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

PtCHP&éPSPsC,PuPeP°PS PhLPjP°PeCIP°

Irinotecan Amaxa

PYPecP»P°Pr:
PrC-CRC1P° CEPuCtPsPIP6PSP°: C-CHP&PSPsC,PuPeP°PS;

1 PjP» PePsPSCPpPSC,CEP°C,Ct PjC-CI'C,P&C,CHb 20 PjPi C-CEP&PSPsC,PuPeP°PSCE
PiC-PrCEPsC...P»PsCEP&PrCr C,CEP&PiC-PrCEP°C,Cr, C%oPs PIC-PrPiPsPIC-PrP°C” 17,33 PjPi
C-CEP&PSPsC,PuPeP°PSCY;

PrPsPiPsPjC-PIPSC- CFPuCtPsPIPéPSPé: D-CI' PsCEP+C-C,, PeP&CI'P»PsC,P° PjPsP»PsC+PSP®,
PSP°C,CEC-CR PiC-PrCEPsPeCI'P&Pr, PIPSPrP° PrP»CII C-PSER™ C”PeCtC-PNe.

P>C-P€P°CBCfCH)P€P° C,,PsCHPjP°. PisPsPSCtPuPSC,CHP°C, PrP»CII CHPsP-C+PéPSCr
PrP»CII C-PSC,CrP:C-PN..

PhCI'PSPsPIPSC- C,,C-P-PéPePs-C...C-PjC-C$PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PiCHPsP-PsCHPEPNe
CHPsP-C+P&PS PYPsPIC,PsPiPs PePsP»CHPsCHCT.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PECIPSP° PiCHCrPiP°.
PHPSC,PéPSPuPsPiP»P°CI'C,PéC+PSC- P-P°CI'PsP+Pé. PtPSPiC-P+C-C,PsCHPé
CtPéC,PsCI'C,P°C,PéC+PSPsC— C,PsPiPsC-P-PsPjPuCEP°P-Pé Pt. PiPsPr ATPT LO1PY P+02.

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

PtCHP&PSPsC,PuPeP°PS PhPjP°PeCI'P° C” PSP°PiC-PICI'PEPSC,PuC,PEC+PSPSCh
CEPuCtPsPIPéPSPsCH, PiPsC...C-PrPSPsCR PeP°PjPiC,PsC,PuCtPéPSCE. PPy
PiCEPsC,P&PiCIC...P»PEPSPSP&PNe PiCEPuPiP°CEP°C,, C%oPs PIP&CI'C,CLPiP°C”
CI'PiPuCtP&C, C-C+PSP&Pj C-PSPiC-P+C-C,PsCEPsPj P”PkPrb-
C,PsPiPsC-P-PsPjPuCEP°P-Pé Pt. PuC-Pr PrC-C”Ch
PeP°CHP+PsPeCI'P&éP»PuCI'C,PuCEP°P-Pé Ct P+C-P»CHCEPsCI'C,C- C,PeP°PSPEPS
PiCEPpPiP°CEP°C, PjPuC,P°P+PsP»C-P-CC”C,CHbCI'CLI PrPs CI'PiPsP»CrPePé SN-38,
CLIPeP°® PiPsCEHC-PIPSCLIPSPs P- C-CEP&PSPsC,PuPeP°PSPsPj C” P+C-P»CHbCE
P°PeC,P&PIPSPSCH C%oPsPrPs PsCPEC%oPuPSPsC— C,PsPiPsC-P-PsPjPuCHP°P-Pé Pt



C,P° P+C-P»CHCE CtPéC,PsC,PsPeCI'PEC+PSPsCh PIC-PrPSPsCI'PSPs CHCLIPrCr
P»C-PSC-PNe PiCfC...P»PEPSPSP&C... PeP»C-C,PéPS P»CRPrPéPSPé C,P° PjPECEPHPNe.
PiiCHPéPiPSC-C+PpPSPSCII P”PkPsb-C,PsPiPsC-P-PsPjPuCEP°P-Pé Pt PiC-Pr PrC-C”Ch
C-CRP&PSPsC,PuPeP°PSCr CtPé SN-38 PiCRP&P-PIPsPrPéC,CH PrPs
PiPsC€PePsPrPYIPuPSCH PsPrPSPsP»P°PSCtTCRPiPsPIPsC— P”PkPsb, CIIPeC-
P+P»PsPeCrCRC,CH CHPuPiP»C-PeP°C,PéPIPSCr PIPéP»PeCr P”PkPm C,P°
PiCHP&P-PIPsPrCIIC,CH PrPs CtPéC,PsC,PsPeCI'PéC+PSPsC— PrC-C—. P‘CrP»Ps
PICI'C,P°PSPsPIP»PuPSPs, C%oPs C,P°PePéPNe CtP&C,PsC,PsPeCI'PEC+PSPEPNe

PuC, PuPeC, C” P-P°P»PuPYPSPé&Pj PIC-Pr CP°CI'Ct C,P° CI'PiPuCtPéC, C-C+PSP&P;
PrP»CLI S-C,P°P-Pé PeP»C-C,PEPSPSPsPiPs CtP&PeP»Cr.

PCHC-Pj PiCHPsC,PéPiCrC...P»PEPSPSPsC— P°PeC,PéPIPSPsCI'C,C-, PSP°PNeP+C-P»CHC€
P-PSP°C+CfC%oPsCh C,P°CEPjP°PePsP»PsPiC-C+PSPsCh PrC-C”Ch C-CHP&EPSPsC,PuPeP°PSCY
C” PiCHPéPiPSC-C+PuPSPSCII P°PeC,PéPIPSPsCI'C,C-
P°CtPuC,PéP»C...PsP»C-PSPuCI'C,PuCHP°P-Pé.

PyP°CtC-C”PSC,Pé P-C- P-PSPéPYTPuPSPsCh P°PeC,PéPIPSC-CI'C,CR UGTIAL.

PJCHP&PrPéPSPrP&C,PsCI'C, P°C,-PiP»CRPeCrCRPsPSC-P»C,CHP°PSCI'C, PuCHP°P-P° 1Ph1
(UGT1A1) P+PuCHPu CfC+P°CI'C,CH Cr PjPuC,P°P+PsP»C-C+PSC-PNe C-PSP°PeC,PéPIP°CtC-C—
SN-38, P°PeC,PEPIPSPsPiPs PjPuC,P°P+PsP»C-C,Ct C-CRHP&PSPsC,PuPeP°PSCY, P-
CrC,PIPsCRPuPSPSCIIPj PSPuP°PeC,PEPIPSPsPiPs SN-38-PiP»CRPeCrCHPsPSC-PrCr (SN-38G).
P“PuPS UGT1A1 C...P°CHP°PeC,PuCRHPEP-CFC”C,CHCI'CI] PIPECI PsPePéPj

PiPsP»C-PjPsCHC, C-P-PjPsPj, C%oPs P-P°P+PuP-PiPuC+CrC” PSP°CIIPIPSC-CI'C,CH
CHC-P-PSPsPjP°PSC-C,PSP&C... PIP°CHC-P°PSC,C-PI C-PSC,PuPSCI'PEPIPSPsCI'C,C-
PjPuC,P°P+PsP»C-P-PjCr Cr PiCRHCIPiC-. 1 PsCI'PsP+P»P&PIP&PNe. PIP°CRC-P°PSC, PiPuPSP®
UGT1A1 PjC-CI'C,PéC,CH PiPsP»C-PjPsCHC,PSCr PrC-P»CILIPSPeCt PI PrC-P»CIIPSCtC-
PiCHPsPjPsC,PsCHP°, CtPuPNe PIP°CHC-P°PSC, PSPsCI'PEC,CH PSP°P-PICt UGT1A1*28.
PyP°PePéPNe PIP°CHC-P°PSC,, P° C,P°PePsP{ C-PSCEC- CI'PiP°PrPePsPIC- PiPsCHCIrCEPuPSPSCII
PuPeCI'PiCEPuCI'C-C— UGT1A1 (C,P°PeC- CIIPe CI'PéPSPrCHPsPj P-PéP»CHP+PuCHP® P°P+Ps
CI'PéPSPrCEHPsPj PiCHPEPiP»PuCHP°-PkP°PNeCIICHP°) PiPsPIsF ™ CIIP-CFfCRC,CH P-C-
P-PSPEPYPuPSPsCh P°PeC,PéPIPSC-CI'C,Ch CtCHPsPiPs C,PuCHPjPuPSC,Cr.

P PpP-CrP»CIhC,P°C,Pé PjPuC,P°P°PSP°P»C-P-Ct CI'PIC-PrC+P°C,CH, C%oPs PiP°CtC-C”PSC,Pé
C-P- CI'PéPSPrCHPsPjPsPj PiCHPEPiP»PuCHP°-PkP°PN.CLICEP® (C,PéPi 1 C,P° 2) P°P+Ps
PiPsPjPsP-P&éPiPsC,Pé P-P° P°P»PuP»PpPj UGT1A1*28 (CI'PEPSPrCHPsPj P-PéP»CHP+PuCHP°)
PIC...PsPrCIIC,CH PrPs PiCHCIPiPé PiC-PrPIPEC%oPuPSPsPiPs CHPEP-PEPeCT
PIP&PSP&PePSPuPSPSCI] PiPuPjP°C,PsP»PsPiC-C+PSPsC— C,PsPeCI'PéC+PSPsCI'C,C- (III C,P° IV
CI'C,CrPiPuPSC-PI) PiC-CI'P»CII PIPIPuPrPuPSPSCII CI'PuCHPuPrPSC-C... P°P+Ps
PIPECI'PsPeP&C... PrPsP- C-CHP&PSPsC,PuPeP°PSCr (>150 PjPi/Pj?).
P’P-P°C”PjPsP-PI8F ™ CIIP-PsPe PjC-P{ PiPuPSPsC,PéPiPsPj UGT1A1 C,P°
PIP&PSP&PePSPuPSPSCIIPj PrC-P°CHPuC— PIPSP°CI'P»C-PrPsPe PrC-C—
C-CHP&PSPsC,PuPeP°PSCt PSPy PICI'C,P°PSPsPIP»PuPSPs.

PuP°CtC-C”PSC,P°Pj P- B PIC-PrPsPjPéPjPé PiPsPjPsP-P&PiPsC,P°PjPé P-P° P°P»PuP»PuPj
UGT1A1*28 CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-PIPEC+P°PNePSCt PiPsC+P°C,PePsPICY
PrPsP-Ct C-CEP&PSPsC,PuPeP°PSCt. P’PsPrPSPsC+P°CI’ P-P° C,P°PePéPjPé PiP°CtC-C”PSC,P°PjPé
CI'P»C-Pr CI'PiPsCI'C,PuCHC-PiP°C,Pé C%oPsPrPs PiCHPsCLIPIC-PI
PiPpuPjP°C,PsP»PsPiC-C{PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-. P”P»CII PiP°CtC-C”PSC,C-PI, Cr
CIIPePéEC... PiC-Pr CfP°CI" PiPsPiPuCHPuPrPSC-C... PeCFfCHCI'C-PI P»C-PeCrPIP°PSPSCII PIPYPu
PIPEPSP&PeP°P»Pé PiCHPsCLIPIPé PiPpPjP°C,PsP»PsPiC-C+PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-,
CI'P»C-Pr CRPsP-PiP»CILIPSCrC,Pé PjPsPIP»P&PIC-CI'C,CH P-PSPEPPuPSPSCII



PiPsC$P°C,PePsPIPsC— PrPsP-Pé C-CHP&PSPsC,PpPeP°PSCt. P§PsC+PSCr PIPuP»PéCP&PSCr
P-PSP&PYPuPSPSCII PiPsC+P°C,PePsPIPsC— PrPsP-Pé PrP»CII CtC-C”C— PiCRCrPiPé
PiP°CtC-C”PSC,C-PI PSPy PICI'C,P°PSPsPIP»CRPIP°P»Pé. P‘CrPrCH-CILIPeC- PiPsPrP°P»CHCEC-
P-PjC-PSPé PrPsP-CrPIP°PSPSCII CI'P»C-Pr PiCHPsPIPsPrP&éC,Pé, PIP&C...PsPrCLICtPé P-
C,PsPiPs, CIIPe PiP°CtC-C”PSC, PiPuCEPuPSPsCI'PéC,CH P»C-PeCrPIP°PSPSCII (PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB» C,P°
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»). PkP° CI'CHPsPiPsPrPSC-
PSPuPrPsCI'C,P°C,PSCHPs PeP»C-PSC-C+PSP&C... PrP°PSPEC... PrP»CII PIPCI'PSPsPIPeCY
C%oPsPrPs PrPsCtC-P»CHPSPsCI'C,C- PiPpPSPsC,PéPiCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI P-P°
P°P»PuP»CILIPjPé UGT1AL.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

P1C-CI'P»CIJ PIPIPuPrPuPSPSCII C-CHP&PSPsC,PuPeP°PSCt PI PrPsP-C- 100-750 PjPi/Pj’
C€P»CIIC...PsPj 30-C...PIPéP»PéPSPSPsC— PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC—

C-PSC, CfP-C-C— PePsPYPSC- 3 C,PéPYPSC- CI'PiPsCI'C,PuCEC-PiP°C”C,CHCI'CII PrPIPs-
P°P+Ps C,CHP&C, P°P-PsPIP° PiP»P°P-PjPsPIP° PuP»C-PjC-PSP°CtC-CII
C-CBP&PSPsC,PuPeP°PSCr. PYPuCEPpPrPSC-PNe PiP»P°P-PjPsPIPEPNe PeP»C-CEPpPSCI — 15
P»/PiPsPr/Pj’, PsP+8R™ C”Pj CHPsP-PiPsPrC-P»Cr PI CRC-PIPSPsPIP°PPSPsPjCr CI'C,P°PSC-
(Vss) — 157 P»/Pj* PiPsPIPuCHC...PSC- C,C-P»P°. PYPuCHPuPrPSC-PNe PiPpCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII P- PiP»P°P-PjPé PeCRPsPIC- PiC-Pr C+P°CI" PiPuCHCEPsC—
C,P°P-Pé C,CRP&C, P°P-PsPIPsC— PjPsPrPuP»C- CI'C,P°PSPsPIP&PI 12 C...PI, PiC-Pr CfP°CI
PrCRCrPiPsC— C,P°P-Pé BF“ 2,5 PiPsPrPéPSPé, PiC-Pr C+P°CI’ C,CHPuC,CHhPsC— C,P°P-Pé BR”
14,2 PiPsPrPéPSP&. PuP»P°P-PjPsPIP° PuP»C-PjC-PSP°CtC-CII SN-38 P+CrP»P°

PrPIPsC, P°P-PsPIP° P-C- CI'PuCHPuPrPSC-Pj PeC-PSCtPuPIP&Pj PiPuCHC-PsPrPsP;
PSP°PiC-PIPIP&PIPpPrPuPSPSCII 13,8 PiPsPrPéPSPé.

P—PIBR™ CIIP-CrPIP°PSPSCII P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCRHPsPIC- Cr
PrPsCI'P»C-PrPIPuPSPSC- in vitro CI'C,P°PSPsPIP&C,CH PiCHPEP+P»P&P-PSPs 65 % PrP»CII
C-CHPéPSPsC,PuPeP°PSCr C- 95 % PrP»CII PjPuC,P°P+PsP»C-C,Cr SN-38.

P‘C-P»CHCEPp 50 % PrPsP-Pé C-CEP&PSPsC,PuPeP°PSCY, PIPIPPrPuPSPsPiPs
PIPSCC,CBC-CEPSCHPSPIPUPSPSPs, PIPEPrC-P»CLIC”C,CEbCI'CLI Cf PSPuP-PjC-PSPUPSPsPjCY
PIP&PiP»CLIPrC-, 33 % PIP&PrC-P»CLIC”C,CEbCI'CLI P- PeP°P»PsPj, PI PsCI'PSPSPIPSPsPjCt
C+PuCHPuP- PYPsPICt, C,P° 22 % BF* C-P- CI'PuC+PuCR.

PmP»C-CHPuPSCI" C-CHPEPSPsC,PuPeP°PSCr P-PjPuPSCECIrC”C,CHCI'CII PjP°PNePYPn PSP° 40 %
Cr PiP°CtC-C”PSC,C-PI P- P+C-P»C-CHCrP+C-PSPuPjC-C”"Ch (PePsPSCtPuPSC,CRHP°Ct+C-CII
P-P°PiP°P»CIHPSPsPiPs P+C-P»C-CRHCrP+C-PSCr PI CI'PECEPsPIP°C,CtC- PeCRHPsPIC- Cr 1,5-3
CHP°P-Pé PIPEC%oP° P-P° PIPUCRHC...PSCh PjPuPYCr PSPsCHPjP€). P] CtPéeC...
PiP°CtC-C”PSC,C-PI PrPsP-P° C-CRP&PSPsC,PuPeP°PSCr 200 PjPi/Pj* PiCHP&P-PIPsPrPéC,CH
PrPs PuPeCI'PiPsP-PéCtC-C— PiCHPuPiP°CEP°C,Cr PI PiP»P°P-PjC- PeCRHPsPIC-, CIIPeP®
PiPsCHC-PIPSCLIPSPSP® P- C,P°PePsCh PiCHPé PrPsP-C- 350 PjPi/Pj’ Cr C...PIPsCRP&C... PSP°
CHP°Pe P- PSPsCHPjP°P»CHbPSPEPjPé PiPsPeP°P-PSPePeP°PjPe C,CrPSPeCtC-C—
PiPuC#C-PSPePe.

P+PSC,PuPSCI'PEPIPSC-CI'C,CH PSP°PN:P+C-P»CHCE PIPECHP°PYPuPSP&C...
C,PsPeCI'P&C+PSP&C... PuC,PuPeC,C-PI C-CHPéPSPsC,PuPeP°PSCT (PSP°PiCHP&éPeP»PPr,
P»PpuPNePePsPSPuPNeC,CEPsPiPpPSC-C— C- PrC-P°CHPuC—) PiPsPIs™ CLIP-P°PSP° C-P-
PIPiP»P&PIPsPj (PiP»PsC%oP° PiC-Pr PeCHP&PIPsCh B«PePsPSCtPuPSC,CEP°CtC-CLI-C+P°CI'B»
(AUC)) PSPuP-PjC-PSPuPSPsPiPs C-CHP&PSPsC,PuPeP°PSCT C,P° PNePsPiPs
PjPuC,P°P+PsP»C-C,Cf SN-38. PtCI'C,PsC,PSP&PNe PIP-P°C”PjPsP-PIBf™ CIIP-PsPe



CI'PiPsCI'C,PuCHC-PiP°PICI'CII PjC-P9 PiPuPjP°C,PsP»PsPiC-C+PSPsCh
C,PsPeCI'PEC+PSC-CI'C,Ch (P-PjPuPSCEPuPSPSCII PeC-P»CHPePsCI'C,C-
P»PpPNePePsC1P&C,C-PI C- PSPuPNeC,CHPsC, C-P»C-PI PrPs PjC-PSC-PjCfPjCr) P°P+Ps
C-PSC,PuPSCI'PEPIPSC-CI'C,ChR PrC-P°CHPuC— PNe AUC C-CHPEPSPsC,PuPeP°PSCr C,P°
PNePsPiPs PjPuC,P°P+PsP»C-C,Cr SN-38 PiCRHPé PjPsPSPsC,PuCHP°PiC-C—.

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

P>C-PeCrPIP°PSPSCII PiP°Ct+C-C”PSC,C-PI C-P- PiPsCE€PeCHPuPSPEPj
PePsP»PsChHPuPeC,P°P»CIbPSPePj ChHP°PePsPj:

B-  Cf PePsPjP+C-PSP°CtC-C— P- 5-C,C,PsCECFCEP°CtP&P»PsPj (5-PxP]) C,P°

C, PsP»C-PSC-C”PIPsCR PeP&CI'P»PsC,PsCR (PxPm), CLIPeC%oPs PiP°C+C-C”PSC,Pé PSPy
PsC,CHP&PjCFPIP°P»Pé PiPsPiPpCEPRPrPSCHPSC— C...C-PjC-PsC,PuCEP°PiC-C— PrP»ClI
P»C-PeCFPIP°PSPSCLI PiPsCEPECEPuPSPsPiPs P-P°C...PIPsCHCRPIP°PSPSCLI;

B-  ClIPe PjPsPSPsC,PuCEP°PiC-ClI, CLIPeC%oPs PICI'C,P°PSPsPIP»PuPSPEPNe CEPpPYPEP]
P»C-PeCrPIP°PSPSCLI C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIP] 5-PxP] PIP&CLIPIP&PICI'CII
PSPuPC, PuPeC,PéPIPSP&P;.

P+CHPEPSPsC,PuPeP°PS PHPjP°PeCI'P° Cr PePsPjP+C-PSP°CtC-C— P-
CtPuC,CrPeCI'PéPjP°P+PsPj PiPsPeP°P-P°PSP&PNe PrP»CII P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI C-P: PjPuC,P°CI'C,P°C,PEéCPSP&P]
PePsP»PsCHPuPeC,P°P»CHPSPePj ChP°PePsPj P- PrPéPePEPj C,PéPiPsPj PiPuPSP° KRAS,
C%oPs CI'CPiCHPsPIPsPrPYCrC”C,CHhCI'CII PiPsCI'PéP»PuPSPsCh PuPeCI'PiCHPuCI'C-C”"Ch
CEPuCtPpPiC,PsCHP° PuPiC-PrPuCHPjP°P»CHPSPsPiPs C,P°PeC,PsCEP° CEPsCI'C,Ct (P P+PxP ),
CIIPeC- CEP°PSC-CEPp PSPp PsC,CHP&PjCIPIP°P»Pé C...C-PjC-PsC,PuCEP°PiC-Ch, P°P+Ps
PiC-CI'P»CI] PSPuPuC, PuPeC,PEPIPSPsC— CtPéC,PsC,PsPeCI'PéC+PSPsC— C,PpuCHP°PiC-C—,
CIIPeP° PIPeP»CRC+P°P»P° C-CHP&PSPsC,PuPeP°PS.

P] PePsPjP+C-PSP°C+C-C— P- 5-PuP], PP C,P° P+PpPIP°CtP&P-CrPjP°P+PsPj
P+tCRP&PSPsC,PuPeP°PS PhHPjP°PeCI'P° P-P°CI'C,PsCI'PsPICFCRC,CH CIJIPe
C,PuCHP°PiC-Ch PiPuCHC£PsC— P»C-PSC-C— PiP°CtC-C”PSC,P°Pj C-P-
PjPuC,P°CI'C,P°C,PEC+PSP&PjPé PeP°CHCtPEPSPsPjP°PjPé C,PsPICI'C,PsC— P°P+Ps
PiCHCLIPjPsC— PePéCEPePé.

P] PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtP&C,P°P+C-PSPsPj (P- PrPsPrP°PIP°PSPSCIIPj
P+PpPIP°CtPéP-CIPjP°P+Cr P°P+Ps P+PuP- PSCHPsPiPs) PtCHP&PSPsC,PuPeP°PS PhPjP°PeCI'P°
P-P°CI'C,PsCI'PsPICFCRC,CH CIIPe C,PuCHP°PiC-ChR PiPuCHCEPsC— P»C-PSC-C—
PiP°CtC-C”PSC,P°Pj C-P- PjPuC,P°CI'C,P°C,PEC+PSP&Pj PePsP»PsCHPuPeC,P°P»CIHhPSPEP;
CHP°PePsP;.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.



BRj P“C-PiPuCHCICIC,P»PPIC-CI'C,CHb PrPs PrC-CRCtPsC— CHPuCtPsPIPEPSPé P°P+Ps PrPs
P+CrPrCH-CILIPePsPiPs P- PrPsPiPsPjC-PIPSP&C. .. PePsPjPiPsPSPuPSC,C-PL.

BBy PI'CHPsPSC-C+PSC- P-P°PiP°P»CHPSC- P-P°C...PIPsCHCRPIP°PSPSCII
PeP&CEPUCHPSPEPeCT C,P°/P°P+Ps PsP+CI'C,CHCrPeCtC-CII PePéCEPuCPSP&PeCY (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI"CrPIP°PSPSCLIB»).

BRy PuPpCHC-PsPr PiPsPrCrPIP°PSPSCII PiCHCIrPrPrCh (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB» C,P°
B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

BRy P C-PIPpPSCH P+C-P»C-CRHCrP+C-PSCt PIP&C%oPu PIPuCHC...PSCHPsC— PjPuPYC-
PSPsCHPjPé P+C-P»CHC€ PSC-PY Cr 3 CRP°P-Pé (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

BRy PyCLIPYPeP°® PSPuPrPsCI'C,P°C,PSC-CI'C,CH PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr.
B8Ry PYC,P°PS P-PrPsCHPsPIBEF™CII P-P° C-PSPrPuPeCI'PsPj P’PhPhP— > 2.

BRy PYCrPiCIC,PSC” P»C-PeCIPIP°PSPSCII P-PIC-CEPsP+PsC”Pj (PrPéPI. CEPsP-PrC-P»
B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CECI' CHhPeP&PjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

BhHY P-PePIC- P°C,PuPSCrPN.PsPIP°PSC- PIP°PeCtP&PSPeé.

