PtPkPYPyP PJPuP|PtPi

PrP»CII PjPuPrPéCiPSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII PiCEPuPiP°CEP°C,Crt

P’PhPyP P{P,PkPyB,y
(VOTRIENTS, Y)
PYPeP»P°Pr:
PrC-CEC#P° CEPuC#PsPIPEPSP°: PiP°P-PsPiP°PSC-Px;

1 C,P°P£P»PuC,PeP° PjC-CI'C,P&éC,CH 200 PjPi P°P+Ps 400 PjPi PiP°P-PsPiP°PSC-P+Cr (Cr
C, PsCRHPjC- PiP°P-PsPiP°PSC-PxCr PiC-PrCHPsC...P»PsCHPEPrCr);

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: PjP°PiPSC-Ch CI'C,PuP°CHP°C,, CtPuP»CRP»PsP-P°
PjC-PeCEPsPeCHPECI'C,P°P»C-C+PSP®, PiPsPIC-PrPsPS K30, PSP°C,CRHC-Ch
PeCHPsC...PjP°P»CHPiP»C-PePsP»CIIC, (C,PéPi Ph); PsP+PsP»PsPSPeP°® Opadry White YS-1-7706-
G (PrP»CII C,P°P+P»PuC,PePé 400 PjPi): PiC-PiCHPsPjPuP»PsP-P°, PjP°PeCEPsPiPsP» 400,
PiPsP»C-CI'PsCEP+P°C, 80, C,PéC,P°PSCt PrC-PsPeCI'PéPr (P+ 171); PsP+PsP»PsPSPeP°® Opadry
Pink

YS-1-14762-A (PrP»CII C,P°P+P»PuC,PePé 200 PjPi): PiC-PiCHPsPjPuP»PsP-P°, P-P°P»C-P-P°
PsPeCI'PéPr C+PauCHPIPsPSPEPN: (E 172), PjP°PeCEPsPiPsP» 400, PiPsP»C-CI'PsCHP+P°C, 80,
C,Pé&C,P°PSCr PrC-PsPeCI'PePr (Pe 171).

B

P>C-PeP°CRcCH:PeP° C, PsCRHPjP°. PyP°P+P»PuC,PePé, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCHh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PéPIPsCIC,C-:

C,P°P+P»PuC,PePé PiPs 400 PjPi: P+C-P»P° C,P°P+P»PuC,PeP°, PIPeCEP&C,P°
PiP»C-PIPePsPIPsCR PsP+PsP»PsPSPePsCR, PeP°PiCI'C{-P»PsPiPsPrC-P+PSPsC—
C, PsCEPjPé P- PjP°CHPeCI-PIP°PSPSCIIPj GS UHL P- PsPrPSPsPiPs P+PsPeCr;

C,P°P£P»PuC,PePé PiPs 200 PjPi: CRPsPYPuPIP° C,P°P=P»PuC,PeP°, PIPeCBPéC,P°
PiP»C-PIPePsPIPsCR PsP+PsP»PsPSPePsCh, PeP°PiCI CrP»PsPiPsPrC-P+PSPsC—
C,PsCHPjPé P- PjP°CHPeCrPIP°PSPSCIIPj GS JT P- PsPrPSPsPiPs P+PsPeCr.

PuP°CHPjP°PePsC,PuCHP°PiPpPIC,PéC+PSP° PiCHCIPiP°.
PHPSC,PéPSPuPsPiP»P°CI'C,P6C+PSC- P-P°CI'PsP+P¢&, C-PSPiC-P+C-C,PsCHPé
PiCEPsC,PuC—PSPeC-PSP°P-Pé, C-PSCE£C- C-PSPiC-P+C-C,PsCHPé
PiCEPsC,PuC—PSPeC-PSP°P-Pé.

PpPsPr PhPyPI’ LOLE X03.



PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CIC,PéPIPsCIC,C-.
PuP°CEPjP°PePsPrPéPSP°PjC-PeP°.

P’PsC,CHC-C”PSC,”™ C” P-P°CI'PsP+PsPj PrP»CII PiPuCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI], PiPsC,CrPIPSP&Pj P+P°PiP°C,PsPjC-CEPuPSPuPIP&P;]
C-PSPiC-P+C-C,PsChHPsPj C,PECHPsP-PéPSPeC-PSP°P-Pé (P+PyPm) CHPuCtPuPiC,PsCHC-PI
C,,P°PeC,PsCHP° CEPsCI'C,Ct PuPSPrPsC,PuP»C-Ch CI'CFPrPéPS [Vascular Endothelial Growth
Factor Receptors, VEGFR]-1, -2 C- -3, ChPuCt+PuPiC,PsCHC-PI C,CHPsPjP+PsCtPeC,P°CHPSPsPiPs
C,P°PeC,PsCHP° CRPsCI'C,Cr [Platelet-Derived Growth Factor Receptors, PDGFR]-a C- -p C,P°
CHBPuCtPuPiC,PsCEP° C,P°PeC,PsCHP° CI'C,PsPIP+CrCHPsPIPEC... PeP»C-C,P&PS (c-KIT),
PrP»CI]I CIIPeP&C... IC,, PICHPuPiP°CEP°C,Ct CI'C,P°PSPsPIP&C,CH 10, 30, 47, 71, 84 C,P°

74 PSPjPsP»CH/PjP» PIC-PrPiPsPIC-PrPSPs. PiC-Pr C+P°CI" PrPsPeP»C-PSC-C+PSPé&C...
PuPeCI'PiPuCHPEPjPUPSC,P°P»CHPSPEC... PrPsCI'P»C-PrPIPuPSCH PiP°P-PsPiP°PSC-P+
PrPsP-PsP-P°P»PuPYPSPs C-PSPiC-P£CrPIP°PI P»C-PiP°PSPr-C-PSPrCrPePsPIP°PSPu
P°CfC,PsC,PsCI'C,PsCEP&P»CRPIP°PSPSCII CHPuCtPuPiC,PsCHC-PI VEGFR-2, c-Kit C,P° PDGFR-
B Ct PeP»C-C,PéPSP°C.... PuC-Pr C+P°CI’ PrPsCI'P»C-PrPPuPSCH

in vivo PiP°P-PsPiP°PSC-P+ C-PSPiC-P+CrPIP°PI VEGF-C-PSPrCrPePsPIP°PSPu VEGFR-2
C,PsCI'C,PsCEP&P»CRPIP°PSPSCLI PI P»PuPiPuPSCIIC... C,PIP°CHPEPS, P°PSPiC-PsPiPuPSPuP:
Cr C,PIP°CHPéEPS Cr CHC-P-PSP&C... PuPeCI'PiPuCHPEPjPuPSC,P°P»CHPSPEC...
PjPsPrPuP»CIIC... C,P° CRC-CI'C, PjPSPsPP&PSPSP&C...
PeCI'PuPSPsC,CRP°PSCIPiP»P°PSC,P°C,C-PI PiCrC...P»PéPSPé P»CRPrPéPSPé Cr C,PIP°CHP&PS.

PxP°CHPjP°PePsPiPuPSPsPjC-PeP°

P] C, P°CHPjP°PePsPiPpPSPuC,PéC+PSPsPjCt PjPuC,P°P°PSP°P»C-P-C- PrP°PSPéC... 31
PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiP°P-PsPiP°PSC-P+Ct, CLIPePEPNe
PiCEP&P-PSP°C+PéP»Pé CIIPe PjPsPSPsC,PuCEP°PiC-Ch P°P+Ps CI'CfPjC-CI'PSPs P-
C-PSCE€P&PjPé PICHPuPiP°CEP°C,P°PjPé, Cr 19 % PiP°CtC-C”PSC,C-PI P- HLA-B*57:01
P°P»PuP»PpPj C,P° Cr 10 % PiP°CtC-C”PSC,C-PI P+PuP- PSCHPsPiPs
CI'PiPsCI'C,PuCHC-PiP°P»Pé CHC-PIPuPSCH
P°P»P°PSC-PSP°PjC-PSPsC,CEP°PSCI'C, PuCEP°P-Pé (PHP>Py), Cr

5 CHP°P-C-PI PIPEC%o0P&éPNe P-P° PIPuCEC...PSCh PjPuPYCr PSPsCEPjPé (P'PmPk) (3
CI'C,CrPiC-PSCH), 133 P- 2235 PiP°CtC-C”PSC,C-PI PIPeP°P-P°PSP&C... PIP&C%oPp
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH PjP°P»Pé HLA-B*57:01 P°P»PuP»CH (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).BBBB B B

PuP°CEPjP°PePsPeC-PSPuC,PéPeP°.
PhP+CI'PsCEP+CtC-CII

P1iC-CI'P»CI] PiPpuCHPsCHP°P»CHPSPsPiPs PiCHP&PN:PsPjCt CHP°P-PsPIPsC— PrPsP-Pé
PiP°P-PsPiP°PSC-P+Cr 800 PjPi PiP°CtC-C”PSC,P°PjPé P- CI'PsP»C-PrPSP&PjPé
PiCrC...P»PéPSP°PjPé C,,,, PiCHPéP+P»P&P-PSPs 19 B+ 13 PjPePi/PjP» PI PiP»P°P-PjC-
PeCHPsPIC- PrPsCI'CIIPiP°C”C,CHCI'CII PI CI'PuCHPuPrPSCHPsPjCt C+PuCHPuP:

3,5 PiPsPrPéPSPé (PrC-P°PiP°P-PsPS: 1,0-11,9 PiPsPrPéPS), P°B P-PSP°C+PuPSPSCII AUC,,.,,
CI'C,P°PSPsPIP&C,CH PiCHPéP+P»P&P-PSPs 650 B+ 500 PjPePix PiPsPr/PjP». P©PsPrPuPSPSP&PNe
PiCHP&PN:PsPj PiCHPuPiP°CRP°C,Ct P-CrPjPsPIP»CRC” P-CEPsCI'C,P°PSPSCII AUC,,, PI 1,23-4
CRHP°P-Pé. PuCHPé P-P+C-P»CHCEPpPSPSC- PrPsP-Pé P’PsC,CHC-C”PSC,Cr™"™ PiPsPSP°Pr 800
PjPi PIC-PrPiPsPIC-PrPSPu P-CHPsCI'C,P°PSPSCII AUC C,P° C,, PIC-PrCI'CfC,PSC”.



PYP&CI'C,PuPjPSPp PICI'PjPsPeC,CrPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr P-CHPsCI'C,P°C”,
CIIPeC%oPs PIC-PS PiCHPEPN:PjP°C”C,CHCI'CII CRP°P-PsPj P- C—P{PuCHh.
P—P°CI'C,PsCI'CFPIP°PSPSCI] P’PsC,CHC-C”PSC,Cr™™ CHP°P-PsPj C-P- C—PYPuCHh P-
PIPECI'PsPeP&Pj P°P+Ps PSP&P-CHhPePéPj PIPjC-CI'C,PsPj PJP&CHC-PI P-CrPjPsPIP»CRC”
P-P+C-P»CHCEPuPSPSCII PNePsPiPs AUC C,P° C,,. PIiCEPéP+P»P&P-PSPs PI 2 CRP°P-Pé. PyPsPjCr
P’PsC,CHC-C”PSC,”™ PiPsPIPéPSPuPS PiCHP&P-PSP°C$P°C,PéCI'CII PiCRPéPSP°PNePjPSC- P-P° 1
PiPsPrP&PSCT PrPs PiCHPéPNePsPjCt C—PYC- P°P+Ps C+PuCHPuP- 2 PiPsPrPéPSPé PiC-CI'P»CI]
PSCIbPsPiPs (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P°
PrPsP-PéB»).

P—P°CI'C,PsCI'CFPIP°PSPSCII PsPrPSC-C”C— PiPsPrCHC-P+PSPuPSPsC— C,P°P+P»PuC,PePé
PiP°P-PsPiP°PSC-P+Cr 400 PjPi P-P+C-P»CHCECIPIP°P»Ps AUC,,,,, PSP°® 46 % C,P° C,,,.
PiCHPEP+P»P&P-PSPs PI 2 CHP°P-Pé C- P-PjPuPSCECIPIP°P»Ps t,, PiICHPéP+P»P&P-PSPs PSP° 2
PiPsPrPéPSPé PiPsCHC-PIPSCIIPSPs P- PiCHPéPNePsPjPsPj CtC-P»PsC— C,P°P+P»PuC,PePé
PiCHPpPiP°CHP°C,Cr. P!C- PrP°PSC- CI'PIC-PrC+P°C,CH PiCHPs C,Pp, C%oPs
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiP°P-PsPiP°PSC-P+Cr C,P° CHC-PIPuPSCH PN:PsPiPs
P°P+CI'PsCHP+CtC-C— PiCHPé PiPuCEPsCHP°P»CHPSPsPjCt PiCHP&PNPsPjC-
P-CEPsCI'C,P°CRC,CH PiC-CI'P»CLI P-P°CI'C,PsCI'CrPIP°PSPSCII PiPsPrCHC-P+PSPuPSPsC—
C,P°P+P»PuC,PePé PiPsCHC-PIPSCIIPSPs P- PiCEPéPNePsPjPsPj CtC-P»PsC— C,P°P+P»PuC,PePé
PiCHPpPiP°CRHP°C,Ct. P] P-PIBR™ CIIP-PeCr P- CtPéPj, P+=PuCHCrCtPé PrPs CrPIP°PiPé C,P°PePp
PjPsPYP»P&PIPu P-P+C-P»CHCEPuPSPSCII PICI PjPsPeC,CrPIP°PSPSCII PiCHPuPiP°CHP°C,CF,
C,P°P+P»PuC,PePé P’PsC,CHC-C”PSC,Cr™™ PSPp PiPsC,CHC-P+PSPs
PiPsPrCHC-P+PSCRPIP°C,Pé (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

P PsP-PiPsPrC-P»

P—PIBG™ CLIP-CrPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr P- P+C-P»PeP°PjPé PiP»P°P-PjPé
PeCHPsPIC- Cr P»CRPrPéPSPE€ in vivo CI'C,P°PSPsPIPéP»Ps PiPsPSP°Pr 99 %
PSPuP-P°P»PuPYPSPs PIC-Pr PePsPSCtPuPSC,CHP°CtC-C— PiCHPpPiP°CHP°C,Cr PI PeCHPsPIC-
PI PjPuPYP°C... PrC-P°PiP°P-PsPSCr PePsPSCtPuPSC,CHP°C+C-PNe 10-100 PjPePi/PjP».
P”PsCI'P»C-PrPYPuPSPSCII in vitro PiPsPeP°P-P°P»Pé&, C%oPs PiP°P-PsPiP°PSC-P+ C”
CI'CfP+CI'C,CHP°C,PsPj PrP»CII PiP»C-PePsPiCHPsC,PuC—PSCr P (P-gp) C,P°
P+C-P»PeP° CRPuP-PéCI'C,PuPSC,PSPsCI'C,C- CHP°PeCr PjPsP»PsC+PSPsC—
P-P°P»PsP-Peé [Breast Cancer Resistance Protein, BCRP].

PrPuC,P°P+PsP»C-P-Pj

P PuP-CtP»CHC,P°C,Pé PrPsCI'P»C-PrPIPuPSCH in vitro PICHPsPrPuPjPsPSCI'C,CRCIPIP°P» P&,
C%oPs PjPuC,P°P+PsP»C-P-Pj PiP°P-PsPiP°PSC-P+Cr PsPiPsCI PuCEPuPrPePsPIP° PSPEPNe
PiPuCHPUPIP°PYPSPs CYP3A4 P-P° PSPuP-PSP°C+PSPsCh CrC#P°CI'C,CR CYP1A2 C,P° CYP2CS.

P+P»C-PjC-PSP°CtC-CII

PyP°P-PsPiP°PSC-P+ PIPEPIPsPrPéC,CEbCI'CLI P- PsCEPiP°PSC-P-PjCt PiPsPIC-P»CIbPSPs, P-
CI'PuCHPpPrPSC-Pj PiPuCEC-PsPrPsPj PSP PiC-PIPIPEPIPuPrPuPSPSCII 30,9 PiPsPrPéPSPé
PiC-CI'P»ClI PiCEP&PN:PsPjCt CEPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé 800 PjPi.
P+P»C-PjC-PSP°CtC-CLI PiCEPuPiP°CEP°C,Ct PIC-PrP+CrPIP°C”C,CHCICII
PiPuCEPRPIP°PYPSPs P- PeP°P»PsPj, PiCEPé C+CHbPsPjCt PIPEPIPpPrPuPSPSCII
PiCEPuPiP°CHP°C,Ct PSPECEPeP°PjPé CI'C,P°PSPsPIPSC,CH < 4 % PIC-Pr
PiCEP&PN:PSCLIC,PsC— PrPsP-Pé.



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

P>C-PeCrPIP°PSPSCII PjC—CFCTPpPIPS CT_'JPSP-PIPSPICfC’BPr‘PﬂPpPSPSC— C,P°/P°P+Ps
PjPuC,P°CI'C,P°C,PéC+PSPsC— PSP&CEPePsPIPsPeP»C-C,PePSPSPsC— PeP°CHCHP&PSPsPjPé
(PkPibPm).

P>C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI P- C"E)PSP-PiPsPICfC’EPr‘PﬂPpPSPsC”ﬁ
CI'P°CEPePsPjPsCh Pjsg™ CLIPeP&C... C,PeP°PSPEPS, CLIPeC- PiPsPiPuCEHPuPrPSCHPs
PsC,CHPéPjCrPIP°P»Pé C...C-PjC-PsC,PuCRHP°PiC-Ch, P-P° PIPéPSCIIC,PePsPj
PiP°CtC-C”PSC,C-PI P-C- CI'C,CHPsPjP°P»CHPSPsCh PiCtC...P»PéPSPsCh CEP»CrPSPePsPIPs-
PePéC€PePsPIPsPiPs C,CHP°PeC,Cr P°P£Ps P»C—P’1’PsCFP°C"5PePstPsC"B.

PuCEPsC,PéPiPsPeP°P-P°PSPSCIL.

P“C-PiPuCEC+CrC,P»PéPIC-CI'C,CHb PrPs P+CrPrCH-CIIPePsPiPs P- PePsPjPiPsPSPuPSC,C-PI
PiCEHPuPiP°CHP°C,Cr.

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

P>C-PeP°CECI' CEbPeC- P-P°CI'PsP+Pé, CIIPeC- C$PéPSCIIC,CH C-PSPiC-P+C3éCRC+Cé P°P+Ps
C-PSPrCéPeCéCRC#Cé PrC-CE PSP° C,PuCEPjPuPSC,PéB CtPéC,PsC...CEPsPjCé P450 3A4.

P—P° PrP°PSP&PjPé PrPsCI'P»C-PrPIPuPSCH in vitro P+CfP»Ps P-CEPsP+P»PuPSPs
PiCRP&PICIC%0PPPSPSCII, C%oPs PsPePECI'PSP&PNe PjPuC,P°P+PsP»C-P-Pj
PiP°P-PsPiP°PSC-P+Cf Cf PjC-PeCHPsCI'PsPjP°C... PiPuC$C-PSPePé P»CRPrP&éPSPé
PsPiPsCI'PuCEPuPrPePsPIP°PSP&PNe PiPuCHPUPIP°PIPSPs C, PuCHPjPuUPSC,PsPj CYP3A4 P-P°
PSPuP-PSP°C4PSPsC— CrCiP°CI'C,C- CYP1A2 C,P° CYP2C8. P] P-PIBF™ CLIP-PeCt P- CP&Pj
C-PSPiC-P+C-C,PsCEP& C,P° C-PSPrCrPeC,PsCEPé CYP3A4 PjPsPYCrC,Clb P-PjC-PSCRPIP°C,Pé
PjPuC,P°P+PsP»C-P-Pj PiP°P-PsPiP°PSC-P+CF.

PtPSPiC-P+C-C,PsCEPé CYP3A4, P-gp, BCRP: PiP°P-PsPiP°PSC-P+ C”
CI'CtP+CI'C,CHP°C,PsPj PrP»CLI CYP3A4, P-gp C,P° BCRP. B

P’ CRPpP-CfP»CHC,P°C,C- PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PiP°P-PsPiP°PSC-P+Cr (400 PjPi 1 CRP°P- PSP° PrPsP+Cr) P- CI'PéP»CHPSPéPj CYP3A4 C,P° P-gp
C-PSPiC-P+C-C,PsCEPsPj PePuC,PsPePsPSP°P-PsP»PsPj (400 PjPi 1 CHP°P- PSP° PrPsP+Cr)
PiCEPsC,CIIPiPsPj 5 PrPSC-PI PiPsCI'PiC-P»CH P-P+C-P»CHCECrCRC,CHCI'CI]
CI'PuCHPuPrPSC- P-PSP°CPuPSPSCII AUC,y,, C,P° PY,,, PiP°P-PsPiP°PSC-P+Crt PSP° 66 % C,P°
45 %B PIC-PrPiPsPIC-PrPSPs Cr PiPsCHC-PIPSCIIPSPSC- C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
PiP°P-PsPiP°PSC-P+Cr (400 PjPi 1 CRP°P- PSP° PrPsP+Cr PiCRPsC,CIIPiPsPj 7 PrPSC-PI)
PsPeCEPpuPjPs. AUC C,P° PY, .. PiP°P-PsPiP°PSC-P+Crt P-P+C-P»CHCECICRC,CHCICII
PjPuPSC€PsCh PjC-CHPsCh PiCHPsPiPsCHCTC-PNePSPs P-P+C-P»CHCEPuPSPSCH PrPsP-Pé Cr
PjPuPYP°C... PIC-Pr 50 PjPi PrPs 2000 PjPi. PyPsPjCr PI CHPuP-CrP»CHC,P°C,C-
P-PjPpPSCE€PuPSPSCII PrPsP-Pé PiP°P-PsPiP°PSC-P+Cr PrPs 400 PjPi 1 CRP°P- PSP° PrPsP+Cr Cr



PiCRHP&CI'CrC,PSPsCI'C,C- CI'PéP»CHhPSPsPiPs CYP3A4 C-PSPiC-P+C-C,PsCRHP° Cr
P+C-P»CHC£EPsCI'C,C- PiP°C+C-C”PSC,C-PI CI'PECI'C,PuPjPSP° PuPeCI'PiPsP-PéCtC-CII
PiP°P-PsPiP°PSC-P+Ct P+CrPrPu PiPsPrC-P+PSP® PrPs C,P°PePsC—, C%oPs
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CLI PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII 800 PjPi
PiP°P-PsPiP°PSC-P+Cr 1 CHP°P- PSP°® PrPsP+Cr PsPeCHPuPjPs. PhPrPSP°Pe Cr PrPuCIIPePéC...
PiP°CtC-C”PSC,C-PI CI'PéCI'C,PuPjPSP° PuPeCIPiPsP-PECtC-CII PiP°P-PsPiP°PSC-P+Cr
P+CrPrPp PIPEC%0PsCh P-P° C,Cr, C%oPs CI'PiPsCI'C,PuCRC-PiP°C”C,CHCI'CII PiCRHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- 800 PjPi PiP°P-PsPiP°PSC-P+Cr PsPeCHPuPjPs.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C-P- P’PsC,CEC-C”PSC,PsPj™™ C-PSCEP&C...
CI'PéP»CHhPSPéEC... C-PSPiC-P+C-C,PsCHC-PI CYP3A4B (PSP°PiCHP&PeP»P°Pr C,P°PePéC...,
CIIPe C-C,CHP°PePsPSP°P-PsP», PeP»P°CRP&C,CHPsPjC-CtP&PS, P°C,P°P-P°PSP°PIC-CH,
C-PSPrPéPSP°PIC-CH, PSPuC, P°P-PsPrPsPS, PSPuP»CHC, C-PSP°PIC-CH, CHP&C,PsPSP°PIC-CH,
CI'P°PePIC-PSP°PIC-CH, C,PuP»C-C,CHPsPjC-CtP&PS, PIPsCRP&éPePsPSP°P-PsP») PjPsPPu
P-P+C-P»CHCECIPIP°C,Pé PePsPSCtPuPSC,CHP°CtC-Ch PiP°P-PsPiP°PSC-P+Cf.
P“CHPpPNePiC,CHCIC,PsPIPEPNe CI'C-Pe C,P°PePsPY PjPsPYPpu P-CrPjPsPIP»CRPIP°C,Pé
PiC-PrPIP&C%oPuPSPSCII PePsPSCtPuPSC,CHP°CtC-PNe PiP°P-PsPiP°PSC-P+Cr Cr PiP»P°P-PjC-
PeCHPsPIC-. PhPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] P- PiPsC,CrPYPSP&PjPé
C-PSPiC-P+C-C,PsCEP°PjPé P-gp P°P+Ps BCRP PjPsPfPu C,P°PePsP P-PjC-PSP&C,Pé
PpPeCI'PiPsP-PéCtC-Ch C,P° CHPsP-PiPsPrC-P» PiP°P-PsPiP°PSC-P+Cr, PIPeP»CRC+P°CRC1Pé
CHPsP-PiPsPrC-P» Cr PIC-PrPrC-P»P°C... CtPuPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC—
CI'P&CI'C,PpPjPé.

