%oP°, C- C%oPsPrPs
CI'C,CrPiPpPSCII PNePsPiPs PIPECHP°PIPpPSPsCI'C,C- (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

P1iPsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CRPsPIP°PSC- Cr
PiP°CtC-C”PSC,C-PI C-P- CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr CIIPe PjPsPSPsC,PuCHP°PiC-C—
Cr PrPsP-C- 100 PjPi/Pj?
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PP»P°CLP& CLPECLC,PpPj
PsCHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P"CIPYPu C+P°CI'C,Ps

PSP°CI"C,Ps

PkPuC$P°CI'C,Ps

PtPSC, PuPeCTC-PNPSC- C,P°
PiP°CEP°P-PC,P°CEPSC-
P-P°C...PIPsCECRPIP°PSPSCILI

PtPSC, PuPeCtC-PNPSC-
P-P°C...PIPsCHCRPIP°PSPSCII
(G3/4: 5,7 %, Cr C,PsPjCr
C+PECI'P»C- CI'PRPIiCIPECT C-
PiPSPuPIPjPsPSC-CI],
P»PuC,P°P»CHPSC- R Cr 1,7 %
PIPEPiP°PrPeC-PI)

P+PSC, PuPeCtC-C—,
P°CI'PsCtC-PN:PSPIP°PSC- P-
PSPuPNeC,CEPsPiPpPSC-C”Ch G4
(G3/4: 4,6 %)

P— P+PsPeCr PeCHPsPIC- C,P°
P»>C-PjC, P°C,PEC+PSPsC—
CI'PECI'C,PuPjpPé

PKPLPN:C,CEPsPiPpPSC-CII (G4
76,4 %); P°PSPRPjC-CII (G3/4:
8.9 %); C,PuP=CHP&P»CHPSP®
PSPRPNeC,CEPsPiPpPSC-CII

PyCEPsPjP+PsC1P&C, PsPiPuPSC-CLI
(G4: 0,2 %)

P— P+PsPeCr C-PjCFPSPSPSC—
CI'P&CI'C,PuPjPé

P PpP°PeCtC-C— ,
PiC-PiPuCEC$CIC,P»P&PIPSCI'C,C-
(G3/4: 5,3 %)

PmPuC,P°P+PsP»C-C+PSC- C,P°
PSCrC,CRHPéC,PEPIPSC-
CRPsP-P»P°Prpé

PHPSPSCHPuPeCI C-ClI

P— P+PsPeCr PSPUCHPIPSPIPSC—
CI'PECI'C,PuPjPé

PiPuCHPEC, PpCHPECIPSP°
CI'PuPSCI'PsCRHPSP°
PSPuPN:CHPsPiP°C,C-CII (G3:

4,1 %); PIPRCHPEC, PuCHPECHPSP®
PjPsC,PsCHPSP°
PSPuPN.CHPsPiP°C,C-CII (G3/4:

4 %); PrPéCI'PiPpPIP-C-CII
(C,CLIPYPeP°: 0,07 %)

P— P+PsPeCr CI'PuCHCtCII

PHCHPEC,PjC-CII (G3/4: 0,7 %)

PYPUCECTPYPIP® ,
PSPLPrPSCI'C,P°C,PSC-CI'C,CHh

P— P+PsPeCr CI'CrPrPéPS

PHCHC,PuCEC-P°P»CHHPSP®
PiC-PiPsC,PpPSP-C-CIJ;
P°CHC,PpCRC-P°P»CHPSP®
PiC-PiPpCHC,PuPSP-C-CLI;
PiPpPjPsCEP°PiC-C+PSC-
CrCI'PeP»P°PrPSPuPSPSCII

P— P+PsPeCr
CEPRCIPiC-CBP°C,PsCBPSPsC—
CI'P&CI'C,PpPjP8,
PiCHCrPrPSPsC— PeP»C-C,PePé
C,P°
CI'PRCEPuPrPsCI'C,C-PSPSCII

P—P°PrPéCE€PeP° (C,CIIPYPeP°:
2,7 %)

P— P+PsPeCr C,CHP°PIPSPsC—
CI'PECI'C,PuPjPé

PYC,PsPjP°C,PEC, (G3/4: 5,3 %);
PrC-P°CHPuCII (G3/4: 4 %);
PSCrPrPsC,P° (G3/4: 4 %);
P+P»CRPIP°PSPSCII (G3/4: 3 %)

P—P°PiPsCH (C,CLIPYPePEPN.

0,2 %); P+C-P»CH Cr PYPéPIPsC,C-
(C,CIIPPePEPNe: 1 %);
CEP»CrPSPePsPIPs-PePéCEPePsPIC-
PeCHPsPIPsC,PuC+C- (C,CLIPYPeC-:
0,3 %)

P+P-PsC,P°PiC-C,
(C,CIIPPePéPNe: 0,4 %)

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PhHP»PsPiPuCt+C-CLL;

CEPeC-CEPSC- CEPRP°PeCtC-C—
(G3/4: 5,9 %); CrCHP°PIPuPSPSCI]
PSC-PiC,C-PI (C,CIIPYPeC-: 2,6 %)

P PsP-P»P°PrPé P- P+PsPeCr
PsPiPsCEPSPs-CECIC...PsPIPsPiPs
P°PiP°CEP°C,Ct C,P°
CI'PiPsP»CfC+PSPsC—
C,PeP°PSPEPSPé

PwC-P°P»PiC-CII (C,CLIPYPeP°:
1,4 %)

PHCHC,CHP°P>PiC-CI]

P—P°PiP°P»CIbPSC-
PiPsCECFCEPRPSPSCII C,P°
PjC-CI'CtPpPIC-
CHPuP°PeCC-C—

P—P°C,CHP&PjPeP°
CHC-PrPéPSPé PI
PsCHPiP°PSC-P-PjC- (C,CLIPYPeP°:
6,5 %); P°CI'C,PpPSC-CII
(C,CLIPPeP®: 11,2 %); P+C-P»CH

PC-CI CTPPPIC- CHPRP PeCTC-C—,
PiC-CI'P»CII PIPIPuPrPpPSPSCII
PiCHPuPiP°CEP°C,Ct;
PSPpPeP°CEPrC-P°P»CEHPSPEPNe
P+C-P»Clb Cf PiCECFPrCIIC...
(C,CLIPYPePEPNe: 0,4 %)

P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPIPuPSCH

G3/4 PyC-PrPIP&C%oPpPSPEPNe
CHC-PIPEPSCH
P+C-P»C-CHCIP+C-PSCf
PeCEPsPIC- (< 5 %); G3/4
PiC-PrPIP&C%0PuPSPEPNe
CHC-PIPPPSCH P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé (< 4 %); G3/4
PiC-PrPIP&C%0PPSPEPNe
CEC-PIPuPSCH PHPYPY (< 3 %);
G3/4 PiC-PrPIPEC%oPpPSPEPNe

CHC-PIPUPSCH PHP>P§ (< 2 %)




PhPiP&CI’ PsPeC"BPuPlPeC P1PsP+C CiPSPeC CRPuP°PeCtC-PNe,

PjPsPSPsC,PuCHP°PiC-C—.
P— P+PsPeCé PeCFPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI'C,PuPjPé.

P C-PrPePs: PeCRHPsPIPsC,PuCtC- P°P+Ps PeCHPsPIPsPIPeP»PePIPe PSP° C,P»C-
C,CHPsPjP+PsCtP&C,PsPiPuPSC-C— PtPtPt/PtV CI'C,CfPiPuPSCII.

P— P+PsPeCé PSPuCEPIPsPIPsC— CI'P6CI'C,PuPjPé.

P’C-PrPsPjC- PrP°PSC- C%oPsPrPs PsP+PsCEPsC,PSPsCI'C,C- PiCHPsCtPuCI'Ct
CrCHP°PYPpPSPSCLI PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé Cr 35,3 % PiP°CtC-C”PSC,C-PI, Cr
CIIPePéEC... PIPsPSPs CHPsP-PIPEPSCIP»PsCI'CII PiC-CI'P»CII PjPsPSPsC,PuCEP°PiC-C—
PrPsCtPuC,P°PeCI'PuP»PsPj Ct PrPsP-C- 100 PjPi/Pj’. P!C- CEPsP-P»P°PrPé CI'PiPsPSC,P°PSPSPs
P-PSPéPeP»Pé PiCHPsC,CLIPiPsPj 3 PjC-CI'CIICtC-PI.

P— P+PsPeCé C€PeC-CHPé C,P° PiC-PrC€PeC-CHPSPsC— PeP»C-C,PePsPIPEéPSPé.

P”CrPYPu CHC-PrPePs: PIC-PrPsPjPEPN. PsPrPéPS PIPéPiP°PrPsPe CHPsP-PIPEC,PeCr
PSPuPsP+PsCHPsC,PSPsC— P°P»PsPiPuCtC-C— PI PeC-PSCtC- PrPsCI'P»C-PrPIPuPSPSCII. 73 %
CHPuP°PeCtC-PNe P- P+PsPeCr CEPeC-CHPe P+CrP»Pé PsP+PsChHPsC,PSPEPjPé C-
P-PSPéPeP°P»Pe PiICHPsC,CLIPiPsPj 21-C— PrPsP+Pe.

P—P°PiP°P»CEbPSC- PiPsCFC4CEPuPSPSCII C,P° PjC-CI'C+PuPIC- CEPUP°PeC+C-C—.

PYPuCHPuPrPSCII PeCrPjCrP»CLIC,PEPIPSP° PrPsP-P° PrPs PIC-PrPjC-PSPé PiCHPuPiP°CHP°C,Cr
CI'C,P°PSPsPIP&P»P° P+C-P»CHCEPu PSC-PY 1000 PjPi/Pj’, P° CI'PuCEPuPrPSC-PNe C+P°CI PrPs
PsP+PsCHPsC,PSPsPiPs CEPsP-PIP&C,PeCr P-P°C,CHPéPjPePé CHC-PrPéPSPé PI
PsCHPiP°PSC-P-PjC- 8R“ 16,4 C,P&PYPSCII (PIC-Pr 0 PrPs 42 C,PéPJPSC-PI). P PsP-PIP&C,PsPe
P-P°C,CHP&PjPePé CHC-PrPéPSPé CI'PuCHPpuPrPSCHPsPiPs C,P° C,CLIPPePsPiPs
CI'C,CrPiPpPSC-PI CI'PiPsCI'C,PuCHC-PiP°PICI'CII PiC-P-PSC-C€Pu Cr PiP°Ct+C-C”PSC,C-P]I,
CIIPeC- PsC,CHP&PjP°P»Pé PiCHPuPjPuPrPéPeP°CtC-Ch (CI'PuCHPuPrPSCII
PeCrPjCrP»CILIC,PéPIPSP® PrPsP-P° 8F“ 818,9 PjPi/Pj’), PiPsCHC-PIPSCIIPSPs P-
PiP°CtC-C”PSC,P°PjPé, CLIPeP&Pj PiCHPuPjPuPrPéPeP°C1+C-CILI PSPy PiCHPsPIPsPrPéP»P°CI'CII
(CT'PuCEPpPrPSCII PeCrPjCrP»CLIC,PEPIPSP® PrPsP-P° 8R“ 489,7 PjPi/Pj’); PsPrPSP°Pe
PiPsPIC-PrPsPjP»CLIP»Pé PiCHPs PrPuPeC-P»CHPeP°® PIP&PiP°PrPeC-PI PiPsCLIPIPé CtCHPsPiPs
PiPsP+C-C#PSPsPiPs CLIPIP&C%oP° PiC-Pr C+P°CI" CHP°PSPSC-C... PeCFCHCI'C-PI
C,PuCHP°PiC-C—.

PuPsP+C-C4PSC- CHPEP°PeCC-C—, P-P°CRPuC”CI'C,CEPsPIP°PSC- Cf
PiP°CtC-C”PSC,C-PI C-P- PSPuPrCEC-P+PSPsPeP»C-C,PéPSPSP&P] CEP°PePsPj
P»PpPiPpPSCH PiCEHPé P-P°CI'C,PsCI'CtPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Ct CLIPe
PjPsPSPsC,PuCEP°PiC-C— Cf PrPsP-C- 75 PjPi/Pj2
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PEP»>P°CLPé CLPECLC,PpPj
PsCHPiP°PSC-PI

PIC_PrPiPsPIC-PrPSPs PrPs P”CrP{Pu C+P°CI'C,Ps P§P°CI'C,Ps

MedDRA

P+PSC, PnPeCtC-PNePSC- C,P° PTPSC, PpuPeCtC-PNePSC-

PiP°CHP°P-PEC,P°CHPSC- P-P°C...PIPsCBHCRPIP°PSPSCI]I
P-P°C...PIPsCRCRPIP°PSPSCI] (G3/4: 5 %)

P— P+PsPeCr PeCHPsPIC- C,P°  [PKPuPN.C,CHPsPiPuPSC-CLI (G4: [PuPuP+CHPEP»CHPSP®

P»C-PjC, P°C,P8C+PSPSC—
CI'P&CI'C,PuPjPé

54,2 %); P°PSPuPjC-CII (G3/4:

10,8 %);
C,CHPsPjP+PsCtP&C,PsPiPuPSC-CII
(G4: 1,7 %)

PSPUPN:C,CEPsPiPpPSC-CII

P— P=PsPeCf C-PjCFPSPSPSC—
CI'PECIC,PuPjPé

P PpP°PeCtC-C— ,
PiC-PiPuCEC$CC,P»PEPIPSCI'C,C-
(C,CLIPYPeP&C... PSPp P+CrP»Ps)

PwPuC,P°P+PsP»C-C$PSC- C,P°
PSCrC,CHhPéC,PEPIPSC-
CHPsP-P»P°PrPe

PHPSPsCEPuPeCI'C-CII

P— P=PsPeCt PSPuCHPIPSPIPSC—
CI'P&CI'C,PuPjPé

PuPuCHPEC, PpCHP&CHPSP®
CI'PpPSCI'PsCEHPSP®
PSPuPN.CHPsPiP°C,C-CII (G3/4:
0,8 %)

PuPRCEHP&C, PuCHPECIPSP°
PjPsC,PsCEPSP®
PSPuPN-CEPsPiP°C,C-CLI (G3/4:
2,5 %)

P— P+PsPeCr CI'PuCRHCtCII

PHCEP&C,PjC-CLI (C,CLIPYPeP&C...
PSPy P+CtP»Ps)

P— P+PsPeCr CI'CrPrPéPS

PHCEHC,PRCHC-P°P>CIbPSP°
PiC-PiPsC,PpPSP-C-CII

P— P=PsPeCf C,CBP°PIPSPSC—
CI'P&CI'C,PyPjPé

PxCrPrPsC,P° (G3/4: 3,3 %);
CI'C,PsPjP°C,P&C, (G3/4: 1,7 %);
P+P»ChPIP°PSPSCII (G3/4: 0,8 %);
PrC-P°ChHPuCII (G3/4: 1,7 %)

P—P°PiPsCH

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PHP»PsPiPuCtC-CIL];
C€PeC-CHPSC- CHPuP°PeCtC-C—
(G3/4: 0,8 %)

PJCHP°PIPuPSPSCII PSC-PiC,C-PI
(C,CLIPYPeC-: 0,8 %)

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

PwC-P°P»PiC-CI]I

P—P°PiP°P»CHPSC-
PiPsCHCrCEPuPSPSCII C,P°
PjC-CI'CtPuPIC-
CBHPuP°PeCtC-C—

PHCI'C,PpPSC-CII (C,CLIPYPeP°:
12,4 %); P-P°C,CHPéPjPeP°®
CHC-PrPéPSPé PI
PsCHPiP°PSC-P-PjC- (C,CLIPPeP®:
0,8 %); P+C-P»CH

P PpP-Cl‘P»CH;C,P°C,Pé
PrPsCI'P»C-PrPYIPuPSCH

G3/4 PyiC-PrPIP&C%oPuPSPEPNe
CRC-PIPPSCH
P+C-P»C-CRCIP+C-PSCY

PeCHPsPIC- (< 2 %)

P1iPsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CHPsPIP°PSC- Cr
PiP°CtC-C”PSC,C-PI C-P- CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr Cr PrPsP-C- 75 PjPi/Pj’ Cr
PePsPjP+C-PSP°C+C-C— P- PrPsPeCI'PsCRCrP+C-CtP&PSPsPj.
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PP»P°CI'Pé CLPECLC,PuPj
PsCEPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P"CfPYPp CP°CI'C,Ps

P§P°CI'C,Ps

P&kPpCtP°CI'C,Ps

PtPSC, PuPeCTC-PNPSC- C,P°
PiP°CEP°P-P&C,P°CEPSC-
P-P°C...PIPsCRCRPIP°PSPSCII

PtPSC, PuPeCtC-PNePSC-
P-P°C...PIPsCRCRPIP°PSPSCII
(G3/4: 7,8 %)

P— P+PsPeCt PeCBPSPIC- C,P°
P»C-PjC,P°C,P6CPSPSC—
CI'P&CI'C,PuPjPé

PKPpPNeC,CHPsPiPuPSC-CII (G4:
91,7 %); P°PSPpPjC-CII (G3/4:
9,4 %); C,PpP=CHPEP»CIHPSP®
PSPuPN.C,CHPsPiPuPSC-CI];

C,CHPsPjP+£PsCtPéC,PsPiPuPSC-CIL]

(G4: 0,8 %)

P— P+PsPeCrt C-PjCfPSPSPsC—
CI'PeCI'C,PuPjPé

P PuP°PeCC-C—

PiC-PiPuCHC$CrC,P»P&PIPsCI'C,C-

(G3/4: 1,2 %)

PwPpC,P°P£PsP»C-C+PSC- C,P°
PSCrC,CHPéC,PEPIPSC-
CHPsP-P»P°PrPé

PhPSPSCEHPuPeCIC-CII

P— P+PsPeCt PSPuCBPIPSPIPSC—
CI'PECI'C,PuPjPé

PrPpCHPEC, PuCHPECEPSP®
CI'PpPSCI'PsCHPSP®
PSPuPN.CRPsPiP°C,C-CII (G3:
0,4 %)

PuPpCEP&C, PUCLPECPSP®
PjPsC,PsCEPSP®
PSPRPN:CEPsPiP°C,C-ClI (G3/4:
0,4 %)

P— P+PsPeCr CI'PuCHCtCII

PYPLCEC1PuPIP°

PSPuPrPsCI'C,P°C,PSC-CI'C,CHb;
P°CHP&C,PjC-CII (C,CLIPYPeP&EC. ..

