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

PyPhPmPYP{Pk PxPhP PyPe

(TAMSIN FORTE)

PYPeP»P°Pr:
PrC-CRC#P° CEPuC#PsPIPPSP°: C,P°PjCI CfP»PsP-P&PSCY PiC-PrCEPsC...P»PsCHP&PT;

1 C,P°P+P»PuC,PeP° PiCHPsP»PsPSPiPsPIP°PSPsC— PrC-C— PjC-CI'C,PéC,CHb
C,P°PjCI'CIP»PsP-P&PSCY PiC-PrCEPsC...P»PsCEPEPrCr 0,4 PjPi;

PrPsPiPsPjC-PIPSC- CRPuLC#PsPIPSPSPé: PiC-PiCEPsPjPuP»PsP-P°

(PiC-PrCRPsPeCI PEPiCEPsPiC-P»PjPuC,PéP»CtPuP»CRP»PsP-P°), CtPuP»CRP»PsP-P°
PjC-PeCEHPsPeCEP&CI'C,P°P»C-C4PSP®, PeP°CEP+PsPjPuCH, PeCEPRPjPSC-CR PrC-PsPeCI'P&Pr
PePsP»PsC—PrPSP&PNe P+PuP-PIPSPrPSPEPNe, P-P°P»C-P-P° PsPeCI'PéPr C+PuCHPIPSPSPEPN: (P
172), PjP°PiPSC-CR CI'C,PuP°CEP°C,.

P>C-PeP°CRHCI'CHPeP° C,PsCRHPjP°.

PyP°P+P»PuC,PePé PiCHPsP»PsPSPiPsPIP°PSPsC— PrC-C—.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: P+C-P»C-, P
PiP»P°PrPePsCh PiPsPIPuCHC...PSPuCh, PeCHCIPiP»C-, PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé

P- PiCEP°PIC-CRPIP°PSPSCLIPj B«T9SLB» PSP® PsPrPSPsPjCt P+PsCtC- C- B«0.4B» PSP°
PrCHCrPiPsPjCt P+PsCtC-.

PxaP°CLPjP°PePsC,PuCHP°PiPpPIC,PéC{PSP° PiCHCiPiP°.
P—P°CI'PsP+P&, C%oPs P-P°CI'C,PsCI'PsPICFfCRC,CHCI'CII PiCHPé
PrPsP+CEPsCLIPeC-CI'PSC-PNe PiC-PiPuCHPiP»P°P-C-C— PiPuCEPpPrPjC-C...CtCHPsPIPSC—

P-P°P»PsP-Pé. PhPSC,P°PiPsPSC-CI'C,Pé al1-P°PrCEPuPSPuCHPiC-C+PSPEC. ..
CRPRCTPRPIC,PsCEC-PL.B PmPsPr PHPYPL GOAC A02.

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

PyP°PjCI'CfP»PsP-PéPS CI'PuP»PuPeC,PéPIPSPs C- PePsPSPeCrCHPuPSC,PSPs P+P»PsPeCrC”
PiPsCI'C,CI'PéPSP°PiC,PéC+PSC- al-P°PrCHPuPSPsCEPuCtPuPiC,PsCHPE, P-PsPeCHPuPjP° alA



C,P° alD, C%oPs P-PSP°C...PsPrCILIC,CHCI'CLI Ct PiP»P°PrPeC-PNe PjCrCI'PeCrP»P°C,CICHC-
PiPuCHPpPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé, CEPEPN:PePé CI'PuC+PsPIPsPiPs PjC-C...CFfCHP°®
C- PiCRPsCI'C,P°C,PéC+PSPsC— C+P°CI'C,PéPSPé CrCHEPuC,CHPé. PIPp PiCHP&P-PIPsPrPéC,CH
PrPs P-PSPéPPuPSPSCII C,PsPSCFCI'Ct PiP»P°PrPePsC— PjCrCI'PeCrP»P°C,CrCHPé
PiPpCHPpPrPjC-C...CrCHPsPIPsC— P-P°P»PsP-Pé, CEPEPN:PePé CI'PuC+PsPIPsPiPs PjC-C...CfCHP°®
C- PiCRPsCI'C,P°C,PéC+PSPsC— C+P°CI'C,PéPSPé CrCHPuC,CRHPé C,P° PiPsP»C-PiCECIC”
PIPEPrC-P»PpPSPSCII CI'PuC+C-.