PuCHPEP-PSP°C+PuPSPSCII 1500 PjPi P»P°PiP°C,PEPSC-P+Ct, C%oPs C” CI'CrP+CI'C,CHP°C,PsPj
C,P° CI'P»P°P+PePéPj C-PSPiC-P+C-C,PsCHPsPj CYP3A4, BCRP C,P° B B B B P-gp CEP°P-PsPj
C-P- 800 PjPi P’PsC,CRC-C”PSC,Cr"" P-CrPjPsPIPEP»Ps PiC-PrPIP&C%oPpPSPSCII CEC-PIPSC-PI
AUC 4, C- C,, PiP°P-PsPiP°PSC-P+Ct PiCPéP+P»P&P-PSPs PSP° 50-60 % PiPsCRHC-PIPSCIIPSPs
C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj P»P&C£Pyu 800 PjPi P’PsC,CHC-C”PSC,Cr™™,
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] P’PsC,CKC-C”PSC,Cr™™ C,P°
C-PSPiC-P+C-C,PsCHCr CYP3A4, PiPpCEPuPSPsCI'PSP&PeC-PI BCRP C,P° P-gp, C,P°PePsPiPs
CLIPe P»P°PiP°C,PEPSC-P+, PiCHP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPuPSPSCII
PePsPSCtPuPSC,CHP°CtC-PNe PiP°P-PsPiP°PSC-P+Cr Cr PiP»P°P-PjC- PeCHPsPIC-.

PYP»C-Pr CfPSPéPeP°C,Pé CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PiP°P-PsPiP°PSC-P+Cr P- CI'PéP»CIHbPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4. PIPeC%oPs
PSPuPjP°C” PeP»C-PSC-C+PSPs PiCHPéPNePSCLIC,PSPsC— P°P»CHC,PuCEPSP°C,P&éPIPE
CI'PéP»CHbPSPsPjCr C-PSPiC-P+C-C,PsCHCr CYP3A4 CI'P»C-Pr P-PjPuPSCECrPIP°C,Pé PrPsP-Cr
PiP°P-PsPiP°PSC-P+Cr PrPs 400 PjPi PSP° PrPsP+Ct PiC-Pr C+P°CI' C—C... CI'CfPjC-CI'PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»). P] CHP°P-C- PiPsCIIPIPé PiPsP+C-C$PSP&C... CRPuP°PeCtC-PNe,
PiPsPIER ™ CIIP-P°PSP&C... C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCEPuPiP°CHP°C,Cf, CI'P»C-Pr
PrP°P»C- P-PjPuPSCECIPIP°C,Pé PrPsP-Cr PiCHPuPiP°CRP°C,Cr.

PmPsPjP+C-PSP°CtC-PNe PiCHPuPiP°CHP°C,Ct C-P- CI'PéP»CH>-PSPEPjPé
C-PSPiC-P+C-C,PsCHP°PjPé P-gp P°P+Ps BCRP CI'P»C-Pr CrPSPéPeP°C,Pé, P°P+Ps PI
C,P°PePéC... PIPEPiP°PrPeP°C... CEPuPePsPjPuPSPrPsPIP°PSPs PiC-PrP+PéCEP°C,Pé PrP»CI]
CI'CrPiCrC,PSCHPsC— C,PuCRP°PiC-C— P°P»CHC,PuCEPSP°C,PéPIPSC-
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé 8R“ P- PIC-PrCI'CfC,PSCHPsCh P°P+Ps
PjC-PSC-PjP°P»CHPSPsCR P-PrP°C,PSC-CI'C,CR C-PSPiC-P+CrPIP°C,Pé P-gp P°P+Ps BCRP.

PtPSPrCéPeC,PsCEPé CYP3A4, P-gp, BCRP



PtPSPrCrPeC,PsCHPé CYP3A4, C,P°PeC- CIIPe CHPEC,P°PjPiC-CtP&PS, PjPsPICrC,CH
P-PSP&PYCIPIP°C,Pé PePsPSCtPuPSC,CRP°CtC-Ch PiP°P-PsPiP°PSC-P=+Cr PI PiP»P°P-PjC-
PeCEPsPIC-. PhPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'CPIP°PSPSCI] PiP°P-PsPiP°PSC-P+Cr P-
PiPsC,CIPIPSP&PjPé C-PSPrCrPeC,PsCEP°PjPé P-gp P°P+Ps BCRP PjPsPPu P-PjC-PSP&C,Pé
PuPeCI'PiPsP-PéCtC-CR C,P° CHPsP-PiPsPrC-P» PiP°P-PsPiP°PSC-P+Ct, PIPeP»CRCP°CRC1Pé
CHPsP-PiPsPrC-P» Cr PIC-PrPrC-P»P°C... CtPuPSC,CHP°P»CHhPSPsC— PSPuCHPIPsPIPsC—
CI'PECI'C,PpPjPé. P PuPePsPjPuPSPrPsPIP°PSPs PiC-PrP+P&éCHP°C,Pé PrP»CII
CI'CrPiCrC,PSCHPsC— C,PuCEP°PiC-C— P°P»CHC,PuCEPSP°C,P&PIPSC-
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé B P- PIC-PrCI'CfC,PSCHPsChH P°P+Ps
PjC-PSC-PjP°P»CHPSPsCh C-PSPrCrPeCrChC+PsCh PrC-C”Ch PSP° CtPuPNe C,,PuCHPjPuPSC,.

P’PiP»PéPI P’PsC,CFC-C”PSC,C&”"* PSP° C-PSC€C- P»C-PeP°CECI CHhPeC- P-P°CI PsP+Pé

P”PsCI'P»C-PrPIPuPSPSCII in vitro P- PiPuC+C-PSPePsPIPéPjPé PjC-PeCHPsCI PsPjP°PjPé
P»CRPrP&PSPé PiPsPeP°P-P°P»Pé, C%oPs PiP°P-PsPiP°PSC-P+ C-PSPiC-P+CrC” CYP-
C,PuCEPjPuPSC,Pé 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 C,P° 2E1. PiC-Pr CfP°CI’
PrPsCI'P»C-PrPYPuPSPSCII in vitro P- PeC-P»CHPeC-CI'PSPéPj PIP&éP-PSP°C+PuPSPSCLIPj
PiCHPpPiPSP°PS-PI-CHPuCtPuPiC,PsCRHCr [Pregnane X Receptor, PXR] P»CRPrPéPSPé P+CrP»Ps
PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs PiPsC,PuPSCtC-PNePSCt C-PSPrCrPeCrCRCCr PrC-Ch
PiCHPuPiP°CHP°C,Cr PSP° CYP3A4 P»CRPrPéPSPé. PP»C-PSC-C+PSC-

C, P°CHPjP°PePsP»PsPiC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCI], PI CIIPePé&C...
P’PsC,CRC-C”PSC,”™ PiCEP&P-PSP°C+P°PICI'CII PiPs 800 PjPi 1 CRP°P- PSP°® PrPsP+Cr,
PiPsPeP°P-P°P»Pé, C%oPs P’PsC,CHC-C”PSC,™™ PSPu PjP°C” PeP»C-PSC-C+PSPs
P-PSP°C$CrC%oPsPiPs PIPiP»P&PICt PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr PePsC, PuC—PSCr
(PjP°CHPePuCHPSPEPNe CI'CFP+CI'C,CHP°C, CYP1A2), PIP°CRHC, P°CHPEPSCY
(PjP°CHPePuCHPSPEPNe CI'CFP+CI'C,CHP°C, CYP2C9) P°P+Ps PsPjPuPiCHP°P-PsP»Cr
(PjP°CRPePuCHPSPEPN: CI'CrP+CI'C,CHP°C, CYP2C19) PI PsPSPePsP»PsPiC-C+PSPéC...
PiP°CtC-C”PSC,C-PI. P’PsC,CHC-C”PSC,”™ P-CfPjPsPIP»CRC” P-P+C-P»CHCEPuPSPSCII
CI'PuCEPpPrPSCHPsC— AUC C,P° C,,, PjC-PrP°P-PsP»P°PjCr (PjP°CEPePaCHPSPEPN:
CI'CrP+CI'C,CEP°C, CYP3A4) PiCEPéP+P»P&P-PSPs PSP° 30 %, P° C,P°PePsPf
PiC-PrPIP&C%oPpPSPSCII PSP° 33-64 % CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsPSCtPpPSC,CHP°CtC-C— PrPuPeCI'C,CHPsPjPuC,PsCHC,P°PSCF PrPs
PePsPSCtPpPSC,CHP°CtC-C— PNePsPiPs P°PeC,P&EPIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr
PrPpPeCI'C,CHPsCEC, P°PSCr Cf CI'PuC+C- PiC-CI'P»CII PiPpCEPsCEP°P»CHPSPsPiPs
PiCHPEPN:PsPjCr PrPuPeCI'C,CEPsPjPuC,PsCEHC,P°PSCt (PjP°CHPePuCEPSP&PNe
CI'CrP+CI'C,CEP°C, CYP2D6). P1ePsPjP+C-PSPsPIP°PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII
P’PsC,CRC-C”PSC,Cr™™ PiPs 800 PjPi 1 CEP°P- PSP°® PrPsP+Cr C,P° PiP°PeP»C-C,P°PeCI PuP»Cr
(CI'CrP+CI'C,CREP°C, CYP3A4 C,P° CYP2C8) 80 PjPi/Pj* 1 CRP°P- PSP° C,PéPYPrPuPSCH
PiCHPEP-PIPsPrPéC,CH PrPs PiC-PrPIPEC%oPpPSPSCII AUC C,P° C,,,,
PiP°PeP»C-C,P°PeCI'PuP»Cr PI CI'PuCHPuPrPSCHPsPjCr PSP° 26 % C,P° 31 %
PIC-PrPiPsPIC-PrPSPs.

P1iP°P-PsPiP°PSC-P+ CI'P»C-Pr P- PsP+PuCHPuPYPSC-CI'C,ChR P-P°CI'C,PsCI'PsPICFPIP°C,Pé
PsPrPSPsC+P°CI'PSPs P- C-PSCEPéPjPé PiPuCEPsCHP°P»CHPSPEPjPé CI'CrP+CI'C,CRP°C,P°PjPé
BCRP C,P° P-gp, PICHP°C...PsPICfCRC+Pé PNePsPiPs C-PSPiC-P+C-C,PsCEPSP&PN: PIPiP»P&PI
PSP° CtC- P+C-P»PePé.

P”PsCI'P»C-PrPIPuPSPSCI] in vitro C,P°PePsP{ PiCHPsPrPuPjPsPSCI'C,CHCIPIP°P»Pé, C%oPs
PiP°P-PsPiP°PSC-P+ C” PiPsC,PuPSCtC-PN.PSPePj C-PSPiC-P+C-C,PsCHPsPj
C,CHP°PSCI'PiPsCHC,PSP&C... P=C-P»PeC-PI UGT1A1 C,P° OATP1B1. PuP°P-PsPiP°PSC-P+
PjPsP{Pu P-P+C-P»CHCECIPIP°C,Pé PePsPSCHPuPSC,CHP°CtC-Ch P»C-PeP°CHCI'CHPePEC...



P-P°CI'PsP+C-PI, CIIPeC- PuP»C-PjC-PSCFCRC,CHCI'CLI PiPuCHPuPIP°PYPSPs P-P°PIPrCIIPePé
UGT1A1 C,P° OATP1BI1.

PYCéPjC-CI'PSPu P-P°CI'C,PsCI' C4PIP°PSPSCII P’PsC,CFC-C”PSC,C&7"* C,P°
CI'PéPjPIP°CI'C,P°C,PéPSC?

PYCrPjC-CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII P’PsC,CRHC-C”PSC,C™** C,P°
CI'PéPjPIP°CI'C,P°C,PéPSCT P-P+C-P»CHCECIC” C+P°CI'C,PsC,Crt PiC-PrPIPEC%oPuPSPSCII
CHC-PIPSCII PHP>P§. PuC-Pr C+P°CI" PeP»C-PSC-C+PSPéEC... PrPsCI'P»C-PrPIPuPSCH
PjPsPSPsC,PuCEP°PiC-C— P’PsC,CHC-C”PSC,PsPj”™ P-P+C-P»CHCEPuPSPSCII CEC-PIPSCI]
PHP>Py Cr 3 CRP°P-Pé PIPEC%o0Pu P’PmPk CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH Cr 126 C-P- 895
PiP°Ct+C-C”PSC,C-PI (14 %), CIIPeC- PSPu PiCHPéPNePjP°P»Pé CI'C,P°C,PEPSPE,
PiPsCRHC-PIPSCIIPSPs P- 11 C-P- 41 PiP°CtC-C”PSC,P° (27 %), C1IPeC- CI'CrPiCrC,PSCH:-Ps
PiCHPEPNePjP°P»Pé CI'PéPjPIP°CI'C,P°C,PéPS. PIPeC%oPs Cr C...PIPsCRPsPiPs, CIIPeP&PN. CIIPe
CI'CrPiCrC,PSC-PNe PiCEPuPiP°CHP°C, PiCHPéPNePjP°C” CI'PEPjPIP°CI'C,P°C,PEPS,
PIPEPSP&PePSPn P-P+C-P»CHCEPuPSPSCII CRC-PIPSCII PHP>Py, CI'P»C-Pr
PePuCHCIPIP°C,PECI'CII CEPpuPePsPjPuPSPrP°C+C-CIIPjPé P- PrPsP-CrPIP°PSPSCII
P’PsC,CHC-C”PSC,Ct™™ C,P° PiCRP&PiPéPSP&C,Pé P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'P&PjPIP°CI'C,P°C,P&éPSCT (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»). PYP»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P’PsC,CHC-C”PSC,”™ P- C-PSCEP&PjPé CI'C,P°C,PEPSP°PjPé,
PsCI'PeC-P»CIHbPePé PrP°PSP&C... CI'C,PsCI'PsPIPSPs PsCtC-PSPePé CEP&P-PéPeCr PrP»CII
C,P°PePéC... PePsPjP+C-PSP°CtC-PNe PSPuPrPsCI'C,P°C,PSCHhPs.

P’PiP»PéPI C—PYC- PSP° P’'PsC,CFC-C”PSC,”™™"

P—P°CI'C,PsCI'CFPIP°PSPSCI] P’PsC,CRC-C”PSC,Cr"™ CHP°P-PsPj C-P- C—PYPuCH P-
PIPéCI'PsPeP&Pj P°P+Ps PSP&P-CHhPePéPj PIPjC-CI'C,PsPj PJP&CHC-PI P-CrPjPsPIP»CRC”
P-P+C-P»CHCEPuPSPSCII PNePsPiPs AUC C,P° C,.. PICHPéP+P»P&P-PSPs PI 2 CHP°P-Pé.
P§SPuCEPpP- CtPp P’PsC,CRHC-C”PSC,”™ PiPsPIPEPSPuPS PiCHP&P-PSP°C+P°C,PECI'CI]
PiCEP&PSP°PNPjPSC- P-P° 1 PiPsPrP&éPSCt PrPs PiCHP&PNePsPjCt C—PYC- P°P+Ps C{PuCHPuP- 2
PiPsPrPéPSPé PiC-CI'P»CII PSCHPsPiPs (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).

P>C-PeP°CECI'CEhPeC- P-P°CI PsP+Pé, C%oPs PIPiP»PéPIP°CEC,CH PSP° CEP¥ CEP»C2éPSPeP°

PYCTPjC-CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr P-
PuP:PsPjPuPiCHP°P-PsP»PsPj P-PjPpPSCECIC” P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PiP°P-PsPiP°PSC-P+Cr PiCHP&P+P»P&P-PSPs PSP°® 40 % (AUC C,P° C,.), C,PsPjCt CI'P»C-Pr
CIrPSPéPeP°C,Pé P-P°CI'C,PsCI'CrPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr CHP°P-PsPj P-
P»C-PeP°CHCI'CHPePEPjPé P-P°CI'PsP+P°PjPé, C%oPs PiC-PrPIPEC%oCrCRC,CH CHPk
CEP»CrPSPeP°. P] CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- CI'CrPjC-CI'PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P- C-PSPiC-P+C-C,PsCEPsPj PiCEPsC,PsPSPSPsPiPs PSP°CI'PsCI'P°
CHPuPePsPjPuPSPrCrC”C,CHCI'CII PrPsP-Cr PiP°P-PsPiP°PSC-P+Cr PiCEP&PNPjP°C,Pé 1 CRHP°P-
PSP° PrPuPSCH P+PuP: C—P9C- PIPIPuC+PuCEC- CHP°P-PsPj P- C-PSPiC-P+C-C,PsCHPsPj
PiCHPsC,PsPSPSPsPiPs PSP°CI'PsCI'P°. P] CRP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C-
CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII P- P°PSC,P°PiPsPSC-CI'C,PsPj
P%,-CHPuCtPuPiC,PsCHP° CEPuPePsPjPuPSPrCrC”C,CHCI'CLI PrPsP-Cr PiP°P-PsPiP°PSC-P+Cr
PiCHPEPNePjP°C,Pé P+PuP- C—P9C- C...PsCiP° P+ P-P° 2 PiPsPrPéPSPé PrPs P°P+Ps C+PuCHPuP:
10 PiPsPrPéPS PiC-CI'P»CII PiCHP&PN:PsPjCt P°PSC,P°PiPsPSC-CI'C,P° Pk,-CHPuCtPuPiC,PsCHP°.
PiP°P-PsPiP°PSC-P+ CI'P»C-Pr PiCHP&PN:PjP°C,Pé C...PsC+P° P+ P-P° 1 PiPsPrPéPSCr PrPs



P°P+Ps C+PuCHPuP: 2 PiPsPrPéPSPé PiC-CI'P»CII PiCHP&PNPsPjCr
PePsCHPsC,PePsPrC-CRCP&C... P°PSC,P°CtP&PrC-PL.

PhCI'PsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI' CéPIP°PSPSCII.
P’PiP»PéPI PSP° PiPuC+C-PSPeC3.

PuPsPIC-PrPsPjP»CLIP»PsCI'CII PiCEHPs PIPéPiP°PrPePé CEHPsP-PIPEC,PeCr
PiPpC$C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PI C,PsPjCt C+PéCI'P»C-
P»PuC,P°P»CHPSC-) PSP° C,P»C- P-P°CI'C,PsCI'C*PIP°PSPSCII P’PsC,CRHC-C”PSC,Cr™™. P]
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSPSCIIC... P- P’PsC,CHC-C”PSC,PsPj"™"™ PSP° C,P»C-
PNePsPiPs PiCHP&PN:PsPjCr CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PiC-PrPIP&C%oPpPSPSCII
CI'PECHPsPIP°C,PePsPIP&C... CRC-PIPSC-PI C,CHP°PSCI'P°PjC-PSP°P- (PhP>PY,
P°CI'PiP°CHC,P°C,P°PjC-PSPsC,CHP°PSCI'C, PuCHP°P-Pé [PHPYP¥]) C,P°
P+C-P»C-CECIP+C-PSCT (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B»). PJ
P+C-P»CHCEPsCI'C,C- PIP&PiP°PrPeC-PI PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCHPs
C-P-PsP»CHPsPIP°PSPp P-P+C-P»CHCEPuPSPSCII CHC-PIPSC-PI PhP>P§ C,P° PHPYPy P+PuP-
CI'CrPiCrC,PSCHPsPiPs PiC-PrPIPéC%oPuPSPSCII CHC-PIPSC-PI P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé P°P+Ps P+C-P»C-CRHCrP+C-PSCf. P] PiP°CtC-C”PSC,C-PI PIC-PePsPj
PiPsPSP°Pr 60 CHPsPeC-PI P+C-P»CHCEPEPN: CEPéP-PéPe PiPsPjC-CHPSPsPiPs (PHP>Py > 3
P'PmPk) P°P+Ps P-PSP°C+PSPsPiPs (PHP>Py > 8 P’PwPk) PiC-PrPIPEC%0PpPSPSCLI PhHP>Py.
PiP°CtC-C”PSC,Pé, C%oPs C” PSPsCI'C-CIIPjPé HLA-B*57:01 P°P»PuP»ClI, C,P°PePsP
PjP°CRC,CH P+C-P»CHCEPEPN: CHP&P-PéPe PiC-PrPIPEC%oPuPSCH CHC-PIPSCII PHP>PY,
PiPsPIBR™ CIIP-P°PSPsPiPs C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj P'PsC,CHC-C”PSC,Cr™"™,
PYP»C-Pr PePsPSC,CHPsP»CRPIP°C,Pé C,CrPSPeCtC-Ch PiPuC+C-PSPePé Cr PICI'C-C...
PiP°CtC-C”PSC,C-PI, C%oPs PsC,CHP&éPjCFfCRC,CH P»C-PeCrPIP°PSPSCII
P’PsC,CHC-C”PSC,PsPj”™ PSPuP-P°P»PuPYPSPs PIC-Pr C—C... PiPpPSPsC,PéPiCt P°P+Ps
PIC-PeC¥.

P&PpPsP+C...C-PrPSPs PIP&P-PSP°C+P°C,Pé CI'PECEPsPIP°C,PePsPIPEPN: PIPjC-CI'C,
PiPpC$C-PSPePsPIPEC... C,PuCEHPjPuPSC,C-PI PiPuCEPuPr PiPsC+P°C,PePsPj
P»C-PeCrPIP°PSPSCII P'PsC,CEC-C"PSC,PsPj”™ C,P° PSP° 3, 5, 7 C,P° 9 C,P&PPSC-
P»C-PeCrPIP°PSPSCLI PiCEPRPiP°CEP°C,PsPj. PuPsC,C-Pj PePsPSC,CEPsP»CH CI'P»C-Pr
PiCEPsPIPsPrP&C,Pé PSP°

3-PsPjCt C,P° 4-PsPjCf PjC-CI'CLICtC- P»C-PeCtPIP°PSPSCILI C- PrPsPrP°C,PePsPIPs P-P°
PeP»C-PSC-C$PSP&PjPé PiPsPeP°P-P°PSPSCLIPjPé. PuC-CI'P»ClI 4 PjC-CI'CLICtCLI
C,PuCEP°PiC-C—B CI'P»C-Pr PiCEPsPrPsPIPICrPIP°C,Pé PiPpuCHC-PsPrPéC+PSPEPNe
PePsPSC,CEPsP»CH CHC-PIPSCII PiPuC+C-PSPePsPIPEC... C, PuCEPjPRPSC,C-PI,
PICEP°C...PsPICFCRC+C- PeP»C-PSC-C+PSC- PiPsPeP°P-P°PSPSCI.

P”P»CII PiP°CtC-C”PSC,C-PI P- PIP&C...C-PrPSP&PjPé (PrPs PiPsC+P°C,PeCt
P»C-PeCrPIP°PSPSCLI PiCEPRPiP°CEP°C,PsPj) CEC-PIPSCLIPjPé P-P°PiP°P»CHPSPsPiPs
P+C-P»C-CECIP+C-PSCr

< 1,5 P’PmPk C,P° PhPYPy C- PEP>Py <B 2 P'PmPk CI'P»C-Pr PrPsC,CEP&PCIPIP°C,PéCI'CLI
C,P°PePéC... CEPuPePsPiPuPSPrP°CtC-P)e.

PuP°C+C-C”PSC,Pe P- C-P-PsP»CIbPsPIP°PSPéPj PiC-PrPIPeC%oPuPSPSCILIPj ChC-PIPSCII PHP>Py
PI PrC-P°PiP°P-PsPSC- PjC-P{ 3 P'PwmPk C,P° 8 P’PwPk PjPsPYCrC,Cb PiCHPsPrPsPIPCrPIP°C,Pé
P»C-PeCrPIP°PSPSCI]I P’PsC,CHC-C”PSC,PsPj"™ P-P° CrPjPsPI C%oPsC,PéPIPSPuPIPsPiPs
PePsPSC,CHPsP»Ch CI'C,P°PSCr PiPuC+C-PSPePsPIPsC— C,CrPSPeCtC-C—, PiPsPePé



CHC-PIPuPSCH P}P>Py PSPp P-PSP&P-PéC,CHCI'CLI PrPs 1 CI'C,CrPiPuPSCII P°P+Ps PSPu
PiPsPIPuCHPSPuC,CHCI'CII PrPs PIP&C...C-PrPSPsPiPs CHC-PIPSCI].