PSPu P+CrP»Ps)

P— P+PsPeCr CI'CPrP&PS

PHCEC,PuCHC-P°P»>CIbPSP®
PiC-PiPsC,PuPSP-C-CII

P— P=PsPeCr C,CBP°PIPSPSC—
CI'P&CI'C,PuPjPé

PkCrPrPsC,P° (G3/4: 5 %);
CI"C,PsPjP°C,P&C, (G3/4: 7,8 %);
PrC-P°CEPuCII (G3/4: 6,2 %);
P+P»CRPIP°PSPSCII (G3/4: 5 %);
P-P°PiPsCH

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PHP»PsPiPuCtC-CL];

CrCBHP°PIPuPSPSCII PSC-PiC,C-PI

(C,CLIPYPeC-: 0,4 %);

(CEPeC-CRPSC- CRPRP°PeC1C-C—
(C,CLIPPeP&C... PSPp P+CEP»Ps)

P— P+PsPeCr PsPiPsCHPSPs-
CHCLC...PsPIPsPiPs
P°PiP°CRHP°C,Cr C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPEPSPé

PrC-P°P»PiC-CII

P—P°PiP°P»CHPSC-
PiPSCHCrCEPUPSPSCII C,P°
PjC-CI'CtPuPIC-
CBHPuP°PeCtC-C—

PLCI'C,PuPSC-CII (C,CLIPYPeP®:
8,1 %); P-P°C,CHP&PjPeP°
CRC-PrP&éPSPé PI

PsCHPiP°PSC-P-PjC- (C,CLIPPeP°:

1,2 %); P+C-P»Clb

PeC-CI'CTPpPIC-
CEPRP°PeCtC-C— PiC-CI'P»CII
PIPIPuPrPuPSPSCII
PiCEPuPiP°CEP°C,Cr

P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrP{PuPSCH

(G3/4 PuC-PrPIP&C%oPuPSPEPNe
CHC-PIPuPSCH
P+C-P»C-CECIP+C-PSC
PeCEPSPIC- (< 2,5 %); G3/4
PiC-PrPIPEC%oPuPSPEPNe

CHC-PIPUPSCH P»CIPIPSPsC—

C,PsCI’C,P°C,P°P-Pé (< 2,5 %)

G3/4
P1iC-PrPIP&C%0PuPSPEPN:
CEC-PIPUPSCH PHPYPy
(< 1 %); G3/4
PiC-PrPIP&C%oPuPSPEPNe
CHC-PIPuPSCH PhHP>P§
(<1 %)

PuPsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CHPsPIP°PSC- Crf PiP°CtC-C”PSC,C-PI C-P:
PSPuPrCHC-P+PSPsPeP»C-C,PEPSPSP&Pj CRP°PePsPj P»PuPiPuPSCH PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PI PrPsP-C- 75 PjPi/Pj2 Crf
PePsPjP+C-PSP°CtC-C— P- CtP&CI'PiP»P°C,PéPSPsP;
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PsP»P°CI'Pé CI'PECT'C,PpPj
PsCHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P"CrPPu C+P°CI'C,Ps

PSP°CI'C,Ps

PkPuC+P°CI'C,Ps




PtPSC, PpPeCtC-PNePSC- C,P°
PiP°CHP°P-PéC,P°CHPSC-
P-P°C...PIPsCRCRPIP°PSPSCII

PTPSC, PuPeCtC-PNePSC-
P-P°C...PIPsCHCRPIP°PSPSCII
(G3/4: 5,7 %)

P— P+PsPeCt PeCHPSPIC- C,P°
P»C-PjC, P°C,P6C+PSPSC—
CI'P6CI'C,PuPjPé

P&PUPN:C,CEPsPiPuPSC-CLI

(G4: 51,5 %); P°PSPuPjC-CII (G3/4:
6,9 %);
C,CEPsPjP+PsC1P&C,PsPiPuPSC-CII
(G4: 0,5 %)

P=PuP=CEP&P>CIbPSP®
PSPRPNeC,CEPsPiPpPSC-CII

P— P+PsPeCt C_PjCrPSPSPSC—
CI'PECI'C,PuPjPé

P PpP°PeCTC-C— ,
PiC-PiPuCEC$CrC,P»PéPIPsCI'C,C-
(G3/4: 2,5 %)

PwPpC,P°P+PsP»C-CtPSC- C,P°
PSCrC,CHPEC,PEPIPSC-
CHPsP-P»P°PrPé

PHPSPsCEHPuPeCIC-CLI

P— P=PsPeCt PSPRCHPIPSPIPSC—
CI'P&CI'C,PuPjPé

PyPLCEPEC, PuCBPECPSP®
CI'PuPSCI'PSCHPSP®
PSPRPN:CEPsPiP°C,C-CII (G3:

3,7 %); PiPpCEP&C, PuCEPECEPSP°
PjPsC,PsCEPSP®
PSPRPN:CEPsPiP°C,C-CII (G3/4:

2 %)

P— P+PsPeCt CLPECRCICLL

PHCHPEC,PjC-CII (G3/4: 0,7 %)

PYPuCHCtPuPIP® ]
PSPuPrPsCI'C,P°C,PSC-CI'C,CHy

P— P+PsPeCr CI'CPrPéPS

PHCEC,PuCEC-P°P»CEbPSP®
PiC-PiPsC,PpPSP-C-CII (G3/4:
0,7 %)

P— P+PsPeCt C,CHP°PIPSPSC—
CI'PECI'C,PuPjPé

PKCrPrPsC,P° (G3/4: 9,6 %);
P+P»CRPIP°PSPSCII (G3/4: 7,6 %);
PrC-P°CEPuCII (G3/4: 6,4 %);
CI'C,PsPjP°C,P&C, (G3/4: 2 %)

P—P°PiPsChH

P— P+PsPeCr CEPeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PHP»PsPiPnCtC-CIL;
CrCHP°PYPuPSPSCLI PSC-PiC,C-PI
(C,CIIPYPeC-: 0,7 %);
C€PeC-CHPSC- CHPpuP°PeCtC-C—
(G3/4: 0,2 %)

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

PsC-P°P»PiC-CII (C,CLIPPeP°:
0,5 %)

P—P°PiP°P»CHPSC-
PiPSCHCrCEPUPSPSCII C,P°
PjC-CI'CtPuPIC-
CHPuP°PeCtC-C—

PHCI'C,PuPSC-CII (C,CLIPYPeP®:
9,9 %); P-P°C,CEP&PjPeP®
CEC-PrP&PSPé PI
PsCEPiP°PSC-P-PjC- (C,CLIPJPeP°:
0,7 %);

PiP°CECIICtPeP® (G3/4: 1,2 %)

PwC-CI'CtPpPIC-
CHPuP°PeCtC-C—
PiC-CI'P»CII
PIPIPuPrPuPSPSCII
PiCHPuPiP°CHP°C,Cr;
P+C-P»CH

P PuP-CrP»CIbC,P°C,Pé
PrPsCI'P»C-PrPYPuPSCH

G3/4P1iC-PrPIP&C%0PuPSPEPN:
CHC-PIPuPSCH
P+C-P»C-CECIP+C-PSCY
PeCEPSPIC- (2,1 %); G3/4
PiC-PrPIP&C%oPpPSPEPNe
CHC-PIPuPSCH APPY (1,3 %)

G3/4 PuC-PrPIPEC%o0PuPSPEPNe
CHC-PIPRPSCH PHPYPy

(0,5 %); G3/4
PiC-PrPIPEC%oPuPSPEPNe
CHC-PIPuPSCH
P»CrPYPSPsC—
C,,PsCI'C,P°C,P°P-Pé (0,3 %)

P1iPsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CHPsPIP°PSC- Cr
PiP°CtC-C”PSC,C-PI C-P- CEP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiCHPé
P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsCtPuC,P°PeCIPuP»Cr Cr PrPsP-C- 100 PjPi/Pj? Crf
PePsPjP+C-PSP°C+C-C— P- C,CRHP°CI'C,CrP-CfPjP°P+PsPj
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PipP»P°CI'Pé CI'PECI'C,PuPj
PsCHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P”CrPYPu C{P°CI'C,Ps

P§P°

CI'C,Ps




P— P+PsPeCr PeCEPSPIC- C,P°  |PkPuPNeC,CHPsPiPuPSC-CII (G3/4: 32 %);
P»C-PjC, P°C,PEC+PSPSC— C, PuP+CEP&P»CHPSP®

CI'P&CI'C,PuPjPé PSPuPN.C,CHPsPiPuPSC-CII (Cf C,PsPjCt
C4P&CI'P»C- PSPpPNeC,CEPsPiPpPSC-CI,
P°CI"PsC+C-PN:PsPIP°PSP° P- PiP°CECLIC{PePsCh
C- PiCEP&PNePsPjPsPj
P°PSC,P&P+C-PsC,PéPeC-PI) P°P+Ps
PSPuPN.C,CEPsPiPuPSC-C+PSP&PNe
CI'PuPiCI'P&CT

Pr,PuC,P°P+PsP»C-CPSC- C,P°  [PhPSPsCRPuPeCI'C-CI]
PSCrC,CHP&C,PEPIPSC-
CHPsP-P»P°PrPé

P— P+PsPeCr PiCI'PéC...C-PePé  [P‘PpuP-CI'PsPSPSCIJ

P— P+PsPeCt PSPuCHPIPsPIPsC—|PiP°CEPuCI'C,PuP-C-CIJ; PiPsP»PsPIPSP&PNe
CI'PéCI'C,PpPjPé P+C-P»CH; PrPéCI'PiPpPIP-C-CIJ;
PiC-PiPuCI'C,PuP-C-CIJ

P— P+PsPeCr CIPuCHCHCII PYPuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH

P— P+PsPeCr PsCHPiP°PSC-PI P11C-PrPIP€C%oPnPSP°

P-PsCECY CI'P»CHbPsP-PsC,PsC4PéPIC-CI'C,Clb,
PePsPSEE ™ CRPSPeC,PéPIC-C,

P— P+PsPeCt CLCIPrP&PS P>C-PjC, PsPuPrPuPjP° i

P— P+PsPeCr P&PsCI PSPIC- PeCRPsPIPSC,PpCiC—; i

CEPuCI'PiC-CEP°C,PsCEPSPsC— [C,P°CHP&PSPiPsP»P°CHP&EPSPiPuP°P»CHPSPEPN:
CI'PECI'C,PpPjPé, PsCHPiP°PSC-PI{P+C-P»CH; PSP°P-PsC, P°CHP&PSPiC-C,;
PiCHCrPrPSPsC— PeP»C-C,PePé [P-P°PrPéCEPeP°; PeP°CEPuP»Chb;

C,P° CBEPEPSPsCHPuCII
CI'PuCHPpPrPsCI'C,C-PSPSCII

P— P+PsPeCr C,CEP°PIPSPsC— [PKCrPrPsC,P°; PrC-P°CHPuCIJ;
CI'PECI'C,PpPjPé P+P»CRPIP°PSPSCI]; P-P°PiPsCH;
CI'C,PsPjP°C,PéC,; PrPéCI'PiPuPiCI'C-CILJ;
P+C-P»CH Cf PJP&PIPsC,C-

P— P+PsPeCr CEPeC-CHPé C,P°  [PHP»PsPiPuCtC-CLI; PuCHPEC,PuPjP°;

PiC-PrC€PeC-CHPSPsC— PIP&CI'P&PiP°PSPSCI]; CFCEP°PIPuPSPSCII
PeP»C-C,PePsPIPEPSPé PSC-PiC,C-PI

P— P+PsPeCr PsPiPsCEPSPs-  |PmC-P°P»PiC-CLL; P°CEC,CHP°P»PiC-CLJ; i
CECrC...PsPIPsPiPs P+C-P»CH Ct PeC-PSCtC-PIPeP°C...; P+C-P»CH
P°PiP°CEP°C,Cf C,P° Cr PeC-CI'C,PeP°C...; P+C-P»CHb Ct CI'PiP8PSC-

CI'PiPsP»CrC+PSPsC—
C,PeP°PSP&PSPé

P_P°PiP°P»CIbPSC- PHCLC,PuPSC-CLL; PiPpCEP&C, PUCEPECIPSC-  |P>PuC,P°CHPIC-CLI
PiPsCECIrCEPRPSPSCILI C,P° PSP°P+CHCLIPePé; PiP°CECLICPeP®;

PjC-CI'CtPpPIC- PiC-PrPIP8C%oPpPSP°

CHPuP°PeCtC-C— PIC,PsPjP»CRPIP°PSC-CI'C,CHb;

P-P°PiP°P»PpPSPSCII CI'P»P&P-PsPIPEC. ..
PsP+PsP»PsPSPsPe; P+C-P»CH; PiPsCI'C,CHPp
CHPuCI'PiC-CEP°C,PsCHPSPu
P-P°C...PIPsCRCRPIP°PSPSCIJI; P+C-P»CH Cr
PiCRHCrPrCIIC...; PsP-PSPsP+

P PuP-CrP»CHC,P°C,Pé P—P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°
PrPsCI'P»C-PrPPuPSCIH

P-P°CRPuC”CI'C,CRPsPIP® PSPeC Cr PiP°CtC- C"PSC C-PI C-P- C"F\P PePsPj PjPsP»PsC+tPSPsC—
P-P°P»PsP-Pé PiCRPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr Cr PrPsP-C- 100

PjPi/Pj? Cf PePsPjP+C-PSP°CtC-C— P- C,CRP°CI'C,CIP-CIPjP°P+PsPj.

P— P+PsPeCé PeCEPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI C,PuPjPé.