PhPrPSPsC+P°CI'PSPs P-PjPuPSCECrCRC,CHCI'CII CI'PEPjPiC,PsPjPé PsP+CI'C,CHCIPeCtC-C—
C,P° PiPsPrCHP°P-PSPuPSPSCI], PiPsPIsR™ CLIP-P°PSC- P- PrPsP+CHPsCIIPeC-CI'PSPsCh
PiC-PiPuCHPiP»P°P-C-C”Ch PiPuCEPuPrPjC-C...CtCEPsPIPsC— P-P°P»PsP-Pé
(CfC,CECrPrPSPuPSPSCII PiPsC+P°C,PeCrt CI'PuC+PsPIPEPiCICI PeP°PSPSCI],
PiPsCI'P»P°P+P»PuPSPSCII CI'C,CRCIPjPuPSCII CI'PuC+C-, PeCHP°PiP°PSPSCI]I PiC-CI'P»CII
P-P°PeC-PSC+PpPSPSCII CI'PuC+PsPIPéPiCICI'PeP°PSPSCI], PIC-PrC+CrC,C,CII
PSPuPiPsPIPSPsPiPs CI'PiPsCHPsPIPSPuPSPSCII CI'PuC#PsPIPsPiPs PjC-C...CFCRHP°, CfP°CI'C,C-
PiPsP-P&PIPé PrPs CI'PuC+PsPIP&PiCrCI'PeP°PSPSCII PI PSC-C+PSP&PN: C+P°CL,
PSPuPIC-PrPeP»P°PrPSC-CI'C,CH CI'PuC+PsPIPEPiCrCI'PeP°PSPSCI]).

P—PrP°C,PSC-CI'C,CH alA-P°PrCHPuPSPsP+P»PsPeP°C,PsCRC-PI P-PjPuPSCECIPIP°C,Pé
P°CHC,PuCHC-P°P»CHPSPEPN: C,P&CI Pe PiPsPIBF ™ CIIP-P°PSP° P-C- P-PjPpPSCEPuPSPSCIIPj
PiPuCHPEC, PuCEP&C+PSPsPiPs PsPiPsCHCT. PyP°PjCI'CP»PsP-PEPS Cr PrPsP+PsPIC-PNe
PrPsP-C- 0,4 PjPi PSPu CI'PiCHPEC$P&PSCIIC” PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsPiPs
P-PSP&PPuPSPSCII CI'PéCI'C,PuPjPSPsPiPs P°CHC,PuCHC-P°P»CHhPSPsPiPs C,PECIPeCr (PHPy)
CIIPe Cr C...PIPsCHPéEC... PSP° P°CHC,PuCHC-P°P»CHPSCY PiC-PiPuCHC,PpPSP-C-Ch, C,P°Pe C-
PI PiP°Ct+C-C”PSC,C-PI C-P- PSPsCEPjP°P»CHPSP&Pj PiPsC+P°C,PePsPIPéPj PhPY.

PuP°CHPjP°PePsPeC-PSPuC,PePeP°.

PhP+CI'PsCRP+CtC-CII. PjP°PjCI'C-PS PaPsCHC,Pu CLIPIP»CIIC” CI'PsP+PsCh
C,P°P+P»PuC,PeCr PiCHPsP»PsPSPiPsPIP°PSPsC— PrC-C— P- PePsPSC,CHPsP»CHPsPIP°PSP&Pj
PIP&PIC-P»CHPSPuPSPSCIIPj, C%oPs P-P°P+PuP-PiPpuC+CrC” C,CHPEPIP°P»Pp C,P°
PiPsPIC-P»CHPSPu PIPEPIC-P»CHPSPuPSPSCII C,P°PjCI'CfP»PsP-PEPSCY, C%oPs PrP°C”
PuPeCIPiPsP-PECTC-Ch P-C- CI'P»P°P+PeP&PjPé PePsP»P&éPIP°PSPSCIIPjPé PiCHPsC,CLIPiPsPj 24
PiPsPrPéPS.