PPsPIPSP°® C-PSC,PsCEPjP°CtC-CII C%oPsPrPs PiCHPsC,PéPiPsPeP°P-P°PSCH
CtPuC,CrPeCI'C-PjP°P+Ct, P+PpuPIP°CtP&P-CIPjP°P+Cr P°P+Ps PeP°PiPuCtPéC,P°P+C-PSCr
PSP°PIPuPrPuPSP° Cr PIC-PrPiPsPIC-PrPSPé&C... C-PSCI'C,CHCPeCtC-CIIC... PrP»CI]
PjPuPrPéC+PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII CtP&C... P»C-PeP°CHCI'CH>PePéC...
P-P°CI'PsP+C-PI.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CHCI CHPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPe PIP-P°C”PjPsPrC-PNe.

P>C- PeP C"ECFCH)PEC P P CI'PsP+Pé, PsPl‘PSPsC:I:P CI'PSPu P1C"F1PeP PSP Ci‘PuPSPSCI.I

P—PIC-CHPsP+C-PNe P-PIPéC+P°PNePSP&EPNe By Ct PSPuPIPuP»PEéPePsPjCr
PrPsCI'P»C-PrPIPuPSPSC- C,P°CHPjP°PePsPeC-PSPuC,PéPePé, PrPu C-CEP&PSPsC,PuPeP°PS Cr
PrPsP-C- 350 PjPi/Pj* PiPsPIPuCHC...PSC- C,C-P»P° PIPIPsPrPéP»Pé Cr PePsPjP+C-PSP°CtC-C—
P-C- P-PIC-CHPsP+PsC"Pj (Hypericum perforatum) Cr PrPsP-C- 900 PjPi,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PSP&PYPuPSPSCII PePsPSCtPuPSC,CHP°C+C-C— SN-38,
P°PeC,PEPIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr C-CRHP&PSPsC,PuPeP°PSCY, Cr PiP»P°P-PjC-
PeCEHPsPIC- PSP° 42 %. PyPsPjCr PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P-PIC-CHPsP+C-PNe P- C-CRHP&PSPsC,PPeP°PSPsPj.

P-P&PIC- P°C,PuPSCIPNePsPIP°PSC- PIP°PeCtPéPSPé (PSP°PiCHPéPeP»P°Pr, PIP°PeCtPEPSP®
PiCHPsC,Pé PIPsPIC,PsC— PiP°CHCIICtPePé) BR“ CEP&P-PéPe PIPEPSPEPePSPuPSPSCI]
CI'PECI'C,PpPjPSPEC... P-P°C...PIPsCRCRPIP°PSCH P- PjPsPYP»P&PIP&Pj P»PuC,P°P»CHPSP&EP]
PSP°CI'P»C-PrPePsPj (PSP°PiCHPéPeP»P°Pr, C-PSC,PuPeCtC-C—). PIPpPNe CHPEP-PéPe
P-P+C-P»CHCECrC”C,CHhCICI], CIIPeC%oPs Cr PiP°CtC-C”PSC,C-PI CfPYPu



PiCHP&PiPSC-C+PuPSP° C-PjCrPSPSP° CI'P&CI'C,PuPjP° PIPSP°CI'P»C-PrPsPe
PsCI'PSPsPIPSPsPiPs P-P°C...PIPsCHCRPIP°PSPSCII. PhPrPSPsCfP°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII PYP&PIP&C... P°C,PuPSCrPNePsPIP°PSPEC... PIP°PeCtP&PS
PiCHPsC,P&PiPsPeP°P-P°PSPs PiC-Pr C+P°CI’ P»C-PeCrPIP°PSPSCII C-CHP&PSPsC,PuPeP°PSPsPj
C,P° PiCRHPsC,CILIPiPsPj CEPuCI'C,Pé PjC-CI'CIICTC-PI PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII
C...C-PjC-PsC,PuCHP°PiC-C—. PYP»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé
C-PSP°PeC,PéPIPsPIP°PSC- PIP°PeCtPEPSPéE, C1IPeC%oPs PIPsPSPé C-CI'PSCFCRC,CH
(PiPsP»C-PsPjC-C”"P»C-C,), P°P»Pu PIC-PrPiPsPIC-PrCH PSP° C,P°PeC- PIP°PeCtP&PSPé
PjPsPYPp P+CrC,Pé P-PSPEPIPuPSP°.

P>C- PeP CBCFCH)P(-:C p- P CFPSP+Pe, PSPFPSPsCiP CI'PSPy P1C5PeP PSP CIPHPSPSCLJ

CBP};PGPSP]P};PSPI’PSPIP PSPs (PrPéPI. CRPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»):

PYP»C-Pr CrPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C-CHP&PSPsC,PuPeP°PSCr C,P° CI'PéP»CHPSPEC...
C-PSPrCrPeC,PsCHC-PI/C-PSPiC-P+C-C,PsCHC-PI CtPéC,PsC...CHPsPjCr P450 3A4
(CYP3A4), PsCI'PeC-P»CHbPePé CtPu PjPsPPu PiCHP&P-PIPsPrPéC,Pé PrPs P-PjC-PS
PjPuC,P°P+PsP»C-P-PjCt C-CHPéPSPsC,PuPeP°PSCt (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

PYPéP»CHPSC- C-PSPrCrPeC,PsCHPé CYP3A4 C,P°/P°P+Ps UGT1Al
(PSP°PiCHPéPeP»P°Pr, CRHP&C, P°PjPiC-C1P&PS, PeP°CHP+P°PjP°P-PuPiC-PS,
C,PpPSPsP+P°CREP+C-C,P°P», C,PuPSC-C,PsC—PS P°P+Ps P°PiP°P»CrC,P°PjC-Pr) BR”
CBPuP-CrP»CHC,P°C,Pé PrPuPeC-P»CHPePsC... PrPsCI'P»C-PrPYPuPSCH
PiCHPsPrPuPjPsPSCI'C,CRCIrPIP°P»Pé, C%oPs PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCEPsC,PéCI'CfPrPsPjPSP&C... PiICKPuPiP°CRHP°C,C-PI,
C-PSPrCrPeC,PsCHC-PI CYP3A4 (PeP°CHP+P°PjP°P-PuPiC-PS,

C, PpPSPsP+P°CRHP+C-C,P°P» P°P+Ps C,PuPSC-C,PsC—PS), PiCHP&P-PIPsPrPéC,CH PrPs
P-PjPuPSCEPUPSPSCII PuC, PuPeC,PEPIPSPsCI'C,C- C-CHP&PSPsC,PuPeP°PSCr, SN-38
C,P° SN-38-PiP»CRPeCrCHPsPSC-PrCr, C%oPs, Ct CI'PIPsCh C+PuCHPiCY,
PiCEHP&P-PIPsPrPéC,CH PrPs P-PjPuPSCEPuPSPSCII

C, P°CHPjP°PePsPrPéPSP°PjC-C+PSPsPiPs PuC,PpuPeC,Cr. P”C-CII C,P°PePéC...
PiCEPsC,PéCI'CrPrPsPjPSPEC... PICEPuPiP°CHP°C,C-PI PiPsP»CLIPiP°P»P° Cr
P-PSP&PYPuPSPSC- AUC PrP»CII SN-38 C,P° SN-38-PiP»CRPeCrCHPsPSC-PrCr PSP° 50 %
C$Pé PSP°PIC-C,CH P+C-P»CHCEP). PisCHC-Pj C-PSPrCrPeCtC-C—
CtP&C,PsC...CRHPsPjCr P450 3A4, P-PSPEPIPuPSPSCII CHC-PIPSCII
PuPeCI'PiPsP-PéCtC-C— C-CHPEPSPsC,PuPeP°PSCt C,P° PNePsPiPs
PjPuC,P°P+PsP»C-C,C-PI PjPsPPu P+CrC,Pé PsP+CrPjPsPIP»PuPSPu C,P°PePsPq
PiPsCI'PéP»PpPSPsCh PiP»CRPeCrCHPsPSC-P-P°CtC-C”Ch C,P° P+C-P»CHCE
C-PSC,PpPSCIPEPIPSPéPj PIPEPIPuPrPuPSPSCILIPj C-P- PYPsPICtCH.

PxPuPSC-C,PsC—PS 8R“ CEP&P-PéPe P-P°PiPsCI'C,CHPuPSPSCII CI'CIPrPsPj
PIPSP°CI'P»C-PrPsPe P-PSPéPIPuPSPSCII C-PSC,PuPSCI'PEPIPSPsCI'C,C-
PiPsPiP»P&éPSP°PSPSCII C,PuPSC-C,PsC—PSCr Cr C,CHP°PIPSPsPjCr C,CHP°PeC,C- PiC-Pr
PIPiP»P&PIPsPj CtP&C,PsC,PsPeCI'PéC+PSPsPiPs PiCEPuPiP°CHP°C,Cr.

PYP&P»CHPSC- C-PSPiC-P+C-C,PsCEPé CYP3A4 (PSP°PiCHPéPeP»P°Pr,



PePuC,PsPePsPSP°P-PsP», C-C,CHP°PePsPSP°P-PsP», PIPsCHPePePsSPSP°P-PsP»,
PiPsP-P°PePsPSP°P-PsP», C-PSPiC-P+C-C,PsCHPé PiCHPsC,PuP°P-Pé,
PeP»P°CHPEC,CHPsPjC-C1PéPS, PuCEP&C,CHPsPjC-CtPéPS, C,PuP»C-C,CHPsPjC-CtP&PS)
BR“ Cf CHPuP-CrP»CHC,P°C,C- PrPsCI'P»C-PrPYPuPSPSCILI P+CrP»Ps
PICI'C,P°PSPsPIP»PuPSPs, C%oPs PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
PePC,PsPePsPSP°P-PsP»Cr PiCHP&P-PIPsPrPéP»Ps PrPs P-PSPéPYPuPSPSCII AUC
PjPuC,P°P+PsP»C-C,Cr APC PSP° 87 %, P° AUC PjPuC,P°P+PsP»C-C,Cf SN-38
P-PSP&PYCIrPIP°P»P°CI'CH PSP° 109 % PiPsCHC-PIPSCIIPSPs C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-CHP&PSPsC,PuPeP°PSCt CLIPe
PjPsPSPsC,PuCHP°PiC-C—.

P+PSPiC-P+C-C,PsCEPé UGT1A1 (PSP°PiCHPéPeP»P°Pr, P°C,P°P-P°PSP°PIC-CE,
PePuC,PsPePsPSP°P-PsP», CRPuPiPsCHP°C,PuPSC-P+) 85 CHPEP-PéPe
PiC-PrPIPéC%oPuPSPSCII CI'PéCI'C,PuPjPSPsC— PuPeCI PiPsP-PéCtC-C—
P°PeC,PéPIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr C-CHP&PSPsC,PuPeP°PSCr BF“ SN-38.
P>C-PeP°CHCILIPj CI'P»C-Pr PICHP°C...PsPICFPIP°C,Pé CtCh PjPsPIP»P&PIC-CI'C,CH
PiCHPé PsPrPSPsC+P°CI'PSPsPjCr PiCRPéP-PSP°C+PuPSPSC- CtPéC... PrPIPsC...
PiCHPuPiP°CHP°C,C-PI.

PtPSCEC- C-PSPiC-P+C-C,PsCHPé CYP3A4 (PSP°PiCHPéPeP»P°Pr, PeCHPEP-PsC,PEPSC-P+,
C-PrPuP»P°P»C-P-PéP+) 8R“ CHPEP-PéPe PiC-PrPIP&C%oPuPSPSCII C,PsPeCI'PéC+PSPsCI'C,C-
C-CHP&PSPsC,PuPeP°PSCt PIPSP°CI'P»C-PrPsPe P-PSPéPIPuPSPSCII PNePsPiPs
PjPuC,P°P+PsP»C-P-PjCr PiCRHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- P-
PeCHPEP-PsC,PéPSC-P+PsPj P°P+Ps C-PrPuP°P»C-P-PéP+PsPj.

P>C-PeP°CRCI' CHPeC- P-P°CI'PsP+Pé, CIIPeC- CRP°P-PsPj C-P- PiCRPuPiP°CRHP°C,PsPj
PtCRPEéPSPsC,PuPeP°PS PHPjP°PeCI'P° CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPYIPSC-CI'C,Ch:

PHPSC,P°PiPsPSC-CI'C,Pé PIC-C,P°PjC-PSCr P BR“ PiC-PrPIPEC%oPuPSP&PNe
CRHPEP-PéPe PIPEPSPéPePSPUPSPSCII PeCRHPsPIPsC,PuCt C- C,CHPsPjP+PsP-C-PI Cr
PiP°CtC-C”PSC,C-PI C-P- PiCrC...P»P&PSPSP&PjPé P-P°C...PIPsCHCRPIP°PSPSCLIPjPé.
P—P° PSP°CLIPIPSPsCI'C,C- PiPsPeP°P-P°PSCH PrPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P°PSC,P°PiPsPSC-CI'C,C-PI PIC-C,P°PjC-PSCt P PSPuPsP+C...C-PrPSPs
C$P°CI'C,C-C€Pp, PSC-PY P-P°P-PIPEC+P°PNe, PePsPSC,CHPsP»CRPIP°C,Pé
PiPsPeP°P-PSPéPe PmC-PIPSP°CHPsPrPSPsPiPs PSPsCHPjP°P»C-P-PsPIP°PSPsPiPs
PIC-PrPSPsCE€PuPSPSCII (PmPkP’).

PtPjCrPSPsCI'CrPiCHPuCI'P°PSC,Pé (PSP°PiCHPéPeP»P°Pr, CtPéPeP»PsCI PiPsCRHPEPS,
C,P°PeCEPsP»C-PjCICI") R CEP&P-P&Pe PSP°PrPjC-CHPSPsPiPs PiCHP&éPiPSC-C+PuPSPSCI]
C-PjCfPSPSPsC— CI'P&CI'C,PuPjPé P- CEP&P-P&PePsPj CHPsP-PIP&C,PeCr
PiCRHPsP»C-C,PuCRHP°CtC-C— P»C-PjC,PsCtP&C,C-PI.

P‘P»PsPeP°C,PsCHPé PSPuPN-CHPsPjsf™ CLIP-PsPIPsC— PIP-P°C”PjPsPrC-C— 8B"
PSPUPjPsPYP»P&PIPs PIP&éPeP»CRC+P&C,Pé PIP-P°C”PjPsPrC-Ch PjC-PY
C-CHP&PSPsC,PuPeP°PSPsPj C,P° P+P»PsPeP°C,PsCEP°PjPé PSPRPN-CEPsPjsF™ CLIP-PsPIPsC—
PIP-P°C”PjPsPrC-C—. PhCI'PeC-P»CEbPePé C-CEP&PSPsC,PuPeP°PS CPEPSPEC,CHb
P°PSC,P&C...PsP»C-PSPCI'C,PpuCEP°P-PSCY PrC-Ch, PiCEPpPiP°CEP°C,Pé, C%oPs C,P°PePsPY
C$P&PSCLIC,CHb P°PSC,P&C...PsP»C-PSPuCI'C,PuCEP°P-PSCY PrC-Ch, PjPsPYCtC,CH
P-P+C-P»CHCECFPIP°C,Pé C,CEPEPIP°P»C-CI'C,CH PSPuPNeCEPsPjE ™ CLIP-PsPIPsPiPs



P+P»PsPeCrPIP°PSPSCII CI'CrPeCI'P°PjPuC,PsPSC-Ch C,P° PiCHPsC,PéPrC-CIIC,Pé
PSPuPN.CHPsPjsR ™ CLIP-PsPIPsPjCr P+P»PsPeCrPIP°PSPSCh
PSPuPrPuPiPsP»CIICHPEP-CrCRCEPEC... PICRPuPiP°CRHP°C,C-PI.

PtPSC€C- PePsPjP+C-PSP°C1C-C—.

5-PuP]/PxPm B PsPrPSPsCHP°CI'PSPy P-P°CI'C,PsCI'CIPIP°PSPSCILI 5-PuP]/PxPsb Cr
CI'PeP»P°PrC- PePsPjP+C-PSPsPIP°PSPsC— C,PuCEP°PiC-C— PSP P-PjC-PSCRC”
C, P°CHPjP°PePsPeC-PSPuC,PéPeCt C-CRPEPSPsC, PuPeP°PSCY.

P‘PpPIP°CtPéP-CrPjP°P+ B|* CHPuP-CrP»CHC,P°C,Pé CI'PiPuCtPéC, C-C+PSPsPiPs
PrPsCI'P»C-PrPYPuPSPSCII PIP-P°C”PjPsPrC-C— PjC-PY P»C-PeP°CHCI'CHhbPeP&PjPé
P-P°CI'PsP+P°PjPé PSPu PiCHPsPrPuPjPsPSCI'C,CHCrPIP°P»Pé P-PSP°C+PSPsPiPs
PIPiP»P&PICY P+PpPIP°CtP&P-CrPjP°P+Cr PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
C-CHP&PSPsC,PuPeP°PSCr C,P° PNePsPiPs P°PeC,PéPIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr
SN-38. PhPrPSP°Pe CtPp PSPy PIPEPeP»CRCP°C” P+CrPrCH-CLIPePsPiPs
PiC-PrPIPéC%oPuPSPSCII C,PsPeCI'PéC+PSPsCI'C,C- PIPSP°CI'P»C-PrPsPe
C—C...PSC-C... C,P°CHPjP°PePsP»PsPiC-C+PSP&C... PIP»P°CI'C,PéPIPsCI'C,PuPNe.

P!PuC,CrPeCI'PéPjP°P+ BF“ C-PSC, PSCEHPjP°CtC-CLI C%oPsPrPs PIPiP»P&PICE
CtPuC,CtPeCI'PéPjP°P+Ct PSP® PiCEPsC, C-P»CH P+PpP-PiPuCPSPsCI'C,C-
C-CRBP&PSPsC,PuPeP°PSCt P°P+Ps PiCEPs P°PSP°P»PsPiC-C{PSP&PNe PIPiP»P&PI
C-CHP&PSPsC,PuPeP°PSCt PSP° C+PuC,CrPeCI'PéPjP°P+ PIC-PrCI'CIC,PSCIL.

PHPSC,PéPSPuPsPiP»P°CI'C,PéC+PSC- P-P°CI'PsP+Pé (PIPeP»CRC+P°CRCtPé
C,P»CrCtPéC,PsP-PEPS CIIPe PiCHPsP»C-PePé 5-C, C,PsCHCIrCHP°C1P&P»Cr) BR“
PiPsP+C-C+PSC- PuC,PuPeC,Pé C-CRP&PSPsC,PaPeP°PSCr, C,P°PeC- CLIPe
PjC-C”P»PsCI'CrPiCHPuCI'C-ClI, PjPsPYCrC,CH PiPsCI'PéP»CRPIP°C,PECI'CII C-PSCEP&PjPé
PiCEPsC,PéPiCrC...P»P&PSPSPEPjPé PiCHPuPiP°CHP°C,P°PjPé, C%oPs PjP°CRC,CH
PiPsPrC-P+PSP&PN. PiCHPsC, C-P»CH PiPsP+C-C$PSPé&C... PuC, PuPeC,C-PI.

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

P—P°CI'C,PsCI'PsPICFPIP°C,Pé PiCEPuPiP°CHP°C, PtCHP&PSPsC,PuPeP°PS PHPjP°PeCI'P°
CI'P»C-Pr PIPéPeP»CRC+PSPs Cr PIC-PrPrC-P»PuPSPSC-, C%oPs
CI'PiPuCtC-P°P»C-P-CfC”C,CHCI'CII PSP°® PiCRPsPIPuPrPuPSPSC-
CtPéC,PsC,PsPeCI'PéCPSPsC— C...C-PjC-PsC,PuCHP°PiC-C—. PuCHPuPiP°CHP°C, CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PIPéPeP»CRC+PSPs PiC-Pr PePsPSC,CEHPsP»PuPj

PePIP°P»C-C, C-PePsPIP°PSPsPiPs P»C-PeP°CHCI], CIIPePEPNe
CI'PiPuCtC-P°P»C-P-CrC”C,CHCI'CII PSP°® PiCHPsPIPuPrPuPSPSC- PiCEPsC,PECHP°PePsPIPsPiPs
C...C-PjC-PsC,PuCRP°PiPuPIC,PéC+PSPsPiPs P»C-PeCrPIP°PSPSCI].

P’CHP°C...PsPICFfCRC#Pé C...P°CRHP°PeC,PuCH C,P° C+P°CI'C,PsC,Ct CHPsP-PIPEC,PeCr
PiPsP+C-C$PSP&C... ChPuP°PeCtC-PNe, Cr PSPEPC+PuP-P°P-PSP°C+PuPSPéEC...
PIPEPIP°PrPeP°C... PtCRP&PSPsC,PuPeP°PS PHPjP°PeCI'P° PSPuPsP+C...C-PrPSPs
P-P°CI'C,PsCI'PsPICfPIP°C,Pé P»P&CEPu PiC-CI'P»CILI PsCtC-PSPePé
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PsC+C-PeCrPIP°PSPsC— PePsCHPECI'C,C- C,P°



PjPsPYP»PePIPEC... ChPeP-PePeC-PI PIC-Pr P»C-PeCrPIP°PSPSCI]:

PrP»CII P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI C-P- C,P°PeC,PsCHP°PjPé
CHPEP-P&PeCY, P-PsPeCHPuPjP° PiP°CtC-C”PSC,C-PI C-P- PiPsPeP°P-PSP&PePsPj
P-P°PiP°P»CIhPSPsPiPs CI'C,P°PSCt P-P° C-PSPrPuPeCI'PsPj P’PhPhP—, C%oPs
PrPsCHC-PIPSCRC” 2;

Cr PsPeCEPpPjPEC... CHC-PrPeC-CI'PSP&EC... PIPEPiP°PrPeP°C..., PePsP»Pé
PIPIP°PYP°C”C,CHCI'CLI, C%oPs PiP°CtC-C”PSC,Pé PSP°PICHCLIPr C+Pé P+CrPrCrC,CH
PrPsC,CHPEPjCPIP°C,PECI'CH CHPuPePsPjPpPSPrP°CtC-PNe C%oPsPrPs P»C-PeCrPIP°PSPSCII
PiPsP+C-C#PSPéC... CRPuP°PeCtC-PNe (PSPuPsP+C...C-PrPSC-CI'C,CH PSPuPiP°PNePSPsPiPs
C,P° PrPsPIPiPsC,CHPEPIP°P»PsPiPs P»C-PeCrPIP°PSPSCII PrC-P°CEPuC— Cr
PiPsC”PrPSP°PSPSC- P- PIPYP&PIP°PSPSCILIPj PIPuP»P&PePsC— PeC-P»CHPePsCI'C,C-
CHC-PrPéPSPé PSP® PiPsC$P°C,PeCr PIC-PrCI'C,CHPsCPpPSPsC— PrC-P°CHPuC—); C,P°PePéPj
PiP°Ct+C-C”PSC,P°Pj CEPpPePsPjPpPSPrCrC”C,CHCI'CLI CHPuC,PuP»CHPSPu
CI'PiPsCI'C,PuCHPuPYPuPSPSCII PI CrPjPsPIP°C... CI'C,P°CtC-PsPSP°CHRCF.

PiiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-CHP&PSPsC,PuPeP°PSCr CIIPe
PjPsPSPsC,PuCHP°PiC-C— PNePsPiPs P-P°P-PIP&C+P°PN: PiCHP&P-PSP°C+P°CRC,CH P-P°
PiCRHP°C, C-PePsPj PrPsP-CrPIP°PSCH PePsPIPSC- 3 C,PéPYPSC-. PhPrPSP°Pe
CI'C...PuPjCr PrPsP-CrPIP°PSPSCII 1 CHP°P- PSP°® C,PéPPrPuPSCH PjPsPIPSP°
PIPEéPePsCHPECI'C,PsPICIPIP°C,Pé PiP°C+C-C”PSC,P°Pj, CLIPePé&Pj PjPsPPu
P-PSP°PrPsP+P&C,P&CI'CLI P+C-P»CHCE CHPuC,PuP»CHPSPu
CI'PiPsCI'C,PuCEPuPYPuPSPSCILI P°P+Ps CLIPePéPj P-P°PiCHPsPYCrC”
PsCI'PsP+P»P&éPIP° PSPuP+PuP-PiPuPeP°® PSPuPN.C,CHPsPiPpPSC-C—.

P’C-PrCI'C,CHEPsCtPuPSP° PrC-P°CRPuCII.

P1iP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPIC-PrPsPjPéC,Pé PiCHPs CHP&P-PéPe
CHPsP-PIPeC,PeCr PIC—PrCFC,C’EJPsCﬂ;PpPSPsC— PrC-P°ChHPuC—, C%oPs PIPePSPePeP°C”
P+C-P»CHC€ PSC-PY C+PuCHPpP- 24 PiPsPrPéPSPé PiC-CI'P»ClIlI
P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CRHP°C,Cr PtCEPEPSPsC,PuPeP°PS PhPjP°PeCIP°
C,P° Ct P+CrPrCH-CLIPePEPNe C+P°CI PiPpuCEPuPr PSP°CI'C,CIPiPSPEPj PeCrCHCIPsP;
P»C-PeCrPIP°PSPSCII. PiiCEPé PjPsPSPsC,PpuCHP°PiC-C— PjPuPrC-P°PSP° CEPsP-PIP&C,PeCr
PiPuCHCEPsPiPs PuPiC-P-PsPrCr CRC-PrPePéC... PIPEPiPsCHPsPIPSPuPSCH
CI'C,P°PSPsPIP&P»P° 5 PrPSC-PI P- PjPsPjPuPSC,Crt PIPIPpPrPpPSPSCII PiCHPuPiP°CHP°C,Cr
PtCHP&PSPsC,PuPeP°PS PHPjP°PeCI'P°. PyiP°CtC-C”PSC,Pé PiPsPIPEPSPSC- PSPy
P-PIPsP»C-PeP°CRC#Pé PiPsPIC-PrPsPjP&C,Pé P»C-PeP°CRCH PiCEPs CHPsP-PIPEC, PsPe
PrC-P°CEPuC— C,P° PSPuPiP°PN:PSPs CHPsP-PiPsC+P°C,Pé PIC-PrPiPsPIC-PrPSCr
C,PuCEP°PiC-Ch.