P”CrPYPu C+P°CI'C,Ps: PiPpPjP°C,PsP»PsPiC-C+PSP° C,PsPeCI'PéC+PSC-CI'C,CH
PePsPjP+C-PSPsPIP°PSPsC— C,PuCRHP°PiC-C— C,CHP°CI'C,CrP-CrPjP°P+PsPj C,P°




PrPsCtPuC,P°PeCI'PuP»PsPj P-CRPsCI'C,P°P»P° PiPsCHC-PIPSCIIPSPs P-
PjPsPSPsC,PuCHP°PiC-C”Ch PrPsCtPuC,P°PeCI'PuP»PsPj (32 % PIP&PiP°PrPeC-PI
CHPsP-PIP&C,PeCr PSPuPN:C,CHPsPiPuPSC-C— P+PtP1/PtV CI'C,CrPiPuPSCII PiCRPsC,Pé 22 %,
CILIPeC%oPs PIPéPePsCHPECI'C,PsPICIPIP°C,Pé PeCHPEC,PuCHC-C— NCI-CTC [National Cancer
Institute BR“ Common Toxicity Criteria; P—P°PiP°P»CHPSPsPiCHPEPN.PSCIIC,C-
PeCHPé&C,PuCRC-C— C,PsPeCI'PéC+PSPsCI'C,C- PkP°CtC-PsPSP°P»CHhPSPsPiPs
C-PSCI'C,PéC,CrC,Cr CHP°PeCr PYPEPY]). PYP»C-Pr P-PIPuCHPSCrC,Pé CrPIP°PiCt, C%oPs
C1P°CI'C,PsC,P° CHPsP-PIPEC,PeCr CtCHPsPiPs PiPsP+C-C+PSPsPiPs CLIPIP&C%oP° Cr
PrP°PSPsC— PeP°C,PuPiPsCRHC-C— PiP°Ct+C-C”PSC,C-PI PjPsPPu P+CrC,Pé
PSPuPrPsPsCtC-PSPuPSPsCH, PsCI'PeC-P»CHPePé PSP°PIC-C,CH PiCHPé
PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj Cr PrPsP-C- 100 PjPi/Pj*
PSPuPN:C,CEPsPiPpPSC-CI]I, P-PiC-PrPSPs P- C-CI'PSCFCRC$PéPjPé PrP°PSP&P;Pé,
PIPEPSP&PeP°C” Cr 97 % PiP°CtC-C”PSC,C-PI, PiCEPé CtCHPsPjCr Cf 76 % B PtV
CI'C,CrPiPuPSCII (PIC-PrPiPsPIC-PrPSPs PrPs PiC-PePsPIPsPiPs P-PSPéPYPuPSPSCII
CHC-PIPSCII PSPuPN:C,CHPsC, C-P»C-PI Cf PeCHPsPIC-). P§P°CI'C,PsC,P° CHPsP-PIP&éC,PeCr
C,PpP+CEP&P»CHPSPsC— PSPuPN.C,CHPsPiPuPSC-C— P°P+Ps
PSPuPNeC,CHPsPiPpPSC-C+PSPsPiPs CI'PuPiCI'PéCI'Cr C,P°PePsPY P-CHPsCI'C,P°C” Cf
PiP°CtC-C”PSC,C-PI, CLIPeC- PiCEP&éPN-PjP°CRC,CH PePsPjP+C-PSP°CtC-Ch
PiPpCHCtPpPiC,PéPSCT C,P° PrPsCtPuC,P°PeCI'PuP»Cr (23 % PiCHPsC,Pé 17 %
PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé, CIIPeC- P-PSP°C...PsPrCIIC,CHhCI'CII PSP®
PjPsPSPsC,PuCHP°PiC-C— PrPsCtPuC,P°PeCI'PuP»PsPj).

P— P+PsPeCé CI'PuCFCtCII.

PYP&PjPiC,PsPjPSP° CI'PuCRCtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH P+CIP»P°
PIPECIIPIP»PuPSP° Cr 2,2 % PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEP&PN:PjP°P»Pé
PePsPjP+C-PSP°CtC-Ch C,CHP°CI'C,CfP-CrPjP°P+Cr C,P° PrPsCtPuC,P°PeCI'PuP»Cr,
PiPsCRHC-PIPSCIIPSPs P- 0 % PIP&PiP°PrPeC-PI CtCIHPsPiPs PiPsP+C-C$PSPsPiPs
CIIPIP&C%oP° Cr PiP°CtC-C”PSC,C-PI, CLIPeC- P-PSP°C...PsPrPéP»P&CI'CLI PSP°
PjPsPSPsC,PuCHP°PiC-C—. P] PiCHCIPiC- PrPsCI'P»C-PrPPuPSPSCII, PI CLIPeC-PNe
PiCHPEP-PSP°C$P°P»Pé PePsPjP+C-PSP°CtC-ChR PrPsCtPuC,P°PeCI'PuP»Cr C,P°
C,CRP°CI'C,CrP-CrPjP°P+Ct, 64 % PiP°CtC-C”PSC,C-PI Cr PiPsPiPuCHPuPrPSC-C...
PeCrCRHCIP°C... P»C-PeCrPIP°PSPSCII PsC,CHP&PjCrPIP°P»Pé
P°PSC,CHP°CtPéPeP»C-PSPé CIIPe P°Pre[™ CRPIP°PSC,PSCr C,PuCRHP°PiC-Ch, C,PsPrC-
CLIPe Cr PiCHCrPiC-, CIIPeC-PNe PiCHP&P-PSP°C+P°P»Pé PjPsPSPsC,PuCHP°PiC-Ch
PrPsCtPuC,P°PeCI PuP»PsPj, P°PSC,CRP°CtPéPeP»C-PSPé PsC,CHPEPjCIPIP°P»Pé 55 %
PiP°CtC-C”PSC,C-PI.

PiPsP+C-C$PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CRHPsPIP°PSC- Cr
PiP°CtC-C”PSC,C-PI C-P- CKP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé PiCEPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr Cr PrPsP-C- 75 PjPi/Pj2 Cr
PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtPéC,P°P+C-PSPsPj

PyP°PxP»PeCtCII 7

PeP»P°CI'Pé CI'PECI'C,PuPj
PsCHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P”CfPIPu C+P°CI'C,Ps PSP°CI"C,Ps




PtPSC, PpPeCtC-PN-PSC- C,P°
PiP°CHP°P-P&C,P°CEPSC-
P-P°C...PIPsCECRPIP°PSPSCII

P5P°PSPrPEPrPsP-
CI'P»P&P-PsPIPsC—
PsP+PsP»PsPSPePé
PiPsCEPsPIPSP&PSPé CEPsC,P°
(G3/4: < 1 %)

P— P+PsPeCr PeCHPsPIC- C,P°
P»,C—Pj(;,,P°C,PéCiPSPSC—
CI'P&CI'C,PuPjPé

P&XPpPNeC,CEPsPiPuPSC-CLI (G3/4: 63 %);
P°PSPUPjC-CLI (G3/4: 10 %)

PyCHPsPjP+PsCtP&C, PsPiPpPSC-Cl]
(G3/4: 3 %)

PwPuC,P°P+PsP»C-CtPSC- C,P°
PSCrC,CHPéC,PEPIPSC-
CHPsP-P»P°PrPé

PhPSPSCHPRPeCIC-CLI (G3/4: 1 %);
P-PSP&PPRPSPSCII P°PiPuC,PSC,Cf

P—PSPuPIPsPrPSPuPSPSCII (G3/4:
2 %)

P— P=PsPeCf PSPuCBPIPsPIPsC]
CI'P&CI'C,PpPjPé

P"PECI'PiPuPIP-C-ClI (G3/4: < 1 %);
PiP°CBPuCI'C,PuP-C-CII (G3/4: < 1 %)

P—P°PiP°PjPsCHPsCPpPSPSCL];
PiPsP»PsPIPSP&PN: P+C-P»CH
(G3/4: < 1 %);

PiPLCHPEC, PUCHPECEPSP®
PSPuPN:CEPsPiP°C,C-CII

P_ P+PsPeCt PSCHPIP°PSC-PI
P-PSCECT

PC-PrPIPEC%oPpPSP° ]
CI'P»CHPsP-PsC,PsC+PéPIC-CI'C,CIb

P— P+PsPeCr
CHPuCI'PiC-CHP°C,PsCHPSPsC—
CI'PECI'C,PuPjPé,
PiCHCrPrPSPsC— PeP»C-C,PePé
C,P°
CI'PuCHPuPrPsCI'C,C-PSPSCII

PuP°CHPEPSPiPsP»P°CHPEPSPiPuP°P»CEbPSPEPNe
P+C-P»CIb (G3/4: 2 %)

P—P°PrPéCEPeP° (G3/4: 1 %);
PeP°CEPUP»CH (G3/4: < 1 %);
PSPsCIPsPIC- PeCRHPsPIPsC,PuCiC-
(G3/4: <1 %)

P— P=PsPeCr C,CBP°PIPSPSC—
CI'P&CI'C,PuPjPé

PYC,PsPjP°C,PéC, (G3/4: 18 %); PrC-P°CHPuCII
(G3/4: 14 %); PSCrPrPsC,P° (G3/4: 6 %);
P+P»CRPIP°PSPSCII (G3/4: 4 %); P-P°PiPsCH
(G3/4: 1 %); P+C-P»CH Cr PIP&PIPsC,C-B B B B
(G3/4: 2 %); PrPéCI'PiPpPiCI'C-CII

P‘C-P»CH Cr PIPuCHC...PSC-C...
PIC-PrPrC-P»P°C... P{P&PIPsC,P°;
CI'CrC...C-CI'C,CH Cr CHPsC,C-

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CRHPSPsC—
PeP»C-C,PePsPIPEPSPé

P”PsP»PsPSPSPs-PiPsPrPsCEPsPIPSPEPNe
CI'P&PSPrCEPsPj (G3/4: 24 %);
P°P»PsPiPuCtC-CII (G3/4: 6 %);
CIrCHP°PIPuPSPSCII PSC-PiC,C-PI (G3/4: 2 %)

P"PRCEHPjP°C,P&C;
PLCEP&C,PuPjP°C,PsP-PSC-
PIP&CI'PéPiP°PSPSCILI (G3/4:

< 1 %); P-PjC-PSP°
PePsP»CHPsCRHCr PSC-PiC,C-PI;
PsPSC-C...PsP»C-P-P&éCI (G3/4: 1 %)

P— P+PsPeCr PsPiPsCHPSPs-
CECrC...PsPIPsPiPs
P°PiP°CHP°C,Crf C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPePSPé

PmC-P°P»PiC-CII (G3/4: 2 %);
P°CHC,CHP°P»PiC-CII (G3/4: 1 %)

P‘C-P»CH Cr PeC-PSCt+C-PIPeP°C...
(G3/4: <1 %); PxC-P>CH Cr
CI'PiPEPSC- (G3/4: 1 %)

P—P°PiP°P»CHPSC-
PiPsCHCrCEPuPSPSCII C,P°
PjC-CI'CtPuPIC-
CEPpP°PeCtC-C—

PHCI'C,PuPSC-CII (G3/4: 3 %); PiP°CHCIICPeP®
(G3/4: 1 %); PiC-PrPIP&C%oPuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH/
P-P°PiP°P»CIHPSP° CI'P»P°P+PeC-CI'C,CH (G3/4:
5 %); PiPuCRP&C, PuCHP&CIPSC-
PSP°P+CRCIIPePé (G3/4: 1 %)

P>PuC,P°CEPIC-CLI; P+C-P»Cib

P PuP-CfP»CHC,P°C,Pé
PrPsCI'P»C-PrPIPuPSCH

P—PjPpPSCEPPPSPSCII PjP°CLPé
C,C-P»P°; PiC-PrPIPEC%oPuPSPEPNe
CEC-PIPuPSCH
P+C-P»C-CECIP+C-PSCY

PeCEPSPIC- (G3/4: 9 %)

PuPsP+C-CPSC- CEPuP°PeCtC-C—, P-P°CEPuC”CI'C,CRPsPIP°PSC- Ct PiP°CtC-C”PSC,C-PI C-P-
CEP°PePsPj PiPuCEPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé PiCEP& P-P°CI'C,PsCI'CPIP°PSPSC-
PrPsCtPuC,P°PeCI'PuP»Ct Cf PrPsP-C- 75 PjPi/Pj? Ct PePsPjP+C-PSP°C+C-C— P-

PiCHPRPrPSC-P-PsPSPsPj P°

P+Ps PiCHPpPrPSC-P-PsP»PsPSPsPj
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PsP»P°CI'Pé CI'PECIC,PpPj
PsCHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P”CrPYPu CP°CI'C,Ps

P§P°

CI'C,Ps




PtPSC, PuPeCtC-PNPSC- C,P°
PiP°CHP°P-PéC,P°CEPSC-
P-P°C...PIPsCECEPIP°PSPSCII

P+PSC, PuPeCt+C-PNPSC-
P-P°C...PIPsCHCRPIP°PSPSCILI (G3/4:
3,3 %)

P— P PsPeCt PeCBPSPIC- C,P°
P»C-PjC,P°C,P6CPSPSC—
CI'P&CI'C,PpPjPé

PKPUPN:C,CEHPsPiPuPSC-CLI (G3/4:
32 %); P°PSPUPJC-CII (G3/4: 4,9 %)

PCLPsPjP+PsCTP&C, PsPiPuPSC-CLI
(G3/4:

0,6 %);C, PuP+CEP&P»CHPSP®
PSPuPN.C,CEPsPiPuPSC-CII

P— P+PsPeCr C-PjCrPSPSPsC—
CI'P&CI'C,PuPjPé

P PuP°PeCtC-C— ,
PiC-PiPuCEC+CIC,P»PéPIPSCI'C,C-
(G3/4: 0,6 %)

PwPuC,P°P+PsP»C-CPSC- C,P°
PSCrC,CHPeC,PEPIPSC-
CHPsP-P»P°PrPé

PhPSPSCEPRPeCIC-CLI (G3/4: 0,6 %)

P— P+PsPeCr PSPuCHPIPSPIPSC—
CI'PECI'C,PpPjPé

PPuCEP&C, PuCRHPECEPSP®
CI'PpPSCI'PsCHPSP®
PSPuPNeCEPsPiP°C,C-CII (G3/4:

1,2 %); PrPéCI'PiPpPIP-C-CII (G3/4:
0 %)

PuPuChHPéC, PuChPéCEPSP°
PjPsC,PsCHPSP°
PSPuPN.CHPsPiP°C,C-CII (G3/4: 0 %)

P_ P+PsPeCt PSCRHPIP°PSC-PI
P-PSCHCE

P1;C-PrPIP&C%oPRPSP° ,
CI'P»CHbPsP-PsC,PsC$P&PIC-CI'C,CHy
(G3/4: 0,6 %)

P— P+PsPeCr CI'PuCHCTCII

PriPsPiC-CHC€PpPSPSCII
C, CrPSPeCtC-C— P»C-PIPsPiPs
CEP»CrPSPsCtPeP® (G3/4: 0,3 %)

P— PiRsPeCf
CHPuCI'PiC-CHP°C,PsCHPSPsC—
CI'PéCI'C,PuPjPé, PsCHPiP°PSC-PI
PiCHCIPrPSPsC— PeP»C-C,PePé
C,P°
CI'PuCHPpPrPsCI'C,C-PSPSCII

PkPsCI'PsPIC- PeCHPsPIPsC,PuC+C-
(G3/4: 0 %); P-P°PrPECEPeP® (G3/4:
0,6 %); PeP°CEPUP»CH (G3/4: 0 %)

P— P=PsPeCt C,CBP°PIPSPsC—
CI'P&CI'C,PpPjPé

PxCrPrPsC,P° (G3/4: 2,4 %);
PrC-P°CHPuCII (G3/4: 1,2 %);
CI'C,PsPjP°C,P&C,/C,P°CHP&PSPiC-C,
(G3/4: 0,9 %); P£P»CRPIP°PSPSCII
(G3/4: 1,2 %)

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPE

PHP»PsPiPnCtC-CIJ;
CrCHP°PYPuPSPSCII PSC-PiC,C-PI
(C,CIIPYPePéC... PSPu P+CrP»Ps)

P’'P&CTPEPiP°PSPSCII P-C-
P-P»CrC%oCrPIP°PSPSCIIPj (G3/4:
0,3 %)

P— P+PsPeCr PsPiPsCHPSPs-
CRHCrC...PsPIPsPiPs
P°PiP°CEP°C,Cf C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPePSPé

PHCHC,CHP°P»PiC-CLI (G3/4: 0,3 %);
PiC-P°P»PiC-CLI (G3/4: 0,3 %)

P—P°PiP°P»CHPSC-
PiPsCHCrCEPuPSPSCII C,P°
PjC-CI'CtPpPIC-
CHPpP°PeCtC-C—

P1iC-PrPIP&C%oPuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH
(G3/4: 3,9 %);

P-P°C,CHPéPjPeP° CHC-PrPéPSPé PI
PsCRPiP°PSC-P-PjC- (C,CLIP{PeP°:

0,6 %)

P1PsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CHPuC”CI'C,CHPsPIP°PSC- PiCRHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPsCtPuC,P°PeCI'PuP»Cr PI PrPsP-C- 75 PjPi/Pj’* Crf
PePsPjP+C-PSP°C+C-C— P- PrPsPeCI'PsCRCrP+C-CtPEPSPsPj C-
CtP&PeP»PsC, PsCI'C, P°PjC-PrPsPj CLIPe P°Prsf™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C—
Cr PiP°CtC-C”PSC,C-PI P- CRP°PePsPj PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P
PjPuC,P°CI'C,P°P-P°PjPé Ct P»C-PjC,P°C,P6CPSC- PICIP-P»Pé
(PrPsCI'P»C-PrPYPuPSPSCII TAX 316) C,P° P+PuP- PSP&C... (PrPsCI'P»C-PrPIPuPSPSCII




GEICAM 9805) 5" P-PIPuPrPuPSC- PrP°PSC-
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PsP»P°CL'P& CIP&CLC, Py
PsCEPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P”CPYPu CP°CI'C,Ps

PSP°CI'C,Ps

PkPuC$P°CI'C,Ps

P1PSC, PuPeCTC-PNePSC- C,P°
PiP°CEP°P-P&C,P°CEPSC-
P-P°C...PIPSCECEPIP°PSPSCII

PtPSC, PuPeCtC-PNePSC-
P-P°C...PIPsCHCRPIP°PSPSCII
(G3/4: 2,4 %);
PSPuPN.C,CHPsPiPuPSC-C$PSC-
C-PSC, PpPeCtC-C— (G3/4: 2,6 %);

P— P+PsPeCr PeCHPsPIC- C,P°
P»C-PjC,P°C,PEC$PSPsC—
CI'PECI'C,PuPjPé

PHPSPUP|C-CLI (G3/4: 3 %);
PSPuPN:C,CEPsPiPuPSC-CII (G3/4:
59,2 %);

C,CHPsPjP+PsCtP&C, PsPiPuPSC-CIJ
(G3/4: 1,6 %);

C, PuP+CHP&P»CEbPSP®
PSPRPNeC,CEPsPiPuPSC-CLI (G3/4:
PkP—)

P— P+PsPeCr C-PjCrPSPSPsC—
CI'PeCI'C,PpPjPé

P PpP°PeCtC-C— ,
PiC-PiPpCHC4CtC,P»P&PIPSCI'C,C-
(G3/4: 0,6 %)

PmPpC,P°P+PsP»C-C+PSC- C,P°
PSCrC,CHPéC,PEPIPSC-
CBHPsP-P»P°PrPé

PHPSPsCHPRPeCLC-CLI (G3/4:
1,5 %)

P— P=PsPeCr PSPRCHPIPSPIPSC—
CI'P&CI'C,PuPjPé

P”P&CI'PiPpPIP-C-CII (G3/4: 0,6 %);
PiPuCHP&C, PuCHPECEPSP®
CI'PpPSCI'PsCRHPSP°
PSPuPNeCHPsPiP°C,C-CII (G3/4:

< 0,1 %);

PLPRCEPEC, PUCEHPECIPSP®
PjPsC,PsCHPSP°
PSPRPN-CHPsPiP°C,C-CII (G3/4:
0 %);

PYP&PSPePsPiPy (G3/4: 0 %);
PiCHPsCLIPIPé
PSPuPN:CHPsC,PsPeCI'PéC+PSPsCI'C,C]
(G3/4: 0 %); CI'PsPSP»P&éPIC-CI'C,CH
(G3/4: 0 %)

P— P+PsPeCr PsCRHPiP°PSC-PI
P-PsCECT

PrePsPSER ™ CRPSPeC,PEPIC-C,
(G3/4: < 0,1 %);

PuC-PrPIPEC%oPuPSP® )
CI'P»CIbPsP-PsC,PsC+PéPIC-CI'C,CH
(G3/4: <0,1 %)

P— P+PsPeCr CI'PuCRHCtCII

PHCEP&C,PiC-CII (G3/4: 0,2 %);

P— P+PsPeCr CI'CrPrPéPS

P’C-PrC#CrC,C,CII
B«PiCHP&PiP»PEPIC-PIB» (G3/4:
0,5 %)

PBCHC,PuCHC-P°P»CIbPSP®
PiC-PiPsC,PpPSP-C-CII (G3/4: 0 %);
C,P»PuP+C-C, (G3/4: 0 %)

P>C-PjC, PsPuPrPuPjP° (G3/4: 0 %)

P— P+PsPeCr
CHPuCI'PiC-CHP°C,PsCHPSPsC—
CI'P&CI'C,PpPjPé, PsCHPiP°PSC-PI
PiCECIPrPSPsC— PeP»C-C,PePé
C,p°
CI'PuCRPuPrPsCI'C,C-PSPSCII

PEP°CEPPP»CHD (G3/4: 0 %)

P— PPsPeCt C,CHPPIPSPsC—
CI'PECIC,PpPjPé

PKCIPrPsC,P° (G3/4: 5 %);
CI'C,PsPjP°C,P&C, (G3/4: 6 %);
P+P»CRPIP°PSPSCII (G3/4: 4,2 %);
PrC-P°CHPuCII (G3/4: 3,4 %);
P-P°PiPsCH (G3/4: 0,5 %)

P‘C-P»CH Cr PYPEPIPsC,C- (G3/4:
0,4 %)

P— P+PsPeCr C€PeC-CRHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PhP»PsPiPuCtC-CII
(CI'C,C-PNePeP°: < 3 %);
CEPeC-CHPSC- PiCHPsCLIPIPé
C,PsPeCI'P&C+PSPsCI'C,C- (G3/4:
0,6 %); CrCHP°PIPuPSPSCII
PSC-PiC,C-PI (G3/4: 0,4 %)

P— P+PsPeCr PsPiPsCHPSPs-
CRCrC...PsPIPsPiPs
P°PiP°CEP°C,Cf C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPEPSPé

PC-P°P»PiC-CII (G3/4:0,7 %);
P°CHC,CRHP°P»PiC-CII (G3/4: 0,2 %)

P—P°PiP°P»CHPSC-
PiPsCHCrCEPUPSPSCII C,P°
PjC-CI'C+PuPIC-
CEPpP°PeCtC-C—

PHCI'C,PuPSC-CII (G3/4: 10 %);
PiP°CECLIC1PeP® (G3/4: PkP—);
PiPpCEP&C, PuCEPECHPSC-

PSP°P+CECIIPePE (G3/4: 0,2 %)

P— P+PsPeCr
CHPUPICHPsPrCrPeC,PEPIPSPsC—
CI'PECI'C,PpPjPé C,P°
PjPsP»PsC+PSP&C... P-P°P»PsP-

PhPjPLPSPsCHPRCLI (G3/4: HP—)

P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPPpPSCH

P_P+C-P»CHbCEPRPSPSCIL
PjP°CI'Pé C,C-P»P° (G3/4: 0 %);
P-PjPuPSCEPUPSPSCILI PjP°CI'Pé

C,C-P»P° (G3/4: 0,2 %)

PsPeCRPuPjP&C... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe
P-P°CRPuC”CI'C,CRPsPIP°PSPé&C... PICRPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsCtPuC,P°PeCI PuP»Cr




Cr PrPsP-C- 75 PjPi/Pj* Cf PePsPjP+C-PSP°CtC-C— P- PrPsPeCI'PsCRCrP+C-CtP&PSPsPj C-
CTPePeP»PSC PsCI'C,P°PjC-PrPsPj CI.IPe P°PreR™ ChPIP°PSC,PSPsC— C PuCHP°PiC-C— Cr

316) C,P° P+PuP- PSP&C... (PrPsCI'P»C-PrPIPuPSPSCII GEICAM 9805).

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé.

P] PrPsCI'P»C-PrPPuPSPSC- P-P° C+C$P°CI'C,Ch PiP°Ct+C-C”PSC,C-PI C-P- CEP°PePsPj
PjPsP»PsC+PSPsC— P-P°P»PsP-Pé P- PjPuC,P°CI'C,P°P-P°PjPé Cr P»C-PjC,P°C,PEC$PSC-
PICFP-P»Pé (PrPsCI'P»C-PrPIPuPSPSCII TAX 316) C-P- 84 PiP°CtC-C”PSC,C-PI, Ct CIIPePéC...
PSP° PjPsPjPuPSC, P-P°PeC-PSC+PuPSPSCII C...C-PjC-PsC,PuCHP°PiC-C—
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CI]I PiPuCHPEC, PuCHPECEPSP° CI'PuPSCI'PsCEHPSP®
PSPuPN.CHPsPiP°C,C-CI], Cr 10 PiP°CtC-C”PSC,C-PI CtCII PSPuPN.CHPsPiP°C,C-CII
P-P+PuCHC-PiP°P»P°CI'CH> C- PIPiCEPsPrPsPIPY PiPuCEC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII.

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé.

P] PrPsCI'P»C-PrPPuPSPSC- TAX 316 PiPuCHP&C,PuCHPECPSP° CI'PuPSCI'PsCHPSP®
PSPuPN.CHPsPiP°C,C-CLI PiPsC+P°P»P°CI'CII PiC-Pr C$P°CI' P»C-PeCrPIP°PSPSCII C,P°
CrC,CHPé&PjCrPIP°P»P°CI'CII PiCHPsC,CLIPiPsPj PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PpuCHPuPYPuPSPSCII Cr 84 PiP°CtC-C”PSC,PsPe (11,3 %) Cr PiCHCrPiC-
P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 15 PiP°CtC-C”PSC,PsPe (2 %) Cr
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC. PkP° PeC-PSPuCtCH
PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PpCHPuPIPuPSPSCII (PjPuPrC-P°PSP®
C,CHP&PIP°P»PsCI'C,C- PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
CI'C,P°PSPsPIP&P»P° 8 CEPsPeC-PI) PiPuCHP&C, PuCEP&C+PSP° CI'PuPSCI'PsCHPSP°
PSPuPN.CHPsPiP°C,C-CII CfC,CRHP&PjCrPIP°P»P°CI'CII Cr 10 PiP°C+C-C”PSC,PsPe (1,3 %) Cr
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 2 PiP°CtC-C”PSC,PsPe
(0,3 %) Ct PiCRCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.

P] PrPsCI'P»C-PrPPuPSPSC- GEICAM 9805 PiPuCHPéC, PuCHPECPSP®
CI'PuPSCI'PsCHPSP° PSPuPNeCHPsPiP°C,C-CI], CLIPeP°® PiPsC+P°P»P°CI'CI]I PiC-Pr
C$P°CI" PiPuCHC-PsPrCr P»C-PeCrPIP°PSPSCII, CrC,CHPEPjCIPIP°P»P°CI'CII PiC-Pr
C$P°CI’ PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPpPIPuPSPSCII Cr
10 PiP°C+C-C”PSC,PsPe (1,9 %) Cr PiCHCIPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé
TAC C- Cr 4 PiP°CtC-C”PSC,PsPe (0,8 %) Cf PiCRCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'C...PuPjPé FAC. PkP°® PeC-PSPuCtCH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCEPuPIPuPSPSCII (PjPuPrC-P°PSP° C,CHPEPIP°P»PsCI'C,C-
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII CI'C,P°PSPsPIPEP»P° 10
CHPsPeC-PI C- 5 PjC-CI'CIICtC-PI) PiPuCHPé&C, PuCEP&éC+PSP° CI'PuPSCI'PsCHPSP°
PSPuPNeCHPsPiP°C,C-CILI CrC,CEP&PjCIrPIP°P»P°CI'CII Cr 3 PiP°CtC-C”PSC,PsPe (0,6 %) Cr
PiCRCIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 1 PiP°CtC-C”PSC,PePé (0,2 %)
Cr PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.

P— P+PsPeCé CI' PuCFCtCII.

P] PrPsCI'P»C-PrPPuPSPSC- TAX 316 Cr 26 PiP°CtC-C”PSC,C-PI (3,5 %) Ct PiCRCrPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- PI 17 PiP°C+C-C”PSC,C-PI (2,3 %) Cr
PiCRCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC CHPsP-PIPEPSCrP»P°CI'CII P—PVPk.
P’ CfCI'C-C... PiP°CtC-C”PSC,C-PI, P-P° PIP&PSCIIC,PePsPj PsPrPSPsPiPs PiP°CtC-C”PSC,P° Cf



PePsPIPSC-PNe C-P- PiCRHCrPi, P—PYPk P+CrP»P° PrC-P°PiPSPsCI'C,PsPIP°PSP° C+PuCHPuP-
P+C-P»CHCEPu PSC-PY 30 PrPSC-PI PiC-CI'P»CII PiPsC+P°C,PeCt P»C-PeCrPIP°PSPSCII. 2
PiP°CtC-C”PSC,Pé Ct PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- 4
PiP°CtC-C”PSC,Pé Ct PiCHCIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé FAC
PiPsPjPuCHP»Pé C+PuCHPuP- CI'PuCRCtPuPICt PSPuPrPsCI'C,P°C,PSC-CI'C,Clb.

P] PrPsCI'P»C-PrPPuPSPSC- GEICAM 9805 PiC-Pr C$P°CI’ PiPuCHC-PsPrCr
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII Cr 3 PiP°CtC-C”PSC,PsPe (0,6 %) Cr
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 3 PiP°CtC-C”PSC,PsPe (0,6 %)
Cr PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC CRPsP-PIPEPSCIP»P°CI'CI]
P—PVPk. PhPrPSP® PiP°CtC-C”PSC,PeP° Cr PiCHCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII
CI'C...PuPjPé TAC PiPsPjPuCEP»P° C+PuCHPuP- PrPéP»P°C,P°CtC-PNePSCF
PeP°CHPrC-PsPjC-PsPiP°C,C-Ch.

PkP° PeC-PSPuCtCH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
(C,P°PeC,PECEPSP° PjPuPrC-P°PSP° C,CHP&PIP°P»PsCI'C,C- PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII CI'C,P°PSPsPIP&P»P° 10 CEPsPeC-PI C- 5 PjC-CI'CIICtC-PI) Cr
PYPsPrPSPsC— P- PiP°Ct+C-C”PSC,PsPe Cr PiCRCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé
TAC PSPy CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI P—PVPk, 1 PiP°CtC-C”PSC,PeP° Cr PiCHCrPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC PiPsPjPuCEP»P° C+PuCHPpP-
PrPéP»P°C,P°CtC-PNePSCF PeP°CHPrC-PsPjC-PsPiP°C,C-CHh, P° PI PiCHCIPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé FAC P-P°CI'C,C-PNePSP° CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH CrC,CHP&PjCrPIP°P»P°CI'CII Cf 1 PiP°CtC-C”PSC,PePé (0,2 %).

P— P+PsPeCé CE€PeC-CHPé C,P° PiC-PrC€PeC-CHPSPsC— PeP»C-C,PePsPIPéPSPé.

PJ PrPsCI'P»C-PrPYPuPSPSC- TAX 316 P+CrP»Ps P-P°CHPuC”CI'C,CEPsPIP°PSPs 687 C-P- 744
PiP°CtC-C”PSC,C-PI (92,3 %) Ct PiCHCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C-
645 C-P- 736 PiP°CtC-C"PSC,C-PI (87,6 %) Ct PiCRCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'C...PuPjPé FAC, Cr CLIPePé&C... P°P»PsPiPuCtC-CII P-P+PuCHC-PiP°P»P°CI'CII
PiC-CI'P»ClI P-P°PeC-PSC+PuPSPSCII C...C-PjC-PsC,PuCRP°PiC-C— C-
PIPiCRHPsPrPsPIPY PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPIPuPSPSCII.