PuP°CtC-C”PSC,Pé P- PHP>Py > 8 P'PwPk PjP°CRC,CH PiCRP&PiPEPSPEC,Pé PiCEPEPNPSP;
P’PsC,CHC-C”PSC,Ct™*", PiPsPePé CRC-PIPuPSCH CtCHPsPiPs PiPsPeP°P-PSP&éPeP°® PSPu
P-PSP&P-P&C,CHCI'CII PrPs 1 CI'C,CrPiPuPSCII P°P+Ps PSP PiPsPIPuCHPSPuC,CHCI'CII PrPs
PIP&C...C-PrPSPsPiPs CRC-PIPSCII. PIPeC%oPs PiPsC,PuPSC+C-PN:PSC- PiPuCHPuPIP°PiPé
PiPsPIC,PsCHPSPsPiPs PiCHP&P-PSP°C+PuPSPSCII P'PsC,CHC-C”PSC,Cr™™ CRPsP-CtC-PSPuPSC-
CIIPe C,P°PeC-, C%oPs PiPuCHPuPIP°PYCFCRC,CH CRP&P-PéPe
PiPpPiP°C,PsC,PsPeCI'PEC+PSPsCI'C,C- PiCHPuPiP°CHP°C,Ct, PjPsPYPSP° P-PSPsPICT
CHPsP-PiPsC$P°C,Pé P»C-PeCrPIP°PSPSCII P’PsC,CHC-C”PSC,PsPj™™ Crf PjPuPSCEC-PNe PrPsP-C-
(400 PjPi 1 CRP°P- PSP° PrPsP+Cr), PIPéP-PSP°C+P°CRC+Pé PiCHPé CtCH>PsPjCr
CI'PéCHPsPIP°C,PePsPIC- CHC-PIPSC- PiPuC+C-PSPePsPIP&C... C,PuCHPjPuPSC,C-PI
C%oPsC,PéPIPSCII PiCHPsC,CIIPiPsPj 8 C,PéPIPSC-PI (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»). PIPeC%oPs PiC-CI'P»CII PiPsPIC,PsCHPSPsPiPs
PiCRHP&P-PSP°C+PuPSPSCII P’PsC,CHC-C”PSC,Cr™"™ P-PSPsPICY
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII PiC-PrPIPEC%0oPuPSPSCII CRC-PIPSCII PHP>Py > 3 P’PmPXK,
CI'P»C-Pr PsCI'C,P°C,PsC+PSPs PIC-PrPjC-PSP&C,Pé PiCHPuPiP°CHP°C,.

PiPeC%oPs PiC-PrPIP&C%oPuPSPSCLI CEC-PIPSCLI PhP>P§ > 3 P'PmPk
CI'PiPsCI'C,PuCHC-PiP°C”C,CEbCI'CLI PsPrPSPsC#P°CI'PSPs P- PiC-PrPIP&C%oPuPSPSCLIP]
CRC-PIPSCII P+C-P»C-CRCfP+C-PSCF > 2 P’PwPk, PiPsC,CRC-P+PSPs PsCI'C,P°C,PsC+PSPs
PIC-PrPjC-PSP&C,Pé P’PsC,CEC-C"PSC,”™. PJ C,P°PeP&C... PiP°C+C-C”PSC,C-PI
PSPuPsP+C...C-PrPSPs PiCEPsPIPsPrPéC,Pé PjPsPSC-C,PsCEP&PSPi CFC-PIPSC-PI CP&C...
PiPsPeP°P-PSP&PeC-PI, PiPsPePé PsCI'C,P°PSPSC- PSPy P-PSP&P-CIIC,CEbCI'CLI PrPs 1
CI'C,CfPiPuPSCLI P°P+Ps PSPy PiPsPIPuCEPSCrC,CHCI'CLI PrPs PIPEC...C-PrPSP&C. ..
P-PSP°C4PuPSCH. PyP°P-PsPiP°PSC-P+ C” C-PSPiC-P+C-C,PsCEPsPj UGT1AL. PJ
PiP°C+C-C”PSC,C-PI C-P- CI'P6PSPrCEPsPjPsPj P-PéP»CHP+PuCEC,P° PSP° C,P»C-
PiCEP&PNePsPjCF CtCHPsPiPs PiCEPuPiP°CEP°C,Ct PjPsPYPp CEPsP-PIP&PSCIC,PECICII
P»PuPiPeP® PSPuPiCHCLIPjP® (PSPuP-PIEF™ CLIP-P°PSP°)
PiC-PiPpCHP+C-P»C-CECIP+C-PSPuPjC-CLI. P’PuPrPuPSPSCLI PiP°C+C-C”PSC,C-PI, CLIPeC-
P{P°CRC,CH P»P&CEP P»PpPiPeCt PSPuPICECLIPjCE
PiC-PiPpCEP+C-P»C-CECIP+C-PSPuPjC-CR, CHP°PSC-CEPp PrC-P°PiPSPsCI'C,PsPIP°PSPEPN:
P°P+Ps PiC-PrPsP-CECRPIP°PSPEPNe CI'PéPSPrCEPsPj P-PéP»CHP+PuCEP® C,P°
PiC-PrPIP&C%0PuPSPSCLI CEC-PIPSCLI PhP>P§ > 3 P’PmPk, CI'P»C-Pr P-PrC-PNeCI'PSCRPIP°C,Pé
PIC-PrPiPsPIC-PrPSPs PrPs CEPuPePsPjPpPSPrP°CC-PNe, C%oPs PiCEP&PIPsPrPéP»P&CI'CLI
PrP»ClI PIP&PiP°PrPeC-PI C-P-PsP»CHPsPIP°PSPsPiPs PiC-PrPIPEC%0PuPSPSCLI CEC-PIPSCLI
PhP>PY.B

PYCrPjC-CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII P’PsC,CRHC-C”PSC,C™** C,P°
CI'PéPjPIP°CI'C,P°C,PEPSCT P-P+C-P»CHCECIC” CHPEP-PéPe PiC-PrPIPEC%oPuPSPSCI]
CBC-PIPSCII PHP>Py (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»)
C- PiPsPIPEPSPSPs P-PrC-PNeCI'PSCRPIP°C,P&CI'CII PsP+PuCRPuPYPSPs C- P
CHPuC,PuP»CHPSPEPj CI'PiPsCI'C,PuCEPuPIPuPSPSCIIP;.

PhPeCEC-Pj CEPuPePsPjPuPSPrP°CtC-PNe, C%oPs PiP°C+C-C”PSC,P°Pj P- PSPuP-PSP°C4PSP&PjPé
P-PjC-PSP°PjPé PiPpC+C-PSPePsPIP&C... PICEPsP+ (PIP&P-PSP°CP°C”C,CECI'CII CIIPe
PiC-PrPIP&C%0PuPSPSCLI CRC-PIPSCLI PhP>P§ PiCEP& PSPsCEPjP°P»CHPSPsPjCt CEC-PIPSC-
P+C-P»C-CHCrP+C-PSCt P°P+Ps CLIPe PiC-PrPIP6C%oPuPSPSCII CEC-PIPSCII
P+C-P»C-CHCrP+C-PSCt PI 1,5 CHP°P-P° PIP6C%0Pp P'PrPk PSPUP-P°P»PuPYPSPs PIC-Pr



CHC-PIPSCII PhP>P§) CI'P»C-Pr PiCEP&P-PSP°C+P°C,Pé 800 PjPi P’PsC,CHC-C”PSC,Cr™"™ 1
CHP°P- PSP° PrPuPSCH C,P° C...PIPsCEPé&Pj P- PiPsPjC-CEPSPsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (CHC-PIPuPSCH P+C-P»C-CHCrP+C-PSCr
PiPpCHPuPIPEC%0CrC” PI 1,5-3 CHP°P-P° P'PmPk PSPuP-P°P»PuPYPSPs PIC-Pr CHC-PIPSCII
PHP>Py) CI'P»C-Pr P-PjPuPSCECIPIP°C,Pé PiPsC+P°C,PePsPICt PrPsP-Cr PrPs 200 PjPi PSP°
PrPuPSCH, PiPsPrP°P»CHCEPEC... CHPaPePsPjPpPSPrP°C+C-PNe C%o0PsPrPs

PjPsPrPéC, C-PeP°CtC-C— PrPsP-Pé P- PsPiP»CILIPrCr PSP° CHPuP-CrP»CHC,P°C,Pé
PiPuC+C-PSPePsPIP&C... C,PuCI'C,C-PI PrP»ClII C...PIPsCRPéC... P- CfPYPu C-CI'PSCrCRC+PsCh
PiPpC$C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PiPsPePé C%oPs PSPp
CHPsP-CEPsP+P»PuPSPs. PirP°P-PsPiP°PSC-P+ PSPu CHPuPePsPjPuPSPrCrC”C,CHCICII
PiP°CtC-C”PSC,P°Pj P- C,CIIPIPeP&Pj PiPsCHCIrCEPuPSPSCIIPj C,CrPSPeCtC-C—
PiPuC+C-PSPePé (P-P°PiP°P»CHPSPEPNe P+C-P»C-CHCIP+C-PS P+C-P»CHCE PSC-PY Cr 3
CBP°P-Pé PIPEC%oPEPNe P-P° P’PmPk PSPuP-P°P»PuPYPSPs PIC-Pr CHC-PIPSCLI PHP>Py) (PrP&PI.
CEPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

PhCEC,PuCEC-P°P»CHPSP® PiC-PiPuCEC,PuPSP-C-CLI.

P1uC-Pr CP°CI’ PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH PiP°P-PsPiP°PSC-P+Cr
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CI]I PIPEPiP°PrPePé P°CRC,PuCHC-P°P»CHPSPsC—
PiC-PiPuCHC,PuPSP-C-C—, PIPeP»ChC+P°CRCtPé PiC-PiPuCHC,PsPSC-CPSC- PeCHPEP-Pé.
PHCHC,PuCHC-P°P»CHPSPEPN: C,PECI'Pe PjP°C” P+CrC,Pé PrPsP+CHPu
PePsPSC,CHPsP»CHPsPIP°PSP&Pj C%oPp PrPs PiPsCP°C,PeCr P»C-PeCrPIP°PSPSCII
PiP°P-PsPiP°PSC-P+PsPj. PJ PiP°CtC-C”PSC,C-PI PiPsC,CRC-P+PSPs PePsPSC,CHPsP»CRPIP°C,Pé
CHC-PIPuPSCH P°CHC,PuCRHC-P°P»CHPSPsPiPs C,PECI'PeCr PSP° CI'P°PjPsPjCr PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCI]I (PSPp PiC-P-PSC-CEPu PSC-PY P-P° C,PéPIPrPuPSCH PiC-CI'P»CI]
PiPsC$P°C,PeCr P»C-PeCrPIP°PSPSCII P’PsC,CHC-C”PSC,PsPj™™) C- PiPsC,C-Pj P
C$P°CI'C,PsC,PsCh, PSPuPsP+C...C-PrPSPsCh PrP»CII P-P°P+PuP-PiPuC+PuPSPSCII
PePsPSC,CEPsP»Ch P-P° P°CHC,PuCEC-P°P»CHPSPEPj C,P&CI'PePsPj PeCHPsPIC- C,P°
CEPIP&PrPePs PiCHP&P-PSP°C+P°C,Pé CI'C,P°PSPrP°CHC,PSCr
P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSCT C,PuCHP°PiC-Ch Cr PePsPjP+C-PSP°CtC-C— P-C-
P-PSPEPIPuPSPSCIIPj PrPsP-Pé P°P+Ps PiPuCHPuCHPIPsCR Cr P»C-PeCrPIP°PSPSC-
P’PsC,CHC-C”PSC,PsPj™"™ PIC-PrPiPsPIC-PrPSPs PrPs PeP»C-PSC-C+PSPsPiPs CI'C,P°PSCF
C...PIPsCHPsPiPs (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P°
PrPsP-PéB» C,P° B«PiuPsP+C-CPSC-B CRPuP°PeCtC-C—B»). PLCHC,PuCHC-P°P»CHPSP®
PiC-PiPuCHC,PuPSP-C-CII (CHC-PIPuPSCH CI'PECI'C,PsP»C-C$PSPsPiPs C,PECI'PeCt PeCHPsPIC-
= 150 P°P+Ps PrC-P°CI'C,PsP»C-C$PSPsPiPs = 100 PjPj CRC,.CI'C,) PSP° C,P»C-
P»C-PeCrPIP°PSPSCII P’PsC,CHC-C”PSC,PsPj™ CHPsP-PIP&PIP°C”C,CHhCI'CII Cr CRP°PSPSC-
CI'C,CHPsPePé (Cr PiCHPéP+P»PéP-PSPs Cr 40 % PIPEPiP°PrPeC-PI PIPsPSP®
CHPsP-PIP&PIP°C”C,CHCI'CII PrPs 9 PrPsP+Pé, Cr PiCHPéP+P»P&P-PSPs 90 % PIP&PiP°PrPeC-PI
8R“ Cr PiPuCRCEC- 18 C,PEPYPSC-PI). P’PsC,CHC-C”PSC,” PSPuPsP+C...C-PrPSPs
PIC-PrPjC-PSP&C,Pé, CLIPeC%oPs C” PsP-PSP°PePé PiC-PiPuCHC,PsPSC-C+PSPsPiPs PeCHP&P-Cr
P°P+Ps P°CHC,PuCHC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CII C,CLIPYPeP° C- PiCHPé
CtCHPsPjCt PiPuCRHCI'PéCI'C,CrC”, PSPuP-PIP°PYP°CRC$Pé PSP°
P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSCT C,PuCHP°PiC-Ch C- P-PSPEPIPuPSPSCII PrPsP-Pé
P’PsC,CRC-C”PSC,Cr™™.

PYP&PSPrCEPsPj P-P°PrPSCHPsC— PsP+PuCFPSPuPSPsC— PuPSCtPuC, P°P»PsPiP°C,C-C—/
P-P°PrPSCHPsC— PsP+PuCEPSPuPSPSC— P»PuPNePePsPuPSC1PuC,P°P»PsPiP°C,C-C—.

PuC-Pr C+P°CI" P-P°CI'C,PsCI'CrPIP°PSPSCII P’PsC,CHC-C”PSC,Cr™™
PiPsPIC-PrPsPjP»CIIP»PsCI'CH PiCEPs PIPEPiP°PrPePé CI'PéPSPrCRPsPjCr P-P°PrPSCHPsC—



PsP+PuCHPSPuPSPsC— PpuPSCtPuC, P°P»PsPiP°C,C-C—/ P-P°PrPSCHPsC—
PsP+PuCHBPSPuPSPsC— P»PuPNePePsPuPSCtPuC, P°P»PsPiP°C,C-C—. PYPéPSPrCEPsPj PjPsPPu
PiCREPsCIIPIP»CIIC,P&CI'CII PiPsP»PsPIPSPEPj P+PsP»PuPj, P°CHC,PuCRC-P°P»CHhPSPsCh
PiC-PiPuCHEC,PuPSP-C-C”Ch, CI'CfPrPsPjP°PjPé, P»PuC,P°CEHPiC-C”CH,
CI'PiP»CrC,P°PSC-CI'C,CR CI'PIC-PrPsPjPsCI'C,C-, CI'P»C-PiPsC,PsCh C,P° C-PSCEP&PjPé
CEPsP-P»P°PrP°PjPé P-PsCHCT C,P° PSPuPICEPsP»PsPiC-CPSP&PjPé PiPsCHCrCEPuPSPSCIIPjPé
C- PjPsPYPp PjP°C,Pé P»PuC,P°P»CHPSPEPNe PSP°CI'P»C-PrPsPe. P] CHP°P-C-
PIP&PSP&PePSPuPSPSCII C+CHPsPiPs CI'PéPSPrCEPsPjCt P»C-PeCrPIP°PSPSCII
P’PsC,CHC-C”PSC,PsPj™™ CI'P»C-Pr PiCHP&éPiPéPSP&C,Pé PSP°P-P°PIPYPrPé.

P{PSC,PuCECI'C,P6CtC-PNPSPy P-P°C...PIPsCFCRPIP°PSPSCII P»PuPiPuPSC-PI
(PtP—P>)/PiPSPuPIPjPsPSC-C,

POPsPrPs PtP—P>, CLIPePp PjPsPIPu P+CrC,Pé P-C- CI'PjPuCEC,PuP»CHPSPEP;
PSP°CI"P»C-PrPePsPj, P+CfP»Ps PiPsPIC-PrPsPjP»PuPSPSCLI PiCEPs CEPsP-PIP&C,PsPe PtP—Ps,
C%oPs PiPsPIBR™ CIIP-P°PSPs P- PiP°P-PsPiP°PSC-P+PsPj (PrPéPL. CEPsP-PrC-P»
B«PyPsP+C-C4PSC- CEPuP°PeCC-C—B»). PYP»C-Pr PICI'C,P°PSPSPIPEC,Pé PiP&P»CHPSPEPNe
PSP°PiP»CIIPr P-P° PiP°CtC-C”PSC,P°PjPé P- C-PSPrPéPeP°C,PéPIPSP&PjPé CI'P&PjPiC,PsPjP°PjPé
C%oPsPrPs PtP—P>/PiPSPuPIPjPSPSC-C,Ct C,P° PiCEP&PiPEPSPEC,Pé P»C-PeCrPIP°PSPSCII
PiP°P-PsPiP°PSC-P+PsPj PiP°CtC-C”PSC,C-PI, PI CLIPeP&C... PICI'C,P°PSPsPIP»PuPSPEPNe
CTHPsP-PIP&C,PsPe PtP—P> P°P+Ps PiPSPuPIPjPsPSC-C,CF.

PuPsCFC2CEPuPSPSCII C,CéPSPeCtC-C— CI'PuCECtCII / CI'PuCFCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CHh

PYP»C-Pr PsCtC-PSP&C,Pé CI'PiC-PIPIC-PrPSPsCEPuPSPSCII CEP&P-PéPeC-PI C,P°
PePsCHPECI'C,C- P»C-PeCrPIP°PSPSCII PiP°P-PsPiP°PSC-P+PsPj PiPuCHPuPr PiPsC$P°C,PePsPj
C,PuCRP°PiC-C— Cr PiP°CtC-C”PSC,C-PI, Cr CLIPePé&C... PI P°PSP°PjPSPuP-C-
CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CH PiPsCRHCrCEPuPSPSCII C, CrPSPeCtC-C— CI'PuCHCtCII.
P‘PpP-PiPuPeP® C,P° C,P°CHPjP°PePsPeC-PSPuC,PéPeP° PiP°P-PsPiP°PSC-P+Cr Cr
PiP°CtC-C”PSC,C-PI P- PiPsPjC-CEPSPsCh P°P+Ps C,CIIPfPePsCh CI'PuCECtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,ChR P°P+Ps Cr PiP°CtC-C”PSC,C-PI P- C,CHP°PeCtC-C”"Ch
PIPéPeP&Pr'Ct P»C-PIPsPiPs CE€P»CrPSPsC+PeP° PSPEPYC+Pu PSPsCEPjP°P»CHPSPsPiPs
CBC-PIPSCII PSPu PrPsCI'P»C-PrPYCrPIP°P»PéCI'Cb.

P] PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrP{PuPSPSCIIC... P- PiP°P-PsPiP°PSC-P+PsPj
CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CHy PIPEPiP°PrPePé PiPsCRHCrCEPpPSPSCII C,CrPSPeCtC-C—
CI'PuCHCtCII, C,P°PeC- CIIPe P-P°CI'C,C-PNePSP°® CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH C,P° P-PjPuPSCEPuPSPSCII C,CHP°PeCtC-C— PIPéPePEPTCr
P»C-PIPsPiPs CE€P»CrPSPsC+PeP°. P’ CRP°PSPrPsPjC-P-PsPIP°PSPsPjCt PeP»C-PSC-C$PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- P»C-PeCrPIP°PSPSCII C...PIPsCHP&C... PSP°
PSP&CHPePsPIPsPeP»C-C,PEPSPSCI PeP°CHCTPEPSPsPjCrI PiP°P-PsPiP°PSC-P+PsPj PI
PiPsCHC-PIPSCIIPSPSC- P- CI'CPSC-C,PéPSC-P+PsPj, Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PjP°P»Pé
PePsPSC,CEPsP»CH P-P° C,CHP°PeCtC-C”Ch PIPéPePéPrCr P»C-PIPsPiPs CEP»CrPSPsC+PeP® P-
PiPsC+P°C,PeCr C,P° PiCRPsC,CLIPiPsPj PrPsCI'P»C-PrPYPpPSPSCILI, PiPsCHCrCEPuPSPSCII
C,,CrPSPeCtC-C— PjC-PsPeP°CHPrP° CI'PiPsCI'C,PuCHC-PiP°P»Pé Cr 13 % (47/362)
PiP°CtC-C”PSC,C-PI PiCRCrPiPé PiP°P-PsPiP°PSC-P+Cft, PI PiPsCHC-PIPSCIIPSPSC- P- 11%
(42/369) PiP°CtC-C”PSC,C-PI PiCRCrPiPé CI'CfPSC-C,PéPSC-P+Cr. P—P°CI'C,C-PN:PSP®
CI'PuCHCTPpPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cf 0,5 %
PiP°CtC-C”PSC,C-PI Ct PePsPPSC-PNe PiCHCrPiC- PiP°CtC-C”PSC,C-PI. P—P°CI'C,C-PNePSP®
CI'PuCHCtPpPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Ct 3 P- 240
PiP°CtC-C”"PSC,C-PI (1 %) Cr C...PsPrC- PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrP{PuPSCH P{PtPt



C,P°P-Pé C...PIPsCHP&C... PSP° CI'P°CEPePsPjCr Pjs™ CIIPeP&C... C,PeP°PSP&PS. PJ
CtCHPsPjCt PrPsCI'P»C-PrPYPuPSPSC- P-PjPuPSCEPuPSPSCII C,CHP°PeCtC-C— PIP&PeP&PrCY
P»C-PIPsPiPs CE€P»CrPSPsCPeP° Ct CI'CrP+BR™ C”PeC,C-PI PrPsCI'P»C-PrPYPuPSPSCI], CIIPeC-
PiCHPsC...PsPrPéP»Pé PIP&PjC-CECRPIP*PSPSCII PSP° PiPsC+P°C,PeCr C,P° PI PiCHPsCtPuCI'C-
P»C-PeCrPIP°PSPSCII, CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CHb Cr 11 % (15/140) Ct PiCHCIFPiC-, C%oPs
PsC,CHP&PjCrPIP°P»P° P'PsC,CEC-C”PSC,”™™, PiPsCHC-PIPSCIIPSPs P- 3 % (1/39) Ct PiCHCIPiC-,
C%oPs PsC,CHP&PjCIPIP°P»P° PiP»P°CtPuP+Ps.

PuP°PeC,PsCHPé CEPéP-PePeC?é

13 P- 15 CI'CfP+BF™ C”PeC,C-PI Ct PiCHCIrPiC- PiP°P-PsPiP°PSC-P+Cr PiC-Pr C+P°CI’
PrPsCI'P»C-PrPIPuPSPSCII C,P°P-Pé PtPtPt PiCEPé PYPmPY PjP°P»Pé CI'CIPiCrC,PSCh
PiC-PiPuCHC,PuPSP-C-CR, C%oPs PjPsPiP»Ps PiPsCI'PéP»PéC,Pé CI'PuCECtPuPICYE
PrPéCI'C,CrPSPeCtC-Ch Cr PiP°CtC-C”PSC,C-PI PiCHCrPiPé CHPEP-PEPeCr
PIPSP°CI'P»C-PrPsPe P-P+C-P»CHCEPuPSPSCII CI'PuCECtPuPIPsPiPs
PiPsCI'C,PSP°PIP°PSC,P°PIPuPSPSCI]. 99 % PiP°CtC-C”PSC,C-PI (243/246), CIIPeC- P+CHP°P»Pé
CrC#P°CI'C,CH Cr PrPsCI'P»C-PrPYPuPSPSC- C,P°P-Pé PtPtPt PiCHPé PYP®PY,
PIPeP»CRC$P°CRC$Pé 15 CI'CfP+8R™ C”PeC,C-PI, PsC,CRHP&PjCIPIP°P»Pé
P°PSC,CHP°CtPéPeP»C-PS. PiPsPiPuCHPuPrPSCII C,PuCHP°PiC-CII
P°PSC,CRP°CtPéPeP»C-PSP°PjPé PjPsPPu P+CrC,Pé C,P°PeC,PsCHPsPj CRP&éP-PéPeCr
CI'PuCHCtPpPIPsC— PrPéCI'C,CrPSPeCtC-C—.

P PuP-CéP»CHC,P°C,Pé

4 P- 15 CI'CrP+BR™ C”PeC,C-PI PiPsPIPSC-CI'C,CR PsPrCrPIP°P»Pé (Ct PjPuPYP°C... 5 % PIC-Pr
PIP&C...C-PrPSPsPiPs CEC-PIPSCI]I), P° 5 PsPrCrPIP°P»Pé C+P°CI'C,PePsPIPs (Cr PjPuPYP°C...
PSPsCEPjPé, P°P»Pu PSP° > 5 % PSPéPYC+Pu PIP&C...C-PrPSPsPiPs CRHC-PIPSCI]I). PhPrPéPS
CI'CrP+BR™ C”PeC, PSPu PsPrCrPYP°PI, P° C%oPsPrPs C-PSCEP&C... 5 CI'CrP+8R™ C”PeC,C-PI
PrP°PSC- CI'PiPsCI'C,PuCRPuPIPuPSPSCII P+CrP»Pé PSPuPrPsCI'C,CrPiPSC-.

P>C-PeCZPIP°PSPSCII

PJ PiP°C+C-C”PSC,C-PI P-C- P-PSP°C+PSP&Pj P-PSP&PIPuPSPSCIIPj C,CEP°PeCtC-C—
PIP&PePEPI'Ct P»C-PIPsPiPs CEP»CrPSPsCHPeP® (PuP’P>PE) PiPuCEPuCEPEPIP°PSPSCII
P-P°CI'C,PsCI'C£PIP°PSPSCII C,P°/P°P+Ps P-PSP&P{PuPSPSCII PrPsP-Pé PiP°P-PsPiP°PSC-P+Cr
CI'P»C-Pr PiPsC”PrPSCfPIP°C,Pé P- P»C-PeCFPIP°PSPSCILIPj PiC-PiPuCEC,PuPSP-C-C—
(CLIPeC%oPs PIPsPSP° PiCEP&CI'C+C,PSCLI, PrP&PI. PiPsPiPuCEPuPrPIPuPSPSCLI PiCHPs
PiC-PiPuCEC,PuPSP-C-CR PIP&C%oPp) PIC-PrPiPsPIC-PrPSPs PrPs PeP»C-PSC-CPSPEC...
PiPsPeP°P-P°PSCH.