P”Ps PiCECIPiPé PiC-PrPIP&C%oPuPSPsPiPs CEP&P-PéPeCr CEPsP-PIPEC,PeCr
PrC-P°CEPuC— PSP°P»PuPYP°C,CH PiP°C1C-C”PSC,Pé, CLIPeC- CHP°PSC-CEPp
PsC,CHP&PjCIPIP°P»Pé PiCEPsPjPuPSPRPICE C,PuCEP°PiC-Ch P-PsPSPé PP&PIPsC,P°
P°P+Ps C,P°P-P°, PiP°C+C-C”PSC,Pé, Ct CLIPeP&C... PSP° PIP&C...C-PrPSPsPjCY
CRC-PIPSC- PSP°CLIPIPSP&PNe PiC-PiPpuCEHP»PuPNePePsCtP&C,PsP-, PiP°CtC-C”PSC,Pé P-



C-PSPrPuPeCI'PsPj CI'C,P°PSCr P-PrPsCRHPsPIER ™ CII P-P° CEPeP°P»PsCh P’PhPhP— = 2
C,P° PIC-PSPePé. P—P° PIC-PrCI'CrC,PSPsCI'C,C- PSP°P»PuPYPSPsPiPs P»C-PeCrPIP°PSPSCII
PrC-P°CEPuCII PjPsPPu CI'C,P°PSPsPIPEC,Pé P-P°PiCRHPsP-Cr PrP»CII PYPéC,C,CI],
PsCI'PsP+P»P&PIPs CIIPeC%oPs PIPsPSP°® CI'CtPiCEPsPIPsPrPICrC”C,CHCI'CII
PSPuPN.C,CHPsPiPuPSC-C”CR.

P1C-CI'P»CII PiPuCHCEPsPiPs PuPiC-P-PsPrCr CHC-PrPePéC...
PIPEPiPsCHPsPYPSPuPSCH PiP°Ct+C-C"PSC,Cr CI'P»C-Pr PSPuPiP°PNe.PSPs
CEPsP-PiPsC{P&PSP°C,Pé PICEP&PNePsPj PIPuP»P&PePsC— PeC-P»CHPePsCIC,C-
CRC-PrP&PSPé, C%oPs PjC-CI'C,P&C,CHb PuP»PuPeC,CEPsP»C-C,Pé, C,P°
PiCHPsPIPsPrPeC,Peé PIC-PrPiPsPIC-PrPSPu PiCHPsC,PeEPr'C-P°CHPuPNPSPu
P»C-PeCtPIP°PSPSCIL PuCHPsPIPsPrPéC,Pé PiCEPsC,P&PrC-P°CHPiPNPSP
P»C-PeCrPIP°PSPSCII PSPuPsP+C...C-PrPSPs Cr PIC-PrPrC-P»PuPSPSC-, PrPu
PiP°CC-C”PSC,Ct PIPIPSPrP&P»Pé PTCEPEPSPsC,PuPeP°PS PhPjP°PeCI'P°. PuC-CI'P»CII
PIP&PiP&CIPePé P+ P»C-PeP°CEPSC- PiP°C1C-C"PSC,Ct CI'P»C-Pr PsC,CEP&PjP°C,Pé
PiCHPEP-PSP°C+PuPSC- PiCHPuPiP°CHP°C,Pé, C%oPsP+ PjP°C,Pé PjPsPIP»P&PIC-CI'C,CI
PiPsCtP°C,Pé P»C-PeCrPIP°PSPSCII PrC-P°CHPuC— PsPrCRHP°P-Cr PiC-CI'P»CII C—C—
PIPePSPePePSPuPSPSCILI. PCRHC-Pj C,PsPiPs, PiP°CtC-C”PSC, PiPsPIPEPSPuPS
PiPsPIC-PrPsPjP&C,Pé PiCEPs PIPGPSP&PePSPUPSPSCII PrC-P°CBPuC— CI'PIPSC”PiCt
P»C-PeP°CECR P°P+Ps P»C-PeP°CHCH PIC-PrPrC-P»PuPSPSCLI, PI CLIPePsPjCY
PiP°CtC-C"PSC,Cr PIPIPsPrPéP»Pé PTCHPEPSPsC,PuPeP°PS PHPjP°PeCI'P°.

P PuPePsPjPuPSPrPsPIP°PSPu PSP° CI'CHPsPiPsPrPSC- PiCHPsC,PéPrC-P°CHPuPNPSPu
P»C-PeCrPIP°PSPSCII PiPsP»CLIPiP°C” Cf P-P°CI'C,PsCI'CfPIP°PSPSC- PIPuP»PéPeP&C. ..
PrPsP- P»PsPiPuCHP°PjC-PrCr (4 PjPi PSP° PiPuCHCEPu P-P°CI'C,PsCI'CfPIP°PSPSCI],
PiPsC,C-Pj PiPs 2 PjPi C{PuCHPuP- PePsP{PSC- 2 PiPsPrPéPSP¢). P>C-PeCrPIP°PSPSCII
CI'P»C-Pr PiCHPsPIPsPrPéC,Pé PiCHPsC,CLIPiPsPj 12 PiPsPrPéPS PiC-CI'P»CII
PsCI'C,P°PSPSCH-PsPiPs PuPiC-P-PsPrCr CHC-PrPePéC... PIPEPiPsCHPsPIPSPuPSCH.
PYC...PuPjP° P»C-PeCrPIP°PSPSCII PSP PiC-PrP»CLIPiP°C” PjPsPrPéC, C-PeP°CtC-CLIP;.
P>PsPiPuCHP°PjC-Pr Ct C,P°PeP&C... PrPsP-P°C... PSC- PI CLIPePsPjCt CRP°P-C- PSPu
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrPsPICEPu PSC-PY 48 PiPsPrPéPS Cr

P-PIBF™ CLIP-PeCt P- CHPéP-PéPePsPj CHPsP-PIPEC,PeCt PiP°CHP°P»C-C,PéC+PSPsC—
PeP&C£PePsPIPsC— PSPuPiCHPsC...C-PrPSPsCI'C,C-; PIPsPrPSPsC+P°CI
P»C-PeCrPIP°PSPSCII PSPy PiPsPIPEPSPSPs C,CHP&PIP°C,Pé PjPuPSCEPp PSC-PY 12
PiPsPrP&PS.

P] CRP°P-C-, PePsP»Pé PrC-P°CRPuCILI CI'CrPiCRPsPIPsPrPCrC”C,CHCI'CII
C,CIIPPePsCh PSPuPNeC,CHPsPiPpPSC-C”Ch (PeC-P»CHPeC-CI'C,CH
PSPuPN.C,CHPsC,C-P»C-PI PSPEPICi{PL BBBBB B BB B B B B B 500
PeP»C-C,PéPS/PjPj*), PrPsPrP°C,PePsPIPs PrPs PiCHPsC,PéPrC-P°CHPuPN:PSPsPiPs
P»C-PeCrPIP°PSPSCII CI'P»C-Pr P- PiCHPsC, C-P»P°PeC,PéC+PSPsCh PjPuC,PsCh
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P°PSC,PéP+C-PsC,PéPePé CEPECHPsPePsPiPs
CI'PiPpPeC,CHP° PrC-C—.

P”PsPrP°C,PePsPIPs PrPs P-P°CI'C,PsCI'CPIP°PSPSCII P°PSC,PéP+C-PsC,PéPeC-PI
PrP»CLI P»C-PeCPIP°PSPSCLI PrC-P°CHPuC— CEPuPePsPjPuPSPrPsPIP°PSPs
PiPsCI'PiC-C,P°P»C-P-CI-PIP°C,Pé PiP°C+C-C”PSC,C-PI Cf C,P°PePéC...
PIP&PiP°PrPeP°C...:



PrC-P°CRHPuCI], C%oPs CI'CrPiCHPsPIPsPrPCrC”C,CHhCI'CII PiP°CHCLICtPePsCh;

PrC-P°CHPuCLI C,CLIPYPePsPiPs CI'C,CfPiPuPSCLI (C%oPs PIP&PjP°PiP°C”
CHPpPiC-PrCHP°C,P°CtC-C— PIPSCIC,CEC-CEPSCHPsPIPUPSPSP&P] CEP»CIIC...PsP));

PrC-P°CHPRCII, C%oPs P-P+PuCHC-PiP°C”C,CHCI'CLI PiCEPsC,CLIPiPsPj 48 PiPsPrPéPS
PiC-CI'P»CLI PiPsC+P°C,PeCt P»C-PeCFPIP°PSPSCLI PIP&CI'PsPeP&PjPé PrPsP-P°PjPé
P»PsPiPuCEP°PjC-PrCr.

P>PsPiPuCHP°PjC-Pr PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-

PiCHPsC, C-P»P°PeC,PEC+PSPsCh PjPuC,PsCh PSP°PIC-C,CH> PiP°CtC-C”PSC,P°Pj, Cr CIIPeP&C...
PiCHPsC,CILIPiPsPj PiPsPiPuCHPuPrPSC-C... CtPéPeP»C-PI P»C-PeCrPIP°PSPSCII
CHPsP-PIP&PIP°P»P°CI'CH> PIC-PrCI'C,CHPsC+PpPSP°® PrC-P°CHPuCI].

PuP°CtC-C”PSC,P°Pj P- PrC-P°CHPuC”Ch C,CLIPYPePsPiPs CI'C,CtPiPuPSCII
CHPuPePsPjPuPSPrPsPIP°PSPs P-PSP&P-PEC,Pé PrPsP-Cr PI PiPsPrP°P»CHCEP&C...
CtP&PeP»P°C... P»C-PeCrPIP°PSPSCII (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).

P’PiP»Pé&PI PSP° CI'PéCI C,PuPjCé PeCRPsPIC-.

PJ PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSPSCIIC... C{P°CI'C,PsC,P°
PSPuPN:C,CEPsPiPpPSC-C— III8R“IV CI'C,CrPiPuPSCII PIC-PrPiPsPIC-PrPSPs PrPs PEPeP°P»Pé
PsCtC-PSPePé P-P°PiP°P»CFHhPSP&C... PeCHPEC,PpCHC-C—PI C,PsPeCI'PéC+PSPsCI'C,C-
PkP°CtC-PsPSP°P»CIHPSPsPiPs C-PSCI'C,P&C,CrC,Ct CHP°PeCr (NCI CTC) P+CrP»P°
P-PSP°C$PSPs PIPEC%oPsCh Cr PiP°CtC-C”PSC,C-PI, CIIPePéPj CRHP°PSC-CEPyp
PiCHPsPIPsPrPéP»Pé PsPiCHPsPjC-PSPuPSPSCII PsCHPiP°PSC-PI PjP°P»PsPiPs
C,P°P-P°/C+PuCHPuPIPSPsC— PiPsCHPsPIPSPéPSPé PiPsCHC-PIPSCIIPSPs P-
PiP°CtC-C”PSC,P°PjPé, CI1IPeC- C,P°PePsPiPs PsPiCHPsPjC-PSPuPSPSCII PSPu
PsC,CHP&PjCrPIP°P»Pé. PiuP°Ct+C-C”PSC,Pé P- PiPsC$P°C,PePsPIPéPj CHC-PIPSPuPj
P-P°PiP°P»CFhPSPsPiPs CI'PéCHPsPIP°C,PePsPIPsPiPs P+C-P»C-CHCrP+C-PSCr 1,0 PjPi/PrP»
P°P+Ps P+C-P»CIHCEPu C,P°PePsPY PjP°P»Pé P-PSP°C+PSPs PIPEC%o0Cr
PNePjPsPIC-CEPSC-CI'C,CH PIP&6PSP&PePSPuPSPSCII PSPuPN.C,CEPsPiPuPSC-C—

III8R“IV CI'C,CrPiPpPSCII PiPsCHC-PIPSCIIPSPs P- PiP°Ct+C-C”PSC,P°PjPé, Ct CIIPePéEC...
CHC-PIPuPSCH P+C-P»C-CHCIP+C-PSCF P+CrPI PjPuPSCEPu 1,0 PjPi/PrP».

PuiCHPsC,CLIPiPsPj P»C-PeCIPIP°PSPSCII PiCEPUPiP°CHP°C,PsPj PtCHP&PSPsC,PuPeP°PS
PHPjP°PeCI'P° CEPuPePsPjPuPSPrPsPIP°PSPs C%oPsC,PEPIPSCII PePsPSC,CHPsP»CRPIP°C,Pé
PiPsPeP°P-PSPéPePé PeP»C-PSC-CtPSPsPiPs P°PSP°P»C-P-Cr PeCRHPsPIC-. PiP°CtC-C”PSC,C-PI
CI'P»C-Pr PiPsPiPuCEPuPrPP°C,Pé PiCHPs CHP&P-PéPe CHPsP-PIPEC,PeCt
PSPUPN:C,CRPsPiPpPSC-C— C,P° PiCHPs P-PSP°C+CrC%oC-CI'C,CHb PiP°CEHCLICtPePé.
PkPpPsP+C...C-PrPSPs PSPuPiP°PNePSPs CHPsP-PiPsC{P&PSP°C,Pé P»C-PeCIPIP°PSPSCII
C,PuP+CHP&P»CHPSPsC— PSPuPNeC,CHPsPiPpuPSC-C— (C,PuPjPiPpuCEP°C,CFCHP° >38 B°C C,P°
PeC-P»CHPeC-CI'C,CH PSPuPNeC,CHPsC,C-P»C-PI <1000 PeP»C-C,PéPS/PjPj®) PI C{PjPsPIP°C...
CI'C,P°CtC-PsPSP°CECY P PIPSCIC,CHC-CEPSCHPsPIPuPSPSP&P] PIPIPUPrPuPSPSCLIP]
P°PSC,PéP+C-PsC,PéPeC-PI CEPECRHPsPePsPiPs CI'PiPuPeC,CHP° PrC-C—. PiiP°CtC-C”PSC,P°Pj
P- CrCI'PeP»P°PrPSPuPSPSCIIPjPé C,CIIPYPePsPiPs CI'C,CtPiPuPSCII P- P+PsPeCr
CI'PECI'C,PpPjPé PeCHPsPIC- CHPuPePsPjPuPSPrPsPIP°PSPs P-PSP&P-PEC,Pé PrPsP-Cr PI
PiPsPrP°P»CHCEPEC... CtPéPeP»P°C... P»C-PeCrPIP°PSPSCII (PrPéPI. CHPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»). P] PiP°C+C-C”PSC,C-PI
P- PrC-P°CHPuC”Ch C,CLIPYPePsPiPs CI'C,CtPiPuPSCII PiC-PrPIPEC%oCrC”C,CHCI'CII



CHPéP-PéPe CHPsP-PIP&EC,PeCr C-PSC, PuPeCtC-PNe C,P° PiCHPsCIIPIC-PI
PiPuPjP°C,PsP»PsPiC-C$PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-. PyP°PePéPj
PiP°Ct+C-C”PSC,P°Pj PSPuPsP+C...C-PrPSPs PiCEPsPIPsPrPéC,Pé PeP»C-PSC-C+PSP&PNe
P°PSP°P»C-P- PeCHPsPIC-.

PyP°CtC-C”PSC,Pé P-C- P-PSPéPTPuPSPsCE P°PeC,PéPIPSC-CI'C,CR UGTIAL.

PuP°C1C-C”PSC,Pé P-C- CI'P»P°P+PeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj UGT1AL,
PSP°PiCEHP&PeP»P°Pr PiP°CC-C”PSC,Pé P- CI'PéPSPrCEPsPjPsPj P“C-P»P+PuCEC,P°
(PSP°PiCEP&PeP»P°Pr, PiPsPjPsP-P&PiPsC,PSC- P-P° PIP°CHC-P°PSC,P°PjPé UGT1A1%28
P°P+Ps *6), PjP°CRC,CH PiC-PrPIP&C%0PuPSPEPNe CEP&P-P&Pe CHPsP-PIPEC,PeCr
C,CLIPYPePsC— PSPuPN:C,CEPsPiPpuPSC-C— C,P° PrC-P°CEPuC— PiC-CI'P»ClI
P»C-PeCPIP°PSPSCII C-CHP&PSPsC,PuPeP°PSPsPj. P!PuPNe CEP&P-P&Pe P-CEPsCI'C,P°C”
P- PiC-PrPIP&C%oPpPSPSCIIPj PrPsP-CfPIP°PSPSCII C-CEP&PSPsC,PuPeP°PSCY.

PI'PsC+P°® PePsPSPeCHPuC,PSPu P-PSPEPIPuPSPSCII PiPsC$P°C,PePsPIPsC— PrPsP-Pé
PSPy PICI'C,P°PSPsPIP»PuPSPs, CI'P»C-Pr CHPsP-PiP»CIIPSCrC,Pé
PjPsPYP»P&PIC-CI'C,CH P-PSPéPIPuPSPSCII PiPsC+P°C,PePsPIPsC— PrPsP-Pé
C-CRHPéPSPsC,PuPeP°PSCr PrP»CII PiP°CtC-C”"PSC,C-PI C-P- PiPsPiP°PSPéP;
PjPuC,P°P+PsP»C-P-PjPsPj UGT1A1, PsCI'PsP+P»P&PIPs PrP»CI] PiP°CtC-C”PSC,C-P],
CIIPeP&Pj PIPIPsPrCIIC,CH PrPsP-Pé > 180 PjPi/Pj’, P°P+Ps PsCI'P»P°P+P»PuPSPéC...
PiP°CtC-C”PSC,C-PI. PYP»C-Pr P-PIPuCHPSCrC,Pé CFPIP°PiCr PSP°
PIC-PrPiPsPIC-PrPSC- PeP»C-PSC-C#PSC- CHPuPePsPjPuPSPrP°CtC-C— C%oPsPrPs
CHPuPePsPjPuPSPrP°CtC-PNe C%oPsPrPs PrPsP-CrPIP°PSPSCII PrP»CILI C,P°PePéC...
PiP°CtC-C"PSC,C-PI. PyPsPrP°P»CHCEC- PrPsP-Pé PjPsPICrC,CH P+CrC,Pé
P-P+C-P»CHCEPuPSC- P-P°P»PpuPYPSPs PIC-Pr C-PSPrPePIC-PrCrP°P»CHPSPsC—
PiPuCHPuPSPsCI'PéPjPsCI'C,C- P»C-PeCrPIP°PSPSCI].

P“PuPSPsC,P&PiCtPIP°PSPSCII UGT1A1 PjPsPIPSP° PIPéPePsCEP&CI'C,PsPICIPIP°C,Pé
PrP»CLI C-PrPuPSC,PéC, C-PeP°C+C-C— PiP°C+C-C”PSC,C-PI P- PiC-PrPIP&C%0PuPSPEP;
CHP&P-P&PePsPj C,CLIP]PePsC— PSPuPN.C,CHPsPiPuPSC-C— C,P° PrC-P°CHPuC—,
PsPrPSP°Pe PeP»C-PSC-C+PSP°® PePsCHPECI'C,CH PiPpPSPsC,PéPiCIPIP°PSPSCII
PiPpCHPuPr P»C-PeCrPIP°PSPSCIIPj C” PSPRPIP&P-PSP°C+PuPSPsCH,
PsCI'PeC-P»CHPePé PiPsP»C-PjPsCHC, C-P-Pj UGT1A1 PSPp PICEP°C...PsPICFC” PICI'CR
C,PsPeCI'P6C+PSC-CI'C,CHb, C%oPs CI'PiPsCI'C,PuCEC-PiP°C”C,CIhCI'CLI PiCEP&
C,PuCHP°PiC-C— C-CHP&PSPsC,PpPeP°PSPsPj (PrPéPl. CEPsP-PrC-P»
B«PxP°CEPjP°PePsPeC-PSPuC,PEPeP°B»).

PuPsCRCECEPuPSPSCII P- P+PsPeCé PiPuCtC-PSPePé.

P&P° PIP&C...C-PrPSPsPjCt CHC-PIPSC- C,P° PiPuCEPuPr PiPsCiP°C,PePsPj PePsPPSPsPiPs
CtP&PeP»Cr CI'P»C-Pr PiCEPsPIPSPrPéC,Pé PiPpC+C-PSPePsPIC- PiCHPsP+Pé.

PyP°CtC-C”PSC,P°Pj C-P- CEC-PIPSPuPj P+C-P»C-CHCIP+C-PSCY PIPEC%0Pp
PIPUCEC...PSCHPsC— PjPpPYC- PSPsCEHPjPé Cr 1,583 CEP°P-Pé CI'P»C-Pr
C%oPsC,PePYPSCII PePsPSC,CHPsP»CRPIP°C,Pe PiPsPeP°P-PSPePePée PeP»C-PSC-C+PSPsPiPs
P°PSP°P»C-P-Cr PeCHPsPIC- Cr P-PIBR™ CLIP-PeCr P-C- P-PSPEPIPuPSPSCLIPj
PeP»C—CEPpPSCFCl‘ C-CRHPEPSPsC,PuPeP°PSCr (PrPéPI. CHPsP-PrC-P»
B«PuP°CHPjP°PePsPeC-PSPuC,PEPeP°B»), C%oPs PiC-PrPIPEC%oCrC” CHPEP-PéPe



PiPpPjP°C,PsC,PsPeCI'PéC+PSPsCI'C,C-. PkPp CI'P»C-Pr PIPIPsPrPéC,Pé PtCHP&PSPsC,PuPeP°PS
PHPjP°PeCI'P° PiP°CtC-C”PSC,P°Pj C-P- CRC-PIPSPuPj P+C-P»C-CRHCrP+C-PSCr PIPEC%o0Pp
PIPuCHC...PSCHPsC— PjPuPYC- PSPsCRHPjPé P+C-P»CHCE PSC-P Cr 3 CRP°P-Pé (PrP&PIL.
CHPsP-PrC-P» B«PiCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PKCéPrPsC,P° C,P° P+P»CRPIP°PSPSCII.

PPuCHPuPr PePsPIPSP&Pj PIPIPpPrPuPSPSCIIPj P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr
PtCHPEPSPsC,PuPeP°PS PHPjP°PeCI'P° CHPuPePsPjPuPSPrCrC”C,CHCICII P-

PiCRPsC, C-P»P°PeC,PéC+PSPsChH PjPuC,PsCh P-P°CI'C,PsCI'PsPICFPIP°C,Pé
PiCHPsC,PéP+P»CRPIP°P»CHPSC- PiCEPuPiP°CHP°C,Pé. PiCEPé P-P°CI'C,PsCI'CPIP°PSPSC-
PiCHPpPiP°CHP°C,Ct C+P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PIP&PSPéPePSPuPSPSCII PSCrPrPsC,Pé C,P° P+P»CRPIP°PSPSCII. PiP°C+C-C”PSC,Pé P-
P+P»CRPIP°PSPSCIIPj, C%oPs CI'CPiCRPsPIPsPrPCrC”C,CHCI'CILI
PIC-PrCI'C,CHPsC+PuPSPsCh PrC-P°CRPuC”CHh, PiPsC,CHPuP+CrCRC,CH
PiPsCI'PiC-C,P°P»C-P-P°CtC-C— Cf PSP°PNePePsCHPsC,CEP&PN: C,PuCEPjC-PS PrP»CII
PiCHPsPIPuPrPuPSPSCII PSP°P»PuPYPSPsPiPs P»C-PeCrPIP°PSPSCII.

P“PsCI'C,CRP&PN: C...PsP»C-PSPuCHPiC-C+PSPéPNe CI P6PSPrCHPsP].