P&P° PeC-PSPuCtCH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII
(C,, P°PeC,PECEPSP° PjPuPrC-P°PSP°® PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPIPuPSPSCII CI'C,P°PSPSPIPEP»P° 8 CHPsPeC-PI) P°P»PsPiPuCtC-CII
P-P°P»P8CEP°P»P°CI'CII Cr 29 PiP°CtC-C”PSC,C-PI Ct PiCHCIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCI]
CI'C...PuPjPé TAC (3,9 %) C- Cr 16 PiP°CtC-C”PSC,C-PI Ct PiCHCIPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé FAC (2,2 %).

PJ PrPsCI'P»C-PrPIPuPSPSC- GEICAM 9805 P°P»PsPiPpuCtC-CII, CIIPeP° PiPsC+P°P»P°CI'CII
PiC-Pr C$P°CI" PiPuCHC-PsPrCr P»C-PeCrPIP°PSPSCII C- CrC,CHP&PjCIFPIP°P»P°CI'CII PiC-Pr
C#P°CI’ PiPuCHC-PsPrCt PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII
(PjPpPrC-P°PSP° PiPuCHC-PsPrCt PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII
CI'C,P°PSPsPIP&P»P° 10 CHPsPeC-PI C,P° 5 PjC-CI'CIICtC-PI), P+CrP»P°
P-P°C,C-PeCI'PsPIP°PSP° Cr 49 PiP°C+C-C”PSC,C-PI (9,2 %) Cf PiCRCrPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- PI 35 PiP°CtC-C”PSC,C-PI (6,7 %) Cf
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC. PhP»PsPiPuCtC-CIJ,

PiPsPIBF™ CLIP-P°PSP° C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PrPsCI'P»C-PrPYCrPIP°PSPsPiPs
PiCHPpPiP°CHP°C,Cr, PiPsC+P°P»P°CI'CLI P°P+Ps PiPsCI'PéP»P&P»P°CI'CLI PiC-Pr C+P°CI



PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII Cr 42
PiP°C+C-C”PSC,PsPe (7,9 %) Cr PiCHCIPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- PI
30 PiP°CtC-C”PSC,PsPe (5,8 %) Cf PiCECrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.

P&P° PeC-PSPuCtCH PiPpuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII
(PjPpPrC-P°PSP° PiPpCEC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PpCEPpPYPpPSPSCII
CI'C,P°PSPsPIP&P»P° 10 CHPsPeC-PI C,P° 5 PjC-CI'CLICtC-PI) P°P»PsPiPuCtC-CII
CrC,CHP&PjCIPIP°P»P°CI'CII Cr 3 PiP°CtC-C”PSC,PsPe (0,6 %) Ct PiCHCrPiC-
P-P°CI'C,PsCI'CrPIP°PSPSCI]I CI'C...PuPjPé TAC C- PI 1 PiP°CtC-C”PSC,PePé (0,2 %) Cr
PiCRHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé FAC.

P— P+PsPeCé CEPuPiCEPsPrCéPeC,PéPIPSPsC— CI'PéCI'C,PuPjPé C,P° PjPsP»PsCtPSPéC...
P-P°P»PsP-.

PJ PrPsCI'P»C-PrPYPuPSPSC- TAX 316 P°PjPpPSPsCHPuCII, CLIPeP°® PiPsC+P°P»P°CI'CII PiC-Pr
C$P°CI’ P»C-PeCrPIP°PSPSCII C- CfC,CHP&PjCFPIP°P»P°CI'CLI PiCHPsC,CLIPiPsPj
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPpPSPSCII PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII
C...C-PjC-PsC,PpCHP°PiC-C—, PIC-PrPjC-CP°P»P°CI'CII Cr 202 C-P- 744 PiP°CtC-C”PSC,PsPe
(27,2 %) Cr PiCRCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- PI 125 C-P- 736
PiP°C+C-C”PSC,PsPe (17,0 %) Cr PiCRCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé FAC.
PkP° PeC-PSPuCtCH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII
(PjPpPrC-P°PSP° PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII
CI'C,P°PSPsPIP&P»P° 8 CEPsPeC-PI) P°PjPpPSPsCHPuCII CrC,CHPEPjCIPIP°P»P°CI'CII Cr 121
C-P- 744 PiP°CtC-C”PSC,PsPe (16,3 %) Cr PiCHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé
TAC C- Cr 86 PiP°CtC-C”PSC,PsPe (11,7 %) Cf PiCHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'C...PuPjPé FAC.

P] PrPsCI'P»C-PrPYPuPSPSC- GEICAM 9805 P°PjPpPSPsCHPuCII, CIIPeP°® PiPsC+P°P»P°CI'CII
PiC-Pr C$P°CI" P»C-PeCrPIP°PSPSCII C- CrC,CRP&PjCIPIP°P»P°CI'CII PiCEPsC,CIIPiPsPj
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII, PIC-PrPjC-C+P°P»P°CI'CII Cr 18
PiP°CtC-C”PSC,PsPe (3,4 %) Ct PiCRHCIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cf
5 PiP°CtC-C”PSC,PsPe (1 %) Ct PiCRCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.
PkP° PeC-PSPuCtCH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII (PjPuPrC-P°PSP° PiPuCHC-PsPrCr
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII CI'C,P°PSPsPIPEP»P° 10
CHPsPeC-PI C- 5 PjC-CI'CIICtC-PI) P°PjPuPSPsCHPuCII CrC,CHP&PjCrPIP°P»P°CI'CII Cr
7 PiP°CtC-C”PSC,PsPe (1,3 %) Cr PiCRCfPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC
C- Cr 4 PiP°CtC-C”PSC,PsPe (0,8 %) Ct PiCHCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé
FAC. P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé C,P° CEPuP°PeCtC-C— Cé PjC-CI'CtC-
PIPIPuPrPuPSPSCI].

PJ PrPsCI'P»C-PrPYPuPSPSC- TAX 316 PiPuCHP&C, PuCEPEC+PSC- PSP°P+CHCLIPePE, CLIPeC-
PiPsC+P°P»P&CI'CII PiC-Pr C1P°CI' P»C-PeCrPIP°PSPSCII C- CfC,CBPéPjCfPIP°P>>PéCfCI.I
PiCHPsC,CLIPiPsPj PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCILI PiC-CI'P»CII
P-P°PeC-PSC#PpPSPSCI]I C...C-PjC-PsC,PuCRHP°PiC-C—,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cf 119 C-P- 744 PiP°CtC-C”PSC,PsPe (16 %) Cr
PiCRHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 23 C-P-

736 PiP°CtC-C”PSC,PsPe (3,1 %) Cr PiCRCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'C...PuPjPé FAC. P&P° PeC-PSPuCtCH PiPpCEC-PsPrCrt PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII (C,P°PeC,PEC+PSP° PjPuPrC-P°PSP° PiPuCHC-PsPrCr



PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII CI'C,P°PSPsPIPEP»P° 8 CRPsPeC-PI)
PiPuCHP&C, PuCRHPECEPSC- PSP°P+CHCIIPePé CrC,CHPEPjCrPIP°P»P&CI'CII Cr 19
PiP°CtC-C”PSC,PsPe (2,6 %) Ct PiCRHCIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cf
4 PiP°CtC-C”PSC,PsPe (0,5 %) Cr PiCHCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé FAC.

PJ] PrPsCI'P»C-PrPIPpPSPSC- TAX 316 P»C-PjC,P°C,PéCPSC- PSP°P+CHCLIPePé, CLIPeC-
PiPsC+P°P»P&CI'CII PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII C- CfC,CEPEPjCIPIP P»PCI'CLI
PiCEPsC,CLIPiPsPj PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PpCHPuPIPuPSPSCII PiC-CI'P»CII
P-P°PeC-PSC$PpPSPSCII C...C-PjC-PsC,PuCHP°PiC-C—,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Ct 11 C-P- 744 PiP°CtC-C”PSC,PsPe (1,5 %) Cr
PiCHCrPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- Cf 1 C-P-

736 PiP°CtC-C”PSC,PsPe (0,1 %) Cr PiCHCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCI]
CI'C...PuPjPé FAC. PkP° PeC-PSPuCtCH PiPpCEC-PsPrCrt PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPIPuPSPSCII (C,P°PeC,PEC+PSP° PjPuPrC-P°PSP° PiPpCHC-PsPrCr
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII CI'C,P°PSPsPIPEP»P° 8 CHPsPeC-PI)
P»C-PjC, P°C,PéC+PSC- PSP°P+CECILIPePé CrC,CHPéPjCrPIP°P»P&CI°CII Cr 6
PiP°CtC-C”PSC,PsPe (0,8 %) Cr PiCKCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cr
1 PiP°C+C-C”PSC,PePé (0,1 %) Cr PiCECIPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PpPjPé FAC.

P] PrPsCI'P»C-PrPYPuPSPSC- TAX 316 P°CI'C,PuPSC-CI], CIIPeP°® PiPsC+P°P»P°CI'CI] PiC-Pr
C$P°CT" P»C-PeCrPIP°PSPSCII C- CfC,CHP&PjCIPIP°P»P°CI'CII PiCEPsC,CLIPiPsPj
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCEPuPIPuPSPSCII PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII
C...C-PjC-PsC,PuCHP°PiC-C—, PIC-PrPjC-C+P°P»P°CI'CII Cf 236 C-P- 744 PiP°CtC-C"PSC,PsPe
(31,7 %) Cf PiCECIPiC- P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 180 C-P- 736
PiP°CtC-C”PSC,PsPe (24,5 %) Ct PiCECIPiC- P-P°CI'C,PsCI'CPIP°PSPSCII CI'C...PuPjPé FAC.
PKP° PeC-PSPuCtCH PiPuCRHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII (C,P°PeC,PECPSP° PjPuPrC-P°PSP° PiPuCHC-PsPrCr
PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPpPIPuPSPSCII CI'C,P°PSPSPIP&P»P° 8
CHPsPeC-PI) P°CI'C,PuPSC-CII CrC,CHP&PjCrPIP°P»P°CI'CII Crf 29 PiP°CtC-C”PSC,PsPe
(3,9 %) Cr PiCRCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 16
PiP°CtC-C”PSC,PsPe (2,2 %) Ct PiCRCrPiC- P-P°CI'C,PsCI"CrPIP°PSPSCII CI'C...PuPjPé
FAC.

P] PrPsCI'P»C-PrPYPuPSPSC- GEICAM 9805 PiPuCHP&C, PuCHP&C+PSC- PSP°P+CHCIIPePé,
CLIPeC- PiPsC$P°P»P&CI'CII PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C-
CrC,CRP&PjCrPIP°P»P&CI'CII PiCRPsC,CILIPiPsPj PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPIPuPSPSCII Cr 4 PiP°CtC-C”PSC,PsPe (0,8 %) Cr PiCRHCIPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 2 PiP°CtC-C”PSC,PsPe (0,4 %) Cf
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC. PkP° PeC-PSPuCtCH
PiPpCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII (PjPpPrC-P°PSP°
PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII CI'C,P°PSPSPIPEP»P°
10 CHPsPeC-PI C- 5 PjC-CI'CLICtC-PI) Cr PYJPsPrPSPsC— C-P: PiP°CtC-C”PSC,PsPe (0 %) Cr
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiPuCHPEC, PuCHPECPSPEC... PSP°P+CHCLIPeC-PI, P° PI
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC PiPuCHPEC, PuCHP&CHPSC-
PSP°P+CHCILIPePé CrC,CHPEPjCIPIP°P»PECI'CLI Ct 1 PiP°CtC-C”PSC,PePé (0,2 %).
P>C-PjC,P°C,PéC+PSC- PSP°P+CHCILIPePé, C1IPeC- PiPsCP°P»P&CI'CII PiC-Pr C4P°CI’
P»C-PeCrPIP°PSPSCII C- CrC,CHP&PjCrPIP°P»PéCI'CI] PiCHPsC,CLIPiPsP;
PiPsPrP°P»CHC€PsPiPs CFPiPsCFC,PpC"FJPpPﬂPpPSPSCI,I Cr 5 PiP°CtC-C"PSC,PsPe
(0,9 %) Cr PiCHCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 2



PiP°CtC-C”PSC,PsPe (0,4 %) Cr PiCRCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé FAC. PKP°
PeC-PSPuCt+CH PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPuPYPuPSPSCII P»C-PjC,P°C,PéC+PSC- PSP°P+CHCILIPePé
CrC,CRHP&PjCrPIP°P»P&CICII Cr 4 PiP°CtC-C”PSC,PsPe (0,8 %) Ct PiCHCrPiC-
P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 1 PiP°CtC-C”PSC,PePé (0,2 %) Cr
PiCHCrPiC- P-P°CI'C,PsCI"CFPIP°PSPSCII CI'C...PuPjPé FAC.

PHCI'C,PuPSC-CII, CLIPeP°® PiPsC+P°P»P°CI'CII PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII C-
CrC,CHPé&PjCrPIP°P»P°CI'CII PiCHPsC,CIIPiPsPj PiPsPrP°P»CHCEPsPiPs
CI'PiPsCI'C,PuCHPpPYPuPSPSCI], CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr 12 PiP°CtC-C”PSC,PsPe
(2,3 %) Cr PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 4
PiP°CtC-C”PSC,PsPe (0,8 %) Ct PiCRHCIPiC- P-P°CI'C,PsCI'CPIP°PSPSCII CI'C...PuPjPé FAC. P&P°
PeC-PSPuCtCH PiPpCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII
P°CI'C,PuPSC-CII CfC,CHPEPjCIPIP°P»P°CI'CII Cf 2 PiP°CtC-C”PSC,PsPe (0,4 %) 1 PiCHCrPiC-
P-P°CI'C,PsCI'C*PIP°PSPSCII CI'C...PuPjPé TAC C- Cr 2 PiP°CtC-C”PSC,PePé (0,4 %) Crf
PiCRCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.

P“PsCI'C,CEPéPNe P»PuPNePePsP-/PjC-C”P»PsPrPéCI PiP»P°CI'C,PéCtPSPéPNe CI PéPSPrCEPsP;.

PiCHPsC,CILIPiPsPj 10 CEPsPeC-PI PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PuCHPuPIPuPSPSCII Cr
CHP°PjPeP°C... PrPsCI'P»C-PrPIPuPSPSCII TAX 316 PiPsCI'C,CEP&éPNe P»PpuPNePePsP- P+CrPI
PIPECILIPIP»PpPSP&PNe Cf 3 C-P- 744 PiP°Ct+C-C”PSC,PsPe (0,4 %) Ct PiCHCIrPiC-
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 1 P- 736 PiP°CtC-C”PSC,PsPe (0,1 %) Cr
PiCHCIPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé FAC.

PiiCHPsC,CLIPiPsPj PiPpuCEC-PsPrCr PiPsPrP°P»CHCEPsPiPs CI'PiPsCI'C,PpuCHPuPIPaPSPSCII
(PjPuPrC-P°PSP° PiPuCHC-PsPrCr PiPsPrP°P»CHCEPsPiPs CIPiPsCI'C,PuCHPuPYPuPSPSCILI
CI'C,P°PSPsPIP&éP»P° 8 CEPsPeC-PI) PIC-Pr PiPsCI'C,CHPsPiPs PjC-C”P»PsP»PuPNePePsP-Cr
PiPsPjPuCHP»P° PsPrPSP° PiP°C+C-C”PSC,PeP° (0,1 %) Ct PiCHCrPiC-
P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé TAC C- 1 PiP°C+C-C”PSC,PeP° (0,1 %) Cr
PiCHCrPiC- P-P°CI'C,PsCI'CFPIP°PSPSCII CI'C...PuPjPé FAC.

Pw.C-C”P»PsPrPéCI PiP»P°CI'C,PéC+PSP&PNe CI'PEPSPrCHPsPj P+CrPI
PrC-P°PiPSPsCI'C,PsPIP°PSP&PNe Cr 2 C-P- 744 PiP°CtC-C”PSC,PsPe (0,3 %) Cr
PiCHCrPiC- P-P°CI'C,PsCI'CrPIP°PSPSCII CI'C...PuPjPé TAC C- Cr 1 P- 736
PiP°CtC-C”PSC,PsPe (0,1 %) Ct PiCHCrPiC- P-P°CI'C,PsCI"CFPIP°PSPSCII CI'C...PuPjPé
FAC.