PyPsPrPsPIPYPuPSPSCII C-PSC,PuCHPIP°P»C2 QT C- PiPsP»C-PjPsCFC,PSP°
CE€P»C2PSPsCtPePsPIP° C,P°C...C-PeP°CHPrC-CII C,PéPiCé B«PiC-CFC2éPuC,B» (torsade de
pointes).

P1C-Pr C#P°CI" PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs PIP&PIC+PpPSPSCII
P’PsC,CHC-C”PSC,CI™™ P+CrP»Pé PIPEPiP°PrPePé PiPsPrPsPIPYPuPSPSCII C-PSC,PuCHPIP°P»Cr
QT C- ChPsP-PIPEC,PeCr torsade de pointes PSP° C,P»C- PiCHPEPNePsPjCr PiCHPuPiP°CHP°C,Cr
(PrPéPI. CHPsP-PrC-P» B«PiPsP+C-C$PSC- CHPuP°PeCtC-C—B»). P’PsC,CRC-C”PSC,™™
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsP+PuCEPuPYPSC-CI'C,CR PiP°CtC-C”PSC,P°Pj,
CIIPeC- PjP°P»Pé PiPsPrPsPIPPuPSPSCII C-PSC,PuCREPIP°P»Cr QTB PI P°PSP°PjPSPuP-C-,
CIIPeC- PiCHPEPNePjP°CRC,CH PiCHPsC,PéP°CHPEC,PjC-C+PSC- PiCEPuPiP°CHP°C,Pé P°P+Ps
C-PSC£C- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+P¢&, C%oPs PjPsPICrC,CH P+CrC,Pé



PiPsC,PuPSCtC-PNePSPsCHh PiCHP&C+P&éPSPsCR PiPsPrPsPIP{PuPSPSCILI C-PSC,PuCHPIP°P»Cr
QT, P°P+Ps CIIPeC- PjP°CRC,CH P-PSP°C$CrC%o0C- CI'PpCHCtPuPIPs-CI'CrPrPéPSPSC-
P-P°C...PIPsCRCRPIP°PSPSCII. PiiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC- P'PsC,CHC-C”PSC,Cr™™
CEPpPePsPjPuPSPrPsPIP°PSPs P-CEPsP+P&C,Pé PuP»PuPeC,CHPsPeP°CHPrC-PsPiCHP°PjCr
PiPuCHPpPr PiPsCiP°C,PePsPj P»C-PeCrPIP°PSPSCII C- PiPsPIC,PsCHCRPIP°C,Pé C—C—
PiPuCHC-PsPrPéC+PSPs PiCHPsC,CLIPiPsPj C,PpuCHP°PiC-C— C,P° PiC-PrC,CHP&PjCrPIP°C,Pé
CRC-PIPSC- PuP»PuPeC,CHPsP»C-C,C-PI (PeP°P»CHCtC-Ch, PjP°PiPSC-Ch, PeP°P»C-Ch) PI
PjPpPYP°C... PSPsCHPjP°P»CHbPSPsPiPs PrC-P°PiP°P-PsPSCr P-PSP°C+PuPSCH CtPéC...
PiPsPeP°P-PSP&PeC-PI.

PhCEC,PuCEC-P°P»CHPSPEPNe C,CEPsPjP+PsP-.

PuC-Pr C+P°CI" PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs PIP&PIC+PuPSPSCII
P’PsC,CHC-C”PSC,Ct™™ CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PIPéPiP°PrPePé CHPsP-PIP&C,PeCr
C-PSC, P°CHPeC,Cr PjC-PsPeP°CRHPrP°, C-CEPuPjC-C— PjC-PsPeP°CHPrP°,

B CI'C,PuPSPsPeP°CHPrC-C—, C-C€PpPjC-C+PSPsPiPs C-PSCI'CtP»CHC,Cr C,P°
C,CRHP°PSP-P&C,PsCHPSPéEC... C-CEPpPjC-C+PSPéC... P°C,P°Pe PSP° C,P»C- PiCHPEPNePsPjCr
PiCHPuPiP°CHP°C,Ct (PrPéPI. CEPsP-PrC-P» B«PiPsP+C-C+PSC- CHPuP°PeCTC-C—B»).
PmP°P»Pé PjC-CI'CtPp P»PuC,P°P»CHPSC- PIPéPiP°PrPePé PI CHPuP-CrP»CHC,P°C,C- CtPéC...
CfCI'PeP»P°PrPSPuPSCH. P’PsC,CHC-C”PSC,”™ CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé P-
PsP+PuCHPpPIPSC-CI'C,ChR PiP°CtC-C”PSC,P°Pj, CIIPeC- PjP°CRC,CH PiC-PrPIP&C%oPuPSPEPNe
CHPEP-PéPe C,CHPsPjP+PsC,PéCPSP&C... CLIPIPEC%o P°P+Ps PjP°P»Pé C,P°PeC- CIIPIPEC%oP°
PI P°PSP°PjPSPuP-C-. PuP°P-PsPiP°PSC-P+ PSPu PIP&PICP°P»Pé PrP»CII P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI, CIIPeC- PjP°P»Pé C,CHPsPjP+PsC,PéC+PSC- CLIPIP&C%oP° P-P°
PiPsPiPuCRPuPrPSC- 6 PjC-CI'CIICtC-PI. P C-CEPpPSPSCII PiCRHPs PiCEP&éP-PSP°C+PuPSPSCII
P»C-PeCrPIP°PSPSCII CtPéPj PiCHPuPiP°CHP°C,PsPj PjP°C” T'‘CRCIPSC,CrPIP°C,PéCI'CII PSP®
PsCtC-PSCtC- CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCHP&CI'C,CH/CHPEP-PéPe PrP»CII
PePsPYPSPsPiPs PsPeCHPuPjPsPiPs PiP°CtC-C”PSC,P°.

P’PuPSPsP-PSP° C,CHPsPjP+PsPuPjP+PsP»C-CII.

PuC-Pr C+P°CI" PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSCH PrC-C—
P’PsC,CHC-C”PSC,Cr"™ CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CLI PIPEPiP°PrPePé CHPsP-PIP&C,PeCr
PIPpPSPsP-PSPsC— C,CHPsPjP+PsPuPjP+PsP»C-C—, PIPeP»CRCP°CRC$Pé PIPuPSPsP-PSP&PN.
C,CHPsPjP+PsP- C,P° P»PuC,P°P»CHPSC- PIPEPiP°PrPePé C,CHPsPjP+PsPuPjP+PsP»C-C—
P»PpPiPuPSPuPIPsC— P°CRC,PuCHC-C—. P§P°CI'C,PsC,P° CtPEC... PIP&éPiP°PrPeC-PI Cf
PiCRHCrPiC- PiP°CtC-C”PSC,C-PI C-P- PeP°CHCtPEPSPsPjPsCh Pjsf™ CIIPeP&C... C,PeP°PSP&PS
P+CfP»P° PIPEC%0PsCH (5 %), PSC-P{ Cr PiCHCrPiC- P- PSPECEPePsPIPsPeP»C-C,PEPSPSPsCh
PeP°CHCtPEPSPsPjPsCH (2 %).

PyCEPsPjP+PsC,PéC+PSP° PjC-PeCFPsP°PSPiC-PsPiP°C,C-CII.

PuPsPIC-PrPsPjP»CLIP»PsCI'CH PiCHPs PIPéPiP°PrPePé C,CHPsPjP+PsC,PéC+PSPsC—
PjC-PeCHPsP°PSPiC-PsPiP°C,C-C— Cf C...PsPrC- PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPYPuPSCH P-P°CI'C,PsCI'CrPIP°PSPSCII P’PsC,CHC-C”PSC,Cr™™™ CIIPe
PjPsPSPsC,PuCHP°PiC-C—, Cr PePsPjP+C-PSP°CtC-C— P- P+PpPIP°CtP&P-CrPjP°P+PsPj C,P° Cr
PePsPjP+C-PSP°CtC-C— P- C,PsPiPsC,PuPeP°PSPsPj (PrPéPI. CHPsP-PrC-P» B«PuPsP+C-C+PSC-
CHPpP°PeCtC-C—B»). P] CHP°P-C- PIPéPSPéPePSPuPSPSCII Cr C...PIPsCEPsPiPs
C,CHPsPjP+PsC,PéC+PSPsC— PjC-PeCHPsP°PSPiC-PsPiP°C,C-C— P»C-PeCrPIP°PSPSCII
P’PsC,CHC-C”PSC,PsPj™ CI'P»C-Pr PiCRHP&éPiPéPSP&C,Pé PSP°P-P°PIPYPrPé. PiC-CI'P»CII
PiCHP&PiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII P'PsC,CEC-C”PSC,PsPj™*®
CI'PiPsCI'C,PuCHC-PiP°PICI'CII P-PIPsCHPsC,PSPEPN. CHPsP-PIPEC,PsPe PuC,PpuPeC,Cr PIC-Pr



C,CHPsPjP+PsC,PéC+PSPsC— PjC-PeCHPsP°PSPiC-PsPiP°C,C-C—. P’PsC,CHC-C”PSC,”™ PSPu
PiCRP&P-PSP°C+PuPSP&PNe PrP»CILI P»C-PeCrPIP°PSPSCII Cr PePsPjP+C-PSP°CtC-C— P-
C-PSCEP&PjPé P»C-PeP°CHCI'CHhPePEPjPE P-P°CI'PsP+P°PjPé.

P“PuPjPsCEP°PiC-C#PSC- C4CI' PeP»P°PrPSPuPSPSCII.

P—P° PrP°PSPéPjPé PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH>, C%oPsPrPs
PIP&PIC+PuPSPSCII P’PsC,CHC-C”PSC,Cr™™ PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEHPs
PIP&PiP°PrPePé PiPsCIIPIPé PiPuPjPsCHP°PiC-C+PSP&C... CFCI'PeP»P°PrPSPuPSCH PSP° C,P»C-
PiCHP&PNePsPjCr PiCHPuPiP°CRHP°C,Cr (PrPéPI. CRPsP-PrC-P» B«PuPsP+C-C$PSC-
CBPpP°PeCtC-C—B»). PBP°P»Pé PjC-CI'CtPp P»PuC,P°P»CHPSC- PSP°CI'P»C-PrPePé Cr
CHPuP-CrP»CHC,P°C,C- PiPuPjPsCHP°PiC-C+PSP&C... CFCI'PeP»P°PrPSPuPSCH.
P’PsC,CHC-C”PSC,”™ PSPu PIPEPICP°PICI'CII Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PI
P°PSP°PjPSPuP-C- PjP°P»Pé PuPiC-P-PsPrPé PeCHPsPIPsC...P°CEPeP°PSPSCII,
PIPSCrC,CHC-CEPSCHPsC+PuCHPuPiPSC- PeCHPsPIPsPIPEP»PEPIPé P°P+Ps PeP»C-PSC-C+PSPs
P-PSP°C$CrC%oC- CEP»CIrPSPePsPIPs-PePéCEPePsPIC- PeCHPsPIPsC,PuC+C- PiCHPsC,CLIPiPsPj
PiPsPiPuCHPpuPrPSC-C... 6 PjC-CI'CLICtC-PI. P’PsC,CHC-C”PSC,”™ CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsP+PuCRHPuPIPSC-CI'C,Ch PiP°CtC-C”PSC,P°Pj, CIIPeC-
PjP°CRC,CH CI'CfC,C,C”"PIP&PN. CHP&P-PéPe PiPuPjPsCHP°PiC-C+PSPEC... CLIPIP&C%o.

PLPSPuPICHPEP-PjPé C,P° CRHPsP-CEP°CRHCrPIP°PSPSCII P°CRHC,PuCHC-PN.

P—P°CI"C,PsCI"C*PIP°PSPSCI] C-PSPiC-P+C-C,PsCEC-PI VEGF Cf PiP°CtC-C”PSC,C-PI P-
P°CHC,PuCHC-P°P»CHPSPsCh PiC-PiPuCEC,PuPSP-C-C”Ch P°P+Ps P+PpP- PSPuC— PjPsPPu
CI'PiCHPECIIC,Pé CC,PIPsCEPuPSPSCHR P°PSPuPICHPEP-Pj C,P°/P°P+Ps
CHPsP-CEP°CHCIPIP°PSPSCHR P°CHC,PuCHC-PNe. PuPuCHCE PSC-PY
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiP°P-PsPiP°PSC-P+, CtPuPNe CHP&P-PéPe CI'P»C-Pr
CEPuC,PuP»CHPSPs CEPsP-PiP»CIIPSCFC,Pé Cr PiP°CtC-C”PSC,C-PI P- C,P°PeP&PjPé
C,P°PeC,PsCHP°PjPé CHP&P-P&PeCT, CIIPe P°CHC,PuCHC-P°P»CHhPSP®
PiC-PiPuCHC,PuPSP-C-CII P°P+Ps P°PSPuPICHPEP-PjP° PI P°PSP°PjPSPuP-C-.

PuPuCEC,PsCEP°CtC-C— C,P° C,C-CI'C,CéP»Pé CEP»C3PSPePsPIPs-PePéCEPePsPIPsPiPs
C,CEP°PeC,Cé (PEPwPY).

P1C-Pr C#P°CI" PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs PIPéPIC+PpPSPSCII
P’PsC,CHC-C”PSC,Ct"™ P+CrP»Pé PIPéPiP°PrPePé PiPuCHC, PsCEP°CtC-PNe C,P°
CrC,PIPsCHPuPSPSCII C,C-CI'C,CtP» PEP®EPY PSP° C,P»C- PiCHP&PNPsP;jCr
PiCHPpPiP°CHP°C,Cr (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B»).
PmP°P»Pé PjC-CI'CtPp P»PuC,P°P»CHPSC- PIPéPiP°PrPePé PiC-CI'P»CII

PiPuCHC, PsCRHP°CtC-PNe. P’PsC,CHC-C”PSC,”™ CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPYIPSC-CI'C,Ch PiP°Ct+C-C”PSC,P°Pj, CIIPeC- PjP°CRC,CH CHP&P-P&Pe
PIPEPSP&PePSPuPSPSCII PiPuCHC,PsCRP°CtC-PNe C,P° CrC,PIPsCHPuPSPSCII C,C-CI'C,CIP»
PEPRLPY.

P—P°PiPsC”PSPSCII CHP°PS.

P”PsCI'P»C-PrPIPuPSPSCII C%oPsPrPs PIPEPIC+PuPSPSCII PIPiP»P&PICT P’PsC,CHC-C”PSC,Cr™™
PSP° P-P°PiPsC”PSPSCII CEP°PS PIC-PrCI'C+C,PSC-. PhCI'PeC-P»CHPePé
C-PSPiC-P+C-C,PsCHPé C, P°PeC,PsCHP° CEPsCI'C,Ct PuPSPrPsC,PuP»C-Ch CI'CrPrPéPS
PjPsPYCrC,CH PiPsPiC-CHCECIPIP°C,Pé PiCRHPsCtPuCIL’ P-P°PiPsC”PSPSCII CHP°PS,



C,PuCEP°PiC-CR P’PsC,CEC-C”PSC,PsPj™™ CI'P»C-Pr PiCEP&PiP&PSPEC,Pé
PiCEP&PSP°PNePjPSC- P-P°® 7 PrPSC-PI PrPs P-P°PiP»P°PSPSPIP°PSPsPiPs
C...C-CRCICHPiC-C4PSPsPiPs PIC,CECtCP°PSPSCLI. P C-CEPuPSPSCLI PiCHPs
PIC-PrPSPsPIP»PuPSPSCII C,PuCEP°PiC-C— P’PsC,CEC-C”PSC,PsPj™™ Pjp°C”
T‘CRCIPSC,CfPIP°C,PECI'CLI PSP® PeP»C-PSC-C+PSC-PNe PsCC-PSCtC-, CLIPeP®
CI'PIC-PrC#P&C,PéPjPp PiCHPs P°PrPuPePIP°C,PSPy P-P°PiPsC”PSPSCII
PsPiPuCEP°CC-PN-PSPsC— CEP°PSP&. P'PsC,CEC-C"PSC,”™ PSPuPsP+C...C-PrPSPs
PIC-PrPjC-PSP&C,Pé PiP°C+C-C”PSC,P°Pj C-P- PIC-PrPeCEP&C, PEPjPé CEP°PSP°PjPé.

P“C-PiPsC,PéCEPuPsC—P-.

PuC-Pr C4P°CI" PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs PIPEPIC+PuPSPSCII
P'PsC,CHC-C"PSC,Ct™™ P+C{P»Pé PIPEPiP°PrPePé CHPsP-PIPEC,PeCr
PiC-PiPsC,PéCEPuPsC—P-Cf PSP° C,P»C- PiCEP&PNePsPjCt PiCEPuPiP°CEP°C,Ct (PrPéPI.
CEPsP-PrC-P» B«PyPsP+C-C+PSC- CRPuP°PeCtC-C—B»). P PuPePsPjPuPSPrPsPIP°PSPEPNe
PiCHPsP°PeC,PéPIPSPEPNe (CIPiPuCEPuPrPICrCRCHPEPNe) PjPsPSC-C,PsCEHPEPSPi

C, CtPSPeCTC-C— C%oP&C, PsPIPEPrPSPSC— P-P°P»PsP-Pé.

PuCEPsC,PuC—PSCSCFC-CLI.

P—P° PrP°PSP&PjPé PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPIPUPSCH C%oPsPrPs
PIP&PIC+PuPSPSCII P'PsC,CEC-C”PSC,Cr*"* PiPsPIC-PrPsPjP»CIIP»PsCI'CLI PiCEPs
PIPPiP°PrPePé PiPsCIIPIPé PiCEPsC,PpC—PSCrCHC-C— PSP° C,P»C- PiCEPEPNePsPjCr
PiCRPuPiP°CEP°C,Ct (PrP&PI. CRPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»).

P PpPePsPjPuPSPrPsPIP°PSPs CEPsP+P&C, Pé P°PSP°P»C-P- CI'PuC#C- PrPs PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCII C,P° PiPuCEC-PsPrPéC+PSPs PiC-Pr C+P°CI" C,PpuCHP°PiC-C—, P°
C,P°PePsPY PePsPSC,CEPsP»CRPIP°C,Pé PjPsPP»P&PIPy PiPsCI'PéP»PuPSPSCII PIPYP
C-CI'PSCfCRCPsC— PiCHPsC,PuC—PSCICRC-C—. P'PsC,CRC-C”PSC, ™™ CI'P»C-Pr
PIC-PrPjC-PSP&C,Pé, CLIPeC%oPs Cf PiP°CtC-C”PSC,P° CRPsP-PIPEPIP°C”C,CHhCI'CII
PSPuC, CHPsC,PéC+PSPEPNe CI'PEPSPrCEPsP;.

PYP8PSPrCEPsPj P»C-P-PECI'Cé PiC2C...P»PéPS (PYP>Py)

P’P&éPSPéPePSPuPSPSCII PYP>P11, PIPeP»CRC+P°CRC$Pé P»PuC,P°P»CHPSC- PIPEPiP°PrPePé,
P+CrP»Ps PiPsPIBf™ CIIP-P°PSPs C-P- P-P°CI'C,PsCI'CFPIP°PSPSCIIPj PiP°P-PsPiP°PSC-P+Cr
(PrPé&PI. CRPsP-PrC-P» B«PuPsP+C-C$PSC- CRPpP°PeCtC-C—B»). PuP°CtC-C”PSC,Pé P-
PiC-PrPIP&C%oPuPSPéPj CEP&P-PéPePsPj CHPsP-PIPéC,PeCt PYP>Pi1 BB CtPp PiP°CtC-C”PSC,Pé
P-C- CEPIPéPrPePsP-CHPsCI'C,P°CRC$Pé&PjPé PiCrC...P»PéPSP°PjPé, PIPECI PsPePéPj
PiCrC...P»PéPSPSP&Pj PSP°PIP°PSC,P°PIPuPSPSCIIPj, PiPsCHCrCEPpPSPSCIIPj

C, CrPSPeCtC-C— PSPECHPsPe P°P+Ps P-PSPuPIPsPrPSPuPSPSCIIPj. PiPuCHPuPr
PiPsC$P°C,PePsPj P-P°CI'C,PsCI'CfPIP°PSPSCII P’PsC,CHC-C”PSC,Cr™™ CI'P»C-Pr
CHPsP-PiP»CIIPSCIC,Pé P-P°PiPsP+C-PYPSC- P-P°C...PsPrPé, C,P°PeC- ClIPe
P»C-PeCrPIP°PSPSCII PIPECI PsPePsPiPs CHC-PIPSCII CI'PuC+PsPIPsC— PePéCI'P»PsC,Pé C,P°
PIPSCrC,CHC-CEPSCHPsPIPuPSPSP° PiC-PrCRHP°C,P°CtC-CII. PizP°CtC-C”PSC,Pé PiCHCIPiPé
CHP&P-PéPeCr PiPsPIPEPSPSC- PiPuCHPuP+CrPIP°C,Pé PiC-Pr CHPuC,PuP»CHPSPEP]
PSP°PiP»CLIPrPsPj C- P»C-PeCrPIP°C,P&CI'CII PIC-PrPiPsPIC-PrPSPs PrPs
PeP»C-PSC-C$PSPé&C... PiPsPeP°P-P°PSCHb.

PyPSPuPIPjPsC,PsCEP°PeCI .

PJ PeP»C-PSC-C#PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... C-P- P-P°P»CrC+PuPSPSCLIP]
PiP°CtC-C”PSC,C-PI C-P- CEPsP-PiPsPICI'CRPrP{PuPSPsCE CI'P°CHPePsPjPsCh



PjBB™ CLIPeP&C... C,PeP°PSPEPS PiPsPIC-PrPsPjP»CLIP»PsCI'CH PiCHPs PIP&éPiP°PrPePé
PiPSPuPIPjPsC,PsCHP°PeCI'Cr (PrPéPI. CHPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»).
P1C-Pr C#P°CI" P»C-PeCrPIP°PSPSCII PiP°P-PsPiP°PSC-P+PsPj PiP°CtC-C”PSC,C-PI CI'P»C-Pr
CHPuC,PuP»CHPSPs PsP+CI'C,PuPYCrPIP°C,Pé PSP° PSP°CIIPIPSC-CI'C,CH PsP-PSP°Pe C,P°
CI'PéPjPiC,PsPjC-PI PiPSPuPIPjPsC,PsCHP°PeCI'Ct.B

PtPSC,PuPeCtC-C—.

PuPsPIC-PrPsPjP»CLIP»PsCI'CH PiCEHPs PIPéPiP°PrPePé CI'PuCHPNePsP-PSP&C...
C-PSC, PuPeCtC-PNe (P- PSPuPN.C,CHPsPiPuPSC-C”Ch P°P+Ps P+PuP- PSPuC—), C-PSPsPrC-
P»PuC,P°P»CHPSC-.

P#PsPjP+C-PSP°C+C-CII P- C-PSCEPEPjPé CI'PECI'C,PuPjPSPEPjPé
PiCEPsC,PéPiC4C...P»P6PSPSPEPjPé PiCEPuPP°CEP°C,P°PjPé.

PmP»C-PSC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCII PrC-C— P’PsC,CHC-C”PSC,Cr™™ (Cf
PePsPjP+C-PSP°CtC-C— P- PiPuPjPuC,CHPuPeCIPuPrPsPj, P»P°PiP°C,PéPSC-P+PsPj B C,P°
PiPuPjP+CHPsP»C-P-CrPjP°P+PsPj) P+CrP»Pé PiCHP&PiPéPSPuPSC- CEP°PSC-CEPp C+PuCHPpP:
P-P°CI'C,PuCHPuPIPuPSPSCII C%oPsPrPs PiPpCHPuPIPEC%oPuPSPsC— C,PsPeCI'PéC+PSPsCI'C,C-
C,P°/P°P+Ps CI'PjPuCHC,PSPsCI'C,C-. P‘PuP-PiPuCPSPsC— C,P° PuC, PuPeC,PéPIPSPsC—
PePsPjP+C-PSP°CtC-C— PrPsP- CtPé&C... PiCHPpuPiP°CHP°C,C-PI PICI'C,P°PSPsPIPEC,Pé PSPy
PIPrP°P»PsCI'CIL. P’PsC,CHC-C”PSC,”"™ PSPu PiCHP&P-PSP°C+PpuPSPéPNe PrP»CILI
P-P°CI'C,PsCI'CfPIP°PSPSCII Ct PePsPjP+C-PSP°CtC-C— P- CtPé&PjPé PiCHPuPiP°CEP°C,P°PjPé.

P®PIPuPSC-P»CHPSP® C,PsPeCI'PéC+PSC-CI'C,CH Cé C,PIP°CEPéEPS.