P—P° PIC-PrCI'CfC,PSPsCI'C,C- PeP»C-PSC-C$PSP&C... PiICHPsC,PéPiPsPeP°P-P°PSCH (PrPéPI.
CHPsP-PrC-P» B«PiPsP+C-C+PSC- CEPpuP°PeCtC-C—B») Cf CRHP°P-C- CHPsP-PIP&C,PeCr
PiPsCI'C,CHPsPiPs C...PsP»C-PSPuCHPiC-C+PSPsPiPs CI'PéPSPrCEPsPjCr (CHP°PSPSCII
PrC-P°CHPuCII Cr PePsPjP+C-PSP°CtC-C— P- CHC-P-PSPsPjP°PSC-C,PSP&PjPé C-PSCEP&PjPé
PsP-PSP°PeP°PjPé C,P° CI'P&PjPiC,PsPjP°PjPé, C,P°PeP&PjPé CIIPe PiC-PrPIP&C%oPpPSP®
PiC-C,P»P&PIC-CI'C,CH, CI'PiP°P-PjPé Cr PYPEPIPsC,C-, PjC-PsP- C,P° PiC-PrPIP&C%oPpPSPu
CI'P»P&PSPsPIPéPrC-P»PpPSPSCII) CI'P»C-Pr PIPIPsPrPéC,Pé 0,25 PjPi P°C,CHPsPiC-PSCr
CI'CrP»CHC,P°C,Cr PiC-PrC€PeC-CEPSPs. PiPsCIIPICF CtP&C... CI'P&PjPiC,PsPjC-PI, CIIPeC-
PjPsPYCrC,CH CI'PiPsCI'C,PuCRC-PiP°C,PECI'CII PiCRPsC,CIIPiPsPj P°P+Ps PsPrCHP°P-Cr
PiC-CI'P»CII C-PSC,CrP-C-C— C-CHPEPSPsC,PuPeP°PSCY, PiPsPIBf™ CIIP-C*CRC,CH P
P°PSC,PéC...PsP»C-PSPuCI'C,PuCEP°P-PSPsCh P°PeC,PéPIPSC-CI'C,Ch PiPsC+P°C,PePsPIPsC—
CI'PiPsP»CrPePé C-CEP&PSPsC,PuPeP°PSCr. PuPpCHPuPrP+P°C+P°C”C,CHCI'CII, C%oPs PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P+C-P»CHCE PIPECI'PsPePEC... PrPsP- C-CHP&PSPsC,PuPeP°PSCr
C$P°CI'C,PsC,P° C—C... PIPéPSPéPePSPuPSPSCII P-CHPsCI'C,P°C,P&PjPy.

P>C-PeCrPIP°C,Pé PiP°C+C-C”PSC,C-PI P- P°CI'C,PjPsCh CI'P»C-Pr P-
PsP+PuCHPuPYIPSC-CI'C,Ch. PyP°Ct+C-C”PSC,P°Pj C-P- PiPsCI'C,CHP&Pj
C...PsP»C-PSPuCHPiC-C+PSP&Pj CI'PéPSPrCHPsPjPsPj C,CLIPYPePsPiPs CI'C,CrPiPuPSCII
PiPuCHPuPr PePsPIPSP&Pj PSP°CI'C,CIPiPSPEPj P-P°CI'C,PsCI'CrPIP°PSPSCIIP;
PiCEPpPiP°CHP°C,Cr PtCEP&PSPsC,PuPeP°PS PhHPjP°PeCI'P° CHPuPePsPjPuPSPrPsPIP°PSPs
PiCEPsPIPsPrPéC,Pé PiCRPsC,C-P»P°PeC,PéC+PSPu P»C-PeCrPIP°PSPSCII P°C,CEPsPiC-PSCr
CI'CrP»CHC,P°C,PsPj.

P PsP-P»P°PrPé P- P+PsPeCé PrPéC...P°P»CEbPSPsC— CI'PéCIC,PuPjPé.

PuC-Pr C4P°CI* P»C-PeCrPIP°PSPSCII PrP°PSP&Pj PiCEPRPiP°CEP°C,PsPj PjPsPP»P&PIC-
PSPuCP°CI'C,C- PIP&PiP°PrPePé CEPsP-PIPEC,PeCt C-PSC,PuCECI'C,P6CTC-P°P»CHPSPsC—
C...PIPSCEPsP+Pé P»PuPiPuPSC-PI, C%oPs PiCEPsCLIPIP»CLIC"C,CHCI'CLI Ct PIP&PiP»CIIPrC-
CtC,PIPsCEPuPSPSCII C-PSC, C-P»CHC,CEP°C,C-PI Ct P»PpPiPpPSCILIC..., P°P»Pp
P-P°C...PIPsCHCRPIP°PSPSCII PjPsPPu PiCEP&P-PIPSPrPéC,Pé PrPs P»PuC,P°P»CHPSPsPiPs
PSP°CI'P»C-PrPeCt. P"Ps C,P°PeC,PsCEC-PI CEP&P-PéPeCY, PjPsP{P»P&PIPs

PiPsPIER™ CLIP-P°PSP&C... C-P- CRPsP-PIP&C,PePsPj C-PSC,PuCEHCI'C,PéCTC-P°P»CHPSPsC—



C...PIPsCEPsP+Pé P»PpuPiPpPSC-PI, PIC-PrPSPsCI'CIIC,CH P-P°CI'C,PsCI'CFPIP°PSPSCI]
PiCHPpPiP°CHP°C,C-PI, C,PsPeCI'PéC+PSPEC... C%oPsPrPs P»PpuPiPuPSC-PI, PiCHPsPjPuPSPuPICr
C,PuCHP°PiC-Ch C,P° PePsP»PsPSC-C”CI'C,PéPjCrP»CRCRC$C- C,P°PeC,PsCHPé. P—P°
PiP°CtC-C”PSC,P°PjPé P- PSP°CIIPIPSP&PjPé C,P°PeC,PsCHP°PjPé CHP&éP-PEPeCr PrPs
PiPsC$P°C,PeCr C,P° PiC-Pr C$P°CI" P»C-PeCrPIP°PSPSCII CI'P»C-Pr CHPuC,PuP»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°C,Pé C%oPsPrPs PIPEPSP&éPePSPuPSPSCII CI'PéPjPiC,PsPjC-PI P:
P+PsPeCr PrPéC...P°P»CHPSPsC— CI'PéCI'C,PuPjPé.

P+PeCI'C,CHP°PIP°P-P°CtC-CII.

PI'PsCtP° C-CHPEPSPsC,PuPeP°PS PSPu PSP°P»PuPYP&éC,CH PrPs
PiCHPpPiP°CHP°C,C-PI, C%oPs PiCHPEP-PIPsPrCIIC,CH PrPs CrC,PIPsCHPuPSPSCII
PSPuPeCHPsP-Ct C,PeP°PSP&PS, PiCHPuPiP°CHP°C, CI'P»C-Pr PIPIPsPrPé&C,Pé P-
PsP+PuCHPuPYPSC-CI'C,Ch C,P° PePsPSC,CHPsP»CRPIP°C,Pé CI'C,P°PS PjC-CI'CtCII
C-PSC, CrP-C-C— C%oPsPrPs PsP-PSP°Pe P-P°PiP°P»PuPSPSCI]I. P] PIPEPiP°PrPeCr
PiPsC,CHP°PiP»CIIPSPSCII PiCHPuPiP°CHP°C,Cr P-P° PjPuPYC- CI'CrPrPéPSPé
CHPuPePsPjPuPSPrPsPIP°PSPs PiCHPsPjPéC,Pé PjC-CI'CtPu C-PSC,CrP-C-C— C,P°
PiCBPéP€P>>P°CfC,Pé P»C-Pr.

PyP°CtC-C”PSC,Pé P»C-C,PSCHhPsPiPs PIC-PeC?.

P] P-PIBR™ CLIP-PeCr P- P+C-P»CHCE€PsCh C+P°CI'C,PsC,PsCh P-PSPéPYPuPSPSCII
P+C-PsP»PsPiC-C$PSPéC... C,CrPSPeCtC-PNe, P-PsPeCHPuPjP° C,CrPSPeCtC-C—
PiPpC+C-PSPePé, PiP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeCr PrPsP-Cr
PiCHPpPiP°CHP°C,Ct PtCEP&PSPsC,PuPeP°PS PhPjP°PeCI'P° CI'P»C-Pr PiC-PrP+P&CHP°C,Pé P-
PsP+PuCEPpuPIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).

PI' CRPsPSC-C#PSC- P-P°PiP°P»CHhPSC- P-P°C...PIPSCRCRPIP°PSPSCII PePéCEPuCtPSPéPeCé
C.P°/P°P+Ps PsP+CI'C,CHC2PeCtC-CII PePECEPuCPSPEPeCS.

PuP°CtC-C”PSC,P°Pj PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé PtCHPEPSPsC,PuPeP°PS
PHPjP°PeCI'P° PrPsPePé PSP°CIIPIPSP® PsP+CI'C,CHCrPeCtC-CI] PePECEPuCHPSPEPeCT (PrP&PI.
CHPsP-PrC-P» B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PyP°CtC-C”PSC.Pé P- PiPsCHRCZCE€PuPSPSCIIPjPé C,CéPSPeCtC-C— PSPECEHPsPe.

PYPiPsCI'C,PuCHC-PiP°P»PsCI'CLI PiC-PrPIPEC%oPpPSPSCII CHC-PIPSCII
CI'PECHPsPIP°C,PePsPIPsPiPs PeCHPuP°C,PéPSC-PSCt P°P+Ps P°P-PsC,Cr CI'PuCtPsPIP&PSPé
PeCHPsPIC-. P‘CFP»Pé PIPEPiP°PrPePé PiPsCI'C,CHPsC— PSPéCHPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-. P!C- CIIPIP&C%oP° P-P°P-PIPEC+P°PNe P+CrP»Pé
PiPsPIB ™ CLIP-P°PSC- P- CrCI'PeP»P°PrPSPuPSPSCIIPjPé C-PSC, PuPeCtC-PNe P°P+Ps
P-PSPuPIPsPrPSPuPSPSCIIPj PsCEPiP°PSC-P-PjCt PIPSP°CI'P»C-PrPsPe PSCrPrPsC,Pé,
P+P»CRPIP°PSPSCII C+Pé PrC-P°CHPuC—. PisCHC-Pj C,PsPiPs, PSP°PrC...PsPrPéP»Pé
PiPsPIC-PrPsPjP»PuPSPSCLI PiCHPs PiPsPsPrPéPSPsPeC- PIP&PiP°PrPePé PiPsCHCrCEPuPSPSCII
C, CrPSPeCtC-C— PSPECEPsPe PIPSP°CI'P»C-PrPsPe CI'P6PSPrCEPsPjCr P»C-P-PéCI'Cr
PiCfC...P»P&PSPé.

P PsP-P»P°PrPé P- P+PsPeCé CI'PuCECtCLL

PuC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII C-CHP&PSPsC,PuPeP°PSCr
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI PIPEPiP°PrPePé CHPsP-PIPEC,PeCt C-CEPPjC-C—



PjC-PsPeP°CEHPrP°, PiPuCEPuPIP°PIPSPs Ct PiP°C{C-C”PSC,C-PI C-P- PSP°CLIPIPSP&PjPé
P-P°C...PIPsCECRPIP°PSPSCLIPjPé CI'PuCECtCLL, C-PSCEP&PjPé PIC-PrPsPjPéPjPé
C,P°PeC,PsCHP°PjPé CEP&P-PéPeCt CHPsP-PIPEC,PeCr P-P°C...PIPsCHCRPIP°PSCH
CI'PuCHCHCLI C,P° Cf PiP°C+C-C”PSC,C-PI, CIIPeC- CRP°PSC-CEPu PsC,CHP&PjCLPIP°P»Pé
CtP&C,PsC,PsPeCI'P6CPSCE C...C-PjC-PsC,PuCHP°PiC-Ch (PrPéPl. CHPsP-PrC-P»
B«PuPsP+C-C+PSC- CEPpP°PeCtC-C—B»). P’C-PrPiPsPIC-PrPSPs, PiP°CtC-C”PSC,Pé P-
PIC-PrPsPjPéPjPé C,P°PeC,PsCEP°PjPé CEP&P-PéPeCr PiPsC,CHPuP+CrCRC,CH
CHPuC,PuP»CHPSPsPiPs PSP°PiP»CLIPrCt. PYP»C-Pr PIPYPEC,Pé P-P°C...PsPrC-PI PrP»Cll
P-PIPpPrPuPSPSCLI PrPs PjC-PSC-PjCtPjCr PICI'C-C... C,P°PeC,PsCHC-PI CEP&P-P&PeCY, C%oPs
PiC-PrPrP°CRC,CHCI'CLI CEPpPiCIP»CRPIP°PSPSCR (PSP°PiCEP&PeP»P°Pr, PiP°P»C-PSPSCI],
P°CHC,PuCEC-P°P»CHPSP® PiC-PiPpCHC,PuPSP-C-CII C,P° PiC-PiPpCEP»C-PiC-PrPuPjC-CII).

P PsP-P»P°PrPé P- P+PsPeCé CI'C2PrPéPS.

PJ PiP°Ct+C-C”PSC,C-PI, CLIPeC- PjP°P»Pé PjPSPsPIPéPSPSC- C,P°PeC,PsCHPé CRHP&P-PéPeCr
PSP° PrPsPrP°C,PsPe PrPs PsCI'PSPsPIPSPsPiPs PSPsPIPsCrC,PIPsCHPuPSPSCI],
P-P°CI'C,PsCI'CrPIP°PSPSCII C-CHP&PSPsC,PuPeP°PSCrt PI CHC-PrPeC-CI'PSPéEC...
PIPEPiP°PrPeP°C... PiPsPIBF ™ CLIP-CfPIP°P»Pé P- PIPEPSP&éPePSPuPSPSCIIP;
C,CHPsPjP+PsPuPjP+PsP»C-C+PSP&C... CFCI'PeP»P°PrPSPuPSCH (P»PuPiPpPSPuPIP®
PuPjP+PsP»C-CI], PIPuPSPsP-PSPéPN: C,CHPsPjP+PsP- C,P° P°CHC,PuCHC-P°P»CIHHPSP®
C,CHPsPjP+PsPuPjP+PsP»C-CI]).

PuCHEPsPjPuPSPuPIP°® C,PuCRP°PiC-CII.

PiP°CtC-C”PSC,Pé, CIIPeC- CHP°PSC-C€Pyp PsC,CRP&PjCIPIP°P»Pé PsPiCHPsPjC-PSPuPSPSCII
PsCHPiP°PSC-PI PjP°P»PsPiPs C,P°P-P° P°P+Ps C+PuCHPpPIPSPsC— PiPsCHPsPYIPSPEPSPE,
PIC...PsPrCIIC,CH PrPs PiCHCrPiPé PiC-PrPIPEC%oPuPSPsPiPs CHPEP-PEPeCr CRPsP-PIPEC,PeCr
PjC-C”P»PsCI'CfPiCHPuCI'C-C— PSP° C,P»C- P»C-PeCrPIP°PSPSCII C-CRP&PSPsC,PuPeP°PSPsP;.
P>C-PeP°CRC- PjP°CRC,CH P:- PsP+PuCEPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PrP°PSPéPNe P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ PiP°CtC-C”PSC,P°Pj, CIIPeC- PI
PjPEPSCIP»PsPjCr PsC,CHP&PjCIPIP°P»Pé PuPeCI'C,PuPSCI'PEPIPSCY PiCHPsPjPpPSPuPICY
C,PuCEP°PiC-Ch (PSP°PiCEP&PeP»P°Pr, PsPiCHPsPjC-PSPuPSPSCII > 25 %
PeC-CI'C,PePsPIPsPiPs PjPsP-PeCt PiCEPsC,CLIPiPsPj 6 C,PEPJPSC-PI PrPs PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCII C-CHP&PSPsC,PuPeP°PSPsPj). PIC-PNe PiCHCIPiC- PiP°CtC-C”PSC,C-PI
PjPsPYPp P-PSP°PrPsP+P&C,PECI'CI] PePsCHPEPiCIPIP°PSPSCII PrPsP-Pé PiCEPuPiP°CHP°C,Cr
(PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).

PuPuCHC-PsPr PiPsPrCéPIP°PSPSCII PiCRCéPrPrCH.

PJ P-PIBR™ CLIP-PeCrt P- PjPsPYP»PéPIC-CI'C,Ch PIPEPSP&PePSPuPSPSCII PiPsP+C-C+PSPéC...
CHPpP°PeCtC-PNe Ct PiCHCIPrPSP&C... PrC-C,PuPNe PiPsPrCrPIP°PSPSCII PiCKECrPrPrCh
CI'P»C-Pr PiCEP&PiPEPSPEC,Pé PSP° C+P°CI' P»C-PeCrPIP°PSPSCII PiCHPuPiP°CHP°C,PsPj
(PrPéPI. CHPsP-PrC-P»Pé B«PiuCHPsC,PéPiPsPeP°P-P°PSPSCIIB» C,P°
B«P—P°CI'C,PsCI'CfPIP°PSPSCII Ct PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

P] P-PI8F™ CLIP-PeCr P- PjPsPYP»P&éPIC-CI'C,CR PiPpPSPsC,PsPeCI'PéC+PSPsCI'C,C-
PYC-PSPeP°Pj CEPuPiCEPsPrCrPeC,P&PIPSPsPiPs PIC-PeCt CHPuPePsPjPuPSPrPsPIP°PSPs
PIP&éPePsCHP&CI'C,PsPICIPIP°C,Pé PIPECI'PsPePsPuC,PuPeC,PEPIPSC- P-P°CI'PsP+Pé
PePsPSC,CEP°CtPuPiCtC-C— PiC-Pr C+P°CI P»C-PeCrPIP°PSPSCII C,P° PiCHPsC,CLIPiPsPj 6
PjC-CI'CIICtC-PI PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII PsCI'C,P°PSPSCHPsC— PrPsP-Pé
C-CHP&PSPsC,PuPeP°PSCY.



P] P-PIEF™ CLIP-PeCt P- PjPsPYP»P&PIC-CI'C,Ch PiPuPSPsC,PsPeCI'PéC+PSPsCI'C,C- CI'P»C-Pr
CBPuPePsPjPuPSPrCrPIP°C,Pé PiP°CtC-C”PSC,P°Pj-C+PsP»PsPIC-PeP°Pj C-P-
PiP°CHC,PSPuCHPeP°PjP&-PIC-PSPeP°PjPé P- CRPuPiCHPsPrCrPeC,PEPIPSPEP;
PiPsC,PuPSCtC-P°P»PsPj PIPéPePsCHP&CI'C,PsPICIPIP°C,Pé PuC,PuPeC,PEPIPSC- P-P°CI'PsP+Pé
PePsPSC,CHP°CtPpuPiCtC-C— PiC-Pr C+P°CI P»C-PeCrPIP°PSPSCII C,P° PiCHPsC,CLIPiPsPj 3
PjC-CI'CLICtC-PI PiC-CI'P»CI] P-P°CI'C,PsCI'CfPIP°PSPSCI]I PsCI'C,P°PSPSCHPsC— PrPsP-Pé
C-CRP&PSPsC,PuPeP°PSCr (PrPéPI. CRPsP-PrC-P» B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCECtPrPrCRB»).

PfPSC€C- C,.P°PeC.PsCHPé.

PhCI'PeC-P»CHPePé PiICHPuPiP°CHP°C, PjC-CI'C,P&C,CH D-CI'PsCHP+C-C,, CIIPePEPNe
C” PrPYPuCHPuP»PsPj C,CHCIPeC,PsP-Pé, PNePsPiPs PSPu PjPsPIPSP®
P-P°CI'C,PsCI'PsPICfPIP°C,Pé PrP»CII P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI P-C-
CI'PiP°PrPePsPIPsCh PSPuPiPuCHPuPSPsCI'PéPjC-CI'C,Ch C,CECrPeC,PsP-Pé (PYPkPx).
P] PSPuPjPsPIP»CIIC, C,P° PjP°P»PuPSCHPeP&C... PrC-C,PaPNe PIC-PePsPj PrPs 2
CHPsPeC-PI PjPsPPu C%oPp PSPp P+CrC,Pé PrC-P°PiPSPsCI'C,PsPIP°PSPs PYPkPx.
P>C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, CIIPeC- PjC-CI'C,CIIC,CH C,CECrPeC,PsP-Ct C,P°
PIPIPsPrCIIC,CHCI'CII PIPSCIC,CHC-CEPSCHPsPIPuPSPSPs, PjPsPYCrC,CH PjP°C,Pé
PSPuP+PuP-PiPuC+PSC- PrP»CII PfP&C,C,CII PuC,PuPeC,Pé Cr P»CRPrPuPNe P-C-
PYPkPx, C,PsPjCt C—C... PSPp CI'P»C-Pr PIPIPsPrP&éC,Pé C,P°PePéPj PiP°CtC-C”PSC,P°Pj,
CIIPeC%oPs PSPuPjP°C” PiPsCI'C,CHPsC— PeP»C-PSC-C+PSPsC—
PSPuPsP+C...C-PrPSPsCI'C,C- P°P+Ps PSPuPjP°C” P°P»CHC,PuCHPSP°C,P&PIPé.

PuuPuCHPpPr P-P°CI'C,PsCI'CrPIP°PSPSCIIPj CtCHPsPiPs P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+Cr Cr PePsPYPSPsPiPs PiP°CtC-C”PSC,P° CI'P»C-Pr P-C-P+CHP°C,Pé
P°PSP°PjPSPuP- C%o0PsPrPs CI'PéPjPiC,PsPjC-PI PYPkPx.

PhPrPSPsC4P°CI'PSPy PIPIPuPrPuPSPSCII C-CEP&PSPsC,PuPeP°PSCY: P-
CI'P6P»CHbPSP&Pj C-PSPiC-P+C-C,PsCEPsPj (PSP°PiCEP&PeP»P°Pr,
PePuC,PsPePsPSP°P-PsP»PsPj) P°P+Ps C-PSPrCrPeC,PsCEPsPj (PSP°PiCEP&PeP»P°Pr,
CRP&C, P°PjPiC-CtPEPSPsPj, PeP°CEP+P°PjP°P-PuPiC-PSPsP),

C, PuPSPsP+P°CEP+C-C,P°P»PsPj, C, PuPSC-C,PsC—PSPsPj, P°PiP°P»Cr-C,PsPjC-PrPsPj)
CYP3A4 PjPsP{Pu P-PjC-PSP&C,Pé PjPuC,P°P+PsP»C-P-Pj C-CEP&PSPsC,PuPeP°PSCY C-
PNePsPiPs CI'P»C-Pr CIPSP&PeP°C,Pé (PrPéPl. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P-
C-PSCEP&PjPé P»C-PeP°CHCI'CHbPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé
PIP-P°C”PjPsPrC-PN:B»).

PxP»P°PePsPSPé PtCEPEPSPsC,PuPeP°PS PhPjP°PeCI'P® PsP+EF ™ C”PjPsPj
PSP°PiPsPIPSPuPSPSCII 2 PjP» C,P° 5 PjP» PjC-CI'C,CLIC,CH PjPuPSCEPu 1 PjPjPsP»CH
(23 PjPi)/PrPsP-Ct PSP°C,CRC-Ch, C,PsP+C,Ps PiCEP°PeC,P&C+PSPs PIC-P»CHPSC-
PIC-Pr PSP°C,CEC-CE.

PxP»P°PePsPS PtCHPéPSPsC,PuPeP°PS PhPjP°PeCI'P° PsP+8E™ C”PjPsPj
PSP°PiPsPIPSPuPSPSCII 15 PjP» PjC-CI'C,PéC,CH 36 PjPi/PrPsP-Cr PSP°C,CEC-CR.
PYP»C-Pr P+CrC,Pé PsP+PuCHPuPYPSPéPj PiICEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PiP°Ct+C-C”PSC,P°Pj, CLIPeC- P-P°CI'C,PsCI'PsPIC*CRC,CH PSP°C,CHC-PNe-
PePsPSC,CHEPsP»CHPsPIP°PSCr PrC-C”C,Cr.



P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCHCéPrPrCE.

PwPsPSC.CHP°CtPuPiCtC-CII.

P] P-PI8R™ CLIP-PeCt P- PjPsPYP»P&éPIC-CI'C,Ch PiPpPSPsC,PsPeCI'PéC+PSPsCI'C,C-
PYC-PSPeP°Pj CRPuPiCHPsPrCrPeC,PéPIPSPsPiPs PIC-PeCr
CHPuPePsPjPuPSPrPsPIP°PSPs PIP&PePsCHP&CI'C,PsPICIPIP°C,Pé

PIPECI'PsPePsPuC, PuPeC,PEPIPSC- P-P°CI'PsP+Pé PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII C,P° PiCRPsC,CIIPiPsPj 6 PjC-CI'CIICtC-PI PiC-CI'P»CI]
P-P°CI'C,PsCI'CrPIP°PSPSCI]I PsCI'C,P°PSPSCHPsC— PrPsP-Pé
C-CHP&PSPsC,PuPeP°PSCr (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P] P-PIER™ CIIP-PeCr P- PjPsPYP»P&éPIC-CI'C,Ch PiPuPSPsC,PsPeCI'PéC+PSPsCI'C,C-
CI'P»C-Pr CHPuPePsPjPuPSPrCrPIP°C,Pé PiP°C+C-C”PSC,P°Pj-CPsP»PsPIC-PeP°Pj C-P-
PiP°CHC,PSPuCHPeP°PjPé-PIC-PSPeP°PjPé P- CHPuPiCHPsPrCrPeC,PEPIPSPEP;
PiPsC,PpPSCtC-P°P»PsPj PIPéPePsCHPECI'C,PsPICFPIP°C,Pé PuC, PuPeC,PEPIPSC-
P-P°CI'PsP+Pé PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C,P°
PiCHPsC,CIIPiPsPj 3 PjC-CI'CLICtC-PI PiC-CI'P»CI] P-P°CI'C,PsCI'CrPIP°PSPSCI]
PsCI'C,P°PSPSCHPsC— PrPsP-Pé C-CHPEPSPsC,PuPeP°PSCr (PrPéPl. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PuPuCRC-PsPr PIP°PiC-C,PSPsCI'C,C-.