PJ] PYPsPrPSPsPiPs PiP°C+C-C”PSC,P° P- CrCI'C-C... PiCKCIPi P»C-PeCrPIP°PSPSCII PSPy
PrC-P°PiPSPsCI'C,PsPIP°PSPs PjC-C”P»PsPrPéCI PiP»P°CI'C,PéC+PSPsPiPs CI'PéPSPrCHPsPjCr.

PKPuPNeC,CEPsPiPuPSC-C#PSC- C4CI' PeP»P°PrPSPuPSPSCII.

P] C,P°P+P»P&CtC- 10 PiPsPeP°P-P°PSPs, C%oPs C+P°CI'C,PsC,P°
PIP8PSP&PePSPuPSPSCII PSPuPN.C,CHPsPiPuPSC-C— IV CI'C,CrPiPpPSCI],
C,PuP+CRP&P»CHPSPsC— PSPuPN.C,CHPsPiPuPSC-C— C,P°
PSPuPNeC,CHPsPiPuPSC-C+PSPsC— C-PSC,PuPeCtC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCHPsC...PsPrPéP»Pé PiPpCHPIPPSPSCT PiCRPsC,C-P»P°PeC,PéPeCr P“-PisPYPx,
P-PSPEP-PEP»P°CI'CII PiC-CI'P»CII C,PsPiPs, CIIPe C,P°PeP° PiCEPsC,C-P»P°PeC,PéPeP®
CI'C,P°P»P° PsP+PsPIsR ™ CILIP-PePsPIPsCh Cr PiCRCrPiC- TAC
PrPsCI'P»C-PrPYPuPSPSCII GEICAM.



P&PuPNeC,CRPsPiPuPSC-C+PSC- C*CI'PeP»P°PrPSPuPSPSCII Ct PiP°C+C-C”PSC,C-PI,
CLIPeC- PiCRP8PNePjP°P»Pé TAC C-P- PiPuCEPIP8PSPSPsCR
PiCEPsC,C-P»P°PeC,P&PePsCR P-P° PrPsPiPsPjPsPiPsCR P“-PPYPx P°P+Ps P+PuP-
C,P°PePsC— PiCEPsC,C-P»P°PeC,P&PePé (PrPsCI'P»C-PrP{PuPSPSCLI GEICAM 9805)

PkPuPNeC,CHPsPiPuPSC-CII (IV
CI'C,CrPiPuPSCII)
PrPuP+CHP&P»CHPSP®
PSPuPNeC,CHPsPiPuPSC-CII
PkPuPNeC,CHPsPiPuPSC-C+PSP°
C-PSC, PuPeCtC-CII
PkPuPNeC,CHPsPiPuPSC-C+PSP°
C-PSC, PuPeCtC-CII (III-IV
CI'C,CrPiPuPSCII)

PyP°P+P»PeCtCII 10

P'PuP- PiPpuCEPIPEPSPSPsC— P— PiPuCHPIPE6PSPSPsCh
PiCHPsC, C-P»P°PeC,PePePé PiCHPsC,C-P»P°PeC,PEPePsCh
P-P° PrPsPiPsPjPsPiPsCh P“- P-P° PrPsPiPsPjPsPiPsCh P“-

PBPYPx
(n=111), n (%)
104 (93,7)

28 (25,2)

14 (12,6)

2(1,8)

PPV Px

(n =421), n (%)
135 (32,1)

23 (5,5)

21 (5,0)

5(1,2)

PuPsP+C-C+PSC- CRPpP°PeCtC-C—, P-P°CHPuC”CI'C,CRPsPIP°PSC- Ct PiP°CtC-C”PSC,C-PI P-
P°PrPpPSPsPeP°CECPEPSPsPPsCE CEP»CIPSPeP® PiCEPé P-P°CI'C,PsCI'CI-PIP°PSPSC-
PrPsCtPuC,P°PeCI'PUP»Cr Ct PrPsP-C- 75 PjPi/Pj? Ct PePsPjP+C-PSP°CtC-C— P-
C1P&CI'PiP»P°C,PéPSPsPj C,P° 5-C, C,PsCECICHP°C1P&P»PsPj

PyP°P+P»PeCtCII 11



PP»P°CI'Pé CLPCIC,Ppbj
PsCEHPiP°PSC-PI
PIC-PrPiPsPIC-PrPSPs PrPs
MedDRA

P”CrPYPu CP°CI'C,Ps

P§P°CI'C,Ps

PtPSC, PuPeCtC-PN:PSC- C,P°
PiP°CRP°P-P&C,P°CRPSC-
P-P°C...PIPsCECRPIP°PSPSCII

P&PpPNeC,CEPsPiPRPSC-C$PSC-
C-PSC, PpPeCtC-C—;

C-PSC, PuPeCtC-PNePSC-
P-P°C...PIPsCECRPIP°PSPSCII (G3/4:
11,7 %)

P— P+PsPeCr PeCRHPsPIC-
C,P°
P»C-PjC,P°C,PEC{PSPsC—
CI'PECT'C,PuPjPé

PHPSPUP]C-CLI (G3/4: 20,9 %);
PSPuPN:C,CEPsPiPuPSC-CLI (G3/4:
83,2 %);
C,CEPsPjP+PsC1P&C,PsPiPpPSC-CII
(G3/4: 8,8 %);

C, PuP+CEP&P»CHPSP®
PSPuPNeC,CEPsPiPpPSC-CII

P— P+PsPeCr
C-PjCFPSPSPSC—
CI'PeéCI'C,PuPjPé

P PpP°PeCtC-C— ,
PiC-PiPpCECCIC,P»PéPIPSCI'C,C-
(G3/4: 1,7 %)

PePuC,P°P+PsP»C-CtPSC-
C,P° PSCrC,CHPéC,PEPIPSC-

PhPSPSCEPuPeCIC-CLI (G3/4:
11,7 %)

CI'PéCI'C,PpPjPé

PSPuPN.CRHPsPiP°C,C-CII (G3/4:
8,7 %)

CHPsP-P»P°PrPé
P— P+PsPeCr PuPuChHPeC, PuCHPeCPSP° P—P°PiP°PjPsCHPsC{PuPSPSCII
PSPpCRHPIPSPIPSC— CI'PuPSCI'PsCHPSP° (G3/4: 2,3 %);

PiPLCEHP&C, PUCHPECEPSP®
PjPsC,PsCHPSP®
PSPuPNCEPsPiP°C,C-CII (G3/4: 1,3 %)

P— P+PsPeCr
PsCHPiP°PSC-PI P-PsCRHCr

PriC-PrPIPeC%oPuPSP° )
CI'P»CHbPsP-PsC,PsC+PePIC-CI'C,Cib
(G3/4: 0 %)

P— P+PsPeCr ]
PsCHPiP°PSC-PI CI'P»CrC...Cr
C,P° CRHC-PIPSPsPIP°PiPe

PPsPiC-CHCE€PpPSPSCILI
CI'P»CrC...Cr (G3/4: 0 %)

P— P+PsPeCr CI'PuCRCtCI]

PHCEPEC,PjC-ClI (G3/4: 1 %)

P— P+PsPeCr
C,CBP°PIPSPSC—
CI'PeCI'C,PuPjPe

P”C-P°CRHPuCILI (G3/4: 19,7 %);
PSCrPrPsC,P° (G3/4: 16 %);
CI'C,PsPjP°C,P&C, (G3/4: 23,7 %);
P+P»CRPIP°PSPSCII (G3/4: 14,3 %)

P—P°PiPsCHPe (G3/4: 1 %);
P+C-P»CIb Cr PYPEPIPsC,C- (G3/4:

1 %);
PpP-PSC,,P°PiC—C,/PFPéCFC,,P°PiC—CI,I
PsPrPePSPsC, P°PiC-CII (G3/4: 0,7 %)

P— P+PsPeCr C€PeC-CHPé
C,P° PiIC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PHP»PsPiPuCtC-CII (G3/4: 4 %)

P’PéCI'P&éPiP°PSPSCII P-C-
CI'PIPuCHP+PuPYPuPj (G3/4: 0,7 %);
CIrCHP°PYPuPSPSCII PSC-PiC,C-PI
(G3/4: 0,7 %); PiPsCI'PéP»PuPSPu
P-P»CrC%oCrPIP°PSPSCII
C€PeC-CRPSPsPiPs
PuPiC-C,PuP»C-Ch (G3/4: 0 %)

P—P°PiP°P»CHPSC-
PiPsCRHCrCEPuPSPSCII C,P°
PjC-CI'CtPpPIC-
CHPuP°PeCtC-C—

P>PuC,P°CRHPiC-CILI (G3/4: 19 %);
PiP°CRHCIICtPeP° (G3/4: 2,3 %);
P-P°C,CHP€EPjPeP° CRC-PrPePSPé PI
PsCHPiP°PSC-P-PjC-
(C,CLIPYPeP°/PSPuP+PuP-PiPnCPSP°®
PrP»CII PYPeC,C,CII: 1 %)

PhPiP&CI" PsPeCHPuPjPEC... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe,

P-P°CHPuC”CI'C,CHPsPIP°PSPéC... Cr PiP°CtC-C”PSC,C-PI P-

P°PrPuPSPsPeP°CRCtP&éPSPsPjPsCh CEP»CrPSPeP° PiCHPé P-P°CI'C,PsCI'CIPIP°PSPSC-

PrPsCtPuC,P°PeCI PuP»Cr Ct PrPsP-C- 75 PjPi/Pj* Cr PePsPijP+C-PSP°CtC-C— P-




P— P+PsPeCé PeCEPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCIC,PuPjPé.
PraPpP+CHPEP»CHPSP° PSPuPNeC,CHPsPiPuPSC-CII C,P°
PSPpuPN.C,CHPsPiPuPSC-C+PSC- C-PSC, PuPeCtC-C— CHPsP-PIPéPIP°P»P&CI'CII Cr

17,2 % C,P° 13,5 % PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrPSPs, CLIPeC%oPs PSPu
PICHP°C...PsPICtPIP°C,Pé, C+Pé P-P°CI'C,PsCI'PsPICfPIP°P»Pé P“-PPYPx. P“-P1PYPx
PiCEP&P-PSP°C+P°P»Pé P- PjPuC,PsCh PIC,PsCHPéPSPSPsC— PiCHPsC, C-P»P°PeC,PéPePé Cr
19,3 % PiP°CtC-C”PSC,C-PI (10,7 % PICI'C-C... PiICHPsPIPuPrPuPSPéEC... CtPéPeP»C-PI
C...C-PjC-PsC,PuCHP°PiC-C—). PxPuP+CHPEP»CHPSP® PSPuPN.C,CHPsPiPuPSC-CII C,P°
PSPuPN.C,CHPsPiPuPSC-C+PSC- C-PSC, PuPeCtC-C— CHPsP-PIP&PSCIP»P&CI'CII
PIC-PrPiPsPIC-PrPSPs Cr 12,1 % C,P° 3,4 % PiP°CtC-C”PSC,C-PI, CLIPeC-
PsC,CHPéPjCrPIP°P»Pé P“-PiPYPx, C- PI 15,6 % C,P° 12,9 % PiP°CtC-C”PSC,C-PI, CLIPeP&Pj
PiCEPsC, C-P»P°PeC,PéPeP° P-P° PrPsPiPsPjPsPiPsCh P“-PiPYPx PSP PiCEPsPIPsPrPéP»P°CI'CII
(PrPéPIL. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).

P1iPsP+C-C+PSC- CHPuP°PeCtC-C—, P-P°CEPuC”CI'C,CHPsPIP°PSC- Ct PiP°Ct+C-C”PSC,C-PI C-P-
CEP°PePsPj PiPsP»PsPIPé C,P° CEPéC— PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC-
PrPsCtPuC,P°PeCI'PuP»Cr Cf PrPsP-C- 75 PjPi/Pj? Ct PePsPjP+C-PSP°CtC-C— P-
CtPéCI'PiP»P°C,PéPSPsPj C,P° 5-C,,C,PsCHCICRP°CtP&P»PsPj. PtPSPrCrPeCtC-PNePSP®
C...C-PjC-PsC,PuCHP°PiC-CII P- PiPsPrP°P»CHCEPEPj P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
PiCBHPsPjPuPSPuPIPsC— C,PuCHP°PiC-C— (PrPsCI'P»C-PrPIPuPSPSCII TAX 323)
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PsP»P°CI'Pé CI'PECI'C,PuPj
PsCHPiP°PSC-PI

PIC-PrPiPsPIC-PrPSPs PrPs P”CrP{Pu CP°CI'C,Ps P§P°CI'C,Ps PkPuC$P°CI'C,Ps
MedDRA

PTPSC, PuPeCtC-PNePSC- C,P° PtPSC, PuPeCtC-PNePSC-

PiP°CHP°P-PeC,P°CHPSC- P-P°C...PIPsCRCRPIP°PSPSCII (G3/4:

P-P°C...PIPsCRCRPIP°PSPSCII 6,3 %); PSPuPN.C,CHPsPiPuPSC-C$PSC-
C-PSC, PuPeCtC-C—

PuCrC...P»PéPSPé ) P'C-P»Clb, PsP+CrPjPsPIP»PuPSPEPNe
PrPsP+CRHPsCLIPeC-CI'PSC-, P-P»PsCIIPeC-CI'PSPsCh
P-P»PsCIIPeC-CI'PSC- C,P° PiCrC...P»PéPSPsCh (G3/4: 0,6 %)

PSPUPIPEP-PSP°C+PuPSC- (CF
C,PsPjCr C+PéCI'P»C- PeC-CI'C,Pé
C,P° PiPsP»C-PiP€)

P— P+PsPeCr PeCHPsPIC- C,P°  [PkPuPNeC,CHPsPiPuPSC-CII (G3/4: PoPuP+CHPEP»CHPSP®
P»C-PjC,P°C,P&C+PSPsC— 76,3 %); P°PSPuPjC-CII (G3/4: 9,2 %); PSPUPN.C,CHPsPiPuPSC-CILI
CI'P&CI'C,PpPjPé C,CHPsPjP+PsCtP&éC,PsPiPuPSC-CII

(G3/4: 5,2 %)
P— P+PsPeCr C-PjCrPSPSPsC— P PuP°PeCtC-C—
CI'P&CI'C,PuPjPé PiC-PiPpCHC+CrC,P»P&PIPsCI'C,C-

(C,CLIPPePEC... PSPu P=CrP»Ps)

PPUC,P°P+PsP»C-C4PSC- C,P°  [PHPSPSCEPRPeCIC-CLI (G3/4: 0,6 %)
PSCIC,CHP&C, PEPIPSC-
CRPsP-P»P°PrPé

P— P+PsPeCr PSPUCHPIPsPIPSC—|P”PECT PiPuPIP-C-CLI/PiP°CEPsCI PjC-CLL|P—P°PiP°PjPsCHPsCHPuPSPSCII

CI'P&CI'C,PpPjPé PiPuCHPEC, PuCHPECHPSP®

CI'PuPSCI'PsCHPSP®

PSPuPNeCHPsPiP°C,C-CII (G3/4: 0,6 %)
P— P=PsPeCr PsCHPiP°PSC-PI PriC-PrPIP&C%oPpPSP°
P-PsCHCT CI'P»CHhPsP-PsC,PsCPéPIC-CI'C,CHh;

PePsPSER™ CRPSPeC,PéPIC-C,

PJCHP°PPuPSPSCII PriPsPiC-CHCEPpPSPSCII
PsCHPiP°PSC-PI CI'P»CrC...CF CI'P»CrC...Cf

C,P° ChC-PIPSPsPIP°PiPé




P— P+PsPeCr CLPRCHCICLL

PtCEPPP]C-CLI PjC-PsPeP°CEPrP°
(G3/4:1,7 %)

PHCHP&C, PjC-CL]
(G3/4: 0,6 %)

P— P+PsPeCr CI'CrPrPéPS

PJCHP°PPuPSPSCII PIPuPS (G3/4:
0,6 %)