P— PsPiP»CIIPrCt PSP°® PjPuC...P°PSC-P-Pj PrC-C—, P’PsC,CEC-C”PSC,”™ PjPsP{Pp
CI'P&P»CIbPSPs PIPiP»P&PIP°C,Pé PSP® CEPsP-PIP&C,PsPe PsCEPiP°PSC-PI C,P°
PrPsP-CEC-PIP°PSPSCII Cf CHP°PSPSCHbPsPjCt PiPsCI'C,PSP°C,P°P»CHPSPsPjCE
PiPLCEC-PsPrC-, C,PsPjCt P'PsC,CEC-C”PSC,”™ PSPy PjPsPPSP°® PiCEP&P-PSP°C4P°C,Pé
PrC-C,CLIPj PrPs 2 CEPsPeC-PL.

P’P°PiC-C,PSC-CI'C,CH.

P”PsPeP»C-PSC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCII PSP° C,PIP°CHPEPSP°C... PiPsPeP°P-P°P»Pé
CHPuPiCHPsPrCrPeC,PEPIPSCT C,PsPeCI'PEC+PSC-CI'C,CH PiCHPuPiP°CHP°C,Ct. PIPeC%oPs
P’PsC,CHC-C”PSC,”™ P-P°CI'C,PsCI'PsPICFC”C,CHCI'CILI PiC-Pr C#P°CI' PIP°PiC-C,PSPsCI'C,C-
P°P+Ps CLIPeC%oPs PiP°CtC-C”PSC,PeP° P-P°PIP°PiC-C,PSC-P»P° PiC-Pr C+P°CI’
P»C-PeCrPIP°PSPSCII CtPéPj PiCHPuPiP°CHP°C,PsPj, PSPuPsP+C...C-PrPSPs

C-PSC, PsCHPjCIPIP°C,Pé PiP°Ct+C-C”PSC,PeCr PiCHPs PiPsC,PuPSCtC-PN:PSCr
PSPuP+PuP-PiPuPeCr PiCEPuPiP°CEP°C,Ct PrP»CII PiP»PsPrP°. P-C-PSPeP°Pj
PrC-C,PsCEPsPrPSPsPiPs PIC-PeCr CI'P»C-Pr CHPuPePsPjPuPSPrCrPIP°C,Pé
P-P°PiPsP+C-PiP°C,Pé PIP°PiC-C,PSPsCI'C,C- PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII
PiP°P-PsPiP°PSC-P+PsPj C,P° PiCHPsC,CLIPiPsPj 2 C,PéPYPSC-PI PiC-CI'P»CLI PNePsPiPs
PiCHP&PiPEPSPuPSPSCII (PrPéPL. CHPsP-PrC-P» B«P—P°CI'C,PsCI'C4PIP°PSPSCII C#
PiPuCEC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCéPIP°PSPSCII PiCECéPrPrCEB»).

P’P-P°C”PjPsPrC-C—.
PYP»C-Pr CrPSPéPeP°C,Pé CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] P

CI'PéP»CIHbPSPéEPjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4, P -gp P°P+Ps BCRP C+PuCEPuP:
CHRP&P-PéPe PiC-PrPIPEC%oPuPSPSCII PuPeCI'PiPsP-PéCtC-C— PiP°P-PsPiP°PSC-P+Cr (PrPéPI.



CRPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClLI P- C-PSCEP&PjPé P»C-PeP°CHCI CHbPeP&PjPé
P-P°CI'PsP+P°PjPé C,P°® C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»). PYP»C-Pr
CEPsP-PiP»CIIPSCFC,Pé PjPsPP»P&PIC-CI'C,CHb P-P°CI'C,PsCI'CFPIP°PSPSCII
P°P»CHbC,PuCEPSP°C,PEPIPSP&C. .. P»C-PeP°CECICHhPEPEC. .. P-P°CI'PsP+C-PI P-
PIC-PrCI'CIC,PSC-Pj P°P+Ps PjC-PSC-PjP°P»CHPSP&Pj PiPsC,PpuPSCTC-P°P»PsPj
C-PSPiC-P+C-C1+C-C— CYP3A4, P -gp P°P+Ps BCRP.

PYP»C-Pr CrPSPéPeP°C,Pé CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCI]I P-
C-PSPrCrPeC,PsCHP°PjPé CYP3A4 C+PuCHPuP- CEP&P-PéPe P-PjPuPSCEPUPSPSCII
PuPeCIPiPsP-PéCtC-C— PiP°P-PsPiP°PSC-P+Cr (PrPéPI. CRPsP-PrC-P» B«P’P-P°C”PjPsPrC-CI]I P
C-PSCEPéPjPé P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé
PIP-P°C”PjPsPrC-PNeB»).

PuCEPé CI'CIPjC-CI'PSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- P- PePiC,PsPePsPSP°P-PsP»PsPj
CI'PiPsCI'C,PuCHC-PiP°P»PéCI'CH PIPEPiP°PrPePé PiC-PiPuCEPiP»C-PePuPjC-C—.

P— PsP+PuCRPuPYPSC-CI'C,CR CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiP°P-PsPiP°PSC-P+
C-P- CI'CIP+CI'C,CRP°C,P°PjPé UGT1A1 (PSP°PiCEP&PeP»P°Pr C-CRP&PSPsC,PuPeP°PSPsP)),
PsCI'PeC-P»CHbPePé PiP°P-PsPiP°PSC-P+ C” C-PSPiC-P+C-C,PsCHPsPj UGT1A1 (PrP&PL
CEHPsP-PrC-P» B«P’P-P°C”"PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CECI CHbPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PN:B>).

PYP»C-Pr CfPSP&PeP°C,Pé PiCEP&PNePsPjCt PiCHPuPNePiC, CHCIC,PsPIPsPiPs CI'PsPeCr PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII PiP°P-PsPiP°PSC-P+PsPj.

P’PjC-CI'C, PSP°C,CFHC-ChR

P!PuPNe P»C-PeP°CECI CHhPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH PjPuPSCEPyu 1 PjPjPsP»CH
PSP°C,CEC-CF (23 PjPi)/C,P°P+P»PuC,PeCé, PIPeCFPéC,Cé PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh, C,PsP+C,Ps PiCFP°PeC,PéC#PSPs PIC-P»CHPSPéPN. PIC-Pr
PSP°C,CEC-CE.

P—P°CI'C,PsCI'C2PIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2PIP°PSPSCII PiCECZPrPrCR.

PxPuCEC,PéP»CHPSC-CI'C,CH.

P’PsC,CRC-C”PSC,”™ PjPsPPu PiPsCRCrCECrPIP°C,Pé C,PuCHC,PéP»CHPSC-CI'C,CH Cr
C+PsP»PsPIC-PeC-PI C,P° PC-PSPsPe. PiiCRHPé PrPsCI'P»C-PrPIPuPSPSCIIC... PSP°
C%oCrCHP°C... CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH P-PSP&PYPuPSPSCII
C,PuCHC,PEP»CHPSPsCI'C,C- C,PIP°CRP&PS PYC-PSPsC+PsC— CI'C,P°C,C-.

P’P°PiC-C,PSC-CI'C,CHb.

P”PsC,PpuPiPuCH PIC-PrCI'CfC,PSC- PiPpCEPuPePsPSP»P&PIC- PrPsPeP°P-PsPIC- PrP°PSC-
C%oPsPrPs P-P°CI'C,PsCI'CFPIP°PSPSCI] P’PsC,CHC-C”PSC,Cr™** PIP°PiC-C,PSP&Pj PJC-PSPeP°P;.
B P+PeCIPiPuCHPEPjPuPSC,P°P»CHPSC- PrPsCI'P»C-PrPIPuPSPSCII Cr C,PIP°CHPEPS
PiCHPsPrPuPjPsPSCI'C,CECrPIP°P»Pé CHPpuPiCHPsPrCrPeC,PEPIPSCY C,PsPeCI'PéC+PSC-CI'C,CH
PiCHPuPiP°CRHP°C,Cr. PuPsC,PuPSCtC-PNePSPEPNe CHPEP-PéPe PiCHPuPiP°CRHP°C,Cr PrP»CII
P»CRPrP&PSPé PiPsPePé C%oPs P-P°P»PéCEP°C”C,CHhCI'CLI PSPuPIC-PrPsPjPEP;.
P’PsC,CHC-C”PSC,”™ PSPy PiPsPIPEPSPuPS P-P°CI'C,PsCI'PsPICIPIP°C,PECI'CII PiC-Pr C+P°CI



PIP°PiC-C,PSPsCI'C,C-, P-P° PIPEPSCIIC,PePsPj PIPéPiP°PrPeC-PI, PePsP»Pé
PiPsC,PuPSCt+C-PNePSP° PePsCRP&CI'C,CH PIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCII
PiPuCHPpPIP°PYP°C” CHP&P-PéPe. PIPeC%o0Ps P’PsC,CHC-C”PSC,”™
P-P°CI'C,PsCI'PsPICrC”C,CHCI'CII PiC-Pr C+P°CIL" PIP°PiC-C,PSPsCI'C,C- P°P+Ps CLIPeC%oPs
PiP°Ct+C-C”PSC,PeP° P-P°PIP°PiC-C,PSC-P»P° PSP® C,PsPSC- PiCHP&PN:PsPjCt PrP°PSPsPiPs
PiCHPpPiP°CHP°C,Ct, PSPuPsP+C...C-PrPSPs PiPsCLICI'PSP&C,Pé PiP°CtC-C”PSC,CtC- PiCHPs
PiPsC,PuPSCtC-PNePSCt PSPuP+PuP-PiPpPeCr PiCEPuPiP°CEP°C,Cr PrP»CII PiP»PsPrP°.

P— PjPuC,PsCh P-P°PiPsP+C-PiP°PSPSCII PIP°PiC-C,PSPsCI'C,C- PiCHPé C,PuCEP°PiC-C—
PiP°P-PsPiP°PSC-P+PsPj PJC-PSPeP°Pj CHPuPiCHPsPrCrPeC,PéPIPSPsPiPs PIC-PeCr CI'P»C-Pr
CHPpPePsPjPuPSPrCrPIP°C,Pé P-P°CI'C,PsCI'PsPICFPIP°C,Pé PuC, PuPeC,PéPIPSC- PjPuC,PsPrPé
PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr CP°CI' P-P°CI'C,PsCI'CfPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr
C,P° PiCRHPsC,CILIPiPsPj 2 C,PéPPSC-PI PiC-CI'P»CII PiCEP&éPiPéPSPuPSPSCII
P-P°CI'C,PsCI'CrPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr.

PuP°CtC-C”PSC,Pé C+PsP»PsPIC-C+PsC— CI'C,P°C,C- (PI C,PsPjCt CPECI'P»C- C,C-, PePsPjCr
PiCEHPsPIPsPrPéP»Pé PIP°P-PuPeC,PsPjC-CR) PiPsPIP6PSPSC- PIP&PePsCEP&CI'C,PsPICEPIP°C,Pé
PiCHPRP-PuCHPIP°C,PéPIPé PiC-Pr CP°CI" CI'C,P°C,PuPIPsPiPs P°PeC,Cr PI PiPuCEHC-PsPr
P»C-PeCrPIP°PSPSCII PiP°P-PsPiP°PSC-P+PsPj C- PICRPsC,CLIPiPsPj PiICEP&PSP°PNPjPSC- 2
C,P&PYPSC-PI PiC-CI'P»ClI PiCHP&PNePsPjCr PsCI'C,P°PSPSCHPsC— PrPsP-Pé
PiP°P-PsPiP°PSC-P+Cf, C%oPsP+ CPSP&PePSCIC,Pé PjPsPYP»P&PIPsPiPs PIPiP»P&PICT
PiCHPRPiP°CEP°C,Cr PSP°® PiP°CEC,PSPuCEC-PI 8F“ PIP°PiC-C,PSP&C... PIC-PSPsPe
CHPuPiCHPsPrCrPeC,P6PIPSPsPiPs PIC-PeCr.

PyPuCHC-PsPr PiPsPrCsPIP°PSPSCII PiCEC#PrPrCE.

PkP° CI'CHPsPiPsPrPSC- P+PuP-PiPnC+PSC-CI'C,CH P-P°CI'C,PsCI'CfPIP°PSPSCII
P’PsC,CRC-C”PSC,Cr™™ Cf PiPpCRHC-PsPr PiPsPrCrPIP°PSPSCII PiCKCrPrPrChR PSPu
PrPsCI'P»C-PrPYPuPSP°. PkPu PIC-PrPsPjPs, C+Pé PuPeCI'PeCEPuC,CrC”C,CHCI'CI]
PiP°P-PsPiP°PSC-P+ Cr PiCHCrPrPSPu PjPsP»PsPePs P»CRPrPéPSPé, C,PsPiCr PiC-Pr C+P°CI
P»C-PeCrPIP°PSPSCII P’PsC,CHC-C”PSC,PsPj™"™ PSPuPsP+C...C-PrPSPs PiCRHP&PiPéPSP&C,Pé
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh.

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 CEPsP+PsC,C- P- C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsC,PpuPiPuCH PSPu PiCHPsPIPsPrPéP»PsCI'CLI PrPsCI'P»C-PrPIPuPSCH C%oPsPrPs
PIPiP»P&PICt P’PsC,CRHC-C”PSC,Ct™ PSP° P-PrP°C,PSC-CI'C,CH> PePuCHCIPIP°C,Pé
P°PIC,PsPjPsP+C-P»PuPj P°P+Ps PSP° PjPsPP»P&éPIC-CI'C,CH PiCEP°CtCRPIP°C,Pé P-
CHC-P-PSP&PjPé PjPuC...P°PSC-P-PjP°PjPé. P’CHP°C...PsPICfCRCPé

C, P°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PEPIPsCI'C,C- PiP°P-PsPiP°PSC-P+Cr, PNePsPiPs
PSPuCI'PiCEP&CIIC,P»P&PIPEPNe PIPiP»PEPI PSP° C,P°PeC- PIPEPrPé PrC-CIIP»CHPSPsCI'C,C-
PjP°P»PsPNePjPsPIC-CHPSP&PNe. PuCHPé PsC+C-PSCtC- P-PrP°C,PSPsCI'C,C- PiP°C+C-C”PSC,P°
PIP&CHC-CECIPIP°C,Pé P-P°PIPrP°PSPSCI], C%oPs PiPsC,CHPuP+CrCRC,CH
PiCRHP&PNePSCIIC,C,CII CHC-CEPuPSCH, CHC-PIPSCII PNePsPiPs PjPsC,PsCHPSP&C... C-
PePsPiPSC-C,PéPIPSPEC... PSP°PIP&CtPsPe, PiPsPIPEPSPuPS PICEP°C...PsPICFPIP°C,PéCI'CII
PeP»C-PSC-C+PSP&PNe CI'C,P°C,CrCI C...PIPsCRPsPiPs C,P° PiCEPsC, C-P»CH
PiPsP+C-C+PSP&C... ChHPuP°PeCtC-PNe P’PsC,CHC-C”PSC,Cr™"™,



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

P>C-PeCrPIP°PSPSCII P'PsC,CEC-C”PSC,PsPj™** PiICRP&P-PSP°C+P°C” P»P&CEP P»C-PeP°CH,
CLIPeP&PNe PjP°C” PrPsCI'PIC-Pr P-P°CI'C,PsCI'CIPIP°PSPSCII PiCEPsC,P&PICLC...P»PEPSPSPEC. ..
PiCHPRPiP°CEP°C,C-PI.

P PuPePsPjPuPSPrPsPIP°PSP°® PrPsP-P° P’PsC,CHC-C”PSC,Cr""™ PrP»CII P»C-PeCrPIP°PSPSCII
PSP&CHPePsPIPsPeP»C-C,PéPSPSPsC— PeP°CHCHPEPSPsPjPé C,P° CI'P°CHPePsPjPé

PjBf™ CIIPeP&C... C,PeP°PSPEPS CI'C,P°PSPsPIPEC,CH 800 PjPi PiPuCHPsCHP°P»CHPSPs 1
CHP°P- PSP° PrPuPSCH. P>C-PeCrPIP°PSPSCILI C,CHPEPIP°C” PrPs
PiCRPsPiCHPuCI'CFPIP°PSPSCII P-P°C...PIPsCECRPIP°PSPSCII P°P+Ps PrPs CHPsP-PIP&C,PeCr
PSPuPiCRP&PNePSCIIC,PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-.

P’PsC,CHC-C”PSC,”™ CI'P»C-Pr PiCEP&PN:PjP°C,Pé PiPsP-P° PiCEP&PN-PsPjP°PjPé C—PC-
(PiCHPEPSP°PNePjPSC- P-P° PsPrPSCr PiPsPrPéPSCr PrPs C—PrPé P°P+Ps C{PuCRPuP- PrPIC-
PiPsPrPéPSPé PiC-CI'P»CII PSPuC—) (PrPéPI. CHPsP-PrC-P»
B«PxP°CEHPjP°PePsPeC-PSPuC,PéPeP°B»).

P’PsC,CHC-C”PSC,”™ CI'P»C-Pr PiCEP&PN:PjP°C,Pé PSPu CRPsP-PPsPICFfCRCtPé C,P°
P-P°PiP&PIP°C,Pé PIPsPrPsCHh, PIPiPpuPIPSPEPICEPECI'CHy Cr C,PsPjCr, C%oPs C,P°P+P»PuC,PeP®
PSPy PiPsP»P°PjP°PSP° C,P° PSPp CHPsP-PrP°PIP»PuPSP° (PrP&PI. CEPsP-PrC-P»
B«PuP°CRHPjP°PePsPeC-PSPuC,PePeP°B»).

PIPeC%oPs C+PuCEPiPSPIPEPNe PICHP&PNePsPj PiCEPUPiP°CEP°C,Cr PiCHPsPiCIC%oPRPSPEPN:,
PNePsPiPs PSPp PiPsC,CHC-P+PSPs PiCEP&PN:PjP°C,Pé PjPuPSCE PSC-PY P-P° 12 PiPsPrPéPS PrPs
PSP°CI'C,CIPiPSPsPiPs PiCHP&PNPsPjCr.

PwPsPrPéC, C-PeP°CtC-C— PrPsP-Pe.

P— PjPuC,PsCh PePsPSC,CEPsP»Ch P-P° PiPsP+C-C+PSP&PjPé CHPuP°PeCtC-CLIPjPé C,P° Cr
PIP&PiP°PrPeCr PiC-PrPIPEC%oPpPSPsC— C-PSPrP&PIC-PrCiP°P»CHPSPSC—
C#CI'C,P»P&PIPsCI'C,C- PrPs PICHPuPiP°CRP°C,Cr PjPsPIP»P&PIP°® PjPsPrP&C, C-PeP°C1C-CII
PrPsP-Pé. P—PjC-PSPé PrPsP-CrPIP°PSPSCII 8 CLIPe PiCEPé P-P+C-P»CHCEPRPSPSC-, C,P°Pe
C- PiCHPé P-PjPuPSCEPUPSPSC- PrPsP-Pé 8R“ PIPéPePsPSCICRC,CHCI'CII PiPsPuC,P°PiPSPs, P-
B«PeCHPsPePsPjB» Cr 200 PjPi, PICRP°C...PsPICFCRC+Pé C-PSPrPéPIC-PrCrP°P»CHPSCE
PiPpCHPRPSPsCI'P&PjC-CI'C,Ch PiCEPpPiP°CEP°C,Ct, C%oPsP+ P-P°P+PuP-PiPuCiPéC,Pé
PSP°P»PpuPYPSP&PNe PSPPiP»CIIPr P-P° PiPsP+C-C+PSP&PjPé CRPuP°PeCtC-CLIPjPé. P”PsP-P°
P'PsC,CHC-C”PSC,Ct™™ PSPu PiPsPIPéPSPSP° PiPpuCHPUPIPEC%0CI-PIP°C,Pé 800 PjPi.

PhCI PsP+P»PéPIC- PiCFCéPiPé PiP°C+C-C”PSC,C-PI.
P¥kPéCFPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH.

P”PsC,PuPiPuCH PIC-PrCI'CfC,PSC-PNe PrPsCI'PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII
P’PsC,CHC-C”PSC,Cr™"™ PiP°CtC-C"PSC,P°Pj P- C,CLIPYPePsCh PSPECHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps PiP°CtC-C”PSC,P°Pj, C%oPs PsC,CRP&PjCFfCRC,CH
PiPuCHPEC,PsPSPuP°P»CHPSPEPNe PrC-P°P»C-P- P°P+Ps PiPuPjPsPrC-P°P»C-P-, C,PsPjCr
PiCHP&P-PSP°C+PuPSPSCII P’PsC,CHC-C”PSC,Cr™™ C,P°PeP&Pj PiP°C+C-C”PSC,P°Pj PSPu
CHPuPePsPjPpPSPrCrC”C,CHCI'CIL. PkPéCHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH PSPu
PiPsPIPEPSPSP® PjP°C,Pé PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsPiPs PIPiP»P&PICI PSP°



C, P°CHPjP°PePsPeC-PSPUC, PEPeCY PiP°P-PsPiP°PSC-P+Ct, PICEP°C...PsPICtCRCPé
PSP&P-CHPePéPNe CRC-PIPPPSCH PpPeCI'PeCHPuCtC-C— PiP°P-PsPiP°PSC-P+Cr C,P° PNePsPiPs
PjPuC,P°P£PsP»C-C,C-PI C+PuCHPuP- PSPECHPePé, PePsCHP&PiCrPIP°PSPSCII PrPsP-Pé
PiCHPpPiP°CHP°C,Cr PiCHPé CtCHPsPjCr PSPn PiPsC,CHC-P£PSPyu C...PIPsCHPéPj P-
PeP»C-CHPuPSCI'PsPj PeCHPuP°C,PéPSC-PSCT = 30 PjP»/C...PI (PrP&éPI. CHPsP-PrC-P»
B«PaP°CRHPjP°PePsPeC-PSPuC,PePeP°B»).

PyPuC#C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CIb.

P‘PpP-PiPuC+PSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII PiP°P-PsPiP°PSC-P+Cr C,P°
PsCI'PsP+P»PéPIPsCI'C,C- PNePsPiPs C, P°CHPjP°PePsPeC-PSPuC,PéPePé Cr PiP°CtC-C”PSC,C-PI
P- C-CI'PSCFCRC+PsCh PiPuC+C-PSPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,ChR PrPsC,PuPiPuCH
PIPEPICHPuPSC- PSPuPrPsCI'C,P°C,PSCH:Ps (PrPéPI. CRPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI"C,PsCI'CfPIP°PSPSCIIB»).

P’CI'C-Pj PiP°CtC-C”PSC,P°Pj CI'P»C-Pr P-CHPsP+P&C,Pé PiPpC+C-PSPePsPIC- PiCHPsP+Pé
C%oPsPrPs PiPsCHCrCEPpPSPSCII C,CfPSPeCtC-C— PiPuC+C-PSPePé PiPuCHPuPr
PiPsC+P°C,PePsPj C,P° PiC-Pr C#P°CI" P»C-PeCrPIP°PSPSCII PiP°P-PsPiP°PSC-P+PsPj.
PP°C+C-C”PSC,P°Pj P PiPsCHCrCEPuPSPSCIIPj C,CFPSPeCtC-C— PiPuC+C-PSPePé
P»PpPiPePsPiPs C,P° PiPsPjC-CEPSPsPiPs CI'C,CrPiPuPSCII CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiP°P-PsPiP°PSC-P+ P- PsP+PuCHEPuPIPSC-CI'C,CR, P° C,P°PePsPf
PiCEPsPIPsPrPéC,Pé CEPuC,PuP»CHPSPEPN: PePsPSC,CHPsP»CH
PiPpCHPuPSPsCI'PéPjPsCI'C,C-.

P"P»ClI C...PIPSCRPEC... P- PSPuP-PSP°C+PSP&PjPé P-PjC-PSP°PjPé PiPpC+C-PSPePsPIPEC...
PiCEPsP+, C%oPs PIP&P-PSP°C+P°CRC,CHbCI'CLI CLIPe PiC-PrPIP6C%0PuPSPSCII CEC-PIPSCII
PHP>P§ PICHPé PSPSCHPjP°P»CHbPSPsPjCl CHC-PIPSC- P+C-P»C-CRCIP+C-PSCr P°P+Ps CIIPe
PiC-PrPIP&C%oPRPSPSCLI CEC-PIPSCII P+C-P»C-CRCIP+C-PSCt PI 1,5 CEP°P-P° PIP6C%oPp
P’PwPk PSPpP-P°P»PuPYPSPs PIC-Pr CRC-PIPSCII PhP>Py, PrPsP-P° PiCEPuPiP°CEP°C,Cr
CI'C,P°PSPsPIP&C,CH 800 PjPi 1 CEP°P- PSP° PrPuPSCHb.