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII C-CHPEPSPsC,PuPeP°PSCr
PIP°PiC-C,PSP&Pj PYC-PSPeP°Pj PsP+PjPuPIPuPSC-. P] PrPsCI'P»C-PrPYPuPSPSCIIC...
PSP° C,PIP°CRP&PSP°C... P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CEPsPIP°PSPs, C%oPs
C-CRHP&PSPsC,PuPeP°PS C+PéPSPEC,CH PuPjP+CHC-PsC,PsPeCI'PéC+PSCr C,P°
C,PuCRP°C,PsPiPuPSPSCr PrC-Ch. P'PuCHCrC+Pé PrPs CrPIP°PiPé
CRHPuP-CrP»CHC,P°C,Pé PrPsCI'P»C-PrPIPuPSCH PSP° C,PIP°CHP&PSP°C... C,P°
PjPuC...P°PSC-P-Pj PrC-C— C-CRP&PSPsC,PuPeP°PSCr, PSPu CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrP°PSP&PNe PiCHPuPiP°CHP°C, PiC-Pr C+P°CI
PIP°PiC-C,PSPsCI'C,C-, PsCI'PsP+P»P&PIPs Cr PiPuCHCEPsPjCr C,CHP&PjPuCI'C,CHC-,
P-P° PIPEPSCIIC,PePsPj PSP°PiP°P»CHPSPsC— PiPsC,CHPuP+Pé. P-C-PSPeP°Pj
PrC-C,PsCHPsPrPSPsPiPs PIC-PeCr PSPy P-P°CI'C,PsCI'PsPICIPIP°C,Pé
C-CHP&PSPsC,PuPeP°PS, PrPsPePé PSPp P+CrPrPp PIPéPeP»CRCHPuPSP®
PIP°PiC-C,PSC-CI'C,CH>. PKPuPsP+C...C-PrPSPs CrPSPéPeP°C,Pé PIP°PiC-C,PSPsCI'C,C-,
CIIPeC%oPs C...C,PsCI'CH C-P- PiP°CRHC,PSPuCHC-PI PsC,CHP&PjCrC”
C-CHP&PSPsC,PuPeP°PS.

P’PiP»PéPI PSP° CHEPuPiCHPsPrCéPeC,PéPIPSCé C,C2éPSPeCtC-CH.

PtPSC, PsCEPjP°CtC-CLI C%oPsPrPs PIPiP»P&PICt C-CRP&PSPsC,PuPeP°PSCT PSP°
CRPuPiCRPsPrCrPeC,PEPIPSCY C,CrPSPeCtC-CR P»CRPrPEPSPé PIC-PrCI'CrC,PSCIL. PJ
PrPsCI'P»C-PrPIPuPSPSCLIC... PSP°® C,PIP°CEP&PSP°C... P+CrP»Pé
PrPsPeCrPjPuPSC,P°P»CHbPSPs P-P°CEPuC”CI'C,CEPsPIP°PSC- PiPsP+C-C4PSC-



CHPuP°PeCtC-C— C-CHP&PSPsC,PuPeP°PSCr PSP° CRHPuPiCHPsPrCrPeC,PEPIPSCr
C, CtPSPeCtC-Ch PiPsC,PsPjCI'C,PIP°. PuPuCEPuPr PiPsC$P°C,PePsPj
P-P°CI'C,PsCI'CrPIP°PSPSCI]I PiCEHPuPiP°CRHP°C,Ct PSPuPsP+C...C-PrPSPs
CHPsP-PiP»CIIPSCrC,Pé PjPsPYP»P&PIC-CI'C,CH PePsPSCI'CrP»CHC,CrPIP°PSPSCI]
PiP°CtC-C”PSC,C-PI C%oPsPrPs P-P+PuCHPuPIPuPSPSCII CI'C,P°C,PuPIP&EC...
PeP»C-C,PéPS.

PyuPuCHC-PsPr PiPsPrCéPIP°PSPSCII PiCRCéPrPrCH.

P”PsCI'C,CrPiPSC- PrP°PSC- PsP+PjPuPYPuPSC-, P°P»Pp PIPsPSPé PrPsP-PIPsP»CIICRC,CH
PiCHPEPICFCI'C,PEC,Pé, C%oPs C-CHPEPSPsC,PuPeP°PS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé
PIPEPrC-P»CIICRC,CHCI'CII Ct PiCRCIrPrPSPu PjPsP»PsPePs P»CRPrPEPSPé.
P’C-PrPiPsPIC-PrPSPs, C+PuCHPuP- PjPsPYP»PéPIC-CI'C,CH PIPEPSP&PePSPuPSPSCII
PiPsP+C-C+PSPé&C... CRPuP°PeCtC-PNe Ct PrC-C,PuPNe, CIIPeP&C... PiPsPrCrCRC,CH
PiCHCIPrPrCh, PSP° C+P°CI" P»C-PeCrPIP°PSPSCII C-CEP&PSPsC,PPeP°PSPsPj
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh CI'P»C-Pr PiCHP&P-CrPiP&PSP&C,Pé (PrPéPI. CEPsP-PrC-P»
B«PyiCEPsC,PéPiPsPeP°P-P°PSPSCILIB» C,P° B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P—PrP°C,PSC-CI'C,CEb PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC3PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPSCEC,PsPj P°P+Ps C-PSCEPEP;Pé
PjPuC...P°PSC-P-PjP°PjPé.

PkPpPsP+C...C-PrPSPs PiPsPiPuCHPpuPrPYP°C,Pé PiP°CtC-C”PSC,C-PI PiCHPs
PjPsPYP»P&PIC-CI'C,CHh CHPsP-PIP&C,PeCr P-P°PiP°PjPsCHPsC+PuPSPSCII P°P+Ps
PiPsCHCICEPuPSCH P-PsCHCT PiCHPsC,CIIPiPsPj 24 PiPsPrPéPS PiC-CI'P»CII
P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCI CHhPePsPiPs P-P°CI'PsP+Cr
PtCHP&PSPsC,PuPeP°PS PhHPjP°PeCI'P°® C,P° CHPuPePsPjPuPSPrCrPIP°C,Pé C—Pj PiCHPé
PIPEPSPéPePSPUPSPSC- P-P°P-PSP°C+PuPSP&C... PIPEC%oPp CI'PEPjPiC,PsPjC-PI PSPu
PePuCHCrPIP°C,Pé P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj C,P° PSPu PiCRP°CtCRPIP°C,Pé P-
C-PSC£PEPjPé PjPuC...P°PSC-P-PjP°PjPé.

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

PuCEHPuPiP°CEP°C, PiCEP&P-PSP°CPuPSPEPN: PIPEPeP»CRCPSPs PrP»CLI PrPsCEPsCIP»P&C....
P PsP-CP&PS PrP»CII C-PSC,CfP-C-PNe PSPuPsP=+C...C-PrPSPs CEPsP-P+P°PIP&C,Pé C-
PIPIPSPrP&C,Pé Cr PiPuCHP&EC, PuCHPECHPSCE P°P+Ps CtPuPSC,CHP°P»CHPSCY
PIPuPSCY.

PyCEP&PiPsC,C4PIP°PSPSCLI CEPsP-C+PéPSCé PrP»CII PIPSC4C,CEC-CEPSCHPsPIPuPSPSPsPiPs
PIPIPuPrPuPSPSCII.

P1PsPrC-P+PSPs PrPs C-PSC£PéC... PICHPuPiP°CHP°C,C-PI, C%oPs PIPIPsPrCIIC,CH
CEP»CIJC...PsPj C-PSBF ™ C”PeCtC-C—, CHPsP-C+P&PS PiCHPuPiP°CRP°C,Cr
P+tCHPEPSPsC,PuPeP°PS PHPjP°PeCI'P° CI'P»C-Pr PiPsC,CrPIP°C,Pé P-
PrPsC,CHP&PjP°PSPSCIIPj PIP&PjPsPi P°CI'PuPiC,PéPePé. PIPeC%oPs Ct C,P»P°PePsPSC-



P°P+Ps PiC-CI'P»CLI CEPsP-CPéPSPUPSPSCLI C” PiPsPjC-C,PSP&PNe
PiCEPuCtP&PiC-C,P°C,, PiCEPuPiP°CEP°C, CI'P»C-Pr Cf-C,P&éP»C-P-CtPIP°C,Pé P-
PrPsC,CEP&PjP°PSPSCIIPj CI'C,P°PSPrP°CEC,PSPEC. .. PiICEPsCHPRPrCICE
CFC,P&P»C-P-P°C+C-C— C1P&C,PsC,PsPeCI"P&C+PSP&C. .. PiCEPPiP°CEP°C,C-PI.

P”PsC,CEP&PjCFCRCEPECI'CHb PSPSCEPj P°CI'PpPiC,PéPePé, PIC-PrP+PéCEP°CRC,CH
PeP°P»C-P+CEPsPIP°PSP&Pj CEPICEPECTPsPj PSPuPsP+C...C-PrPSCY
PeC-P»CHhPeC-CI'C,CH CHPsP-C+PéPSCr PiCEPuPiP°CHP°C,Cl PICEP&PSPsC,PuPeP°PS
PHPjP°PeCI'P° P- C, P»P°PePsPSP° C,P° PIPIPSPrCLIC,CHb PrPsP-Ct PI PiP°PePuC, P°P+Ps
PiP»CLICEPeCT PsP+ER™ C”PjPsPj 250 PjP», C%oPs PjC-CI'C,P&C,CIb 0,9 % CEPsP-CP&PS
PSP°C,CEC-CR C...P»PsCEP&PrCrt P°P+Ps 5 % CHPsP-C+P&éPS PiP»CRPePsP-Pé.

P PuC,PpP»CHbPSPs PiPpCHPUPjC-CECICRC,CH CEPsP-C4P&PS, PICECrCPSCE
PsP+PuCEC,P°CRCtPé C"PjPSC-CI'C,Clb.

P PuPePsPjPuPSPrPsPIP°PSC- PrPsP-Pe.

PuCHPé PjPsPSPsC,PuCHP°PiC-C— PiCHPuPiP°CRP°C, PICEP&PSPsC,PuPeP°PS
PHPjP°PeCI'P° P-P°P-PIP&C+P°PNe PiCRP&P-PSP°C+P°CRC,CH 1 CEP°P- PSP° 3
C,PEPYPSC-. P'PsPrPSPsCP°CI" PiP°CtC-C”PSC,P°Pj, CLIPeP&Pj PjPsPIPu
P-PSP°PrPsP+P&C,PECI'CLI P+C-P»CHCE CEPuC,PuP»CHPSPEPNe PSP°PiP»CLIPT P°P+Ps
CLIPeC- P-PSP°C...PsPrCIIC,CEbCI'CII Ct PiCECIPiC- PiC-PrPIP&C%oPuPSPsPiPs
CEP&P-P&PeCt CRPsP-PIPEC,PeCt C,CLIPYPePsC— PSPuPNeC,CEPsPiPpPSC-C—,
PjPsPYPSP° CHPsP-PiP»CLIPSCEC,Pé C%oPsC,P&PIPSPPICE CI'C...PuPjCt
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCRPRPiP°CEP°C,Ct (PrP&PI. CRPsP-PrC-P»
B«PxP°CHPjP°PePsP»PsPiC-CPSC- PIP»P°CI'C,PEPIPSCI'C,C-B»).

PrPsPSPsC,PuCHP°PiC-CII (PrP»CII PiP°CtC-C”PSC,C-PI, CIIPeC- CHP°PSC-C€Pu
PsC,CEPéPjCZPIP°P»Pé P»C-PeCZéPIP°PSPSCI]I).

P PpuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PiCHPuPiP°CHP°C,Cr PtCHPEPSPsC,PuPeP°PS
PHPjP°PeCI'P° CI'C,P°PSPsPIPEC,CH> 350 PjPi/Pj* PiPsPIPuCEC...PSC- C,C-P»P°,
PIPIPuPrPpPSPé&C... CEP»CIIC...PsPj PIPSCIC,CRC-CEPSCHPsPIPuPSPSPsC— C-PSC,CfP-C-C—
C,CHP&PIP°P»C-CI'C,CR 308E 90 C...PI CtPuCHPuP- PePsPIPSC- 3 C,PéPYPSC- (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).

PwPsPjP+C-PSPsPIP°PSP° C,PuCHP°PiC-CII (PrP»CII PiP°CtC-C”PSC,C-PI, CIIPeC-
CHP°PSC-C€Pu PSPu PsC,CHPEPjCEPIP°P»Pé P»C-PeCéPIP°PSPSCI]I).

P+C,PuPeC,PEPIPSC-CI'C,Clh C,P° P+PuP-PiPpPeCr P-P°CI'C,PsCI'CrPIP°PSPSCII
C-CHP&PSPsC,PuPeP°PSCY Cf PePsPjP+C-PSP°C{C-C— P- 5-PxP] C,P° PxPrs
PsCtC-PSCRPIP°P»Pé P-P° PSP&PYC+PuP-P°P-PSP°C4PuPSPsCR CI'C...PuPjPsCh
PrPsP-CFPIP°PSPSCII (PrP&PI. CHPsP-PrC-P» B«PaP°CHPjP°PePsPrPEPSPPjC-PeP°B»).
P PuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° C-CHPEPSPsC,PuPeP°PSCE CI'C,P°PSPsPIPEC, CHb
180 PjPi/Pj* 1 CEP°P- PSP° 2 C,P&PPSC- Cr PIP&PiP»CIIPrC-
PIPSCtC,CHC-CEPSCHPsPIPUPSPSPsC— C-PSC, CtP-C-C— PiCEPsC,CLIPiPsPj 308590
C...PIPéP»P&PS, PiC-CI'P»CII C+PsPiPs PIPIPSPrCLIC,CH PxPsb C- 5-PxP].

PtPSC, PsCEPjP°CtC-ChR PiCEPs PrPsP-Pé C- CI'PiPsCI'PsP+Pé CI'CrPiCIC,PSCIbPsPiPs
PIPIPuPrPuPSPSCII CtPuC,CiPeCI'PEPjP°P+Cr PjPsPIPSP° P-PSP°PNeC,Pé PI
PePsCEHPsC,PeC-PNe C...P°CEP°PeC,PuCEPECIC,PECHC- PrP°PSPsPiPs



P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Crt. P—P°P-PIP&C+P°PNe
P-P°CI'C,PsCI'PsPICFCRC,CH C,P°PeCr Py PrPsP-Ct C-CHPéPSPsC,PuPeP°PSCt, CIIPe C-
PI PiPsPiPuCHPuPrPSC-C... PeCFfCHCIP°C... P»C-PeCrPIP°PSPSCII C-P-
P-P°CI'C,PsCI'CFPIP°PSPSCIIPj CI'C...PuPj, C%oPs PIPeP»CRC$P°CRC,CH
C-CHP&PSPsC,PuPeP°PS. PtCHP&PSPsC,PuPeP°PS CI'P»C-Pr PIPIPsPrPéC,Pé PSPu
CRHP°PSC-CEPp PSC-PY C+PuCHPuP- 1 PiPsPrPéPSCr PiC-CI'P»CIl
P-P°PeC-PSC+PpPSPSCII C-PSC, CrP-C-C— CtPuC,CrPeCI'PéPjP°P+Cr. P”"P»CII
PsC,CHP&PjP°PSPSCII C-PSC,PsCHPjP°CtC-C— PiCHPs PrPsP-CrPIP°PSPSCII C,P°
CI'PiPsCI'PsP+Pé P-P°CI'C,PsCI'CrPIP°PSPSCII P+PuPIP°CtP&P-CIPjP°P+Cr,
P-PIPuCHPSC-C,CHCI'CII PrPs PePsCHPsC,PePsC— C...P°CHP°PeC,PuCHPECI'C,PéPePé
PrP°PSPsPiPs P»C-PeP°CHCI CHhPePsPiPs P-P°CI'PsP+Cr. PtPSC,PsCHPjP°CtC-Ch
PiCHPs PrPsP-CrPIP°PSPSCII C,P° P-P°CI'C,PsCI'CrPIP°PSPSCII
C-CRHP&PSPsC,PuPeP°PSCrt PI PePsPjP+C-PSP°CtC-C— P- PeP°PiPuCtP&C,P°P+C-PSPsP;
PrPéPI. Cf CHPsP-PrC-P»C- B«PuP°CHPjP°PePsP»PsPiC-CPSC- PIP»P°CI'C,P&PIPsCI'C,C-B»
C,P° Ct PIC-PrPiPsPIC-PrPSP&C... CBPsP-PrC-P»P°C... PePsCHPsC,PePsC—
C...P°CHP°PeC,PuCHPECI'C,PéPePé PeP°PiPuCtPéC,P°P+C-PSCY.

PisPsCHPuPeCtC-CII PrPsP-Pe.

P+CEPEPSPsC,PpPeP°PS PHPjP°PeCI'P° CI'P»C-Pr PIPIPSPrPEC,Pé PiC-CI'P»ClI
P°PrPuPePIP°C,PSPsPiPs P-PSP&PePSPUPSPSCII C£CI'C-C... PiPsP+C-C+PSP&C...
CEHPuP°PeCtC-PNe PrPs CI'C,CEPiPpPSCLI 0 P°P+Ps 1 P-P° CE€PeP°P»PsCR NCI-CTC
(P-P°PiP°P»CHbPSC- PeCEP&C,PRCEC-C— PsCC-PSPePé C,PsPeCI'PéC+PSPSCI'C,C-
PkP°CtC-PsPSP°P»CHbPSPsPiPs C-PSCI'C,P&C,CEC,Ct CEP°PeCr) C,P° PiC-CI'P»ClI
PiPSPIPSPsPiPs PiCEP&PiPEPSPRPSPSCII PiPsPIEE™ CLIP-P°PSPsC— P- P»C-PeCtfPIP°PSPSCIIP
PrC-P°CEPpC—.

P&P° PiPsC+P°C,PeCr PSP°CI'C,CrPiPSPsPiPs PeCrCHCI'Ct PIPIPuPrPuPSPSCII
C€P»CIIC...PsPj C-PSC, CrP-C-C— PrPsP-Cr PiCHPuPiP°CHP°C,Cr
P+tCHPEPSPsC,PuPeP°PS PhHPjP°PeCI'P° C,P° 5-PxP], CLIPeC%oPs
P-P°CI'C,PsCI'PsPICIC”C,CHCI'CLI, CI'P»C-Pr P-PSPEPYCIPIP°C,Pé P-P°P»PpuPYPSPs PIC-Pr
PiCHPsCLIPIC-PI PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe PSP°PNeC,CIIPC4PsPiPs
CI'C,CrPiPpPSCII, C%oPs CI'PiPsCI'C,PuCEHC-PiP°P»P&éCI'CLI PiC-Pr C+P°CI’
PiPsPiPuCEPpPrPSCHPsC— C-PSC, CrP-C-C—. PYP»C-Pr PIC-PrPeP»P°CI'C,Pé PiPsC+P°C,PsPe
P»C-PeCrPIP°PSPSCII PSP° 18R“2 C,PEPYPSC- PrP»CII P-PSPéPePSPuPSPSCII

PiPsPIBR™ CIIP-P°PSP&C... P- P»C-PeCrPIP°PSPSCIIPj PiPsP+C-C+PSPé&C... CRPuP°PeCtC-PNe.

PuuCHPé CHPsP-PIPEC,PeCr PSPEPYCHPuP-P°P-PSP°CPuPSPeC... PiPsP+C-CfPSPeC...
CHPuP°PeCtC-PNe PrPsP-Ct PiICHPuPiP°CHP°C,Ct PTCREPEPSPsC,PuPeP°PS PHPjP°PeCIP®
C,P°/P°P+Ps 5-PuP], CLIPeC%oPs P-P°CI'C,PsCI'PsPICFC”C,CHCI'CLI, CI'P»C-Pr P-PSPEP-P&C,Pé
PSP° 158520 %:

PiPuPjP°C,PsC,PsPeCI'PéC+PSC-CI'C,CH (PSPuPNeC,CEPsPiPuPSC-CII IV
CI'C,CrPiPpPSCII, C,PuP+CHP&P»CHPSP® PSPuPN.C,CHPsPiPpPSC-CII
(PSPpPNeC,CHPsPiPuPSC-CIJI IIIE[ “IV CI'C,CPiPuPSCII, C%oPs
CI'CrPiCHPsPIPsPrPICrC”C,CHCI'CII PiP°CRCIIC+PePsCh IIBR“IV CI'C,CrPiPuPSCIJ),
C,CHPsPjP+PsCtP&C,PsPiPpPSC-CII C,P° P»PpPNePePsPiPuPSC-CII (IV CI'C,CrPiPpPSCII));

PSPuPiPuPjP°C,PsP»PsPiC-C+PSP° C,PsPeCI'PéC+PSC-CI'C,CH (IIIBR“IV
CI'C,CrPiPuPSCI)).



PYP»C-Pr PrPsC,CHP&PjCrPIP°C,P6CI'CLI CHPuPePsPjPuPSPrP°CtC-PNe P

PjPsPrPéC, C-PeP°CtC-C— PrPsP-Pé CtPuC,CrPeCI'PéPjP°P+Cr PiCHPé PNePsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSC- PI PePsPjP+C-PSP°CtC-C— P- C-CHP&PSPsC,PuPeP°PSPsPj
P-PiC-PrPSPs P- C-PSC, PsCHPjP°CtC-C”Ch, PSP°PIPuPrPuPSPsCh PI PePsCHPsC,PeC-PNe
C...P°CHP°PeC,PuCHPECI'C,PECTC- CtPuC,CrPeCI'PéPjP°P+Cr.

PtPSC,PsCEPjP°CtC-Ch PiCHPs PjPsPrPéC,C-PeP°CtC-Ch PrPsP-Pé P+PuPIP°CtP&P-CrPjP°P+Cr
PiCEPé PePsPjP+C-PSPsPIP°PSPsPjCt P»C-PeCrPIP°PSPSC- P+PuPIP°C{P&éP-CrPjP°P+PsPj P-
C-CHP&PSPsC, PuPeP°PSPsPj/5-PuP]/PxPrs PjPsPIPSP® P-PSP°PNeC,Pé PI PePsCEHPsC,PeC-PNe
C...P°CEP°PeC,PuCEPECI'C,PECTC- P+PpuPIP°CP&P-CrPjP°P+CY.

PyP°C+C-C”PSC,P°Pj PIC-PePsPj PIC-Pr 65 CEPsPeC-PI PiCEPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C-CHP&PSPsC,PuPeP°PSCY C,P° PeP°PiPuCtP&C,P°P+C-PSCt CEPuPePsPjPuPSPrCrC”C,CHCICII
P-PSP&PYCIPIP°C,Pé PrPsP-Ct PeP°PiPuCtP&C,P°P+C-PSCY PrPs 800 PjPi/Pj* PiPSPIPuCEC...PSC-
C,C-P»P° 2 CEP°P-Pé PSP° PrPsP+Ct. P”P»ClI C-PSC,PsCEPjP°CtC-C— PiCEPs
PePsCEHP&PiCIPIP°PSPSCII PrPsP-Pé Cf CRP°P-C- PePsPjP+C-PSPsPIP°PSPsC— C,PuCEP°PiC-C—
P-PIPRCHPSC-C,CHhCI'CLI PrPs PePsCHPsC,PePsC— C...P°CHP°PeC,PuCEPECIC,PEPeP&
PeP°PiPuCtP&C,P°P+C-PSCY.

PyCRP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII.

P>C-PeCrPIP°PSPSCI] PiCEPuPiP°CRHP°C,PsPj PtCEP&PSPsC,PuPeP°PS PhHPjP°PeCI'P° CI'P»C-Pr
PiCEPsPrPsPIPYCIPIP°C,Pé PrPs PsP+8R™ C”PeC,PEPIPSPsPiPs PiCHPsPiCHPuCI'CrPIP°PSPSCII
P-P°C...PIPsCHCRPIP°PSPSCII P°P+Ps PrPs CEPsP-PIP&C,PeCr PsP-PSP°Pe
PSPuPiCRHPEPICICI'C,PéPjPsC— C,PsPeCI'PéC+PSPsCI'C,C-.

PyP°CtC-C”PSC,Pé P- PiPsCEC4CEPuPSPSCLIPjPé C,C4PSPeC+C-C— PiPuCtC-PSPePé.

P& PsPSPsC,PuCHP°PiC-CII.

PuP°CtC-C”PSC,P°Pj P- C-PSPrPuPeCI'PsPj P-P°PiP°P»CHPSPsPiPs CI'C,P°PSCY < 2 P-P°
C€PeP°P»PsCh P’PhPhP— PiPsC$P°C,PePsPICT PrPsP-Cr P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Crt PtCHP&PSPsC,PuPeP°PS PhPjP°PeCI'P° PSPuPsP+C...C-PrPSPs
PIP&P-PSP°C$P°C,Pé P-P° CHC-PIPSPuPj P+C-P»C-CHCrP+C-PSCr PI PeCHPsPIC- (PICHPé
P-P+C-P»CHCEPuPSPSC- CRHC-PIPSCII P+C-P»C-CRCIP+C-PSCr PIPEC%oPn
PIPuCHC...PSCHPsC— PjPuPYC- PSPsCEHPjPé PSPu P+C-P»CHCEPp PSC-PY Cr 3 CHP°P-Pé). P]
C,P°PePéC... PiP°CtC-C”PSC,C-PI P- PiC-PiPuCHP+C-P»C-CRHCrP+C-PSPuPjC-C”"Ch C,P°
PiCHPsC,CHPsPjP+C-PSPsPIP&Pj C+P°CI'PsPj, P+C-P»CIHCEPEPj PSP 50 %,
PeP»C-CHPuPSCI' C-CRP&PSPsC,PuPeP°PSCr P-PSPéPYCrC”C,CHCI'CII (PrPePI.
CEPsP-PrC-P» B«PaP°CRPjP°PePsPeC-PSPuC,PéPeP°B»), PIPSP°CI'P»C-PrPsPe C+PsPiPs
P-CHPsCI'C,P°C” CRHPéP-PéPe CRHPsP-PIP&C,PeCr PiPuPjP°C,PsC,PsPeCI'PéC+PSPsCI'C,C-.
PyPsPjCr C,P°PeC-PNe PeP°C,PpPiPsCRC-C— PiP°CtC-C”PSC,C-PI CI'P»C-Pr
C%oPsC,PEPYPSCII PePsPSC,CHPsP»CRPIP°C,Pé PiPsPeP°P-PSPEPePé
PeP»C-PSC-C+PSPsPiPs P°PSP°P»C-P-Cr PeCRHPsPIC-.