P— P+PsPeCr C,CHP°PIPSPsC—

CI'P&CI'C,PpPjPé

PKCrPrPsC,P° (G3/4: 0,6 %);
CI'C,PsPjP°C,P&C, (G3/4: 4 %);
PrC-P°CEPuCLI (G3/4: 2,9 %);
P+P»CRPIP°PSPSCII (G3/4: 0,6 %)

P—P°PiPsCH;

PuP-PsC, P°PiC-C,/PrPéCI'C, P°PiC-CII
PsPrP&PSPsC, P°PiC-CII (G3/4: 0,6 %);
P+C-P»CH> Cr PYP&PIPsC,C-;

PrP&CI PiPpPiCI'C-CIJ;
CEP»CrPSPePsPIPs-PeP&CEPePsPIC-
PeCHPsPIPsC,PuCiC- (G3/4: 0,6 %)

P— P=PsPeCF CEPeC-CHPé C,P°

PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PhHP»PsPiPuCtC-CII (G3/4: 10,9 %)

P'P&CI'PEPiP°PSPSCI] P-C-
CI'PIPRCHP=PpPYPuPj;
PiC-PrPIP&C%oPuPSP°
CI'CfC...C-CI'C,CH C€PeC-CEP&;
PiPsCI'P&P»PpPSPu
P-P»CrC%oCrPIP°PSPSCI]
CEPeC-CHPSPsPiPs
PuPiC-C,PuP»C-Ch (G3/4: 0,6 %)

P— P+PsPeCr PsPiPsCHPSPs-
CECTC...PsPIPsPiPs
P°PiP°CRHP°C,Cr C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPEPSPé

PC-P°P»PiC-CII (G3/4: 0,6 %)

P—P°PiP°P»CHPSC-
PiPsCRHCrC€PuPSPSCII C,P°
PjC-CI'CtPpPIC-
CRPuP°PeCC-C—

P>PuC,P°CRHPiC-CII (G3/4: 3,4 %);
PiP°CRHCIIC+PeP° (G3/4: 0,6 %);

P-P°C,CEP&PjPeP° CRC-PrPéPSPé PI
PsCEPiP°PSC-P-PjC-; PSP°P+CRCIIPePé

P PuP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrP{PuPSCIb

P—P+C-P»CHCEPPPSPSCII PjP°CI'Pé
C,C-P»P°

PtPSPrCrPeCtC-PNePSP° C...C-PjC-PsC,PuCHP°PiC-CII P- PiPsPrP°P»CHCEP&Pj
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C...C-PjC-PsCHP°PrC-PsC,PuCHP°PiC-C—

(PrPsCI'P»C-PrPPuPSPSCII TAX 324)
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PTPSC, PRPeCTC-PNePSC- C,P°
PiP°CHP°P-P&C,P°CRPSC-
P-P°C...PIPsCECRPIP°PSPSCLI

PtPSC, PuPeCtC-PNePSC-
P-P°C...PIPsCHCRPIP°PSPSCII
(G3/4: 3,6 %)

P&PRPNeC,CEHPSPiPuPSC-C+PSC-
C-PSC, PuPeCC-C—

PuCrC...P»PéPSPé
PrPsP+CHPsCIIPeC-CI'PSC-,
P-P»PsCLIPeC-CI'PSC- C,P°
PSPuPIP&P-PSP°C+PuPSC- (Crf
C,PsPjCr CP&CI'P»C- PeC-CI'C,Pé
(C,P° PiPsP»C-PiP&)

P‘C-P»Clb,
PsP+CrPjPsPIP»PpPSP&EPNe
P-P»PsCIIPeC-CI'PSPsCh
PiCrC...P»P&PSPSCH (G3/4: 1,2 %)

P— P+PsPeCr PeCRHPsPIC- C,P°
P»C-PjC,P°C,P6C+PSPSC—
CI'PECI'C,PpPjPé

PKPUPN:C,CHPSPIPEPSC-CII (G3/4:
83,5 %); P°PSPuPjC-CII (G3/4: 12,4 %);
C,CEPsPjP+PsCHP&C, PsPiPuPSC-CII
(G3/4: 4 %); C,PuP+CHP&P»CHHPSP®
PSPuPN.C,CHPsPiPuPSC-CII

P— P+PsPeCr C-PjCFPSPSPsC—
CI'P6CI'C,PuPjPé

P PuP°PeCtC-C— )
PiC-PiPuCHC+CrC,P»PéPIPSCI'C,C

PwPuC,P°P+PsP»C-C+PSC- C,P°
PSCrC,CRHPEC,PéPIPSC-
CBPsP-P»P°PrPé

PHPSPsCHPpPeCI'C-CII (G3/4: 12 %)

P— P+PsPeCr PSPuCHPIPSPIPsC—
CI'PECI'C,PuPjPé

P”P&CI PiPEPIP-CCLI/PiP°CEPSCI PjC-CLl|P—P°PiP°PjPsCEPsCiPRPSPSCLI
(G3/4: 2 %);

PiPuCEP&C, PuCEPECIPSP®
PjPsC,PsCHPSP®
PSPuPN:CEPsPiP°C,C-CLI (G3/4:
0,4 %)

(G3/4: 0,4 %);
PiPRCHPEC, PRCBPECIPSP
CI'PuPSCI'PSCEPSP®
PSPuPN:CEPsPiP°C,C-CLI (G3/4: 1,2 %)

P_ P=PsPeCt PsCEPIP°PSC-PI
P-PsCECF

PuC-PrPIPEC%oPuPSP® )
CI'P»CIbPsP-PsC,PsCPEPIC-CI'C,CH

PrePsPSBH™ ChPSPeC,PEPIC-C,

P— P+PsPeCt PsCHPiP°PSC-PI
CI'P»CrC...Cr C,P°
CHC-PIPSPsPIP°PiPé

PriPsPiC-CHCE€PuPSPSCII CI'P»CrC...Cr
(G3/4: 1,2 %)

P— P+PsPeCr CI'PuCHCTCILI

PHLCEPEC,PjC-CII (G3/4: 2 %)

PTCE€PpPjC-CII PjC-PsPeP°CHPrP°

P— P+PsPeCr CI'CrPrPéPS

PJCHP°PYPuPSPSCII PIPpPS




P— P+PsPeCr C,CHP°PIPSPsC—
CI'P6CT'C,PuPjPé

PkCrPrPsC,P° (G3/4: 13,9 %);
CI'C,PsPjP°C,PéC, (G3/4: 20,7 %);
P+P»CRPIP°PSPSCII (G3/4: 8,4 %);
PrC-P°CHPuCII (G3/4: 6,8 %);
PuP-PsC,P°PiC-C,/PrPéCI'C, P°PiC-CL]/
PSPrP&PSPsC,P°PiC-CII (G3/4: 12 %);
P-P°PiPsCH (G3/4: 0,4 %)

P”PEéCI'PiPpPiCI'C-CII (G3/4: 0,8 %);
P+C-P»CH Cr PJPéPIPsC,C-

(G3/4: 1,2 %); CEP»CrPSPePsPIPs-
PePECEPePsPIC-
PeCHPsPIPsC,PuCtC- (G3/4: 0,4 %)

P— P+PsPeCr C€PeC-CHPé C,P°
PiC-PrC€PeC-CHPSPsC—
PeP»C-C,PePsPIPEPSPé

PhP>PsPIPUCTCCLI (G3/4: 4 %);
PIP&CI P&PiP°PSPSCLI P-C-
CI'PIPRCEP=PuPPuP]

PuC-PrPIP&C%oPpPSP°
CI'CrfC...C-CI'C,CH CEPeC-CRHPé;
PiPsCI'P&éP»PuPSPu
P-P»CrC%o0CrPIP°PSPSCII
CE€EPeC-CHPSPsPiPs
PuPiC-C,PuP»C-Ch

P— P+PsPeCr PsPiPsCHPSPs-
CRCIC...PSPIPsPiPs
P°PiP°CHP°C,Cr C,P°
CI'PiPsP»CrC+PSPsC—
C,PeP°PSPEPSPé

PrC-P°P»PiC-CII (G3/4: 0,4 %)

P—P°PiP°P»CHPSC-
PiPsCHCrCE€PuPSPSCII C,P°
PjC-CI'CtPuPIC-
CHPpP°PeCtC-C—

P>PuC,P°CHPIC-CLI (G3/4: 4 %);
PiP°CECILIC+PeP® (G3/4: 3,6 %);
P-P°C,CEP&PjPeP° CEC-PrPéPSPé PI
PsCEPiP°PSC-P-PjC- (G3/4: 1,2 %);
PSP°P+CECLIPePS (G3/4: 1,2 %)

P PuP-CfP»CIbC,P°C,Pé
PrPsCI'P»C-PrPYPuPSCH

P—PjPuPSCE€PUPSPSCII PjP°CI'Pé

C,C-P»P°

P—P+C-P»CHhCE€PuPSPSCII

PjP°CI'Pé C,C-P»P°

P”P°PSC- PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs CI'PiPsCI'C,PuCHPuP{PuPSPSCII.

PyCéC...P»PéPSPé PrPsP+CEPsCLIPeC-CI' PSC-, P-P»PsCLIPeC-CI'PSC- C,P°
PSPuPIPéP-PSP°CtPuPSC- (C# C,PsPjCé C+PéCI'P»C- PeC-CI'C,Pé C,P° PiPsP»C-PiPé).
PiCHP&PN:PsPj PrPsCtPuC,P°PeCI'PuP»Cr PI PePsPjP+C-PSP°CtC-C— P- C-PSC£P&PjPé
C...C-PjC-PsC,PuCHP°PiPuPIC,PéC+PSPEPjPé PICHPuPiP°CHP°C,P°PjPé C-/P°P+Ps
PiCHPsPjPuPSPuPIPsCh C,PuCHP°PiC-C”Ch P°CI'PsCtC-CRPIP°PICI'CII P- PrCrPYPu
CHC-PrPeC-CI'PSPEPjPé PIP&PiP°PrPeP°PjPé CRPsP-PIP&C,PeCt PiPsCI'C,CHPsPiPs
PjC-C”P»PsP»PpPNe:PePsP-Cr C,P° PjP°PSC-C,PuCI'C,P°CtC-C—
PjC-C”P»PsPrPéCI'PiP»P°CI'C,PéC$PSPsPiPs CI'PéPSPrCHPsPjCr.

P— P+PsPeCé PeCEPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI'C,PuPjPé.

PuPsPIC-PrPsPjP»CIIP»Pé PiCHPs PiCRPéPiPSC-C+PpPSPSCII C,CrPSPeCtC-C—
PeC-CI'C,PePsPIPsPiPs PjPsP-PeCt C,P° C-PSCEC- PiPpPjP°C,PsP»PsPiC-CPSC- PiPsP+C-C$PSC-
PuC,PuPeC,Pé. P'CfP»Pé C,P°PePsPY PiPsPIC-PrPsPjP»PpPSPSCII PiCHPs CHPsP-PIPEC,PsPe
CI'PéPSPrCEPsPjCr PrPéCI PuPjC-PSPsPIP°PSPsPiPs
PIPSCrC,CHC-CEPSCIHPsCI'CrPrPéPSPSPsPiPs P-PiPsCHC,P°PSPSCII PeCRPsPIC-, C+P°CI'C,Ps PI
P°CI'PsCtC-P°CtC-C— C-P: CI'PuPiCI'PECIPsPj P°P+Ps PiPsP»C-PsCHPiP°PSPSPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR.

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé.

P—P°C, C-PeCI'PsPIP°PSPs PeC-P»CHPeP° PIPEPiP°PrPeC-PI CEPsP-PIPEC,PeCr

P°PSP°C, C-P»P°PeC,PECPSPsPiPs CEPsPeCr, C-PSPsPrC- P»PuC,P°P»CHPSPsPiPs.
P1PsPIC-PrPsPjP»CIIP»Pé PiCHPs CHPuP°PeCtC-C— PiC-PiPpCHC+CrC,P»P&PIPsCI'C,C-
(C$P°CI'C,PsC,P° PSPuPIC-PrPsPjP°) PSP° C,P»C- PICHP&PNePsPjCt PrPsCtPuC,P°PeCI'PuP»Cr Cr
PiP°Ct+C-C”PSC,C-PI, Cr CLIPePé&C... CRP°PSC-CEPpn PIPEPSPéPeP°P»Pé CEPpP°PeCtC-C—
PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C- PSP° PiP°PeP»C-C,P°PeCI'PuP»).

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé.

PiuCHPEP-PSP°C+PuPSPSCII PrPsCtPuC,P°PeCI'PuP»Cr PsP+CrPjPsPIPéP»Ps CHC-PrPeC-CI'PSC-
PIP&PiP°PrPePé CRPsP-PIP&C,PeCr CI'CrPrPsPj P°P+Ps PjPéPSCrC%oPsC— PIC,CHP°C,Pé




CI'PIC-PrPsPjPsCI'C,C-. P!C- ChPuP°PeCtC-C— C-PSPsPrC- CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CI]
PiC-Pr C+P°CI’ C-PSC, CtP-C-C— PiCRHPuPiP°CHP°C,Cr.

P— P+PsPeCé PsCHPiP°PSC-PI P-PsCEC:.

P1iPsPIC-PrPsPjP»CIIP»Pé PiCRPs PrCrPPu CHC-PrPeC-CI'PSC- PIP&PiP°PrPePé
PjP&PSCrC%oPéEC... PiPsCRCrCEPpPSCH P-PsCHCT (CI'PiP°P»P°C...Pé, PjPéPiPsC,C-PSPSCII
CI'PIC-C,P»P° PiPuCEPuPr PsCtPéPjP°, CI'PePsC,PsPjPé), C%oPs P-P°P-PIPEC+P°PNe
CHRPsP-PIPEPIP°P»P&CI"CII PiC-Pr C+P°CI" C-PSC, CfP-C-C— PiCRHPuPiP°CHP°C,Cr C-
CI'CfPiCHPsPIPsPrPYCIPIP°P»P&CI'CII CHPuP°PeCtC-CIIPjPé PiC-PiPuCHCHCrC,P»P&PIPsCI'C,C-.
P!C- CRPsP-P»P°PrPé CI'P°PjPsCI'C,C-PNePSPs P-PSP&PeP°P»Pé PiC-CI'P»CI]
PiCHPéPiPéPSPuPSPSCII C-PSC, CrP-C-C—. P‘CfP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCEHPs
CRHC-PrPeC-CI'PSC- PIP&PiP°PrPePé PiC-PrPIPéC%oPuPSPSCII
CI'P»CHbPsP-PsC,PsC+P&éPIPsCI'C,C- C-P- CI'CrPiCrC,PSC-Pj PePsPSBR™ CRPSPeC,PEPIC-C,PsPj
P°P+Ps P+PpP- PSCH:PsPiPs, C%oPs CHPsP-PIP&PIP°P»P&CI'CII CIIPe PSP°CI'P»C-PrPsPe
PsP+CI'C,CRHCIPeCtC-C— CI'P»C-P-PSPsC— PiCHPsC,PsPePé C,P° PsP+CrPjPsPIP»CRPIP°P»Pé
PiPsCI'PéP»PuPSCr CI'P»CHPsP-PsC,PuC+Cr.

PJ] PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&éPjCIPIP°P»Pé PrPsCtPuC,P°PeCI'PuP»,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PIPéPiP°PrPePé PruPkPm.

P— P+PsPeCé PsCEPiP°PSC-PI CI'P»C3C...Cé C,P° CEC-PIPSPsPIP°PiPé.

P—P°C, C-PeCI'PsPIP°PSPs CHC-PrPeC-CI'PSC- PIPEPiP°PrPePé CHPsP-PIPéC,PeCr
PsC,PsC,PsPeCI'PEC+PSPsCI'C,C-, PiPsPiC-CHCEPuPSPSCII C-/P°P+Ps PIC,CEP°C,Pé
CI'P»CrC...Cf. P— P+PsPeCé CI PuCECtCII.

PuPsPIC-PrPsPjP»CLIP»Pé PICEPs CEC-PrPeC-CI'PSC- PIP&PiP°PrPePé CEPsP-PIP&C,PeCr
C-PSC, P°CEPeC,Ct PjC-PsPeP°CEPrP°.