PJ PiP°C+C-C”PSC,C-PI P- PiPsPjC-CEPSPsCR PrPéCI'C, CtPSPeCtC-C”CR PiPuC+C-PSPePé
(P-P°PiP°P»CIbPSP&PNe P+C-P»C-CHCrP+C-PS PI 1,5-3 CEP°P-Pé PIP6C%0PéPNe P-P° P'PrPk
PSPuP-P°P»PuPYPSPs PIC-Pr CEC-PIPSCII PhP>Py) PrPsP-Cr P’PsC,CEC-C”PSC,Ct™™
PSPuPsP+C...C-PrPSPs P-PSP&P-P&C,Pé PrPs 200 PjPi PSP° PrPsP+Ct. P”PsC,PuPiPuCh
PSPuPrPsCI'C,P°C,PSCHbPs PrP°PSP&C... PiCEPs P-P°CI'C,PsCI'CtPIP°PSPSCII
PiCEPRPiP°CEP°C,Ct PiP°C+C-C”PSC,P°Pj P- C,CLIPYPePsCh PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (P-P°PiP°P»CEbPSP&PNe P+C-P»C-CBCtP+C-PS P+C-P»CHhCE
PSC-PY Cf 3 CEP°P-Pé PIP&C%oP&PNe P-P° P’PrPk PSPuP-P°P»PuPYPSPs PIC-Pr CEC-PIPSCLI
PHP>PY); Cf P-PIER™ CLIP-PeCt P- CtP&Pj PiCEP&P-PSP°C+PuPSPSCLI P’PsC,CEC-C”PSC,Cr™™
C,P°PePéPj PiP°C+C-C”PSC,P°Pj PSP CEPpPePsPjPuPSPrCrC”C,CHCICLL

PI'PIPsCEC- P»C-C,PSCEbPsPiPs PIC-PeC5.

PuP°CtC-C”PSC,Pé CI'C,P°CECEPy 65 CEPsPeC-PI PSPy PiPsC,CEPuP+CrCRC,CH
PePsCEPpPeCC-C— PrPsP-Pé, C+P°CI'C,PsC,Pé C,P° CI'PiPsCI'PsP+Ct PiCEPEPNePsPjCY
PiCEPpPiP°CHP°C,CF.

P”C-C,Pé.

P‘PpP-PiPuC+PSC-CI'C,CH C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
P’PsC,CHC-C”PSC,Cr"™ Cf PrC-C,PpPNe PrPsC,PuPiPuCH PSPp PIPEPIC+PuPSC- (PrPéPI.



CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

PuPuCHPuPrPsP-CZPIP°PSPSCII.

P] PeP»C-PSC-C#PSPé&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PIPEPICP°P»P&CI'CI] PrPsP-Pé
P’PsC,CHC-C”PSC,Cr™™ PrPs 2000 PjPi. PJ 1 P- 3 PiP°CtC-C”PSC,C-PI, C%oPs
PsC,CHP&PjCrPIP°P»Pé PiCHPuPiP°CHP°C, Cr PrPsP-P°C... 2000 PjPi C,P° 1000 PjPi PSP°
PrPsP+Cr, CI'PiPsCI'C,PuCEC-PiP°P»P&éCI'CLI PiC-PrPIP&C%oPuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH 3-PiPs CI'C,CrPiPuPSCII C,CIIP]PePsCI'C,C-
(PrPsP-PsP»C-PjC-C,CrCRC+P° C,PsPeCI'PEC+PSC-CI'C,CH) C,P° P°CHC,PuCRC-P°P»CHPSP®
PiC-PiPuCHC,PuPSP-C-CIJI 3-PiPs CI'C,CrPiPuPSCII C,CLIPPePsCI'C,C- PIC-PrPiPsPIC-PrPSPs.

PYP&PjPiC,PsPjPé C,P° PsP-PSP°PePé.

P”PsC,PuPiPuCH PrPsCI'PIC-Pr PiPuCHPuPrPsP-CrPIP°PSPSCII P'PsC,CRC-C”PSC,Cr™™
PsP+PjPuPIPuPSP&PNe.

P>C-PeC2éPIP°PSPSCII.

PYPiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPrPsC,Cr PiCHPé PiPuCHPpPrPsP-CrPIP°PSPSC-
PiP°P-PsPiP°PSC-P+Crt PSPuPjP°C”. P—P°CI'C,PsCI'PsPICFfCRC,CHCI'CLI P-PIP&C+P°PN.PSC-
PiC-PrC,CHPéPjCrCRC$C- P-P°CI'PsP+Pé P-P°P»PuPPSPs PIC-Pr PeP»C-PSC-C+PSPéC...
PiPsPeP°P-P°PSCH. P“PuPjPsPrC-P°P»C-P- PSP°PICHCIIPr C+Pé P+CrPrPu CI'PiCHP&CIIC,Pé
PiPsPeCHP°C%oPpPSPSCH PuP»C-PjC-PSP°CtC-C— PiP°P-PsPiP°PSC-P+Ct, PsCI'PeC-P»CHPePé
CtPuPNe PiCEPpPiP°CEP°C, CI'CfC,C,C”PIPs PSPu PuPeCI'PeCHPuC,CrC”C,CHCICII
PSPECEPeP°PjPé C,P° P-PSP°C+PSPsCh PjC-CREPsCh P-PIF™ CLIP-C+C”C,CHCI'CII P
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC-.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

P—PIPpPrPuPSC- PrP°PSC-, PsC,CHP&PjP°PSC- PI PsCI'PSPsPIPSPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- Cr PiP°CtC-C”PSC,C-PI P- PkPiPsb (VEG105192, n=290),
CHPsP-CEPECHPUPSPsPjCt PrPsCI'P»C-PrPYPuPSPSC- (VEG107769, n=71),
PrPsPiPsPjC-PPSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- C,P°P-Pé II (VEG102616, n=225) C,P°
CHP°PSPrPsPjC-P-PsPIP°PSPsPjCt PIC-PrPeCHP&C,PsPjCt PrPsCI'P»C-PrPYPpPSPSC-
PSPuPjPuPSCEPsC— PuC, PuPeC,PEPIPSPsCI'C,C- PI PiP°CHP°P»PuP»CHPSPéEC... PICKCIPiP°C...
C,P°P-Pé III (VEG108844, n=557), P+CrP»Pé PiCHPsP°PSP°P»C-P-PsPIP°PSC- PI PjPuPP°C...
P-P°PiP°P»CHhPSPsC— PsCtC-PSPePé P+PuP-PiPuPePé C,P° PiPuCEPuPSPsCI'PéPjPsCI'C,C-
PiP°P-PsPiP°PSC-P+Cr (PICI' CHhPsPiPs n=1149) PI PsCI'C-P+ P- PkPsPrb.

P—PIPpPrPpPSC- PrP°PSC-, PsC,CEPéPjP°PSC- PI P+P°P-PsPIPsPjCt PrPsCI'P»C-PrP{PuPSPSC-
Cr PiP°CtC-C”PSC,C-PI P- CI'P°CEHPePsPjPsCh Pjs}™ CLIPeP&C... PeP»C-C,PEPS (PYPmPY)
(VEG110727, n=369) C- PrPsPiPsPjC-PIPSPsPjCr PrPsCI'P»C-PrP{PuPSPSC- C,P°P-Pé II
(VEG20002, n=142), P+=CrP»Pé PiCEPsP°PSP°P»C-P-PsPIP°PSC- PI PjPuPYP°C...
P-P°PiP°P»CFHhPSPsC— PsCtC-PSPePé P+PuP-PiPuPePé C,P° PiPuCEPuPSPsCI'PéPjPsCI'C,C-
PiP°P-PsPiP°PSC-P+Cr (P-P°PiP°P»CHbPSP® PiPsPiCtP»CLICtC-CLI PrP»CII PsCtC-PSPePé
P+PuP-PiPuPePé n=382) PI PsCI'C-P+ P- PYPmPy.



P&P°PN:P+C-P»CIbCE PIP°PYP»P&PIP&PjPé CI' PuCEPN-PsP-PSP&PjPé PSPuP+P°PIP°PSP&PjPé
CHPuP°PeCtC-CILIPjPé, C-PrPuPSC,P&C, C-PePsPIP°PSP&PjPé PI PrPsCI'P»C-PrPIPRPSPSCILIC... Cr
PiP°CtC-C”PSC,C-PI P- PkPbPsm P°P+Ps PYPwPy, P+CrP»Pé C,CEP°PSP-PéC,PsCEPSP®
C-CEPpPjC-C$PSP°® P°C,P°PeP°, C-CEPPPjC-C+PSPEPNe C-PSCI'CrP»CHC,, C-CEPPPjC-CII
PjC-PsPeP°CRPrP°, C-PSC,P°CEPeC, PjC-PsPeP°CEPrP° C,P° C-PSC,P°CHPeC, PjPsP-PeCr,
CI'PuCRCtPpPIP° PrP&éCI'C, CIPSPeCTC-CLI, PiPuCEC, PsCRP°CtC-ClI C,P° C,C-CI'C,CtP»Pé PI
PEP/BPY, PiPsPrPsPIPIPuPSPSCII C-PSC,PpCHPIP°P»Cr QT, CEP»CIFPSPsCtPePsPIP®
C,P°C...C-PeP°CEPrC-ClI C,PéPiCt B«PiC-CHCIPuC,B» C,P° PeCHPsPIPSPIP&P»P&PI Pl
P»PuPiPpPSCIIC..., PEP/BP§ C- PiPsP»PsPIPSPsPjCT PjPsP-PeCr. P’CI'C- PSPuP+P°PYP°PSC-
CEPpP°PeCtC-C— PIPEPSP&PeP°P»Pé Cf <1% PiP°C+C-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCIPIP°P»Pé P»C-PeCIPIP°PSPSCII. PtPSCEC- PIP°PIP»P&PIC- CI'PuCHPNPsP-PSC-
PSPuP+P°PYP°PSC- CHPuP°PeCtC-C—, C-PrPuPSC,P&C, C-PePsPIP°PSC- PI
PrPsCI'P»C-PrPIPuPSPSCIIC... Ct PiP°CtC-C”PSC,C-PI P- PYPwP§, PIPeP»CRCP°P»Pé
PIPUPSPsP-PSC- C,CHPsPjP+PsPpuPjP+PsP»C-C+PSC- CLIPIPEC%oP°, PrPEéCI'C, CtPSPeCTC-Ch
P»C-PIPsPiPs CEP»CrPSPsCtPeP° C,P° PiPSPuPIPjPsC,PsCEHP°PeCr..

PYPjPuCHC,PuP»CHPSC- CLIPIPEC%0P°, CIIPeC- PIPIP°PIP°P»P&CI'CH PjPsPYP»P&PIPs
PiPsPIBF ™ CLIP-P°PSP&PjPé P- PiP°P-PsPiP°PSC-P+PsPj, PIPeP»CRC4P°P»Pé
PeCRPsPIPsPIP&P»P&PI Ct PEPPY, PeCRPsPIPsPIP&P»P&PI Cr
P»PpPiPpPSCIIC.../PeCRPsPIPsC...P°CHPeP°PSPSCII, PIC-PrC...PéP»PpPSPSCII
PiPsPeP°P-PSP&PeC-PI C, CIPSPeCtC-C— PiPpC+C-PSPePé, PiPuCEC,PsCEP°CC-Ch
PeP&CEPRCEPSPEPECYE C,P° C-CEPPPjC-C+PSPEPNe C-PSCI'CIP»CHhC,.

PkP°PNeP+C-P»CHhCE PiPsCEP&CHPuPSC- PSPuP+P°PIP°PSC- CHPuP°PeCtC-C—
(PIPEPSPEPeP»P& C%oPsPSP°PN:PjPuPSCEPu Cr 10% PiP°CtC-C”PSC,C-PI) P+CrPrCH-
CIIPePsPiPs CI'C,CPiPpPSCII, CLIPeC- P+CrP»Pé P-P°CHPuC”CI'C,CHPsPIP°PSC- Cr
PIP&PiCHPsP+CrPIP°PSPSCIIC... Cf PiP°CtC-C”PSC,C-PI P PkPmP1m C,P° PYPmPY:
PrC-P°CHPuCLI, P-PjC-PSP° PePsP»CHPsCECYt PIPsP»PsCI'CI'CI],
PiC-PiPsPiC-PiPjPuPSC,P°CtC-CII CEPeC-CHPé, PuPeCI'C, PsP»C-P°C,PEPIPSP&EPN: PIPECI PEP],
PiC-PiPuCRHC,PuPSP-C-CII, PSCfPrPsC,P°, PiPsP»PsPIPSPEPN: P+C-P»CH,
PIC,PsPjP»CRPIP°PSC-CI'C,CHb, P°PSPsCHPuPeCI'C-CII, P+P»CRPIP°PSPSCI],
PrPéCI'PiPuPIP-C-CI], CI'C,PsPjP°C,P&éC,, P-PjPuPSCEPuPSPSCII PjP°CI'Pé C,C-P»P°, P+C-P»Clh,
PiC-PrPIPéC%oPpPSPSCII CEC-PIPSC-PI P°P»P°PSC-PSP°PjC-PSPsC,CHP°PSCI'C, PuCEP°P-Pé
C,P° P°CI'PiP°CRC,P°C,P°PjC-PSPsC,CHP°PSCI'C,PuCHP°P-Pé.

PkP&PYC+Pp PSP°PIPuPrPuPSC- PiPsP+C-C+PSC- CHPuP°PeCtC-C— PIC-PrPiPsPIC-PrPSPs PrPs
C,PuCHPjC-PSPsP»PsPiC-C— B«CI'P&CI'C,PuPjP°-PsCHPiP°PS-PeP»P°CI'B» MedDRA. P"P»CI]
PeP»P°CI'PEC,C-PeP°CtC-C— P-P° C+P°CI'C,PsC,PsCh P+CrP»Pé PIPéPePsCEP&CI'C,P°PSC-
C,P°PeC- CrPjPsPIPSC- PiPsP-PSP°C+PuPSPSCII: PrCrPYPp C+P°CI'C,Ps (= 1/10),

CfP°CI'C,Ps (= 1/ 100,B < 1/10), PSPuC$P°CI'C,Ps ( = 1/1000, < 1/100), CHC-PrPePs ( = 1/10000,
< 1/1000), C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP°.

P/sP°C,PpPiPsCEC-C— PIP&P-PSP°C+PuPSC- PSP® PiC-PrCI'C,P°PIC- P°P+CI'PsP»CRC,PSPsC—
C$P°CI'C,PsC,Pé PiPsP+C-C4PSP&C... CRPuP°PeCtC-PNe P-P° PrP°PSP&PjPé



PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH. PyP°PePsPY PsCtC-PSCRPIP°P»P&CICII
PiC-CI'P»CIICEPuC”CI'C,CHP°CtC-PNePSC- PrP°PSC- P- P+PpP-PiPuPePé C,P°
PiPuCHPuPSPsCI'PéPjPsCI'C,C- Ct PICI'C-C... PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPPuPSPSCIIC... PiP°P-PsPiP°PSC-P+Cr C- CI'PiPsPSC,P°PSPSC-
PiPsPIC-PrPsPjP»PuPSPSCII. P’ PjPpuPYP°C... PePsPYPSPsPiPs CI'PéCI'C,PpuPjPSPs-
PsCHPiP°PSPSPsPiPs PeP»P°CI'Ct PSPuP+P°PYP°PSC- CEPpuP°PeCtC-C— P-
P°PSP°P»PsPiC-C+PSPsCh C+P°CI'C,PsC,PsCh PiCEPuPrCI'C,P°PIP»PuPSPs PI PiPsCHCIIPrPeCr
P-PjPuPSCE€PuPSPSCII CI'PuCHPNPsP-PSPsCI'C,C-.

PKPpP+P°PIP°PSC- CHPuP°PeCtC-C—, PiPsPIB ™ CIIP-P°PSC- P- P»C-PeCiPIP°PSPSCIIPj,
CIIPeC- P+CIrP»Pé P-P°CHPnC”CI'C,CHPsPIP°PSC- PI PrPsCI'P»C-PrP{PuPSPSCIIC... Cf

PiP°CtC-C”PSC,C-PI P- PKPPm (n=1149) P°P+Ps PiC-Pr CiP°CI’
PiC-CI'P»CIICHPnC”CI'C,CHP°C1C-PNePSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII

PS'/PéCl'"Q, PpPjPSPs-PsCHPiP°PSPSP&PNe

P§P°CI'C,PsC,P°

PkPuP=P°PIP°PSC- ChPpP°PeCTC-C—

P’'CIC-

PYC,CrPiC-PSCH 3

PYC,CrPiC-PSCHb 4]

PtPSC, PpPeCtC-C— C,P°
C-PSPIP°P-C-C—

CiPé P+PpP- PSPuC—)sh

PSPuPIC-PrPsPjP

PSPuPIC-PrPsPjP°

", (PICI'C- CI'C,C{PiPpPSC-|n (%) n (%)
PeP»P°Cl (CI'C,CiPiPuPSC-) n (%)
C+P°CI'C,Ps PtPSC, PpPeCtC-C— (P- PSPPPNeC,CHPsPiPuPSC-C"Ch |C+P°CI'C,PsC,P° [C$P°CIC,PsC,P° C+P°CI'C,PsC,P°

PSPuPIC-PrPsPjP°

PSPuC+P°CI'C,Ps

PtPSC, PuPeCtC-CII CLICTPuPS

1(<1%)

0

0

PuPsCHCICEPuPSPSCII P- P+PsPeCr
PeCEPsPIC- C,P°

PuCEP&C,CHPSCHPEC,C-PI

P1PSC, PuPeCTC-PNPSPEPN: PIPRCEPEC,PsPSC-C, T(<1%) 0 0
P"PsP+CHPsCIIPeC-CIPSC-, PSPRCEP°CIC,Ps |PUCrC...P>PEPSPSP® P+C-P»Clb T(<1%) T(<1%) 0
P-P»PsCIIPeC-CI'PSC- C,P°
PSPUCIC,PsC{PSPuPSC-
PSPsPIPSCiC,PIPsCEPuPSPSCII
(PIPeP»CRCiP°CRC$Pé PeC-CI'C,Pé C,P°
PiPsP»C-PiPé)
C1P°CT'C,Ps PyCEPsPjP+PsCTP&C, PsPIPuPSC-CII 30 (7 %) 10 (< 1 %) 5 (< 1%)
PKPpPNeC,CHPsPiPpPSC-CLI 79 (7 %) 20 (2 %) 1 (<1 %)
P>PUPN:PePSPIPUPSC-CII 63 (5 %) 5 (<1%) 0
PSPRCFP°CIC,Ps |P—P=C-P»>CIbCEPRPSPSCLI PeC-P»>CIbPePsCLC,C- 6 (0,03 %) 1 0

P»C-PjC, P°C, PECPSPSC— [P C-PrPePs P{CBHPsPjP+PsC,P&C+PSP° C+P°CI'C,PsC,P° [CP°CIC,PsC,P° C+P°CI'C,PsC,P°
CIPGCIC,PPjPé PjC-PeCHPsP°PSPiC-PsPiP°C,C-CII PSPuPIC-PrPsPjP°[PSPUPIC-PrPsPjP°  [PSPuPIC-PrPsPjP°
(PIPeP»CRC#P°CRC$Pé C,CHPsPjP+PsC,P8CHPSCF
C,CBPsPjP+PsCP&C, PsPiPuPSC-CHPSCE
PiCfCHPIiCFCBCY C,P° PiPuPjPsP»C-C,PEC+PSPEPNe
CfCRPPjC-C+PSP&PNe CI'P&PSPrCHPsPj)EH
P+ PSPrPsPeCHP&PSPSC- C+P°CI'C,Ps P“C-PiPsC,P6CHPpPsP- 83 (7 %) 1(<1%) 0
PiPsCHCrCEPpPSPSCII
PrCrPPu P—PSP&PPuPSP&PNe P°PiPuC,P&C,™ 317 (28 %) 14 (1 %) 0
C+P°CI'C,Ps
PuPsCRHCIrCEPuPSPSCII P P+PsPeCr CP°CI'C,Ps P“C-PiPsC, PsCI'C, P°C,PuPjC-CII 21 (2 %) 7 (<1 %) 0
PsP+PjC-PSCr CHPuCiPsPIP&PS C- P—PSPuPIPsPrPSPuPSPSCII 16 (1 %) 5 (< 1 %) 0
C...P°CRC+CiPIP°PSPSCII PSPuC+P°CI'C,Ps [P“C-PiPsPjP°PiPSC-C”PjC-CII 10 (<1 %) 0 o

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PYP&PSPrCEPsPj P»C-P-PECI'CYt PiCfC...P»PEPS*

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PyCIP&C...C-P°C,CHPECHPSC- CP°CIC,Ps PPuP-CI'PsPSPSCII 30 (3 %) 0 0
PiPsCECi CEPuPSPSCII
PrCrPiPy P"P&CT PiPpPIP-C-CII" 254 (22 %) 1(<1%) 0
C+P°CI'C,Ps P"PsP»PsPIPSP&PNe P+C-P»Clb 122 (11 %) 11 (< 1 %) 0
CP°CI'C,Ps P—P°PiP°PjPsCHPsCPPSPSCII 55 (5 %) 3(<1%) 1(<1%)
P>PuC,P°CHPIC-CI] 30 (3 %) 3(<1%) 0
PuP°CHPuCIC,PpP-C-CIJ 20 (2 %) 2 (< 1%) 0
PuPuCHPEC, PuUCEPECFPSP® CI PpPSCIPSCHPSP® 17 (1 %) 0 0
PSPuPN:CEPsPiP°C,C-CII
PSPUCFP°CI'C,Ps |P“C-PiPpCI'C,PpP-C-CIJ 8 (< 1%) 0 0
PuPsCHCrCEPPPSPSCII P+ P+PsPeCr PyCHP°PSP-PEC,PsCHPSP° C-CEPnPjC-C+PSP° 7 (<1 %) 4 (<1 %) 0
PSPuCHPIPsPIPsC— CI'PECI'C,PpPjPé P°C,P°PeP® ]
PYPsPSP»P&PIC-CI'C,CIb 3(<1%) 1 (< 1 %) 0
P“PsCI'C,CHPu PiPsCHCICEPUPSPSCII 2 (< 1 %) 1 (<1 %) 1(<1%)
PjPsP-PePsPIPsPiPs PeCEPsPIPsPsP+C-PiCt
P+CEPUP]C-C+PSPEPN: C-PSCI CFP»CIbC, 2 (< 1%) Q 1(<1%)

P C-PrPePs PYP&PSPrCHPsPj P-PIPsCHPsC,PSPsC— C+P°CI'C,PsC,P° [CP°CIC,PsC,P° C+P°CI'C,PsC,P°
P-P°PrPSCHPsC— ) PSPUPIC-PrPsPjP°[PSPUPIC-PrPsPjP°  [PSPpPIC-PrPsPjP°
PuPSCtPuC, P°P»PsPiP°C,C-C—/CI'PEPSPrCHPsPj
P-PIPSCRHPsC,PSPsC— P-P°PrPSCHPsC—
P»PuPN:PePsPiPSC1PuC, P°P»PsPiP°C,C-C—BB
C+P°CI'C,Ps P—P°C,CrPjP°PSPuPSPSCII P-PsCRCF 19 2 %) 1(<1%) 0
PyPsCHCrCEPPPSPSCII P- P+PsPeCt PSPuC#P°CI'C,Ps |P’C-PrCEP°CRCFPIP°PSPSCII CI'C-C,PeC-PIPePéER 1(<1%) 1(<1%) 0
PsCEHPiP°PSCT P-PsCHCT P PsP-CEP&PI CI'C-C,PeC-PIPeP&8H 1(<1%) 1(<1%) 0
P—PSPuP=P°CEPIP»PuPSPSCII PIC-PNe 4 (<1 %) 0 0
PSPuC#P°CI'C,Ps [P'CHP°PrPéPeP°CRPrC-CII 6 (<1 %) 0 0
PyPsCECrCEPpPSPSCII P- P+PsPeCt PtPSC,P°CRPeC, PjC-PsPeP°CRPIP° 5 (<1 %) 1(<1%) 4 (<1 %)
CIPRCHCTCIT PYPpuCECTPuPIP® PrP&CIC, CFPSPeCTC-CLI® 4 (<1 %) 1(<1%) 0
PtCEPuPjC-CI] PjC-PsPeP°CEPrP° 3(<1%) 1(<1%) o




PyPsCECICEPUPSPSCII P- P+PsPeCrt
CI'CPrP&PS

PrCrPIPu PhCHC,PuCHC-P°P»CEbPSP® PiC-PiPuCEHC,PpPSP-C-CII [473 (41 %) 115 (10 %) (<1 %)
C4P°CI'C,Ps
CP°CIC,Ps PuCTP&PIP»PEPIPE 16 (1 %) 0 0
P’PuPSPsP-PSPyu C,CHPsPjP+PsPuPjP£PsP»C-CPSPy |13 (1 %) 6 (<1 %) 7(<1%)
CLIPIPEC%oPp"
PuPsCPpCHPIPSPSC-PSPSCIJ PsP+P»PECFCECII 12 (1 %) Q 0
PSPuCHP°CI'C,Ps |P“C-PiPuCEC,PuPSP-PEPIPSPEPN: PeCHP&P- 6 (< 1%) 0 2 (<1%)
PCEPsPIPSPIP&P»P&PI T(<1%) 0 0