PuP°C+C-C”PSC,P°Pj C-P- CEC-PIPSPuPj P+C-P»C-CECP+C-PSCT PIPEC%0Pp
PIPLCEC...PSCHbPsC— PjPuP{C- PSPsCEPjPé PSPu P+C-P»CEbCE PSC-PY Cf 1,5 CEP°P-Pé
CHPpPePsPjPpPSPrPsPIP°PSP° PrPsP-P° PiCEPuPiP°CEP°C,Ct CI'C,P°PSPsPIP&C, CHb 350 PjPi/Pj?
PiPsPIPuCEC...PSC- C,C-P»P°.



P1iP°CtC-C”PSC,P°Pj C-P- CHC-PIPSPuPj P+C-P»C-CHCIP+C-PSCr PIP&C%oPp
PIPuCKC...PSCHPsC— PjPuPYC- PSPsCEHPjPé Cr 1,585 "3 CHP°P-Pé CHPuPePsPjPuPSPrPsPIP°PSP®
PrPsP-P° CI'C,P°PSPsPIPEC,CH 200 PjPi/Pj’ PiPsPIPuCHC...PSC- C,C-P»P°.

PuP°CtC-C”PSC,P°Pj C-P- CHC-PIPSPuPj P+C-P»C-CHCrP+C-PSCr PIPEC%o0Pp
PIPUCHC...PSCHPsC— PjPuPYC- PSPsCHPjPé P+C-P»CHCE PSC-PY Cr 3 CEP°P-Pé PSPu
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé C-CHP&PSPsC,PuPeP°PS (PrPéPl. CHPsP-PrC-P»Pé
B«PyCEPsC,PéPiPsPeP°P-P°PSPSCILIB» C,P° B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P+PSC,PsCHPjP°C+C-CII C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCI]
C-CBP&PSPsC,PuPeP°PSCr Ct PePsPjP+C-PSP°CtC-C— P- C-PSCEP&PjPé
PiCHPpPiP°CHP°C,P°PjPé PiP°CtC-C”PSC,P°Pj P- CrCHP°PIPuPSPSCIIPjPé
PiPuC+C-PSPePé PIC-PrCI'CrC,PSCI].

PyP°CtC-C”PSC,Pé P- PiPsCEC4CEPuPSPSCLIPjPé C,C4PSPeCtC-C— PSPECEPsPe.

P—P°CI'C,PsCI'PsPICFPIP°C,Pé PtCEP&PSPsC,PuPeP°PS PEPjP°PeCI'P° PiP°C+C-C”"PSC,P°Pj
C-P- PiPsCRCrCEPuPSPSCIIPjPé C,CrPSPeCtC-C— PSPECHPsPe PSPy
CEPpPePsPjPpPSPrCrC”C,CHCI'CLI, PsCI'PeC-P»CHPePé PrPsCI'P»C-PrPIPuPSPSCII C%oPsPrPs
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Cr C,P°PeC-PNe PeP°C,PpuPiPsCHC-C—
PiP°CtC-C”PSC,C-PI PSP PiCHPsPIPsPrPéP»PsCI'CII (PrPéPI. CRPsP-PrC-P»Pé
B«PxP°CHPjP°PePsPeC-PSPuC,PEéPeP°B» C,P° B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI"C,PsCI'CfPIP°PSPSCIIB»).

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

PYPiPuCt+C-P°P»CIHPSPéC... C, P°CHPjP°PePsPeC-PSPuC,PéC+PSPEC...
PrPsCI'P»C-PrPYPuPSCH P-P° CrC+P°CI'C,Ch PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs
PIC-PeCr PSPu PiCEPsPIPsPrPéP»Pé. P’PsPrPSPsC+P°CI’, PiP°CtC-C”PSC,P°Pj CtC-C”"C—
PiCRHCrPiPé CI'P»C-Pr CEPuC,PuP»CHPSPs PiC-PrP+PéCHP°C,Pé PrPsP-Cr,
PsCI'PeC-P»CHPePé Cr PSPEC... PSP°P+P°PiP°C,Ps C+P°CI'C,C-C€Pyp
PIP&CLIPIP»CIIC”C,CHCI'CLI P-PSPéPPuPSPSCII P+C-PsP»PsPiC-C+PSP&C...

C, CrPSPeCt+C-PNe. PiP°CtC-C”PSC,Pé CtC-C”C— PiCHCrPiPé PiPsC,CHPuP+CrCRC,CH
P+C-P»CHC€ C-PSC,PuPSCI'PéPIPSPsPiPs CI'PiPsCI'C,PnCEPuPIPuPSPSCII (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PPsPrC-P+PSPs PrPs C-PSCEP&C... PiCHPsC,PéPiCrC...P»PéPSPSP&C...
PiCHPuPiP°CHP°C,C-PI, PtCHP&PSPsC,PuPeP°PS PHPjP°PeCI'P° CI'P»C-Pr
PiPsC,CrPIP°C,Pé PrPs P-P°CI'C,PsCI'CFPIP°PSPSCILI C,P° PIPIPsPrP&C,Pé P-
PsP+PuCHPuPYPSC-CI'C,Ch. P’PéPePsCHPECI'C,P°PSPSCII P-P°C...P6CI'PSP&C...
PsPeCrP»CLICHC-PI, PjP°CI'PePé C,P° CHCrPeP°PIPECtPsPe C”
PsP+PsPIs ™ CLIP-PePsPIP&P;.

P] CEP°P-C- PiPsC,CEP°PiP»CLIPSPSCII PePsPSCtPuPSC,CHP°C,Ct P°P+Ps
CRPsP-C$P&PSCT PrP»ClI C-PSC, CtP-C-C— PSP° CE€PeC-CEHCt CI'P»C-Pr
PSPUPiP°PN:PSPs P-PjP&éC,Pé CHPsP-C+P&PS C,P° CEPuC,PuP»CIHbPSPs PIPEPP&C, Pé
PjC-CI"CtPp PePsPSC,P°PeC,Ct PIPsPrPsCH P- PjPéP»PsPj, P° Cf CHP°P-C-
PiPsC,CHP°PiP»CIIPSPSCLI PSP® CI'P»P&P-PsPIC- PsP+PsP»PsPSPePé 8R“ CI'P»C-Pr
PSPUPiP°PN:PSPs P-PjP&C,Pé PIPsPrPsCE.



PJC,PéP»C-P-P°CtC-CII.

PJCI'C- PjP°C,PuCHC-P°P»Pé, C%oPs P-P°CI'C,PsCI'PsPICFfCRC,CHCI'CII PrP»CII
CHPsP-C+PEéPSPuPSPSCII C,P° PIPIPuPrPuPSPSCII PiCRHPuPiP°CHP°C,CT,
PiC-PrP»CLIPiP°CRC,CH CrC,PéP»C-P-P°CtC-C— PIC-PrPiPsPIC-PrPSPs PrPs
CI'C,P°PSPrP°CRC,PSP&C... PICKPsCtPuPrCrCH PjPpPrPéC+PSPsPiPs P-P°PeP»P°PrCt,
C%oPs P-P°CI'C,PsCI'PsPICFCRC,CHCI'CII PrPs CtPéC,PsC,PsPeCI'PECPSPéEC...
PiCHPuPiP°CHP°C,C-PI.

P”C-C,Pe.

PuCHPpPiP°CRP°C, PICRHP&P-PSP°C+PuPSPEPNe PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]
C,C-P»CHPePé PrPsCHPsCI'P»P&PjPé.

PuPuCHPuPrPsP-CZPIP°PSPSCII.

P‘CtP»Pé PsC,CHP&PjP°PSC- PiPsPIC-PrPsPjP»PuPSPSCLI PiCEPs PiPpuCHPuPrPsP-CtPIP°PSPSCLI,
C%oPs PjPsPYPy PjP°C,Pé P»PuC,P°P»CHPSPEPNe PSP°CI'P»C-PrPsPe, PiCEP&
P-P°CI'C,PsCI'CtPIP°PSPSC- PrPsP- PiCEPuPiP°CHP°C,Ct, C%oPs PiCEP&P+P»P&P-PSPs
PIPrPIC-C+C- PiPuCEPHPIPEC%0CIPIP°P»Pé CEPuPePsPjPuPSPrPsPIP°PSCY
C,PUCEP°PiPuPIC,PECPSCYE PrPsP-Ct. PKP°PNeP+C-P»CHCE P-PSP°C+CIC%oP&PjPé
PiPsP+C-C$PSP&PjPé CHPpP°PeC1C-CLIPjPé P+CrP»Pé PSPuPNeC,CEPsPiPpPSC-CII
C,CLIPYPePsPiPs CI'C,CFPiPuPSCLI C,P° PrC-P°CEPuCLI C,CLIPYPePsPiPs CI'C,C{PiPuPSCII.
P’C-PrPsPjPsPiPs P°PSC,P&PrPsC,Cr PrPs C-CEP&PSPsC,PuPeP°PSCT PSPp C-CI'PSCIC”.
PYP»C-Pr PiCEPsPIPsPrP&C,Pé PjP°PeCI PéPjP°P»CEPSPs C-PSC,PuPSCI'PEPIPSPu
PiC-PrC,CEP&PjCFCRCHP P»C-PeCEPIP°PSPSCLI, C%oPsP+ P-P°PiPsP+C-PiC,Pé
P-PSPUPIPsPrPSPUPSPSCE PIPSP°CI'P»C-PrPsPe PrC-P°CEPuC— C,P° PIP&P»C-PeCrPIP°C,Pé
PjPsPYP»P&PIC- C-PSC, PuPeCtC-PNePSC- C+CI'PeP»P°PrPSPUPSPSCII.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.
PwP»C-PSC-C#PSC- PrPsCI P»C-PrPYPuPSPSCII.

P”P°PSC- C%oPsPrPs PiPsP+C-C$PSPé&C... CHPuP°PeCtC-PNe P+CrP»Pé CHPuC,PuP»CIHhPSPs
P-C-P+CHP°PSC- Cf PiCRPsCtPuCI'C- PrPsCI'P»C-PrPYPuPSCH PjPuC,P°CI'C,P°C,PéC+PSPsPiPs
PePsP»PsCHPuPeC,P°P»CHPSPsPiPs CHP°PeCr, C+P°CI'C,PsC,P° C—C... PiPsCIIPIPé
PSP°PIPuPrPuPSP°® PSPEPYC+Pyu. PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PiCHPuPiP°CRP°C,Cr
PrP»CII C-PSCEP&C... PiPsPeP°P-P°PSCH, PsPeCHC-Pj PePsP»PsCHPuPeC,P°P»CHPSPsPiPs
CRP°PeCr, PsC+C-PeCrC”C,CHCI'CII PIPEPSP&PePSPuPSPSCII CI'C...PsPYPéEC...
PiPsP+C-CtPSP&C... ChPuP°PeCtC-PNe.

P&P°PN:PiPsCEP&CEPuPSC-CEPEPjPE (=1/10) PrPsP-PsP»C-PjC-C,CFCRCEP&PjP&
PiPsP+C-C$PSP&PjPé CEPpP°PeCtC-CLIPjPé C-CHPEPSPsC,PuPeP°PSCY C”



PIC-PrCI'C,CEPsC+PuPSP° PrC-P°CEPuCII (PIPEPSPEPeP°C” P+C-P»CHCEPH PSC-PY
CPuCHPuP- 24 PiPsPrPéPSPé PiC-CI'P»ClI PIPIPuPrPuPSPSCII PiCRHPRPiP°CEP°C,CY) C,P°
CEPsP-P»P°PrPé P- P+PsPeCr PeCHPsPIC-, PIPeP»CRCHP°CRC+Pé PSPuPNeC,CEPsPiPuPSC-CH,
P°PSPpPjC-Ch C- C,CEPsPjP+PsCtP&C,PsPiPuPSC-CR.

P&PpPNeC,CHPsPiPuPSC-CII C” PrPsP-PsP»C-PjC-C,CrCRC+PéPj C,PsPeCI'PéC+PSP&Pj
PuC, PuPeC,PsPj. PkPuPNeC,CHPsPiPuPSC-CII PjP°P»P° PsP+PsCEPsC,PSP&PNe
C...P°CHP°PeC,PuCH C- PSPu P+CrP»P° PeCrPjCrP»CIIC,PEPIPSPsCh; PiC-Pr CP°CI
PjPsPSPsC,PuCEP°PiC-C— P°P+Ps PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C—
CI'PuCHPuPrPSC-PNe C+P°CI" PrPs PrPsCI'CLIPiPSPuPSPSCII PjC-PSC-PjP°P»CHPSPsPiPs
CBC-PIPSCII PSPuPN.C,CHPsC, C-P»C-PI CI'C,P°PSPsPIP&PI 8 PrPSC-PI.

P”CfPYPu C$P°CI'C,Ps CI'PiPsCI'C,PuCHC-PiP°PICI'CII C,CHP°PSP-P&C,PsCHPSP&PNe
PiPsCI'C,CHPEPN: C...PsP»C-PSPuCHPiC-C+PSPéPNe CI'PEPSPrCEPsPj C,CLIPYPePsPiPs
CI'C,CrPiPpPSCII.

PhCI'PSPSPIPSPéPjPé PNePsPiPs CI'PéPjPiC,PsPjP°PjPé P+CrP»Pé CHP°PSPSCLI PrC-P°CEPuCII
C,P° CRC-P-PSC- C-PSC£C- CI'PéPjPiC,PsPjPé, C,P°PeC- CLIPe P+C-P»CH Cr PIP&PIPsC,C-,
PiC-PrPIP&C%oPpPSP° PiC-C,P»P&PIC-CI'C,CHb, PjC-PsP- C- PiC-PrPIPéC%oPuPSPu
CI'P»PéPSPsPIPéPrC-P»PuPSPSCII, C%oPs PIPEPSP&PeP°P»Pé PiCHPsC,CIIPiPsPj

C-PSC, CrP-C-C— C-CHP&PSPsC,PuPeP°PSCt P°P+Ps PIPiCEPsPrPsPIPY PiPuCHCEPEC...

24 PiPsPrPé&PS PiC-CI'P»CILI C-PSC, CfP-C-C—. PIC- CI'PéPjPiC,PsPjPé P-PSP&PeP°P»Pé
PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII P°C,CHPsPiC-PSCr (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

PrPsPSPsC,PuCHP°PiC-CII

PiiCHPs PiPuCHPuP»C-C+PuPSC- PSPEPYCtPp PiPsP+C-CPSC- CHPpuP°PeCtC-C—,
CHPsP-C+C-PSPuPSC- CIIPe PjPsPP»P&PIPs P°P+Ps PN:PjPsPIC-CHPSPs

PiPsPIsf™ CIIP-P°PSC- C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiCHPuPiP°CHP°C,Cr
P+tCHPEPSPsC,PuPeP°PS PHPjP°PeCI'P°, PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PrP»CII 765
PiP°Ct+C-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé CHPpPePsPiPuPSPrPsPIP°PSCT PrPsP-Cr
350 PjPi/Pj* Ct PIP&PiP»CILIPrC- PjPsPSPsC,PuCHP°PiC-C—. P] PjPuPYP°C... PePsP{PSPsC—
C$P°CI'C,PsC,PSPsC— PiCRCrPiPé PiPsP+C-C+PSC- CHPuP°PeCtC-C— PSP°PIPuPrPuPSC- Cr
PiPsCHCILIPrPeCr P-PjPuPSCEPuPSPSCII CI'C,CrPiPuPSCII C,CLIPYPePsCI'C,C-. P§P°CI'C,PsC,P°
PiPsP+C-C$PSP&C... CRPuP°PeCtC-PNe PeP»P°CI'P&C, C-PeCrC"C,CHCI'CLI C,P°PePéPj
C$P&PSPsPj: PrCrPPu C+P°CI'C,Ps (=1/10); C+P°CI'C,Ps (PIC-Pr =1/100 PrPs <1/10);
PSPuC#P°CI'C,Ps (PIC-Pr =1/1000 PrPs <1/100); CHC-PrPePs (PIC-Pr =1/10000 PrPs <1/1000);
PrCrPYPu CHC-PrPePs (<1/10000); C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSP PjPsPYPu P+CrC,Pé
PsCtC-PSPuPSP° P- PSP°CLIPIPSPEC... PrP°PSP&C...).

P1PsP=C-C$PSC- ChPuP°PeCtC-C—, PICEPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»P& PiC-Pr CP°CT
PjPsPSPsC,PuCEP°PiC-C— C-CEP8PSPsC,PpuPeP°PSPsPj (P-P° CI'C...PuPjPsChR 350 PjPi/Pj’
PePsPYPSC- 3 C,PéPYPSC-)

PpP»P°CI' CI'PeCI'C,PuPjPe P§P°CI'C,PsC,P°|PiiPsP+C-C+PSP° ChPuP°PeCt+C-CII
PsCHPiP°PSC-PI MedDRA

PtPSC,PpuPeCtC-C— C,P° P§P°CI'C,Ps P+PSC, PuPeCtC-C—
C-PSPIP°P-C-C—




PrPsCI'P»C-PrPYPuPSPSCII

P— P+PsPeCr CI'PéCI'C,PuPjPé P”CrPYPp PkPuPN.C,CHPsPiPuPSC-CI],
PeCHPsPIC- C,P° CP°CI'C,Ps  [P°PSPuPjC-CII
P»C-PjC,P°C,PEC+PSPSC— PSP°CI'C,Ps  [PyCHPsPjP+PsCtP&C,PsPiPpPSC-CIJ,
CI'PeCI'C,PuPjPe C, PuP+CHPEP»CHPSP®
PSPuPN.C,CHPsPiPuPSC-CI]
P— P+PsPeCr C,CEP°PIP»PuPSPSCII  [P”CrPYPpu P—PSP&PYPuPSPSCII P°PiPuC,P&C,Cr
C,P° PjPuC,P°P+PsP»C-P-PjCr C$P°CI'C,Ps
P— P+PsPeCr PSPuCHPIPsPIPsC— P”CrP{Pp PI PsP»C-PSPuCHPiC-C+PSP&PNe
CI'P&CI'C,PuPjPé CP°CI'C,Ps  |CI'P&PSPrCHPsPj
P— P+PsPeCr CEP»CrPSPePsPIPs- P”CrP{Pp P”C-P°CEPuCLI, P+P»CRPIP°PSPSCI],
PePéCEPePsPIPsPiPs C,CHP°PeC,Cr CfP°CI'C,Ps  [PSCrPrPsC,P°, P+C-P»CH Cf
PYP&PIPsC,C-
PSP°CI'C,Ps  [P—P°PiPsCH
P— P+PsPeCr C£PeC-CRPé C,P° P”CrP{Pp PHP»PsPiPpnCtC-CII (PsP+PsCHPsC,PSP°)
PiC-PrC€PeC-CEPSPsC— C$P°CI'C,Ps
C,PeP°PSPEPSPé
P—P°PiP°P»CHPSC- CHPsP-P»P°PrPé [P”’CrPYPu P—P°PiP°P»PuPSPSCII
C,P° CBPpP°PeCtC-C— Cr PjC-CI'CtC- |[C+P°CI'C,Ps  [CI'P»P&P-PsPIP&C... PsP+PsP»PsPSPsPe,
PIPIPuPrPuPSPSCII PiP°CECILIC+PeP°, P°CI'C,PuPSC-CII
C-PSBR™ C”PeCtC-C—
P>P°P+PsCEP°C,PsCHPSC- PSP°CI'C,Ps  [PuC-PrPIPEC%oPpPSPSCII CHC-PIPSCII

PeCHPuP°C,PéPSC-PSCT PI PeCHPsPIC-,
PiC-PrPIP&C%oPpPSPSCII CHC-PIPSCII
C,CHP°PSCI'P°PjC-PSP°P- (PHP>Py C-
PHPYP¥), PiC-PrPIP&C%oPpPSPSCII
CHC-PIPSCLI P+C-P»C-CHCrP+C-PSC,
PiC-PrPIPéC%oPpPSPSCII CHC-PIPSCII
P»CrPIPSPsC— C,PsCI'C,P°C,P°P-Pé PI

PeCHPsPIC-

PhPiP&CI" PsPeCHPuPjPEC... PiPsP+C-C+PSPEC... CRPuP°PeCtC-PNe (PICHPé

PjPsPSPsC,PuCRHP°PiC-C—).

PyCIIPYPeP°® PrC-P°CEPuCII CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII Cr 20 % PiP°CtC-C”PSC,C-PI,
CIIPeC- PrPsC,CHPéPjCrPIP°P»P&CI'CII CHPuPePsPjPuPSPrP°CtC-PNe P- PePsPSC,CHPsP»Ch
PrC-P°CHPuC—. PJ CtPéPeP»P°C... C,PuCHP°PiC-C—, C%oPs PiC-PrP»CLIPiP°P»Pé
PsCtC-PSCRPIP°PSPSCH, C,CIIPYPeP° PrC-P°CHPuCII CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CI]I Cr

14 %. PYPuCHPuPrPSC-PNe C+P°CI" PrPs PiPsCIIPIPé CHC-PrPePéC... PIP&PiPsCHPsPIPSPuPSCH
PiC-CI'P»CII C-PSC,CrP-C-C— C-CHPéPSPsC,PuPeP°PSCr CI'C,P°PSPsPIP&PI 5 PrPSC-PI.

PKC3PrPsC,P° C- P+P»CRPIP°PSPSCII PjP°P»Pé C,CLIPYPeP&PNe PiPuCHPuP+C-Pi Cf
PiCEP&P+P»P&P-PSPs 10 % PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé
PiCEPsC,PéP+P»CRPIP°P»CHPSC- PiCEPuPiP°CEHP°C,Pé.

P—P°PiPsCF CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cr PjPuPSC€ PSC-P 10 % PiP°CtC-C”PSC,C-PI.

PKPuPNeC,CHPsPiPuPSC-CII CI'PiPsCI'C,PuCEC-PiP°P»P°CI'C1I Cr 78,7 % PiP°CtC-C”PSC,C-PI,
CI'PuCHPuPr CLIPeP&C... C,CLIPYPeP&PNe CI'C,CrPiC-PSCH PiPpCEHPuP+C-PiCr
(PeC-P»CHPeC-CI'C,CH PSPuPN.C,CHPsC, C-P»C-PI <500 PeP»C-C,PéPS/PjPj’)
CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cf 22,6 % PiP°CtC-C”PSC,C-PI. P] CtPéPeP»P°C...
C,PuCHP°PiC-C—, C%oPs PiC-PrP»CLIPiP°P»Pé PsCtC-PSCRPIP°PSPSCR, Cf 18 %
PeC-P»CHPeC-CI'C,CH PSPuPN.C,CHPsC, C-P»C-PI P+CrP»P° PjPuPSCEPu




1000 PeP»C-C,P&PS/PjPj’, PIPeP»CRCP°CRCEPé 7,6 % P- PeC-P»CHbPeC-CI'C,CR
PSPuPNeC,CEPsC, C-P»C-PI <500 PeP»C-C,P&PS/PjPj’. PuPsPIPSPp PIC-PrPSPsPIP»PuPSPSCII
PiPsPeP°P-PSPéPeC-PI P-P°P-PIPEC+P°PNe C,CHPEPIP°P»Ps PrPs 22 PrPSC-PI.

P“P°CECIIC#PeP°® P- PSPuPN:C,CFPsPiPuPSC-C”CHh C,CIIPPePsPiPs CI'C,CéPiPuPSCII
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr 6,2 % PiP°CtC-C”PSC,C-PI C,P° 1,7 % PICI'C-C...
CtPéPeP»C-PI C,PuCHP°PiC-C—.

P+PiC-P-PsPrPé C-PSC,PuPeCtC-PNe C,CHP°PiP»CIIP»P&éCI'CLI PiCHP&P+P»P&P-PSPs Cr 10,3 %
PiP°CtC-C”PSC,C-PI (2,5 % PICI'C-C... CtPéPeP»C-PI C,PuCHP°PiC-C—) C,P° P+CrP»Pé
PiPsPIBR™ CLIP-P°PSC- P- C,CIIPYPePsCh PSPuPN.C,CHPsPiPuPSC-C”Ch PiCHPéP+P»PeP-PSPs Cr
5,3 % PiP°CtC-C”PSC,C-PI (1,1 % PICI'C-C... CtPéPeP»C-PI C,PuCHP°PiC-C—); Cr

PrPIPsC... PIPEPiP°PrPeP°C... CtPp CrCI'PeP»P°PrPSPuPSPSCII PiCHP&P-PIPuP»Ps PrPs
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr.