PJ PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CRP&PjCIPIP°P»Pé PrPsCtPuC,P°PeCI PuP» Cr
PePsPjP+C-PSPsPIP°PSP&C... CI'C...PuPjP°C... CEP°P-PsPj C-P- PrPsPeCI'PsCECIP+C-CtPEPSPsP)j,
5-C, C,PsCECECRP°CtP&P»PsPj C,P°/P°P+Ps C+P&PeP»PsC, PsCI'C, P°PjC-PrPsPj,
PiPsPIC-PrPsPjP»CLIP»P&CI'CLI PiCEPs PIP&PiP°PrPePé CEPsP-PIP&C,PeCr
CEP»CrPSPsCHPePsPIPEC. .. P°CHP&C,PjC-PNe, Cf C,PsPjCt C+PECI'P»C-
CEP»CrPSPsC4PePsPIPsC— C,P°C...C-PeP°CHPrC-C— (C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP®),
C-PSPsPrC- P»PuC,P°P»CHPSPsC—.

P— P+PsPeCé CI' CsPrPéPS.

P—P°C,C-PeCI'PsPIP°PSPs PiCEPs CEC-PrPeC-CI'PSC- PIP&PiP°PrPePé CEPsP-PIPEC,PeCr
PIPuPSPsP-PSP&C... C,CEPsPjP+PsPuPjP+PsP»C-C+PSP&C. .. PiPsCECICEPPSCH.

P— P+PsPeCé CEPuCI PiC-CEP°C,PsCEPSPsC— CI'PéCIC,PuPjPé, PsCEPiP°PSC-PI
PiCECéPrPSPsC— PeP»C-C,PePé C,P° CI'PuCEPuPrPsCI'C,C-PSPSCII. PuPsPIC-PrPsPjP»CIIP»Pé
PiCHPs CHC-PrPeC-CI'PSC- PIPéPiP°PrPePé PiPsCI'C,CHPsPiPs CHPuCI'PiC-CHP°C,PsCHPSPsPiPs
PrPéCI'C,CHPuCI-CI' PéPSPrCRPsPjCr, C-PSC,PuCRHCI'C,PéCTC-P°P»CHPSPsC—
PiPSPuPIPjPsPSC-C—/PiPSPuPIPjPsPSC-C,Ct, C-PSC,PuCHCI'C,PéCtC-P°P»CHPSPsPiPs
P-P°C...PIPsCHCRPIP°PSPSCII P»PuPiPuPSCH, C,C-P+CHPsP-Cr P»PpuPiPpPSCH C,P°
PrPéC...P°P»CHPSPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-, CLIPeC- C-PSPsPrC- P+CrP»Pé
P»PuC,P°P»CHPSPé&PjPé. P] PiP°CtC-C”PSC,C-PI, C1IPeC- PsC,CHP&PjCIPIP°P»Pé
CI'CrPiCrC,PSChR PiCHPsPjPuPSPuPICT C,PuCHP°PiC-Ch, CI'PiPsCI'C,PuCRC-PiP°P»P&CI'CI]



CHC-PrPeC-CI'PSC- PIPéPiP°PrPePé PiCHPsPjPuPSPuPIPsPiPs PiPSPuPIPjPsPSC-C,Cr.
P— P+PsPeCé C,CEP°PIPSPsC— CI'PéCI C,PuPjPé.

P1iPsPIC-PrPsPjP»CIIP»Pé PiCHPs CHC-PrPeC-CI'PSC- PIPEPiP°PrPePé
PuPSC,PuCHPsPePsP»C-C,Cr, PI C,PsPjCt C+P&CI'P»C- PePsP»C-C,Cr, C-CEPpPjC-C+PSPsPiPs
PePsP»C-C,Cr C,P° PSPuPNeC,CHPsPiPuPSC-C$PSPsPiPs PuPSC,PuCHPsPePsP»C-C,CF, P-
PiPsC,PuPSCtC-P°P»CIHPSPEPj P»PuC,P°P»CHPSPEP] PSP°CI'P»C-PrPePsPj (C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°). P—P°C, C-PeCI PsPIP°PSPs CEC-PrPeC-CI'PSC- PIP&PiP°PrPePé
CHRPsP-PIP&EC,PeCr P-PSPuPIPsPrPSPuPSPSCII CIIPe PSP°CI'P»C-PrPeCt CEP»CrPSPePsPIPs-
PeP&CEPePsPIPEC... CRPsP-P»P°PrC-PI, Cr C,PsPjCt C+PECI'P»C- PuPSC,PuCEPsPePsP»C-C,Crf
C,P° PiPuCHC, PsCHP°CtC-PNe C,CHP°PIPSPsPiPs C,CHP°PeC,Cr, C-CEPuPjC-CPSPsPiPs
PePsP»C-C,Cr, PePsP»C-C,Cr C-PSC€PsC— PuC,C-PsP»PsPiC-C— C,P°
PSPuPNeC,CHPsPiPuPSC-C+PSPsPiPs PuPSC,PuCEPsPePsP»C-C,Ct. P‘CIP»Pé
PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs CEC-PrPeC-CI'PSC- PIPEPiP°PrPePé CHPsP-PIPEC,PeCr
PeP&C£PePsPIPsC— PSPuPiCHPsC...C-PrPSPsCI'C,C- C,P° PsP+CI'C,CHCrPeCtC-C—
PePéCE€PuCHPSPEPeCY.

P“PuPiP°C,PsP+C-P»C-P°CHPSC- CHPsP-P»P°PrPe.

PuPsPIC-PrPsPjP»CLIP»Pé PiCRPs PrCtPIPp CEC-PrPeC-CI'PSC- PIP&PiP°PrPePé
CKPsP-PIPEC,PeCt PiPuPiP°C,P&C,Ct, C-PSPSPrC- P»PuC,P°P»CEbPSPsPiPs (PiPuCEPuPIP°PIPSPs
Cf PiP°CC-C”PSC,C-PI, CLIPeC- PjP°P»Pé PiPuC+C-PSPePsPICt PrPéCI'C, CFPSPeCtC-CR C%oPp
PrPs PiPsC+P°C,PeCt C...C-PjC-PsC,PuCEP°PiC-C—).

P— P+PsPeCé PSPéCEPsPe C,P° CI'PuCtPsPIPéPIC-PrPSPéC... CEP»CIIC...C-PI.

P—P°C, C-PeCI'PsPIP°PSPs PIP&éPiP°PrPePé PrPéCI'C,CrPSPeCtC-C— PSPECHPsPe C,P°
PSP&CHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-. PuCEP&éP+P»P&P-PSPs Cr 20 % CtP&C...
PIP&PiP°PrPeC-PI PSPy P+CrP»Ps PIPECLIPIP»PuPSPs PPsPrPSP&C... C,P°PeC,PsCHC-PI
CHPEP-P&PeCr CHPsP-PIP&C,PeCr PiPsCI'C,CHPsC— PSPéCHPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-, C,P°PePéC... CLIPe CI'CfPiCrC,PSC” P-P°CI'C,PsCI'CrPIP°PSPSCII
PSPuC, CHPsC,PsPeCI'PéC+PSP&C... P»C-PeP°CHCI'CHPePEC... P-P°CI'PsP+C-PI P°P+Ps
C€P»CrPSPePsPIPs-PePéCE€PePsPIC- CHPsP-P»P°PrPe.

P— P+PsPeCé C€PeC-CHPé C,P° PiC-PrC€PeC-CHPSPsC— PeP»C-C,PePsPIPéPSPé.

PuPsPIC-PrPsPjP»CLIP»Pé PiCRPs PrCrP{Pu CHC-PrPeC-CI'PSC- PIP&PiP°PrPePé
CEPsP-PIPEC,PeCr PSP° C,P»C- PiICHPéPNPsPjCt PrPsCtPuC,P°PeCI'PuP»Cr
CI'PECI'C,PpPjPSPsPiPs C+PuCHPIPsPSPsPiPs PIPsPIC+P°PeP° C,P° P+CrP»CHPsP-PSP&C...
PIPECI'PEPiP°PSCHb, C,P°PePéC... CLIPe PiCrP»CHC,PéC, PsCHPjPSP° PuCEP&C, PuPjP°,
CI'PéPSPrCEPsPj PYC,C-PIPuPSCI'P°~P”PYPsPSCI'PsPSP°, C,PsPeCI'PEC+PSPEPN:
PuPiC-PrPuCEPjP°P»CHPSPEPN: PSPPeCHPsP»C-P-. P] PrPuCLIPeP&C... PIPEPIP°PrPeP°C...
CEPsP-PIP&éC,PsPe CtP&C... PiPsP+C-C+PSP&C... CIIPIPEC%o PjPsPiP»Pé
PsP+CrPjPsPIP»CRPIP°C,Pé CI'CrPiCrC,PSC- C,P°PeC,PsCHPé. P‘CrP»Pé
PiPsPIC-PrPsPjP»PuPSPSCII C,P°PePsP PiCHPs CRPsP-PIPEC,PsPe PSP°® C,P»C- PiCKP&PN:PsPjCr
PrPsCtPuC,P°PeCI'PuP»Cr CI'PeP»PuCHPsPrPuCHPjPsPiPsPrC-P+PSP&C... CFCHP°PIPuPSCH,
CIIPePé&Pj PiPuCHPuPrCrPIP°P»P° PiPuCHPEC, PuCHPEC+PSP° P»C-PjC, PsPuPrPuPjPe.
PuPsPIC-PrPsPjP»CILIP»Pé PiCHPs PIPéPiP°PrPePé CI'C,C-PNePePsC— P°P»PsPiPpCtC-C—
(C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP°). P—P°PiP°P»CEbPSC- CEPsP-P»P°PrPé C,P° PjC-CI'CtPuPIC-
CFPuP°PeCtC-C—.



PuPsPIC-PrPsPjP»CIIP»Pé PiCEPs CHC-PrPeC-CI'PSC- PIPEPiP°PrPePé PiPsCIIPIPE

C, PuPSPsPjPuPSCt PiPsPIPuCEPSPuPSPSCII PiCEPsPjPuPSPuPIPsC— CEPuP°PeCtC-C—
(PiPsCI'C,CHC- PiCEPsPjPuPSPRPIC- CHPpP°PeCtC-C— PSP° C,P»C-
C...C-PjC-PsC,PuCHP°PiC-C—, C%oPs PiCEPsPIPsPrP&éC,CHhCI'CII C+PpCHPuP- PeC-P»CHPeP®
C,PéPYPSC-PI, PjC-CI'CLICC-PI P°P+Ps CEPsPeC-PI PiC-CI'P»CII PiCEPsPjPuPSPuPIPsC—
C,PuCHP°PiC-C—).

P—P°C, C-PeCI'PsPIP°PSPs PIP&PiP°PrPePé CHPsP-PIPEC,PeCt CHPuCtP&éPrPEPIPSPsC—
CBPpP°PeCtC-C— PI PjC-CI'CtC- C-PSBR™ C”PeCtC-C— (CEPuCtPEPrPéPI CEPpP°PeCtC-C—
C€PeC-CHPé Cr PjC-CI'CtC-, PI CLIPePsPjCt CHP°PSC-C£Pu PIC-PrPjC-C+P°P»P°CI'CII
PuPeCI'C,CHP°PIP°P-P°Ct+C-CLI, PiC-CI'P»CILI PIPIPuPrPuPSPSCII PrPsCtPuC,P°PeCI PuP»Cr PI
C-PSCE€PsPjCr PjC-CI'CtC-) Cr PjC-CI'CtC-, PI CIIPePsPjCt CEP°PSC-CE€Pu
PIC-PrPjC-C#P°P»P°CI'CI] PuPeCI'C,CRP°PIP°P-P°CtC-CII (C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP°).

P—P°C,CEP&PjPeP® CEC-PrPéPSPé PI PsCHPiP°PSC-P-PjC- PSPy
CI'CIPiCEPsPIPsPrPYCIPIP°P»P°CI'CLI PiPsCI'C,CEP&PjPé PuPiC-P-PsPrP°PjPé
PsP»C-PiCfCHC-C— P°P+Ps P°CEC,PuCEC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C—.

PuPsPIC-PrPsPjP»CLIP»Pé PiCHPs CHC-PrPeC-CI'PSC- PIP&PiP°PrPePé CRPsP-PIP&C, PeCr
P-PSPpPIPsPrPSPuPSPSCII C,P° PSP°P+CHCLIPeCT P»PuPiPuPSClb.
PPuC,P°P+PsP»C-C#PSC- C,P° P°P»C-PjPuPSC,P°CEPSC- CEPsP-P»P°Prpé.

P—P°C,C-PeCI'PsPIP°PSPs PIP&PiP°PrPePé PiPsCHCrCEPPSPSCLI
PuP»PpPeC,CHPsP»C-C,PSPsC— CEC-PIPSPsPIP°PiP&. PyPsPIC-PrPsPjP»CLIP»Pé PICHPs
PIP&PiP°PrPePé PiC-PiPsPSP°C,CRC-C”PjC-C—, PiPsP»PsPIPSP&Pj C+PEPSPsP;
P°CI'PSCC-PNePsPIP°PSC- P- PrPuPiC-PrCEP°C,P°C+C-C”CR, P+P»CRPIP°PSPSCIIPj C,P°
PiPSPRPIPjPsPSC-C”Ch. PYPiPsCI'C,PuCHC-PiP°P»P&CI'CLI PiC-PiPsPeP°P»C-C”PjC-CII
C,P° PiC-PiPsPjP°PiPSC-C”PjC-CLI P-P°P-PIP&C+P°PNe PiCEPé CEP»CIPSPePsPIPs-
PeP&CEPePSPIPEC... CEPsP-P»P°PrP°C..., PsCI'PsP+P»P&PIPs PiCEPé PrC-P°CHPuC—.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 2 CEPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL. P—P+PuCEC-PiP°C,Pé PICRPé C,PpPjPiPuCEP°C,CrCEC-
PSPp PIP&C%oPp 25 B°PY PI PsCEP&PiC-PSP°P»CHPSC-PNe CFPiP°PePSPICTC-.
P—P+PuCRC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

PhPrPéPS C,P»P°PePsPS PiCHP&P-PSP°C+PuPSPEPNe PrP»CII PsPrPSPsCHP°P-PsPIPsPiPs
PIPéPePsCEP&CI'C,P°PSPSCII C,P° PiPsPIPEPSPuPS P+CrC,Pé PIPéPePsCHP&ECI'C,P°PSPEPNe
PIC-PrCEHP°P-Ct PiC-CI'P»CII PIC-PrPeCHP&C,C,CII. P] CHP°P-C-, CLIPeC%oPs PIC-PS PSPy
PIPéPePsCHP&CI'C,P°PSPéPNe PSPuPiP°PNePSPs, PiPsPrP°P»CHCEPu
PIP&PePsCHP&CI'C,P°PSPSCII C” PIC-PrPiPsPIC-PrP°P»CHPSC-CI'C,Ch
PePsCHP&CI'C,CIPIP°C+P°.

PJPiP°PePsPIPeP°. P1iPs 1 PjP» (20 PjPi) P°P+Ps PiPs 4 PjP» (80 PjPi), P°P+Ps PiPs 7 PjP»
(140 PjPi) Cr C,P»P°PePsPSC-; PiPs 1 C,P»P°PePsPSCr PI PeP°CHC,PsPSPSC-PNe
PePsCHPsP+C1C-.



PuP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CHPuCtPuPiC,PsPj.

P'PéCHPsP+PSP&PcPé.
PhPeC,P°PIC-CI* P+C,P°P»C-CLI PV.Pi.Ph.

PYC-PSPrP°PS PuP°CHPjP° PY.P .P>.

PmC-CI'CtPuP-PSP°C...PsPrPIPpuPSPSCII PIPéCHPsP+PSPéPeC-PI C,P° P°PrCHPuCIPé
PjC-CI'CtCH PiCRHPsPIP°PrPIPpPSPSCII C—C... PrC-CIIP»CHPSPsCI'C,C-.

P’C-P° PuP°CI'C,PuCB, 10 - 20014 PkPuCRPIC-P°PSPs (PmC-P»P°PS), P+C,P°P»C-CII.

P+CrP». PtPsPSP° PwPé&C...P°P»P°C$Py, 11, CI'PuPeC,PsCH 1, 011171, P‘CfC...P°CHPuCIC,,
P CrPjCrPSC-CI].