CHC-PrPePs PLPSPUPICRP&P-PjPé C,P° CRHPsP-CEP°CRCIPIP°PSPSCII|PSP°CI'C,PsC,P° |[P§P°CI'C,PsC,P° P§P°CI'C,PsC,P°
P°CHC,PuCEC-PNe PSPUPIC-PrPsPjP°|[PSPuPIC-PrPsPjP°  |PSPuPIC-PrPsPjP°
C+P°CI'C,Ps PkPsCI'PsPIP° PeCEPsPIPsC,PuCtP° 50 (4 %) 1(<1%) 0
P"P&CI'C,PsPSC-CII 148 (4 %) 0 0
PuPsCEHCiCEPpPSPSCII P+ PxPsPeCr P—P°PrPéC€PeP° 142 (4 %) 8 (< 1 %) 1(<1%)
PrPéC...P°P»CHPSPsC— PECHPsPIPSC... P°CEPeP°PSPSCII 15 (1 %) 1(<1%) 0
CI'PéCI'C,PuPjPé, PiCECiPrPSPsC— PSPuC$P°CI'C,Ps [P PEPSPsCHPRCILI 8 (<1 %) 0 0
PeP»C-C,PePé C,P° P>PuPiPuPSPuPIPEPNe PeCHPSPIPSPIPEP»P&PI D (<1%) 0 0
CTPpCHPpPrPsCIC,C-PSPSCII PuPSPRPIPjPsC,PsCHP°PeCl 1 (< 1 %) Q 0

P C-PrPePs PTPSC,PuCHCI'C,PéCTC-P°P»CHbPSP® C...PIPsCHPsP+P° [C+P°CI'C,PsC,P° [CP°CI'C,PsC,P° C+P°CI'C,PsC,P°
P»PuPiPpPSCH/PiPSPpPIPjPsPSC-C,Bh PSPuPIC-PrPsPjP°|[PSPpPIC-PrPsPjP®  |PSPuPIC-PrPsPjP°®
P”Cl‘PﬂPp P”C-P°CHPuCII 614 (53 %) 65 (6 %) 2 (<1 %)
C$P°CI'C,Ps PkCrPrPsC,P° 386 (34 %) 14 (1 %) 0
P'P»CRPIP°PSPSCII 225 (20 %) 18 (2 %) 1(<1%)
P‘C-P»CH PI CE€P»CrPSPeCr 139 (12 %) 15 (1 %) 0
CP°CI'C,Ps PYC,PsPjP°C,PéC, 96 (8 %) 4 (<1 %) 0
P"PECI'PiPpCI'C-CII 83 (7 %) 2 (<1%) 0
PwPuC,PuPsCHPEP-Pj 43 (4 %) 0 0
P—PrCrC,C,CLI PJPEPIPsC,P° 36 (3 %) 2 (<1 %) 0
PJC,PIPsCHPuPSPSCII PIPECHP°P-PsPe PI 28 (2 %) 3 (<1%) 0
CHPsC,PsPIC-PNe PiPsCHPsP{PSPEPSC-
PYCrC...C-CI'C,CH PI CHPsC,C- 27 (2 %) 0 0
PSPuC#P°CI'C,Ps [PyP°PSPeCHPuP°C,PéC, 8 (<1 %) 4 (<1 %) 0
P PuPeC,P°P»CHPSPEPNe PeCHPsPIPsPIPEP»PEPI 8 (<1 %) 2 (<1 %) 0
PkP°CLIPIPSC-CI'C,Ctb CI'PIC-PYPsC— PeCHPsSPIC-PI |6 (< 1 %) 0 0
PeP°P»C-
PreCHPsPIPSPIPEP»PEPI PI CEP»CrPSPePsPIPs- 4 (<1 %) 2 (<1%) 0
PUPSCECi-CEPUPSPSCII P+ P+PsPeCr PePECEPePsPIPsPjCr C,CHP°PeC,C-
CEP»CIPSPePsPIPs-PePéCEPePsPIPSPiPs PrPUP»PUPSP® 4 (< 1%) L(< 1 %) 0
C,CHP°PeC,Cr P§P°CI'C,C- PIPEPiPsCHPsPIPSPuPSPSCII 3 (<1 %) 0 0
P PuPeC,P°P»CHPSPEPNe PeCHPsPIPsPIPEP»PEPL 2 (<1 %) 0 0
PPuCHC, PsCBP°C1C-CII C,PSPICI'C,PsPiPs 2 (<1 %) 1(<1%) 0
PePECEPUCPSPEPeP®
PreCHPsPIPSPIPEP»PEPI PI CHPsC,PsPIC-PNe 2 (<1 %) 0 0
PiPsCHPsPYPSPEPSC-
PreCHPsPIPSPIPEP»PEPI Cr PIPuCHC...PSC-C... 2 (<1 %) 1(<1%) 0
PIC-PrPrC-P»P°C... CEP»CrPSPePsPIPs-
PePECEPePsPIPsPiPs C,CHP°PeC,Cr
P—PsPIPSC-CEPSCII PePCEPePsPIP® C,C-CI'C,CFP»P° [1 (<1 %) 0 0
PrCHPEPIP°PIPn P+P»CRPIP°PSPSCLI 1(<1%) 0 0
P"PuPjPsCEPsC—PrP°P»CIbPSPEPNe 1(<1%) 0 0
PeCHPsPIPsPIPEP»PEPI
PuPuCHC, PsCHP°CtC-CII PeP»CIP+PsPIPsC— 1(<1%) 0 1(<1%)
PePECEPePE
P1sCHPsPIPSPIPEP»PEPI PI CFC,C'EF"PIPSCMPSPr‘Cf 1(<1%) 0 0
P PuC,CEPSPiPpCEPEC, PsPSPpP°P»>CEbPSPEPNe 1(<1%) 0 0
PeCHPsPIPsPIPEP»PéPI
C+P°CI'C,Ps P“C-PiPpCHP+C-P»C-CECrP+C-PSPpPjC-CII 38 (3 %) 2 (< 1 %) 1(<1%)
P’'C-PrC...PéP»PuPSPSCI] PiPsPeP°P-PSPéPeC-PI 29 (3 %) 13 (1 %) 2(<1%)
C, CfPSPeCtC-C— PiPuC+C-PSPePé
PuPsCHCrCEPpPSPSCII P- P+PsPeCr P“PuPiP°C,PsC,PsPeCI'P6C+PSC-CI'C,CH 18 (2 %) 11(< 1 %) 2 (<1 %)
Pi?pP'l'l"°C,PsP:C-P»C-P°C’l’jPSPSC— PSPuC$P°CI'C,Ps [P-PsPIC,CLIPSPECTCIT 3 (<1 %) 1(<1%) 0
CI'PECI'C,PpPjPé P PuPrPeéPeP°PiPpPSC,PsP-PSPu CrCHP°PIPuPSPSCII [2 (<1 %) 2 (<1 %) 0
PiPuC+C-PSPePé
PuPuC+C-PSPePsPIP® ) 1(<1%) 0 1(<1%)
PSPuPrPsCI'C,P°C,PSC-CI'C,CHhbBh
P”Cl‘PﬂPp P—PjC-PSP° PePsP»CHPsCHCT PIPsP»PsCI'CI'CII 404 (35 %) 1(<1%) 0
C+P°CI'C,Ps P”PsP»PsPSPSPs-PiC-PrPsCEPSPIPSPEPNe 206 (18 %) 39 (3 %) 0
CI'PéPSPrCEPsPj
PHP»PsPiPuCtC-CII 130 (11 %) 0 0
P’PECI'PEPT 129 (11 %) 7 (<1 %) 0
C+P°CI'C,Ps P“C-PiPsPiC-PiPjPuPSC,P°CtC-CII CEPeC-ChPé 52 (5 %) 0 0
PYCrC...C-CI'C,CHh C€PeC-CEPé 50 (4 %) 0 0
PYPIPRCEP=C-PY 29 3 %) 0 0
P+CHPEC,PuPjP° 25 (2 %) 0 0
P”PpuPiC-PiPjPuPSC,P°C+C-CII CE€PeC-CHPé 20 (2 %) 0 0
P“C-PiPuCHPiC-PrCHPsP- 17 (1 %) 0 0
PuPsCHCrCEPPPSPSCII P+ P+PsPeCt PSPpC#P“CfC,PS PJCHP°PYPuPSPSCII PSC-PiC,C-PI 11 (<1 %) 0 0
C€PeC-CRHPé C,P° P>CrC%0PpPSPSCII CEPeC-CHPé 10 (< 1 %) 0 0
PiC-PrC€PeC-CHPSPéC... C,PeP°PSPEPS P PuP°PeCtC-CII C, PsC,PsC+CrC,P»PePIPsCI'C,C- 7 (<1 %) 0 0
P+ CHPEC,PuPjP°C,PsP-PSPEPN. PIPECI'PEPI 6 (<1 %) 0 0
PJCHP°PIPuPSPSCII CEPeC-CEPé 5 (<1 %) 0 0
PP°PeCrP»CLICHPSPEPN: PIPECI'PEPT 4 (<1 %) 0 0
P’PECTP&Pi P-C- CI PIPpCEP=PUPYPUP] 3(<1%) 0 0
PuCrP-PéCHCP°CI'C,PEPNe PIPECI'PEPI 3 (<1 %) 0 0
P“PpPSPuCHP°P»C-P:-PsPIP°PSPEPNe CfPIPpC}ﬁPinPWT 2 (<1 %) 1(<1%) 0
P"PuPSPUCEP°P»C-P-PsPIP°PSPEPNe PIP6CI PEPI 2 (< 1 %) Q 0
PuP°PiCrP»CLICHPSPEPNe PIPECI'PEPT 2 (<1%) 0 0
P1iC-PrPsCEPsPIPSP° PuCHPEC, PuPjP° 1(<1%) 0 0

P'PECHP°P-PeP° CEPeC-CRPEER

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PyPsCHCrCEPPPSPSCII P- P+PsPeCt C+P°CI'C,Ps PHCHC,CRP°P»PiC-CII 148 (4 %) 8 (<1 %) 0
CI'PePpP»PpC,PSPs-PjgR ™ CIIP-PsPIPsC—| PrC-P°P»PiC-CI] 35 3 %) 2 (<1%) 0
C,P° CI'PiPsP»CiC+PSPsC— P55 ™ CLIP-PsPIC- CI PiP°P-PjP8 25 (2 %) o 0
C,PeP°PSPEPSP& PSPuCP°CI'C,Ps_[PYPePuP»PuC,PSPs-PjsE ™ CLIP-PsPIPEPNe P+C-P>CH 9 (< 1 %) 1(<1%) 0
PuPsCECrCEPPPSPSCII P+ PxPsPeCt P”CrPYPu PuCHPsC,PpuC—PSCrCRHC-CLI 135 (12 %) 32 3 %) 0
PSPéCHPsPe C- C+P°CI'C,Ps

CIPpCPsPIPPIC-PrPSPEC... PSPuCHP°CI'C,Ps [P1,CHPSPIPSPIPEP»PEPI PI CI PuCPsPIPEPIC-PrPSPEC... [1 (< 1 %) 0 0

C€P»CIIC...C-PI

CEP»CIIC...P°C...




PuPsCHCrCEPPPSPSCII P+ P+PsPeCr PSPUCEP°CI'C,Ps [PmPuPSPsCRHP°PiC-CII 3(<1%) 0 o
PuPiCEPsPrCiPeC, PéPIPSPsC— o 0 - =57 0
gllépélcr.ggmpé C.P° PiPsP»PsC+PSPsC— P'P°PiC-PSP°P»CHPSP&PNe PeCRHPsPIPsPIP&P»P&PI 3(<1%) 0 0
P.P°P»PsP-Pé PrPuC,CHPsCHP°PIC-CII 1(<1%) 0 0
P"CfP{P P'C,PsPjP»CRPIP°PSC-CI'C,CHh 1415 (36 %) 65 (6 %) 1(<1%)
C+P°CI'C,Ps
C+P°CI'C,Ps P—P°PiP°P»PuPSPSCII CI'P»PéP-PsPIPsC— 86 (7 %) 5 (<1 %) 0
| . PsP+PsP»PsPSPePé
P—P°PiP°P>CHbPSC- CHPsP-P»>P°PrPé BhCTC,PRPSC-CLL 52 (7 %) 70 (2 %) T<1%)
C,P° CHPpP°PeCtC-C— PI PjC-CI'CtC- — T 5 7
P-P°CI'C,PsCICi PIP°PSPSCII PKP°P+CHCLIPE ~ 72 (6 %) L (< 1%) u
P'C-P»CH PI PiCRCIPrCIIC... 18 (2 %) 2 (<1 %) 0
PSPuCEP°CI'C,Ps |PhP-PSPsP+ 4 (<1 %) 0 0
PiPsCRHCrCEPUPSPSCII CI'P»Pé&P-PsPIPsC— 1 (<1 %) 0 0
PsP+PsP»PsPSPePé
P”CrPYPu PyC-PrPIPEC%.PuPSPSCLI CHC-PIPSC-PI 246 21 %) 84 (7 %) 14 (1 %)
C+P°CI'C,Ps P°P»P°PSC-PSP°PjC-PSPsC,CEP°PSCI'C, PuCHP°P-Pé
PuC-PrPIPEC%oPpPSPSCLI CHC-PIPSC-PI 211 (18 %) 51 (4 %) 10 (< 1 %)
P°CI'PiP°CHC,P°C,P°PjC-PSPsC,CHP°PSCI'C, PuCEP°P-P§
CP°CI'C,Ps P—PjPuPSCEPUPSPSCII PjP°CI'Pé C,C-P»P° 96 (8 %) 7 (<1 %) 0
PriC-PrPIP&C%0PuPSPSCII CBC-PIPSC-PI 61 (5 %) 6 (<1%) 1(<1%)
P+C-P»C-CBCrP+C-PSCr PI PeCHPsPIC-
PLIC-PrPIP&C%0PuPSPSCII CBC-PIPSC-PI 55 (5 %) 3(<1%) 0
PeCHPuP°C,PéPSC-PSCY PI PeCHPsPIC-
PuC-PrPIP&C%oPuPSPSCLI CBC-PIPSC-PI P»C-PiP°P-Pé [51 (4 %) 21 (2 %) 7 (<1 %)
P—PjPuPSCEPpPSPSCII PeC-P»CHPePsCI'C,C- 51 (4 %) 3(<1%) 0
P»PuPNePePsCtP&C,C-PI™
PIC-PrPIP&C%0PuPSPSCII CBC-PIPSC-PI 36 (3 %) 0 0
C,PéCHPUPsC,CHPsPiPSPsPiPs PiPsCHPjPsPSCY PI
PeCHPsPIC-
P1iC-PrPIPEC%oPuPSPSCII CBC-PIPSC-PI 35 (3 %) 7 (< 1 %) 0
P°PjC-P»P°P-Pé
PyC-PrPIPEC%.PuPSPSCII CRC-PIPSC-PI PiP°PiPjP>- 31 (3 %) 9 (<1%) 1(<1%)
PiP»CRC,P°PjC-P»C,CBP°PSCI'C, PuCHP°P-Pé
P>P°P+PsCHP°C,PsCHPSC- C,P° P11C-PrPIPEC%0PiPSPSCLI 15 (1 %) 2 (<1%) 0
C-PSCI'C,CHCIPjPuPSC,P°P>CHPSC- P°CHC,PuCRC-P°P»CHPSPsPiPs C,PéCI PeCt
PrP°PSC- PyC-PrPIPEC%.PuPSPSCII CHC-PIPSC-PI 12 (1 %) 1(<1%) 0
CI'PuC}PsPIPéPSPé PI PeCHPsPIC-
P'C-PrC...PéP»PuPSPSCII PiPsPeP°P-PSP&PeC-PI 12 (1 %) 6 (<1 %) 1(<1%)
C,CPSPeCtC-PsPSCIPIP°PSPSCI] PiPuCtC-PSPePé
PSPuCHP°CI'C,Ps |PiC-PrPIPEC%oPpuPSPSCII CHC-PIPSC-PI 11 (<1 %) 4 (<1 %) 3(<1%)
PiPuC+C-PSPePsPIP&C... C,PuCEPjPuPSC,C-PI
P1iC-PrPIP&C%oPuPSPSCII CBC-PIPSC-PI 7 (< 1 %) 0 1(<1%)
PiP»CRPePsP-Pé PI PeCHPsPIC-
PPsPrPsPIPPRPSPSCII C-PSC,PuCHPIP°P»Cr QT PSP° [7 (< 1 %) 2 (<1%) 0
PuP»PuPeC,CHPsPeP°CHPrC-PsPiCHP°PiC-
PuC-PrPIPEC%oPuPSPSCII CHC-PIPSC-PI 7 (<1%) 1(<1%) 0
C,CHP°PSCI'P°PjC-PSP°P-Pé
P'C-PrC...PéP»PuPSPSCII PiPsPeP°P-PSP&PeC-PI 3(<1%) 0 0
C, CtPSPeCtC-C— C%oP&C,PSPIPEPrPSPSC—
P-P°P»PsP-Pé
PuC-PrPIPEC%oPpPSPSCLI 2(<1%) 0 0
PrC-P°CI'C,PsP»C-C+PSPsPiPs )
P°CHC,PuCRC-P°P»CHPSPsPiPs C,PéCI'PeCr
PyC-PrPIPEC%0PuPSPSCII CIPECIC,PsP»C-C1PSPsPiPs 1 (< 1 %) 0 0
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr

BB PkPuP+P°PYP°PSC- CHPuP°PeCtC-C—, PiPsPIBR™ CLIP-P°PSC- P- P»C-PeCrPIP°PSPSCLIPj, CLIPeC- P+CrP»Pé P-P°CHPuC”CI'C,CEPsPIP°PSC- PiCRHPsC,CIIPiPsPj
PiC-CI'P»CLICBPuC”CI'C,CRP°CC-PNePSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] (CI'PiPsPSC,P°PSPSC- PiPsPIC-PrPsPjP»PuPSPSCII C,P° CI'PpuCEPN:PsP-PSC- PSPuP+P°PIP°PSC-
CEPpP°PeCtC-C—, P-P°CHPUC”CI'C,CBPsPIP°PSC- PI CFCI'C-C... PeP»C-PSC-C4PSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... PiP°P-PsPiP°PSC-P+Cr).

* PuPsPIBR ™ CLIP-P°PSC- P P»C-PeCrPIP°PSPSCIIPj PiPsP+C-CPSC- CEPuP°PeCtC-C—, PICHPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»PsCI'CII P»PéCEPp PiCHPsC,CLIPiPsPj
PiPsCI'C,PjP°CHPePuC,PEPSPiPsPIPsPiPs PiPpCRHC-PsPrCr. PSP°CI'C,PsC,Ct PSPy PjPsPIPSP° PsCtC-PSP&C,Pé P-P° PSP°CIIPIPSP&PjPé PrP°PSP&P;Pé.

P'CtP»Pé PsP+BH™ C"PrPSP°PSC- C,P°PeC- C,PuCHPjC-PSPé:

""P‘C-P»CH Cf CEP»CIPSPeCT, P£C-P»CH Cr PIPUCHC...PSC-C... PIC-PrPrC-P»P°C... CEP»CIPSPeP°® C,P° P+C-P»CH Ctf PSPEPIPSC-C... PIC-PrPrC-P»P°C... CEP»CIFPSPeP°.
"“PkP°P+CBCIIPe, PIPuCEPEC, PUCEPECEPSPEPN: PSP°P+CHCLIPe, PSP°P+CHCLIPe PsC+PuPNe, P»PsPeP°P»C-P-PsPIP°PSP&PNe PSP°P+CHCIIPe C,P° PSP°P+CHCIIPe
PsP+P»P&C+C+CLL

'P”P&CI'PiPuPIP-C-CIJ, P°PiPuPIP-C-CII C,P° PiC-PiPsPiPuPIP-C-CII.

"P—PjPiPSCEPUPSPSCII PeC-P»CHPePsCI'C,C- P+C-P»PéC... PeP»C-C,P&PS PeCHPSPIC-, P-PjPpuPSCEPUPSPSCII PeC-P»CHPePsCI'C,C- PSPuPNeC,CHPsC, C-P»C-PI C,P°
P-PjPuPSCEPUPSPSCII PeC-P»CHPePsCI'C,C- P»PuPNePePsCtP&C,C-PI.

"P—PSP&PPuPSP&PN: P°PiPuC,PEC, C,P° P°PSPsCHPuPeCI'C-CII.

“PYPuCBCtPuPIP° PrPéCI'C,CrPSPeCtC-CLI, PrPECI'C, CrPSPeCTC-CII P»C-PIPsPiPs CEP»CrPSPsC+PeP°, CI'PuCHCtPuPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH C,P°
CHPUCI'C,CEP&PeC,PEPIPSP° PeP°CEPrC-PsPjC-PsPiP°C,C-CI].

"'P’PuPSPsP-PSPp C,CHPsPjP+PsPuPjP+PsP»C-CPSPy CLIPIPEC%0Py, C,CHPsPjP+PsP- PiP»P&P+PsPeP&C... PIPUPS, P»PuPiPuPSPUPIP® PuPjP+PsP»C-CII C,P° P»PuPiPuPSPuPIPEPNe
C,CHPsPjP+PsP-.

PkPpPNeC,CRHPsPiPpPSC-CII, C,CHPsPjP+PsCtP&C,PsPiPuPSC-CII C,P° PrPsP»PsPSPSPs-
PiC-PrPsC€PsPIPSPEPNe CI'PEPSPrCHPsPj C+P°CI'C,C-C€Pp CI'PiPsCI'C,PuCRHC-PiP°P»P&CI'CII Crf
PiP°CtC-C”PSC,C-PI CI'C...C-PrPSPs-P°P-C-P°C,CI'CHhPePsPiPs PiPsC...PsPrPYPuPSPSCI].

PkPpP+P°PIP°PSC- CFPpP°PeCC-C—, PiPsPIBF™ CIIP-P°PSC- P+ P»C-PeCiPIP°PSPSCIIP;,
CIIPeC- P+CiP»Pé P-P°CFPuC”CI'C,CEPsPIP°PSC- PI PrPsCI'P»C-PrP{PuPSPSCIIC... Cf
PiP°CtC-C”PSC,C-PI P- PYPwPy (n=382)



PYP&CI'C,PpPjPSPs-PsCEPiP°PSPSPéPNe

P§P°CI'C,PsC,P°

[PXPpP£P°PIP°PSC- CHPpP°PeCTC-C—

P'CI'C-

PYC,CrPiC-PSCH 3

PYC,CiPiC-PSCH 4

1c (PICIC- ICI'C,CiPiPuPSC-|n (%) n (%)
PeP»P°CT CI'C,CEPiPUPSC-) .
PTPSC, PuPeCIC-C— C,P° CP°CIC,Ps PTPSC, PpPeCTC-CLI CLICLPRPS 41 %) 0 0
C-PSPIPP-C-C—
P"PsP=ChHPsCIIPeC-CIPSC-, B"CrPTPn BuCrC...P»PEPSPSP° P=C P>CHb 121 (32%) 32 6 %) 0
P-P»PsCIIPeC-CI'PSC- C,P° C+P°CI'C,Ps
PSPUCFC, PsC+PSPPPSC-
PSPSPIPSCLC, PIPsCEPuPSPSCII
(PIPeP»CRCP°CRCiPé PeC-CI'C,Pé C,P°
IPiPsP»C-PiPé)
PCrPPY B> PRPN-PePsPIPRPSC-CLL 106 (44%) 3% 0
C4P°CTC,Ps PyCEPsP]P£PsCTP&C, PsPIPRPSCCLI 36 (36 %) 7 (3 %) (< 1%
PuPSCEC/CEPUPSPSCI] P- P4PSPeCE , P&PPN:C,CEPSPIPRPSC_CII 79 (33 %) 10 (4 %) 0
PeCEPSPIC. C.P° PSPRCIPCIC,Ps |[PJCHPsPjPPsC,PECIPSP® T(<1%) T(<1%) 0
P»C-PJC, P°C, PECIPSPSC— Fglcﬁpscggéi;}jg%égspépé%'PC}CE PSC,P&CHPSC
erC €P» ° éC, sPjP£PsC,Pé T
(CLPECIC Pupjpe C,CEPsP{P=PsC1P&C, PsPiPuPSC-CIPSCE
PiCCEPICICECY C,P° PiPuPjPsP»C-C,PECEPSPEPN:
(C£CEPuPjC-CPSPEPNe CI'P&PSPrCEPsP))
P+ PSPrPsPeChHPEPSPSC- CP°CIC,Ps B"C-PiPsC,PECHPRPsP- 18 %) 0 0
PiPsCECi-CEPRPSPSCII
P"CPIPR P_DPSPEPYPLPSPEPN: P°PIPRC, PaC, 108 (28%) 12G%) 0
C4P°CI'C,Ps “C-PiPsP°P»CHbPCIPIC- iCCL” 81 (34 % 2(<1% 0
PuPSCECFCEPUPSPSCIL P PLPSPCCH | pre s —[ bop ppon perepepo 4((1% : 2 210/) : 0
PsP+PjC-PSCi CRPuCtPsPIP&PS C- =5 TREESTTE OIS 2 °
PSPRCIP°CIC,Ps_|P"C-PiPsPjP°PIPSC-C"PJC-CIL 1 (<1%) o 0

C...P°CRC+CrPIP°PSPSCII

CiP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PYP&éPSPrCEPsPj P»C-P-P&CI'CE PiCfC... P»PéPS*