PuCBPs P°PSPuPjC-CR PiPsPIC-PrPsPjP»CLIP»Pé PiCEP&P+P»P&P-PSPs Cr 58,7 %
PiP°CtC-C”PSC,C-PI (8 % C-P- CEC-PIPSPuPj PiPuPjPsPiP»PsP+C-PSCF <8 Pi/PrP» C,P° 0,9 %
C-P- CEC-PIPSPyPj PiPuPjPsPiP»PsP+C-PSCY <6,5 Pi/PrP»).

PyCHPsPjP+PsCtPéC,PsPiPuPSC-CII (<100000 PeP»C-C,PePS/PjPj?)
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr 7,4 % PiP°CtC-C”PSC,C-PI (1,8 % PICI'C-C...
CtP&PeP»C-PI C,PuCHP°PiC-C—), CI'PuCEPpPr CIIPeP&C... Cr 0,9 % PiP°CtC-C”PSC,C-PI
(0,2 % CtP&éPeP»C-PI C,PuCHP°PiC-C—) PeC-P»CHPeC-CI'C,CIh
C,CHPsPjP+PsCtP&C,C-PI P+CrP»P° PSP° CRHC-PIPSC- £50000 PeP»C-C,PEPS/PjPj’. P]
PjP°PNeP{Pp PICI'C-C... PiP°C+C-C”PSC,C-PI PIC-PrPSPsPIP»PuPSPSCII
PiPsPeP°P-PSP&éPeC-PI C,CRHP&PIP°P»Ps PrPs 22 PrPSC-PI.

P“PsCI'C,CEPéPNe C...PsP»C-PSPuUCEPiC-C+PSPéPNe CI'PéPSPrCEPsP;.

PyCBP°PSP-P&C,PsCHPSP&PN: PiPsCI'C,CHPEPNe C...PsP»C-PSPuCEPiC-C+PSPEPNe
CI'PEéPSPrCEHPsPj C,CIIPYPePsPiPs CI'C,CrPiPpPSCII CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cr 9 %
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PjPsPSPsC,PuCEP°PiC-CR.

PhCI'C,PuPSC-CII PjP°P»P° C,CIIPYPeP&PNe PiPuCHPuP+C-Pi Cr PjPuPSCEPH 10 %
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIrPIP°P»Pé PjPsPSPsC,PuCHP°PiC-Ch.
PiiCHP&C+PEPSPSPs-PSP°CI'P»C-PrPePsPIPéPNe P-PIER™ CLIP-PsPe PjC-PY CtP&Pj CLIPIP&C%oPpPj
C,P° P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C-CEP&PSPsC,PuPeP°PSCr PSPy P+CrPI C+C-C,PePs
PICI'C,P°PSPsPIP»PuPSP&PNe. P“P°CECLICtPeP° Ct CRHP°P-C- PIC-PrCI'CrC,PSPsCI'C,C-
C-PSC,PpPeCtC-C— P°P+Ps CI'CfPiCrC,PSCHPsC— C,CIIP{PePsC— PSPuPN.C,CHPsPiPuPSC-C—
C,CHP°PiP»CIIP»P°CI'CII Cr 12 % PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CRP&PjCIPIP°P»Pé
PjPsPSPsC,PuCEP°PiC-CR.

P>P°P+PsCHP°C,PsCHPSC- PiPsPeP°P-PSPéPePe

PkPpPIPpP»P&PePp P°P+Ps PiPsPjC-CEPSPu C,CHP°PSP-PéC,PsCEPSPy PiC-PrPIP&C%0PpPSPSCII
CI'P&CHPsPIP°C,PePsPIPEC... CRC-PIPSC-PI C,CHP°PSCI'P°PjC-PSP°P:, P»CIrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé C+Pé P+C-P»C-CHCIP+C-PSCt CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr 9,2 %,
8,1 % C,P° 1,8 % PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrPSPs Cr CRP°P-C-
PIC-PrCI'CrC,PSPsCI'C,C- PiCHPsPiCEPuCI'CrCRC+PéC... PjPuC,P°CI'C,P°P-C-PI Cf
PiPpC+C-PSCtC-. PKkPuPIPpP»PéPePp P°P+Ps PiPsPjC-CEPSPu C,CHP°PSP-P&C,PsCHPSPu
PiC-PrPIP&C%oPuPSPSCII CEC-PIPSCII CI'PECEPsPIP°C,PePsPIPsPiPs PeCHPuP°C,PEPSC-PSCY
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr 7,3 % PiP°CtC-C”PSC,C-PI.



PmpPsPjP+C-PSPsPIP°PSP° C,PuCRP°PiC-CII.

PhPiP&CI'P°PSC- PI CtCHPsPjCt CHPsP-PrC-P»C- PiPsP+C-C+PSC- CHPuP°PeCtC-C—
CI'C,PsCI'C*CRC,CHCI'CII C-CHP&PSPsC,PuPeP°PSCY.

PkPpPjP°C” PYPsPrPSP&C... PrPsPeP°P-C-PI C,PsPiPs, C%oPs CtPuC,CrPeCI'PéPjP°P+
PIPiP»P&PIP°C” PSP°® PiCKPsC, C-P»CH P+PpP-PiPpPePé C-CEPEPSPsC,PuPeP°PSCY P°P+Ps
PSP°PIPiP°PePé. PuuC-Pr C+P°CI" PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C— P-
CtPuC,CrPeCI'PEPjP°P+PsPj PSP°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
PrPsPrP°C,PePsPIC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, C%oPs PsC+C-PeCrCRC,CHCI'CII
PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- CtPuC,CrPeCI'PéPjP°P+Cr (PSP°PiCEPEéPeP»P°Pr,
PICfPiCEPsPIP&PN: PIP&CI'PEPi Cr 88 % PIP&PiP°PrPeC-PI). PtPSC,PsCEPjP°CtC-CII C%oPsPrPs
PiPsP+C-C$PSPéC... CRPuP°PeCtC-PNe PePsPjP+C-PSPsPIP°PSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII C-CHPéPSPsC,PuPeP°PSCr C,P° CtPuC,CrPeCI'PéPjP°P+Cr
C,P°PePsPq PSP°PIPuPrPuPSP° PI C-PSCI'C,CHCrPeCtC-C— PrP»CII PjPuPrPéC+PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PIC-PrPiPsPIC-PrPSPé&C... P»C-PeP°CHCI'CHPeP&C...
P-P°CI'PsP+C-PL.

P”P°P»C- PSP°PIPuPrPuPSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C—, PiCRHPs CLIPeC-
PiPsPIC-PrPsPjP»CIIP»Pé Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCrPIP°P»Pé
PeP°PiPuCtPéC,P°P+C-PS Crf PePsPjP+C-PSP°CtC-C— P- C-CHP&PSPsC,PuPeP°PSPsPj,
PrPsPrP°C,PePsPIPs PrPs C,PéC... ChPuP°PeC+C-PNe, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI PiCHPé PjPsPSPsC,PuCHP°PiC-C—
PeP°PiPuCtPEC,P°P+C-PSPsPj P°P+Ps C,CHP°PiP»CIIP»PéCI'CII P- PIP&C%o0PsCh
C$P°CI'C,PsC,PsCh PiPsCHC-PIPSCILIPSPs P- PjPsPSPsC,PuCHP°PiC-C"Ch
PeP°PiPpCtPéC,P°P+C-PSPsPj.

P”CéPYPu CtP°CI'C,Ps, C4CI'C- CI'C,CéPiPuPSC- C,CLIPfPePsCI'C,C- PiPsP+C-C+PSPéC...
CEHPuUP°PeCtC-PNe: C,CHPsPjP+PsP-/PuPjP+PsP»C-CII.

P§P°CI'C,Ps, C4CI'C- CI'C,C4PiPuPSC- C,CLIPJPePsCI'C,C- PiPsP+C-C$PSPéC... CEPuP°PeCtC-PNe:
CHPpP°PeCtC-C— PiC-PrPIP&C%oPuPSPsC— C+CrC,P»PéPIPsCI'C,C-,
C-C£€PpPjC-ClLI/C-PSC,P°CEPeC, PjC-PsPeP°CHPrP°.

P§P°CI'C,Ps, PiPsP+C-C#PSC- CEPuP°PeCtC-C— III C,P° IV CI'C,CéPiPuPSC-PI:
C,,PuP+CHP&P»CHPSP° PSPuPN.C,CEPsPiPuPSC-CII.

PiiPsPIPSP°® C-PSC, PsCHPjP°CtC-CII PiCRPs PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PeP°PiPuCtPEC,P°P+C-PSCr PSP°PIPuPrPuPSP° PI C-PSCI'C,CHCrPeCtC-C— PrP»CII
PjPuPrPéC+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII CtCHPsPiPs
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+CfF.

P”P°P»C- PSP°PIPuPrPuPSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C— III C-

IV CI'C,CrPiPuPSC-PI C,CIIPYPePsCI'C,C-, PiCHPs CIIPeC- PiPsPIC-PrPsPjP»CIIP»Pé Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CREP&PjCrPIP°P»Pé PeP°PiPpCtP&C,P°P+C-PS Cr
PePsPjP+C-PSP°CtC-C— P:- C-CRP&PSPsC,PuPeP°PSPsPj C,P°
P+PpPIP°CtP&P-CIPjP°P£PsPj, PrPsPrP°C,PePsPIPs PrPs C,PéC... CHPuP°PeCtC-PNe,
C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'C1I PiCEHPé PjPsPSPsC,PuCEP°PiC-C—
PeP°PiPuC1P&C,P°P+C-PSPsPj P°P+Ps C,CHP°PiP»CLIP»P&CI'CII P- PIPéC%oPsCh
C$P°CI'C,PsC,PsCh PiPsCEC-PIPSCIIPSPs P- PjPsPSPsC,PuCHP°PiC-C”"Ch



PeP°PiPuCtPeC,P°P+C-PSPsPj.

PS§P°CI'C,Ps, PiPsP+C-C#PSC- CEPuP°PeCtC-C— III C,P° IV CI'C,C2PiPuPSC-PI:
PSPpPN.C,CHPsPiPuPSC-CI], C,ChPsPjP+PsP-/PuPjP+PsP»C-Cl]I, P°CHC,PuCRC-P°P»CIPSP°
PiC-PiPuCRHC,PpPSP-C-CII, C-C€PnPjC-CII/C-PSC,P°CRHPeC, PjC-PsPeP°CHPrP°.

P1PsPIPSP°® C-PSC, PsCHPjP°CtC-CILI PiCHPs PiPsP+C-C$PSC- CHPuP°PeCtC-C—
PeP°PiPpCtP&C,P°P+C-PSCr C,P° P+PuPIP°CtPéP-CrPjP°P+Ct PSP°PIPuPrPuPSP° PI
C-PSCI'C,CHCrPeCtC-C— PrP»ClII PjPuPrPéC+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
CtPé&C... P»C-PeP°CRCI'CHhPePéC... P-P°CI'PsP+C-PI.

P PsP-PIP&C,PsPe P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPuCHC,PuPSP-C-C— III CI'C,CfPiPuPSCII
P+CrPI PsCI'PSPsPIPSPéPj CI'CrC,C,C”PIPéPj CHP&P-PéPePsPj, PiPsPIBF™ CLIP-P°PSP&Pj C-P-
PrPsPrP°PIP°PSPSCIIPj P+PuPIP°CtP&P-CrPjP°P+Cr PrPs P+PsP»CRCI'PSPsC— PrPsP-Pé
PiCHPpPiP°CHP°C,C-PI C-CHPEéPSPsC,PuPeP°PS/5-PxP]/PxPm. PiCHC-Pj C,PsPiPs, PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtC-C”C— CI'C...PuPjPé P»C-PeCrPIP°PSPSCII
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PSPuPIPuP»PéPePn P-CREPsCI'C,P°PSPSCII C+P°CI'C,PsC,Pé
PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe C...C-PjC-PsC,PuCEP°PiC-C— III/IV CI'C,CfPiPpPSCII 8R”
PrC-P°CEPpuC— C,P° P»PpuPNePePsPiPuPSC-C—, PiPsCHC-PIPSCLIPSPs P- PiP°C+C-C”PSC,P°PjPé,
CILIPeC- PsC,CHP&PjCIPIP°P»Pé C,C-P»CHbPePé P+PsP»CRCI'PSCr PrPsP-Cr
C-CHPEPSPsC,PuPeP°PS/5-PaP]/PrPm. PTPSCEP® C-PSC, PsCHPjP°CtC-CII PiCHPs
PiPsP+C-C#PSC- CHPuP°PeCtC-C— PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C— P-
P+PpPIP°CtPéP-CrPjP°P+PsPj PSP°PIPuPrPuPSP° PI C-PSCI'C,CRCrPeCtC-C— PrP»CII
PjPpPrPéC+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII CtCHPsPiPs P»C-PeP°CHCI'CHhPePsPiPs
P-P°CI'PsP+Cf.

P‘CrP»Pé PiCRPsPIPuPrPuPSC- PrPsCI'P»C-PrPYPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII
C-CHPé&PSPsC,PuPeP°PSCr Cr PePsPjP+C-PSP°CtC-C— P- 5-PxP] C,P° PrPm PrP»CI]
P»C-PeCrPIP°PSPSCII PjPuC,P°CI'C,P°C,PéC+PSPsPiPs PePsP»PsCHPuPeC,P°P»CHPSPsPiPs
CHP°PeCr.

P”P°PSC- P+PuP-PiPuPePé C%oPsPrPs PiPsP+C-CPSP&C... CRPuP°PeCtC-PNe,
PsC,CHPé&PjP°PSC- Cr PiCRPsCtPuCI'C- PeP»C-PSC-C+PSPéEC... PrPsCI'P»C-PrPYPuPSCH,
PiPsPeP°P-CrCRC,CH, C%oPs PrCrPPu C+P°CI'C,Ps
CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII PiPsP+C-C+PSC- CHPuP°PeC+C-C— III P°P+Ps

IV CI'C,CrPiPuPSCII P-P° CEPeP°P»PsCh PkP°CtC-PsPSP°P»CHPSPsPiPs
C-PSCI'C,Pé&C,CrC,Ct CHP°PeCt, CIIPeC-, PjPsPYP»P&PIPs P°P+Ps PNePjPsPIC-CHPSPs,
PiPsPIsF™ CIIP-P°PSC- C-P: P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C,PuCHP°PiC-C—, P
P+PsPeCr C,P°PePéC... PeP»P°CI'C-PI CI'PéCI'C,PuPj PsCHPiP°PSC-PI: PeCHPsPI C,P°
P»C-PjC,P°C,PEC+PSP°® CI'PéCI'C,PuPjP°, CEP»CIrPSPePsPIPs-PePéCEPePsPIPEPN:
C,CHP°PeC,, CEPeC-CHP° C,P° PiC-PrC€PeC-CHPSP° C,PeP°PSP&PSP®.

P”P°P»C- PSP°PIPuPrPuPSC- PiPsP+C-CPSC- CHPRP°PeCC-C—, C%oPs, PjPsPP»P&PIPs P°P+Ps
B PNePjPsPIC-CEPSPs, P+CrP»Pé PiPsPIEF™ CLIP-P°PSC- C-P- P-P°CI'C,PsCI'C{-PIP°PSPSCLIP;
C-CHP8PSPsC,PuPeP°PSCY C- PiCEPs CLIPeC- PiPsPIC-PrPsPjP»CIIP»Pé Cr

145 PiP°C+C-C”PSC,C-PI, CLIPeC- PsC,CEHP&PjCIPIP°P»Pé C-CHP&PSPsC,PuPeP°PS Cr
CEPuPePsPjPuPSPrPsPIP°PSC-PNe PrPsP-C- 180 PjPi/Pj? Cf PePsPjP+C-PSPsPIP°PSC-PNe
C,PuCEHP°PiC-C— P- 5-PuP]/PxPsb PePsPIPSC- 2 C,PEPYPSC-.



PiPsP+C-C$PSC- CHPRP°PeCTC-C—, PICEPs CLIPeC- PiPsPIC-PrPsPjP»CLIP»P& PiC-Pr C1P°CL
PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C— P- C-CRP&PSPsC,PuPeP°PSPsPj (P-P°
CI'C...PuPjPsCH 180 PjPi/Pj* PePsPIPSC- 2 C,P&PYPSC-)

PP»P°CI" CI'PeCI'C,PuPjPe
PsCHPiP°PSC-PI MedDRA

P§P°CI'C,PsC,P°

PiPsP+C-C#PSP° ChPpP°PeCt+C-CII

PtPSC, PuPeCtC-C— C,P° P§SP°CI'C,Ps  [PtPSC,PuPeCtC-C—
C-PSPIP°P-C-C—
P— P+PsPeCr CI'P&CI'C,PuPjPé P”CIrPYPu PyCHPsPjP+PsCtP&C,PsPiPpuPSC-CIJ,
PeCHPsPIC- C,P° CfP°CI'C,Ps  [PSPuPN:C,CHPsPiPpPSC-CI],
P»C-PjC,P°C,PEC+PSPsC— P°PSPuPjC-CII
CI'PeCI'C,PuPjPe PSP°CI'C,Ps  |PuPpP+CHP&P»CHPSP®
PSPuPNeC,CHPsPiPpPSC-CII

P— P+PsPeCr C,CHP°PIP»PuPSPSCII  |[P”CrPYPu P—PSP&PYPuPSPSCII P°PiPuC,PéC,Cr
C,P° PjPuC,P°P+PsP»C-P-PjCr C$P°CI'C,Ps
P— P+PsPeCr PSPuCHPIPSPIPSC— P”CIrPYPu PI PsP»C-PSPuCEPiC-C+PSPEPNe
CI'PéCI'C,PpPjPé CP°CI'C,Ps  |[CT'PéPSPrCEPsPj
P— P+PsPeCr CEP»CrPSPePsPIPs- P”CrPYPu P"C-P°CBHPuCLI, P+P»CRPIP°PSPSCII,
PePéC€PePsPIPsPiPs C,CHP°PeC,Cr C$P°CI'C,Ps PSCrPrPsC,P°

PSP°CI'C,Ps  [P‘C-P»CH Cr PJP&PIPsC,C-, P-P°PiPsCH
P— P+PsPeCr CEPeC-CEPé C,P° P”CIrPYPu PLP»PsPiPuCtC-CII (PsP+PsCEPsC,PSP®)
PiC-PrC€PeC-CHPSPsC— CfP°CI'C,Ps
C,PeP°PSPEPSPé
P—P°PiP°P»CHPSC- CHPsP-P»P°PrPé [P”CrPYPu P—P°PiP°P»PuPSPSCII
C,P° CBPpP°PeCtC-C— Crf PjC-CI'CtC- |C+P°CI'C,Ps  |[CI'P»P&P-PsPIP&C... PsP+PsP»PsPSPsPe,
PIPIPuPrPuPSPSCII P°CI'C,PpPSC-CII
C-PSBR™ C”PeCtC-C— PSP°CI'C,Ps P“P°CHCIIC+PeP®
P>P°P+PsCHP°C,PsCHPSC- P”CrPYPu P1iC-PrPIP&C%0PuPSPSCII CEC-PIPSCII
PrPsCI'P»C-PrPYPpuPSPSCII CfP°CI'C,Ps  |C,CHP°PSCI'P°PjC-PSP°P- (PHP>Py C-

PHPYP¥), PiC-PrPIP&éC%oPpPSPSCII

CHC-PIPSCILI P+C-P»C-CECIP+C-PSCF,
PiC-PrPIP8C%oPaPSPSCII CHC-PIPSCII
P»CrPIPSPsC— C,PsCI'C,P°C,P°P-Pé PI

PeChHPsPIC-

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

PePsPjP+C-PSPsPIP°PSC-PNe C,PuCRHP°PiC-C—).

PyCLIPYPeP°® PrC-P°CEPuCII CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII Cr 13,1 % PiP°Ct+C-C”PSC,C-PI,
CIIPeC- PrPsC,CHP&PjCIPIP°P»PECI'CII CHPuPePsPjPuPSPrP°CtC-PNe P- PePsPSC,CEPsP»Ch
PrC-P°CHPuC—. P] CtPéPeP»P°C... C,PuCEP°PiC-C—, C%oPs PiC-PrP»CLIPiP°P»Pé
PsC+C-PSCRPIP°PSPSCH, C,CLIPYPeP°® PrC-P°CEPuCILI CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr

3,9 %.

PKC&PrPsC,P° C- P+=P»CRPIP°PSPSCII C,CIIPYPePsPiPs CI'C,CIPiPuPSCII
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII P- PSPEPYC+PsCh C+P°CI'C,PsC,PsCh (Cr 2,1 % C,P°
2,8 % PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrPSPs).

P—P°PiPsCF PIPSP°CI'P»C-PrPsPe P-P°CI'C,PsCI'CFPIP°PSPSCI] C-CHP&PSPsC,PuPeP°PSCY
C,P°/P°P+Ps P»PsPiPuCRHP°PjC-PrCt CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cf 3,4 %

PiP°C+C-C”"PSC,C-PL

PKPuPNeC,CFPsPiPuPSC-CILI CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII Cr 82,5 % PiP°CtC-C”PSC,C-PI,




CI'PuCHPuPr CIIPePéC... C,CIIPPeP&PNe CI'C,CrPiC-PSCH> PiPpCHPuP+C-PiCr
(PeC-P»CHPeC-CI'C,CH PSPuPNeC,CHPsC, C-P»C-PI <500 PeP»C-C,P&PS/PjPj*) P+CrPI Cr 9,8 %
PiP°C+C-C”PSC,C-PI. P] CtPéPeP»P°C... C,PuCHP°PiC-C—, C%oPs PiC-PrP»CIIPiP°P»Pé
PsCt+C-PSCRPIP°PSPSCRH, Cr 67,3 % PiP°CtC-C”PSC,C-PI PeC-P»CHPeC-CI'C,CH
PSPuPNeC,CEPsC, C-P»C-PI P+CrP»P° PjPuPSCEPu 1000 PeP»C-C,PEPS/PjPj’,
PIPeP»CRC+P°CRCtPé 2,7 % P- PeC-P»CHPeC-CI'C,CR PSPuPN:C,CHPsC, C-P»C-PI <500
PeP»C-C,PéPS/PjPj’. PuPsPIPSPu PIC-PrPSPsPIP»PuPSPSCII PiPsPeP°P-PSP&PeC-PI
P-P°P-PIPECHP°PN: C,CHPEPIP°P»Ps PrPs 7858 PrPSC-PI.

P“P°CECIIC#PeP® P- PSPuPN:C,CEPsPiPuPSC-C”CE C,CLIPYPePsPiPs CI'C,CéPiPuPSCII
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII Cr 3,4 % PiP°CtC-C”PSC,C-PI C,P° 0,9 % PICI'C-C...
CtPé&PeP»C-PI C,PuCHP°PiC-C—.

P+PiC-P-PsPrPé C-PSC,PuPeCtC-C— P+CrP»Pé PiChPEP+P»P&P-PSPs Cr 2 %
PiP°CtC-C”PSC,C-PI (0,5 % PICI'C-C... CtPéPeP»C-PI C,PuCRHP°PiC-C—) C,P° P+CrP»Pé
PiPsPIZE ™ CLIP-P°PSC- P- C,CLIP{PePsCh PSPuPNeC,CHPsPiPuPSC-C"Ch
PiCHP&P+P»P&P-PSPs Cr 2,1 % PiP°CtC-C”PSC,C-PI (0,5 % PICI'C-C... CtPéPeP»C-PI
C,PuCHP°PiC-C—); Cf 1 PIP&PiP°PrPeCt CtPy CrCI'PeP»P°PrPSPuPSPSCII
PiCRP&P-PIPuP»Ps PrPs P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCt.

PhPSPuPjC-CLI CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII Cf 97,2 % PiP°CC-C”PSC,C-PI (2,1 % P-
CRC-PIPSPuPj PiPuPjPsPiP»PsP+C-PSCF <8 Pi/PrP»).

PyCHPsPjP+PsC1PéC,PsPiPuPSC-CILI (<100000 PeP»C-C,PEPS/PjPj?)
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CI] Cr 32,6 % PiP°CtC-C”PSC,C-PI C,P° 21,8 % PICI'C-C...
CtPéPeP»C-PI C,PuCHP°PiC-C—. P’PéPiP°PrPeC-PI C,CHPsPjP+PsCtP&C,PsPiPuPSC-C—
C,CIIPYPePsPiPs CI'C,CrPiPuPSCII (<50000 PeP»C-C,P&PS/PjPj3) PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI].

P“PSCI'C,CEP&PN: C...PsP»C-PSPuCEPiC-C+PSPEPN: CI'PéPSPrCEPsP).

PyCRP°PSP-P&C,PsCHPSP&PN: PiPsCI'C,CHPEPNe C...PsP»C-PSPuCEPiC-C+PSP&EPNe
CI'P&PSPrCEPsPj C,CIIPYPePsPiPs CI'C,CrPiPuPSCII CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cr 1,4 %
PiP°Ct+C-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PePsPjP+C-PSPsPIP°PSCr
C,PuCHP°PiC-CB.