CiP°CI'C,PsC,P°
PSPuPIC-PrPsPjP*

CP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

CiP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PuCIP&C...C-P°C,CHP&CIPSC- CtP°CTC,Ps PPuP-CI'PsPSPSCI] 5 (1 %) T(<1%) 0
PiPsCE CCEPpPSPSCII
P"CrPYPy P"P&CTPiPpPIP-C-CII"" 79 (21%) 0 0
C+P°CI'C,Ps [P“PsP»PsPIPSP&EPN: P+C-P»CH 54 (14%) 2 (<1%) o
CP°CIC,Ps PuPLCEHPEC, PUCHPECIPSP® CIPuPSCI PSCHPSP® 30 (8%) T (<1%) 0
PuPsCECiCEPuPSPSCII P- P+PsPeCr PSPUPN:CEPsPiP°C,C-ClI
PSPuCEPIPsPIPSC— CIPCIC,PpPjPé P—P°PiP°PjPsCHPsC+PuPSPSCII 15 (4 %) 0 Q
PSPUCFP°CI'C,Ps |PYPsPSP»P&PIC-CI'C,Clb B(<1%) 0 0
PuP°CHPuCIC,PuP-C-CI 1(<1%) Q Q
PtPSC,P°CHPEC, PjPsP-PeCr T(<1%) 0 T(<1%)
PiPsCHCICEPUPSPSCII P- PxPsPeCt  [C#P°CIC,Ps [P—P°C,CIPjP°PSPPSPSCI] P-PSCHCE 15 (4 %) 0 0
PsCHPiP°PSCr P-PsCHCr
C{P°CTC,Ps PYPuCECPUPIP° PrP&éCIC,CrPSPeCHC-CII™ 21 (5 %) 3(<1%) T(<1%)
PuPSCECCEPRPSPSCII P- P4PsPeCE g’éiéCFC,,CfPSPeC:rC—CH P»C-PIPsPiPs 13 (3 %) B(<1%) 0
CrP]lCl'jCTCH ' »CFPSF"‘SC¢P€P
P'CHP°PrP&PeP° CRPrC-CIJ (1 %) 0 0
PSPUCIP°CI'C,Ps_|P1PSC,P°CRPeC, PjC-PsPeP°CHPrP° 1(<1%) 0 Q
PrCrPIPy P“C-PiPRCEC,PuPSP-C-CII 152 (40%) 26 (7 %) 0
C+P°CI'C,Ps
C{P°CIC,Ps P'PUPSPsP-PSPy C,CHPSPjP£PsPuPjP£PsP»C-CFPSPE |13 (3 %) 1 (1 %) 5 (1 %)
PuPsCECiCEPuPSPSCII P- P+PsPeCr CLIPIPEC P
CPCePrPEPS n * PuCT,P&PiP»PEPIPE 12 (3 %) 0 0
PuPsCPRCHPIPSPSC-PSPSCI] PsP£P»PECECICII 4 (1 %) 0 0
PSPUCHP°CI'C,Ps_|P/sCHPsPIPSPIPEP»PEPI 2 (<1 %) 1(<1%) Q

PSPUPIC-PrPsPjPs

PhPSPUPICHPEP-PjPé C,P° CHPSP-CEP°CHCIPIP PSPSCII
P°CEC,PpCEC-PNe

PSP°CI'C,PsC,P°
PSPuPIC-PrPsPjP*

PSP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PSP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

PyPsCHCrCEPPPSPSCII P- P+PsPeCr
PrP&C...P°P»CHPSPsC—
CI'PéCI'C,PpPjPé, PiCHCIPrPSPsC—
PeP»C-C,PePé C,P°
CIPuCHPuPrPsCIC,C-PSPSCII

C+P°CI'C,Ps PkPsCI'PsPIP° PeCHPsPIPsC,PuCipP° 22 (6 %) 0 0
P"P8CI'C, PsPSC-CLI 20 (5 %) 0 0
P—P°PrPéCE€PeP® 14 (4 %) 3 (<1 %) 0
PP°CEPUP»ChH 12 (3 %) 0 0
P1iPSPuPIPjPsC,PsCHP°PeCI’ 7 (2 %) 2 (<1 %) 1(<1%)
P“PéPeP°PIPeP°® 4 (1 %) 0 0
Pr,CHPsPIPsPIPEP»PEPI PI P»PuPiPuPSCIIC... 4 (1 %) 1(<1%) 0

PSPuC+P°CI'C,Ps |P‘C-P»CH PI CHPsC,PsPiP»PsC,CtC- 3 (<1 %) 0 0
P1CHPsPIPsPIPEP»PEPI PI P+CHPsPSC...P°C... 2 (<1%) 0 0
P PEPSPsCHPuCII 1(<1%) 0 0
P1eCHPsPIPsC...P°CHPeP°PSPSCII 1 (<1 %) 0 0

CBC-PrPePs [PtPSC,PuCHCI'C,PéCtC-P°P»CHPSP® C...PIPSCHPsP+P° [C{P°CI'C,PsC,P° [C+P°CI'C,PsC,P° C+P°CI'C,PsC,P°
P»PuPiPuPSCH/PiPSPuPIPjPsPSC-C,EH PSPUPIC-PrPsPjP°|PSPuPIC-PrPsPjP®  [PSPuPIC-PrPsPjP°
PrCfPYPu P"C-P°CHPuCII 174 (46%) 17 (4 %) 0
C+P°CI'C,Ps PKCFPrPsC,P° 167 (44%) 8 (2 %) 0
P'P»CRPIP°PSPSCI] 96 (25 %) 7 (2 %) o
P‘C-P»CH PI CEP»CrPSPeCr” 55 (14 %) 4 (1 %) 0
[PYC,PsPjP°C,P&C, 41 (11 %) 1(<1%) o
C+P°CI'C,Ps P—PrCrC,C,CLI PJP&PIPsC,P° 16 (4 %) 2 (1 %) 0
PYCFC...C-CI'C,CH PI CBPsC,C- 14 (4 %) 0 o
P”P&CIPiPuCI'C-CII 12 (3 %) 0 o0
P1CHPsPIPsPIP&P»PEPI PI CHPsC,PsPIC-PNe 5 (1 %) 0 0
PiPsCEPsPPSP&PSC-
PrPuC,PuPsCHPEP-Pj 5 (1 %) 0 o
. : " PHPSP°P»CHPSPEPN. PeCRPSPIPsPIP&P»P&PT 4 (1 %) 0 0
e o ereo ot e [FSPRCIPCTC,Ps [PnCRPSPIPSPIPGP»PEPL PL PEPRPY 2 (< 1% 0 0
C,CEP°PeC,Ci P PuPeC,P°P>CHPSP&PNe PeCHPsPIPsPIP&P»P&PI 2 (<1 %) 0 0
[P—PsPIPSC-CEPSCII PePéCEPePsPIP® C,C-CI'C,CrP»P° [1 (< 1 %) 1(<1%) 0
PrCHPsPIPsPIP&P»P&PI PI CEP»CIrPSPeCT 1(<1%) 0 o0
PrPuP»PuPSP° 2 (<1 %) 0 0
PCHPsPIPsPIP&P»PEPI PI CI'C,CHP°PIPSC...PsPrC- 1(<1%) 0 1(<1%)
PuPuCHP&C,PsPSC-C, 1(<1%) 0 0
P PuC,CHPsPiPuCHP&C, PsPSPuP°P»CHPSPEPNe 1(<1%) 0 0
PcCRPsPIPsPIP&P»P&PI
PrCHPsPIPsPIP&éP»P&PI Cf PIPCHC...PSC-C... 1(<1%) 1(<1%) 0
[PIC-PrPrC-P»P°C... CEP»CrPSPePsPIPs-
PeP&CEPePsPIPsPiPs C,CBP°PeC,Cr
PPLCHC, PsCHP°CtC-CLI PeP»CrP+PsPIPsC— 1(<1%) 0 1(<1%)
PePECEPePE
PSPUCIP°CI'C,Ps |P'C-PrC...PéP»PuPSPSCII PiPsPeP°P-PSP&PeC-PI 2 (<1%) 0 1(<1%)

PuPsCECiCEPPPSPSCII P- P+PsPeCr
PiPpPiP°C,PsP+C-P»C-P°CEPSPsC—
CI'P&CIC,PpPjPé

C,,CrPSPeC+C-C— PiPpuCtC-PSPePé

C+P°CI'C,PsC,P°

PSPpuPIC-PrPsPjP°

PPuC$C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CHh*

C+P°CI'C,PsC,P°

PSPuPIC-PrPsPjP°

C+P°CI'C,PsC,P°

PSPuPIC-PrPsPjP°

[C+P°CI'C,PsC,P°

PSPuPIC-PrPsPjP°




P"CFPIPR P—PjC-PSP® PePsP»CEbPsCECE PIPsP»PsCICICLL 93 (24 %) 0 0
C+P°CI'C,Ps P"C-PiPsPiC-PiPJPuPSC,P CC-CL] CEPeC-CHPé B0 21 %) 0 0
P+PcCI'C,PsP»C-P°C,P&PIPSPEPN: PIPGCI P&Pi 52 (14 %) 2(<1%) 0
C¥P°CIC,Ps PhP»PsPIPuCTC-CIL 30 8 %) 0 0
PJCEP°PIPuPSPSCLI CEPeC-CEPE". 26 (7 %) 1 (1 %) 0
PYCfC...C-CL'C,CEb CEPeC-CHP& 21 (5 %) 0 0
, , P"C-PiPuCHPIC-PrCHPSsP- 18 (5 %) 0 0
gggzg{aé:gggzl’l;spscu P- P£PsPeCt PICHP PYPRPSPSCLI PSC-PIC,C—P1 13 (3 %) 0 0
PiC-PrCEPeC-CEPSPEC... C,PeP°PSPEPS PYPIPLCEP£C-P{ 11 (3 %) 0 0
P-CHP&C,PPjP° 1 %) 0 0
PSPUCIP°CIC Ps |P'PECHP°P-PePé PSP° CEPeC-CRC- B(<1% 1(<1%) 0
P’P6CI P&PI 1(<1%) 0 0
PuP°PiCIP>CIICEPSP&PN: PIPECIPEPi T(<1%) 0 0
P PuP°PeCTC-CLI C,PsC,PSCECIC,P»P&PIPSCIC,C- 1(<1%) 0 0
P”PsP»PsPSPSPs-PiC-PrPsCEPSPIPSPEPNe 2 (<1 %) 0 0
CI'P&6PSPrCHPsPj
PuPsCECiCEPuPSPSCII P- P+PsPeCi  [C+P°CIC,Ps PYPePuP»PuC,PSPs-PjEE ™ CLIP-PSPIPEPNe P=C-P>Clb |35 (9 %) 2 (<1%) 0
CI'PePpP»>PuC,PSPs-Pjs ™ CIIP-PsPIPsC—| PrC-P°P>PiC-CI] 28 (7 %) 2 (<1%) 0
C,P° CI'PiPsP»CiCPSPsC— P55 ™ CLIP-PSPIC- CLPiP°P-PjP6 B 2 %) 0 0
C,PeP°PSPEPSPé PSPuC#P°CI'C,Ps [PbCEC,CHP°P»PiC-CII 2 (<1 %) 0 0
PuPsCHCICEPPIPSPSCII P- PxPsPeCf |PSPuCP°CIC,Ps |PUCHPSC,PpC—PSCICHC-CLI 2(<1%) 0 0
PSP&CEPsPe C-
CI'PpC#PSPIPEPIC-PrPSPEC...
C€P»CIIC...C-PI
PuPsCHCFCEPUPSPSCIL P- P+PsPeCt  |[PSPRCIP°CIC,Ps |P'P°PiC-PSP°P»>CEbPSP&PNe PeCEPsPIPSPIP&P»P&PI B3(<1%) 0 0
CHPpPiCEPsPrCfPeC,PPIPSPSC—
CI'P&CI'C,PpPjPé C,P° PjPsP»>PsC+PSPsC— PrPpPSPsCHP°PiC-CLI T(<1%) 0 0
P-P°P»PsP-Pé
PrCIPYPL P"C,PsPjP»>CRPIP°PSC-CIC,Clh 178 (47%) 349 %) T(<1%)
C+P°CI'C,Ps
S ... |C#P°CICPs PXP°P=CHCLIPe" 18 (5 %) T(<1%) 0
P—P°PiP°P>CELPSC- CEPSP-P»P Prpé P"C-P»CHb PI PICRCAPICIIC .. 123 %) D) 0
C,P° CEPpP°PeCtC-C— PI PiC-CI'CiC- o PSrers TIRED] 5 5
P-P°CI'C,PsCI'Ci PIP°PSPSCII PP .
PSPuCiP°CI'C,Ps |[P—P°PiP°P»PuPSPSCLI CLP»P&P-PSPIPSC— 1 (<1 %) 0 o
PsP+PsP»PsPSPeP&”™
PHCI'C,PRPSC-CLI T(<1%) 0 0
PrCrPYPy P—PjPuPSCEPUPSPSCI] PjP°CLP C,C-P»P° 86 (23 %) 5 (1 %) 0
C+P°CI'C,Ps
C+P°CI'C,Ps PuP°C,PsP»PsPiC-C—, PIPECLIPIP>PpPSC- PICHP8 29 (8 %) 1 (1 %) 0
PsPiP»CIIPrC- P>PhP -PsCEPiP°PSC-PI™
PLC-PrPIPEC%oPRPSPSCII CHC-PIPSC-PI 82 %) 11 %) 2(<1%)
P°P»P°PSC-PSP°PjC-PSPsC,CEP°PSCI'C, PuCEP°P-Pé
P'C-PrC...P&P»PuPSPSCLI CEC-PIPSCI 6 (2 %) 0 0
C...PsP»PUCIC,PuCEPSPSCY P PeCBPSPIC-
PLC-PrPIPEC%oPRPSPSCLI CHC-PIPSC-PL 5 (1 %) 2(<1%) 2(<1%)
., . ) P°CI'PiP°CEC,P°C,P°PjC-PSPsC,CRP°PSCI'C, PuCEP°P-Pé
g’_1;)Slijiflz:slgﬁﬁgf%ji;%’%%?g;l)gg}bpsc_ PrC-PrPIPEC%oPRPSPSCLI CBC-PIPSC—PI PIP°BiBIP* |4 (1 %) 0 3(<1%)
PrPoPSO.T PiP>CEC,P°PjC-P»C,CEP°PSCI'C, PuCEP°P-Pé
PSPUCIP°CI'C,Ps |PiC-PrPIPEC%0PRPSPSCII CHC-PIPSC-PI 2(<1%) 0 0
P=+C-P»C-CECfP=C-PSCF PI PeCHPSPIC-
P—PjC-PSP° CHC-PIPSCL 2(<1%) 0 2(<1%)
PHCI'PiP°CEC,P°C,P°PjC-PSPsC,CEP°PSCIC, PuCHP°P-Pé
P—PjC-PSP° CHC-PIPSCLI , T(<1%) 0 T(<1%)
PhP»P°PSC-PSP°PjC-PSPsC,CHP°PSCI'C, PuCEP°P-Pé
P—PjPuPSCEPPPSPSCLI PeC-P»CIbPePSCIC,C- T(<1%) 0 T(<1%)
C,CRPSsPjP+PsCP&C,C-PI
PuPsPrPsPIPTPRPSPSCII C-PSC,PuCEPIPP>Cr QT PSP° [2 (< 1 %) T(<1%) 0
PuP»PuPeC, CEPsPeP°CEPrC-PsPiCEP®PiC-

BB PkPuP+P°PYP°PSC- CBPuP°PeCTC-C—, PiPsPIBR™ CLIP-P°PSC- P- P»C-PeCIPIP°PSPSCIIPj, CIIPeC- P+CIP»Pé P-P°CHPuC”CI'C,CBPsPIP°PSC- PiCHPsC,CLIPiPsPj
PiC-CI'P»CLICEPuC”CI'C,CHP°CtC-PNePSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII (CI'PiPsPSC,P°PSPSC- PiPsPIC-PrPsPjP»PuPSPSCII C,P° CI'PuCHPNePsP-PSC- PSPuP+P°PIP°PSC-
CEPuP°PeCtC-C—, P-P°CHPuC”CI'C,CBPsPIP°PSC- PI CFCI'C-C... PeP»C-PSC-CPSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PiP°P-PsPiP°PSC-P+Cr).

* PyPsPIER ™ CLIP-P°PSC- P- P»C-PeCIPIP°PSPSCIIPj PiPsP+C-C+PSC- CBPuP°PeCC-C—, PiCEPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»PsCI'CLI P»P&CEPy PiCHPsC,CLIPiPsPj
PiPSCI'C,PjP°CEPePuC,PéPSPiPsPIPsPiPs PiPpuCHC-PsPrCt. P§P°CI'C,PsC,Cr PSPy PjPsPPSP° PsCtC-PSP&C,Pé P-P° PSP°CLIPIPSP&PjPé PrP°PSP&P;Pé.

P'CtP»Pé PsP+EB ™ C"PrPSP°PSC- C,P°PeC- C,PuCHPjC-PSPé:

""P‘C-P»CH Ct CEP»CFPSPeCY, P+C-P»CH Cr PIPRCEC...PSC-C... PIC-PrPrC-P»P°C... CEP»CrPSPeP°® C,P° CEP»CrPSPePsPIPs-PeP8CEPePSPIPEPNe P+C-P»CHb.

"“PkP°P+CHCLIPe, PiPpCEPEC, PuCHPECEPSPEPNe PSP°P+CHCLIPe C,P° PSP°P+CRCLIPe PiPsPIC-Pe.

"'P‘C-P»CHCEC-CI'C,CH CtPEC... PIPEPiP°PrPeC-PI PsPiPECI'CfPIP°P»Pé PrPsP»PsPSPSPs-PiC-PrPsCEPsPIPSP&PNe. CI'PéPSPrCHPsP).

"P’PuPSPsP-PSC- C,CHPsPjP+PsPuPjP+PsP»C-CPSC- CLIPIPEC%oP° PIPeP»CRCHP°CRC,CH C,PuCEPjC-PSPé C,CHPsPjP+PsP- PiP»P&P+PsPeP&C... PIPUPS, P»PuPiPuPSPuPIP®
PuPjP+PsP»C-CII C,P°® P»PpPiPuPSPuPIPéPNe C,CHPsPjP+PsP-.

"P‘C-P»CHCEC-CI'C,CH CtP&C... PIP&PiP°PrPeC-PI PsPiP&CI'CFPIP°P»Pé PjCtPePsP-P&C,.

“'P§P°CI'C,PsC,P° P+P°P-CrC"C,CHCI'CII PSP° P»P°P+PsCHP°C,PSCEPSPEC... P-PSP°C#PuPSPSCIIC... PrPsCI'P»C-PrPIPuPSPSCII VEG110727 (N=240). P’PsPSPé CRC-PrC€Pp
PiPSPIC-PrPsPjP»CLIP»P&CI'CII CLIPe PSPuP+P°PIP°PSC- CLIPIPEC%0P° PrPsCI'P»C-PrPSP&éPeP°PjPé, PSC-P{ PSP° C+Pu PIPeP°P-CrPIP°P»Pé PrP°PSC- P»P°P+PsCHP°C,PsCHPSPEC...
P°PSP°P»C-P-C-PL

"PIPIP&C%0P° CI'PpCHCPpPIPsC— PrPéCI'C,CtPSPeCtC-C— PIPeP»CRC+P°CRC,CH C,PuCHPjC-PSPé PrP&CI'C,CPSPeCtC-CLI P»C-PIPsPiPs CEP»CrPSPsC+PeP°, CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH C,P° CBPuCI'C,CEP&PeC,PéPIPSP® PeP°CHPrC-PsPjC-PsPiP°C,C-CI].

" P§P°CI'C,PsC,P° P+P°P-CfC”"C,CHCI'CII PSP° PSPuP+P°PYP°PSP&C... CLIPIPEC%oP°C..., PiPSPIC-PrPsPjP»PuPSP&C... PrPsCI'P»C-PrPSP&PeP°PjPé. P’C-PrC...PéP»PuPSPSCII
P»P°P+PsCEP°C,PsCHPSP&EC... PiPsPeP°P-PSP&PeC-PI CEPuC”CI'C,CHCIPIP P»P&CI'CII CLIPe PSPuP+P°PYP°PSC- CIIPIP8C%0P° PrPsCI'P»C-PrPSPéPeP°PjPé CHC-PrCEPy, PSC-PY
PSP° CtPp PIPeP°P-CfPIP°P»Pé PrP°PSC- P»P°P+PsCRP°C,PsCHPSP&C... P°PSP°P»C-P-C-PI.

P] PiP°C+C-C”PSC,C-PI CI'C...C-PrPSPs-P°P-C-PNeCI'CH>PePsPiPs PiPsC...PsPrPIPuPSPSCII
C#P°CI'C,C-C£€Pu CI'PiPsCI'C,PuCHC-PiP°P»Pé PSPuPN.C,CHPsPiPuPSC-CR,
C,CRPsPjP+PsCtP&C,PsPiPuPSC-Ch C,P° CI'PéPSPrCERPsPj PrPsP»PsPSPSPs-
PiC-PrPsC€PsPIPSPsC— PuCHP&C,CRPsPrPéP-PuCI'C,PuP-C-C—.

P—PIC-C,CFPIP°PSPSCII PiCEPs PiC-PrPsP-CECRPIP°PSC- PSPuP+P°PYP°PSC-
CRPuP°PeCC-C—

P—PIC-C,CfPIP°PSPSCII PiCEPs PiC-PrPsP-CECRPIP°PSC- PSPuP+P°PYP°PSC-
CEPRP°PeCtC-C— PiC-CI'P»ClI CEPpC”CI'C,CHP°CC-C— P»C-PeP°CHCI'CHbPePsPiPs



P-P°CI'PsP+Ct PjP°C” PIP°PYP»P&PIPu P-PSP°C+PuPSPSCII. P!Pp P-P°P+PpP-PiPuC+CrC”
PiPsCI'C,C-PNePSP&PN: PjPsPSC-C,PsCHP&PSPi CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHPECI'C,CH/CRP&EP-PéPe P-P°CI'C,PsCI'CFPIP°PSPSCI]I P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+Ct. PYPiPuCtC-P°P»C-CI'C,C-PI CI'C,PuCEPé PsC...PsCEPsPSPé P-PrPsCHPsPISE ™ CII
PiCRPsCI'CIIC,CH P-PIC-C,CrPIP°C,Pé PiCHPs P+CrPrCH-CIIPeC- PiC-PrPsP-CHCRPIP°PSC-
PSPpP+P°PYP°PSC- CHPuP°PeCtC-C— C+PuCHPuP- PSP°CtC-PsPSP°P»CHPSCt CI'PECI'C,PuPjCr
P-PIC-C,PSPsCI'C,C- (P°PIC,PsPjP°C,P&P-PsPIP°PSP° C-PSC,PsCHPjP°CtC-PN.PSP°
CI'P&CI'C,PuPjP° P- C,P°CEPjP°PePsPSP°PiP»CIIPrCr).

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 3 ChPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PICEPuPiP°CEP°C, PiCEPé C,PuPjPiPuCEHP°C,CrCHC- PSPEPYCEPp 30 B°C.
P—P+PuCRC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

PuPs 30 C,P°P+P»PuC,PsPe Cr PSPuPiCHPsP-PsCHPsPjCr C,P»P°PePsPSC- P-
PiPsP»C-PuC,PéP»PuPSCt PIPECI'PsPePsC— C%o0C-P»CHPSPsCI'C,C- P+C-P»PsPiPs
PePsP»CHPsCRHCT P- PiPsP»C-PiCHPsPiC-P»PuPSPsPIPsCh PeCHPeCE€PePsCh, C%oPs PjP°C”

P-P°C...P&CI'C, PIC-Pr PrC-C,PpPNe. PuiPs 1 C,P»P°PePsPSCt PI PeP°CHC,PsPSPSC-PNe
PePsCHPsP=CtC-.

PsP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCt. P—P° CEPuCtPuPiC,PsPj.

P'’PéCHPsP+PSPé&PePé.

1. P’PéPiCICI'Pe CI'PuCHC-C—:

P“P»P°PeCI'Ps P’PuP»P»PePsPj PY.Ph., PtCI'PiP°PSC-CLI/ Glaxo Wellcome S.A., Spain;
2. P’PéPiCrCI'Pe CI'PuCHC-C—:

PI'{PSPIP°C"5C,C—CF PnP°C"E)PjP°CFCH>C"P1C,PéP€P°P» PwP°PSCrC, P°PeC,CrCHC-PSPi P>P>PS7',
PYP»PsPIPpPSC-CLI/ Novartis Pharmaceutical Manufacturing LLC, Slovenia.

PC-CI'CtPpP-PSP°C...PsPrPYPpPSPSCII PIP6CEPsP+PSPéPeC-PI C,P° P°PrCHPuCIPé
PjC-CI'C1CII PiCKPsPIP°PrPIPuPSPSCII C—C... PrC-CIIP»CHPSPsCI'C,C-.

1. PHPIPrP®. P+PeCI'C,CHPuPjP°PrCrCHP®, 3, PuPsP». PtPSPr. PHP»P»PuPSPrPuPrCrPuCHPs,
PHCHP°PSPrP°® PrPu P”CrPuCHPs, P‘CFCHPiPsCI, 09400, PtCI'PiP°PSC-CI]/ Avda. Extremadura, 3,



Pol. Ind. Allendeduero, Aranda de Duero, Burgos, 09400, Spain;

2. PICTP». P’PuCHPsPICEPePsPIP° 57, P>CRP+P»CIIPSP®, 1000, PYP»PsPIPpPSC-CLI/ Verovskova
Ulica 57, Ljubljana, 1000, Slovenia.