PhCI'C,PuPSC-CII PjP°P»P° C,CIIPYPeP&PNe PiPuCHPuP+C-Pi Cr 6,2 % PiP°CtC-C”PSC,C-PI,
CLIPeC- PsC,CHP&PjCrPIP°P»Pé PePsPjP+C-PSPsPIP°PSCr C,PuCEP°PiC-Ch. PuCHP&C+PEéPSPSPs-
PSP°CI'P»C-PrPePsPIPéPN: P-PIBE ™ CLIP-PsPe PjC-P{ C1tP&éPj CLIPIP&C%oPuPj C,P°
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-CEP&éPSPsC,PuPeP°PSCt PSPp P+CrPI C+C-C,PePs
PICI'C,P°PSPsPIP»PuPSPEPN..

P“P°CECIICEPeP°® C4 CEP°P-C- PIC-PrCI'C4C,PSPsCI'C,C- C-PSC,PuPeCtC-C— P°P+Ps
CI'CtPiCfC,PSCHPsC— C,CLIP{PePsC— PSPuPN:C,CEPsPiPpuPSC-C— PjP°P»P° PjC-CI'C1Pp CF
6,2 % PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PePsPjP+C-PSPSPIP°PSCY
C,PuCHP°PiC-CR.

P>P°P+PsCHP°C,PsCEPSC- PiPsPeP°P-PSPéPePé.

PjCEP°PSP-P&C,PsCEPSPu PiC-PrPIPEC%oPuPSPSCII (I C,P° II CI'C,CrPiPuPSC-PI
C,CLIPYPePsCI'C,C-) CI'PECEPsPIP°C,PePsPIPEC... CFC-PIPSC-PI PhPYPY, PhPsPy, P»CPIPSPsC—



C,PsCI'C,P°C,P°P-Pé P°P+Ps P+C-P»C-CRHCrP+C-PSCrt CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr

15 %, 11 %, 11 % C,P° 10 % PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrPSPs Ct CHP°P-C-
PIC-PrCI'CrC,PSPsCI'C,C- PiCHPsPiCEPuCI'CrCRC+PéC... PjPuC,P°CI'C,P°P-C-PI Cf
PiPpC+C-PSCtC-. PYCEP°PSP-P&éC,PsCHPSP PiC-PrPIP&éC%oPaPSPSCII CEC-PIPSC-PI C1PéC...
PiPsPeP°P-PSP&PeC-PI III CI'C,CrPiPpPSCII C,CLIPYPePsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
Cr 0%, 0 %, 0 % C,P° 1 % PiP°CtC-C”PSC,C-PI PIC-PrPiPsPIC-PrPSPs. P’PéPiP°PrPeC-PI

IV CI'C,CtPiPuPSCII C,CIIPPePsCI'C,C- PrP°PSPsC— PiPsP+C-C+PSPsC— CHPuP°PeCtC-C—
PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI].

P”CtPYPp CEC-PrPePs PSP°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
PiC-PrPIP8C%oPpPSPSCLI CRC-PIPSC-PI P°PjC-P»P°P-Pé C,P°/P°P+Ps P»C-PiP°P-Pé.

PuPsPIC-PrPsPjP»CIIP»Pé PiCRPs CRC-PrPeC-CI'PSC- PIPEPiP°PrPePé
PiC-PiPsPeP°P»C-C”PjC-C— C,P° PiC-PiPsPSP°C,CHC-C”PjC-C—, PiPsCIIPIP° CILIPePeC...
P+CrP»P° PiPuCHPuPIP°PYPSPs PiPsPIsR™ CLIP-P°PSP° P- PrC-P°CHPuC”Ch C-
P+P»CRPIP°PSPSCIIPj.

PtPSC€C- PiPsP+C-C+PSC- ChPuP°PeCtC-C—, PICHPs CIIPeC- PiPsPIC-PrPsPjP»CILIP»Pé Cr

C-CRPEPSPsC, PuPeP°PSCr P-P° CI'C...PuPjPsCh 1 C’F]P°P PSP° C,PePIPrPuPSCIb.

PJ PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSPSCIIC... P-P°CI'C,PsCI'CFPIP°PSPSCI]
C-CBP&PSPsC,PuPeP°PSCr PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs PSP°CI'C,CrPiPSC- PiPsP+C-C$PSC-
CHPpP°PeCtC-C—, PiPsPIER™ CIIP-P°PSC- C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
PiCEPpPiP°CHP°C,Cr: P+C-P»CH, CI'PuPiCI'PECI’, CHPsP-P»P°PrPé P- P+PsPeCr PiCRCIIPjPsC—
PePECEPePE, PeP°PSPrPéPrPsPjC-PePsP- CEP»CrPSPePsPIPs-PePéCEPePsPIPsPiPs C,CEP°PeC,Cr,
PiC-PiPsPjP°PiPSC-C”PjC-CI], PIPECI'PéPiP°PSPSCII, CI'P&PjPiC,PsPjPé P- P+PsPeCr
CEPeC-CHPé, PiPsCHCrCEPuPSPSCII C...PsPrPé, CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, PiPsP»PsPIPSPéPN. P+C-P»CH, PSPuPiCRP&C,PsPjPSC-CI'C,CH,
PiCEP&PiP»P&PIP&, P+CHP°PrPéPeP°CHPrC-CIl, C-PSC,PuPeCtC-C—
CI'PuC#PsPIPEPIC-PrPSP&C... CEP»CIIC...C-PI, P+C-P»CH Cr PiCRCrPrCIIC...,
PiC-PrPIP8C%oPpPSPSCII PiP°PjPjP°PiP»CrC,P°PjC-P»C,CHP°PSCI'C, PuCHP°P-Pé,
PeCEPsPIPsPIP&P»P&PIP&, CI'PéPSPrCHPsPj P»C-P-PECI'Cr PiCrC...P»PéPSPé, CI'PuCRCtPuPIPs-
CI'CrPrPéPSPSC- P-P°C...PIPsCECRPIP°PSPSCII (CI'C,PuPSPsPeP°CEPrC-ClII, P-CfPiPéPSPeP®
CI'PuCRCtCI]I, C-PSC,P°CHPeC, PjC-PsPeP°CHPrP°, C-CEPuPjC-CII PjC-PsPeP°CEPrP°,
CHPsP-P»P°PrPé P- P+PsPeCr PiPuCHPEC, PuCHPECEPSPEC... CI'CFPrPéPS, CI'CrPrPéPSPSC-
P-P°C...PIPsCHCRPIP°PSPSCII) C- C,CHPsPjP+PsPuPjP+PsP»C-C+PSC- CLIPIP&C%oP°
(P°CRC,PuCHEC-P°P»CHPSPEPN: C,CHPsPjP+PsP:, C-CEPuPjC-C+PSPEPNe C-PSCI'CFP»CHC,,
PiPsCHCrCEPpuPSPSCII PjPsP-PePsPIPsPiPs PeCHPsPIPsPsP+C-PiCr, PiP»P&P+PsPePéPNe
C,CBPsPjP+PsC, P»PuP+C-C,, PuPjP+PsP»C-CILI CI'CfPrPéPS PSPéPIPSCHPsC—
PeC-PSCtC-PIPeP&, P»PuPiPpPSPuPIP® PuPjP+PsP»C-Cl]I, C,CHPsPjP+PsC,P»PuP+C-C,,
C,CHPsPjP+PsP- C- CHP°PiC,PsPIPEPNe P»PuC,P°P»CHPSPEPNe PSP°CI'P»C-PrPsPe) (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).

PuC-CI'P»CILICEPuC”CI'C.CEP°CtC-PNePSPy CI'PiPsCI'C,PuCEPuPYIPuPSPSCII.

P§P°CI'C,PsC,P° PIPEPSP&PePSPuPSPSCII PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe Cr
PiPpCHC-PsPrC- PiC-CI'P»CLICEPuC”CI'C,CEP°CtC-PN-PSPsPiPs
CI'PiPsCI'C,PuCHPuPIPuPSPSCII PSPuPIC-PrPsPjP°® (PSPuPjPsPIP»PEPIPs PICI'C,P°PSPsPIPEC,Pé
PSP° PsCI'PSPsPIC- C-CI'PSCrCRC#Pé&C... PrP°PSPéC...).



PmP»P°CI" CI'PECI'C,PpPjPé
PsCHPiP°PSC-PI MedDRA

PiiPsP+C-CPSP° ChPpP°PeCtC-CII

P+PSC, PpPeCTC-C— C,P°
C-PSPIP°P-C-C—

PiCIPpuPIPrPsPjPuPjP+CHP°PSPsP-PSPEPNe PePsP»C-C,,
PsPrPéPS PIPEPiP°PrPsPe CILIPePsPiPs P+CrPI
PrPsPeCIPjPuPSC,P°P»CHPSPs
PiC-PrC,PIPuCHPrPIPuPSPEPNe CHPuP-CrP»CHC,P°C,PsPj
P+P°PeC,PuCHC-PsP»PsPiC-C+PSPsPiPs P°PSP°P»C-P-Cr
(Clostridium difficile); CL'PuPiCI'P&éCI’; PiCHP&P+PePsPIP®
C-PSC, PuPeCtC-CILI*; PIC-CHCrCI'PSP®

C-PSC, PaPeCtC-CII**

P— P+PsPeCr CI'P&CI'C,PuPjPé
PeCHPsPIC- C,P°
P»C-PjC,P°C,PéC+PSPsC—
CI'P&CI'C,PuPjPé

PyCHPsPjP+PsCtP&C, PsPiPuPSC-CII

PiPuCEPEC, PpCHPECEPSPSC— PeCEPsPIC- P-
CIC,PIPsCEPpPSPSCLIP]

P°PSC,P&C, CEPsPjP+PsCtP&C,P°CEPSPEC. .. P°PSC,PEC,C-P>

P— P+PsPeCr C,CHP°PIP»PpPSPSCI]
C,P° PjPuC,P°P+PsP»C-P-PjCr

P—PSPuPIPSPrPSPpPSPSCII (PIPSP°CIP»C-PrPsPe
PrC-P°CEPuC— C,P° P+P»CRPIP°PSPSCII);
PiC-PiPsPIPsP»PuPjC-CII

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

P PlP°PeCTC-C— PiC-PrPIPEC%oPpPSPsC—
C+CfC,P»P8PIPSCI'C,C-; P°PSP°C, C-P»P°PeC,PECPSC-
CRPuP°PeCC-C—

P— P+PsPeCt PSPUCHPIPSPIPSC—
CI'P6CI'C,PpPjPé

P PsP-P»P°PrPé PjPsPIP»PuPSPSCII, C%oPs
PiPuCHPuPIP°PPSPs PjP°P»Pé PsP+PsCHPsC,PSPEPNe
C...P°CRBP°PeC,PuCH C,P° Ct PrPuCIIPeP&C...
PIP&PiP°PrPeP°C... P+=CrP»Pé PiPsPIBR ™ CLIP-P°PSC- P:
C...PsP»C-PSPuCHPiC-C+PSP&Pj CI'PéPSPrCHPsPjPsP;j,
C%oPs CI'PiPsCI'C,PuCHC-PiP°PICI'CII PiC-Pr C+P°CI’
P°P+Ps PsPrCHP°P-Cr PiC-CI'P»CII C-PSC, CfP-C-C—
C-CHP&PSPsC,PuPeP°PSCt; PiP°CRHPuCI'C,PuP-C-ClLJ;
PjP&éPjPsPIC-P»CHhPSC- CI'PePsCHPsC+PuPSPSCII
Pjs}™ CIIP-C-PI

P— P+PsPeCr CI'PuCRHCTCII

PHCEC,PuCHC-P°P»CHPSP® PiC-PiPpCHC,PpPSP-C-CII
(PiC-Pr C$P°CI" P°P+Ps PiC-CI'P»CII C-PSC, CfP-C-C—);
CI'PpCECtPpPIPs-CI'CrPrPéPSPSP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CHy*+*

P— P+PsPeCr PrPéC...P°P»CHPSPsC—
CI'P&CI'C,PpPjPé, PiCECrPrPSPsC—
PeP»C-C,PePé C,P°
CI'PuCHPuPrPsCI'C,C-PSPSCII

P+PSC,PuCHCI'C,PECTC-P°P»CHPSC-
P-P°C...PIPsCHCRPIP°PSPSCII P»PpuPiPpPSCH, C%oPs
PiCEPsCILIPIP»CILICRC,CHCI'CII Cf PIPéPiP»CIIPrC-
P»PpuPiPpPSPuPIP&C... C-PSC, C-P»CHC,CEP°C,C-PI, PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII C-CEP&PSPsC,PnPeP°PSPsPj
CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CLI PSPuC+P°CI'C,Ps
(PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIP&PiP°PrPePé
C,P°PePéC... CRP°PSPSC-C... PuC,PpPeC,C-PI CLIPe
P-P°PrPéC€PeP° (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CtPIP°PSPSCILIB»)); P-P°PrPéCEPeP° (PrPéPL.
CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»); PiPéPeP°PIPeP°




P— P+PsPeCr CEP»CrPSPePsPIPs-
PePECE€PePsPIPsPiPs C,CHP°PeC,Cr

PP8CEPePsPIP® PSPuPiCHPsC...C-PrPSC-CI'C,CHy;
C-P»PuCrCI: C,P°PePsPY PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs
PIPEPiP°PrPePé C-P»PuCrCI'Ct P+PpuP-
PiPsPiPuCHPuPrPSCHPsPiPs PIPEPSPéPePSPuPSPSCII
PePsP»C-C,Cr; PjPuPiP°PePsP»PsPS; CE€P»CrPSPePsPIPs-
PePECE€PePsPIPEPNe PeCHPsPIPsPIPEP»PEPI; PePsP»C-C,, PI
PsPeCHPuPjPEC... PIPEPiP°PrPeP°C... PePsP»C-C, P+CrPI
CrCI'PeP»P°PrPSPuPSP&éPNe PIPECHP°P-PeP°PjPé,
PeCHPsPIPsC,PuC+PuCRh, C-P»PuCrCI'PsPj P°P+Ps

C-PSC,, PuPeCtC-C”Ch; C,PeC,P»C-C,;
C-C€PuPjC-C+PSPEPNe PePsP»C-C,; PIPECHP°P-PePsPIPEPNe
PePsP»C-C,; CEP»CrPSPePsPIPs-PePEéCEPePsPIP°
PeCRHPsPIPsC,PuCtP°; CI'PéPjPiC,PsPjP°C,PéC{PSPu P°P+Ps
P+PpP-CI'PéPjPiC,PsPjPSPpu PiC-PrPIP&C%oPuPSPSCII
CHC-PIPSCII C,PuCHPjPuPSC,C-PI
PiC-PrC€P»CrPSPePsPIPsC— P-P°P»PsP-Pé;

PiPuCHC, PsCHP°CtC-CII PePéCEPuC{PSPEPeCT

P— P+PsPeCr CEPeC-CEPé C,P°
PiC-PrC€PeC-CHPSPsC—
C,PeP°PSPEPSP&

PEPeC-CHPSC- CHPuP°PeCtC-C—

P_P°PiP°P>CIbPSC- CHPSP-P»P°PrPé
C,P° CEPuP°PeCtC-C— Cr PjC-CI'CtC-
PIPIPuPrPuPSPSCLI

C-PSER™ C”PeCtC-C—

P PuP°PeCtC-C— CF PjC-CL'CTC- C-PSC,CfP-C-C—

P>P°P+PsCBP°C,PsCHPSC-
PrPsCI'P»C-PrP{PuPSPSCII

PuC-PrPIPEC%0PuPSPSCII CEC-PIPSCII P°PjC-P»P°P-Pé PI
PeCEPSPIC-; PiC-PrPIP&C%0PpPSPSCLI CHC-PIPSCII
P»C-PiP°P-Pé; PiC-PiPsPeP°P»C-C”PjC-ClJ;
PiC-PiPsPSP°C,CEC-C"PjC-ClI, C%oPs PiPuCEPuPIP°PPSPs
PiPsPIER ™ CLIP-P°PSP° P- PrC-P°CHPuC”Ch C,P°
P+P»CRPIP°PSPSCLIP); PrCfPPu CEC-PrPePs
PSP°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs
PIP&PiP°PrPePé PiC-PrPIPEC%0PuPSPSCII
CI'P6CEPsPIP°C,PePsPIP&C... CEC-PIPSC-PI
C,CHP°PSCI'P°PjC-PSP°P- (PHPYPy C- PhP>Py) Ct CEP°P-C-
PIC-PrCI'C+C,PSPsCI'C,C- PiCEPsPiCEPuCI'CFCRCHPEC. ..
PjPuC,P°CI'C,P°P-C-PI PiPpC+C-PSPePé

P— P+PsPeCr Pjs™ CLIP-PsPIPs-
CI'PePuP»PuC,PSPsC— CI'PéCI'C,PuPjPé
C,P° CI'PiPsP»CrC+PSPsC—
C,PeP°PSP&PSPé

PYPePsCHPsCiPpPSPSCLI PjeB ™ CLIP-C-PI P°P+Ps
CI'CrPrPsPjPé

P— P+PsPeCr PSP&CBPsPe C,P°
CI'PuC4PsPIP&PrC-P»CHPSPSC—
CI'PSCIC,PuPjPé

PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PSPECHPsPe C-
PiPsCI'C,CHP° PSPECHPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH P-P°P-PIP&C+P°PNe
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr PiP°C+C-C”PSC,C-PI P-
C-PSC, C-PeCrPIP°PSPSCIIPj C,P°/P°P+Ps
PiC-PiPsPIPsP»PuPjC-C”Ch, C%oPs
CEPsP-PIP&PSCIP»P°CI'CI] PIPSP°CI'P»C-PrPsPe
C,CLIPTPePsC— CEP»CrPSPePsPIPs-PeP&CE€PePsPIPsC—
C,PsPeCI'PéC+PSPsCI'C,C-*+*; PSPECRPePsPIP°
PSPuPrPsCI'C,P°C,PSC-CI'C,CHy**+*

P— P+PsPeCr CI'CrPrPéPS

P“C-PiPsC,PuPSP-C-CII***

P— P+PsPeCr
PiPiPiP°C,PsP+C-P»C-P°CHPSPsC—
CI'PECTC,PuPjPé

PYC,PpP°C,PsPiPpPiP°C,P&C,; CIC,PuP°C,PsP-
PiPpC+C-PSPePé

*PkP°PiCEP&PeP»P°Pr, PiPSPuPIPjPsCtP&CI'C,PSP°® PiPSPuPIPjPsPSC-CIJ,
P+CHPsPSC...PsP»PuPiPpPSPuPIPEPN: P°CI'PiPuCHPiC-P»CHsPsP:, CI'PECI'C,PuPjPSP&PNe

PeP°PSPrPePrPsP-.




#PhPiPpCEHC-P-CPIP°P»CEbPSPEPNe PiPRCEPiPuCL, PiCEP&Pi, CRPuP°PeC,PEPIP°CHC-CLI
PiPpPiP°C,PéC,Cr P’, C+P&C,PsPjPuPiP°P»PsPIC-CECICI PSPEPNe PePsP»C-C,.

*#*P C-PrPeC-CI'PSC- PIPéPiP°PrPePé PSPéCHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-,
PiC-PiPsC,PpPSP-C-C— P°P+Ps CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr PiP°CtC-C”PSC,C-PI,
CIIPeC- PiPuCHPuPSPuCI'P»Pé P-PSPuPIPsPrPSPuPSPSCII PIPSP°CI'P»C-PrPsPe PrC-P°CHPuC—
C,P°/P°P+Ps P+P»CRPIP°PSPSCII C$Pé CI'PuPiCI'PECI CT.

ChPuP°PeCtC-C—

P—PIC-C,CrPIP°PSPSCI] PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC- CHPpP°PeCtC-C—
PiC-CI'P»CII CBPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr C”
PIP°PYP»P&PIP&P]. P’PsPSPs PrP°C” P-PjPsPiCt PiCHPsPrPsPIPCIPIP°C,Pé
PjPsPSC-C,PsCHP&éPSPi CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCEP&CI'C,CHy/CHPEP-PéPe
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

P—P°PiPuC+P°C,P°PSPePNe C,P»P°PePsPS: 4 CHPsPePe.

PuC-CI'P»CII CEPsP:-P+P°PIP»PuPSPSCI]: C...C-PjC-CfPSP° C- C,C-P-P&C+PSP®
CI'C,P°P+C-P»CHPSC-CI'C,CH PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- P+CrP»P°
PiCHPsPrPuPjPsPSCI'C,CEPsPIP°PSP° Ct CEPsP-CPéPSP°C... PrP»CILI C-PSC,CfP-C-PNe (0,9 %
CHPsP-C+PéPS (PjP°CI'P°/PsP+BR™C"Pj) PSP°C,CHC-Ch C...P»PsCHP&PrCr C,P° 5 %
CHPsP-C+PéPS (PjP°CI'P°/PsP+8E ™ C”"Pj) PiP»ChPePsP-Pé) PiCEPé C,PuPjPiPuCHP°C,CrCHC-
158525 B°C PiCHPsC,CLIPiPsPj 12 PiPsPrPéPS P°P+Ps PiCHPé C,PuPjPiPuCHP°C,CrCHC- 285“8
B°C PiCEPsC,CIIPiPsPjB 48 PiPsPrPéPS, P-P° PSP°CIIPIPSPsCI'C,C- P-P°C...PéCI'C,Cr PIC-Pr
CI'PIC-C,P»P°.

P— PjC-PeCHPsP+C-PsP»PsPiC-C+PSPsC— C,PsC+PePé P-PsCHCt CHPsP-C+P&PS
PiCHPpPiP°CRHP°C,Cr PiC-PrP»CLIPiP°C” PSPuPiP°PN.PSPsP;jCr
PIPEPePsCHPECI'C,P°PSPSCH. PiPeC%oPs CHPsP-C+P&éPS PSPu PIPIPuPrPuPSPs PsPrCHPP-Crt
PiC-CI'P»CI] PiCHP&PiPsC,CrPIP°PSPSCI], C,Ps PIC-PrPiPsPIC-PrP°P»CIHPSC-CI'C,CH P-P°
CrPjPsPIPé C,P° C,PuCRHPjC-PS P-P+PuCHC-PiP°PSPSCII CHPsP-C+PéPSCr PrPs PjPsPjPuPSC,Cr
PNePsPiPs PIPIPpPrPuPSPSCII PSPuCI'Pu PePsCHPECI'C,CrPIP°Ct. PIPeC%o0Ps CRPsP-C+PéPS
PiPsC,CrPIP°P»Pé PSP PI PePsPSC,CHPsP»CHPsPIP°PSP&C... C,P° PIP°P»C-PrPsPIP°PSP&C...
P°CI'PpPiC,PéC+PSP&C... CrPjPsPIP°C..., C,Ps PNePsPiPs CI'P»C-Pr P-P+PuCHC-PiP°C,Pé PiCEPé
2858 B°C PiCRHPsC,CIIPiPsPj PSPn PrPsPICE€Pu PSC-PY 24 PiPsPrPePSPe.

PJPjPsPIPé P-P+PuCHC-PiP°PSPSCI].

P—P+PuCEC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHhPSC-PNe CFPiP°PePsPICtC- PrP»ClI
P-P°C...P&CI'C,Ct PIC-Pr CI'PIC-C,P»P° PI PSPuPrPsCI'C,CfPiPSPsPjCt PrP»CLI PrC-C,PuPNe
PjC-CI'CtC- PiCEP& C,PuPjPiPpCHP°C,CCEC- PSPu PIPEC%0Pu 25 B°PY. PkPp



P-P°PjPsCHPsPYCIPIP°C,Pé.

PKPuCI'CéPjC-CI'PSC-CIC,CHb.

P”P°PSP&PNe P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PSPp CI'P»C-Pr P-PjC-C£CrPIP°C,Pé P-

C-PSCEP&PjPé P»C-PeP°CHCI'CHbPeP&PjPé P-P°CI'PsP+P°PjPé, PsPeCHC-Pj PIPeP°P-P°PSP&C...

CBRPsP-PrC-P»C- B«PhCI'PsP+P»P&PIC- P-P°C...PsPrPé P+PuP-PiPuPePéB».

PJPiP°PePsPIPeP°.

PuPs 2 PjP», 5 PjP» P°P+Ps 15 PjP» Cr C,P»P°PePsPSC-; PiPs 1 C,P»P°PePsPSCr PI
PeP°CHC,PsPSPSC-PNe PePsCRHPsP+CtC-.

PuP°C,PpPiPsCHC-CII PIC-PrPiCiCI'PeCr.

P—P° CEPuC{PpPiC,PsP;.

P'PeCHPsP+PSP¢Pe.

PHPeP’'C-PrP° P“PjP+PI/AqVida GmbH.

Pr,C-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPECHPsP+PSPéPeP° C,P° P°PrCRHPuCIP°
PjC-CI'C1CII PiCHPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

P/bP°PNeP-PuCH-P’'C-P»CHPiPuP»CHPj-PEC,CE. 89, 20355 P“P°PjP+CrCHPi,
PkC-PjPnC+C+PePSP°/Kaiser-Wilhelm-Str. 89, 20355 Hamburg, Germany.

P—P°CIIPIPSP¢Pe.

PHPjP°PeCI'P° P>C,Pr/Amaxa Ltd.

PiC-CI'CtPuP-PSP°C...PsPrPI{PuPSPSCII P-P°CIIPIPSPéPeP°.

31 P”PYPsPS P+CI'P»C-Pi Pf’C,C"E]C—C,, P>PsPSPrPsPS SW1P 4FE, P’'PuP»PePeP®
P‘CRPeC,P°PSC-CI1/31 John Islip Street, London SW1P 4FE, United Kingdom.

Cr