P1iC-CI'P»CII PiPpCHPsCHP°P»CHPSPsPiPs PiCHP&PNePsPjCt PSP°C,C%oPuCIPuCHCTPR 57 %
C,P°PjCI'CIP»PsP-PéPSCr P°P+CI'PsCRP+CrC”C,CHCI'CII PI PePéCEPuCHPSPEPeCT.
PEPIPéPrPeC-CI'C,CH C- CRPsP:-PjC-CH P°P+CI'PsCRHP+CtC-C— C,P°P+P»PuC,PsPe
PiCEPsP»PsPSPiPsPIP°PSPsC— PrC-C— PSPy P-PjC-PSCRC”C,CHCI'CII PiCHPé
PIPP&PIP°PSPSC- C—PYC- C-P- PSP&P-CHhPeP&Pj PIPjC-CI'C,PsPj PJPECKCF. PYC,CIPiC-PSCH
PICI'PjPsPeC,CrPIP°PSPSCII PiC-PrPIP&C%oCrC”C,CHCI'CII PSP° 64 % C,P°B 149 % (AUC C,P°
PV ... PIC-PrPiPsPIC-PrPSPs) PiCHPé PiCEP&PNePsPjC- C—PC- P- PIP&CI'PsPePé&Pj PIPjC-CI'C,PsPj



PIP&CRCr PiPsCEC-PIPSCLIPSPs P- PiCHP&PNePsPjPsPj PSP°C,C%oPuCI'PuCECtPy.

PyP°PjCI'CrP»PsP-P&éPS PrPuPjPsPSCI'C,CHCrC” P»C-PSC-PNePSCT
C,P°CHPjP°PePsPeC-PSPuC,PéPeCr.

P1iC-CI'P»CII PsPrPSPsCHP°P-PsPIPsPiPs PiCHP&PNePsPjCt PyP°PjCI'C-PS PxPsCHC,Pu
PSP°C,C%oPp PY .. P°PeC,PEPIPSPsC— CHPuC+PsPIPEPSPé Cr PiP»P°P-PjC- PeCHPsPIC-
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII C+PuCEPuP- 6 PiPsPrPéPS. P] CRC-PIPSPsPIP°PIPSPsPjCt
CI'C,P°PSC-, CLIPeP&PNe PrPsCI'CIIPiP°C”C,CHhCI'CLI PSP°® C+PuC,PIPuCEC,PEPNe PrPuPSCH
PiCHPEPN:PsPjCr PiCHPuPiP°CRP°C,Cr, PiC-Pe PePsPSCtPuPSC,CHP°CtC-C—
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII C+PuCEPuP- 4-6 PiPsPrPéPS PSPuP-P°P»PpuPYPSPs PIC-Pr
PIPYP&PIP°PSPSCII C—PYC-. PiiC-Pe PePsPSCtPuPSC,CHP°CtC-C— Cr PiP»P°P-PjC- PeCHPsPIC-
PiC-PrPIP&C%oCrC”C,CHCI'CLI P- PiICHP&P+P»P&P-PSPs 6 PSPi/PjP» PiC-CI'P»CII
PiPuCHCEPsPiPs PiCHPEPNePsPjCr PrPs 11 PSPi/PjP» Ct CHC-PIPSPsPIP°PYPSPsPjCt CI'C,P°PSC-.

PiPe CEPpP-CrP»CHC,P°C, C,CHPEPIP°P»PsPiPs PIPEPIC-P»CHPSPuPSPSCI],
PSP°PNePSP&PC+P&PNe CRC-PIPUPSCH PePsPSCHPuPSC,CHP°CtC-C— C,P°PjCI'CrP»PsP-PEPSCr
Cr PiP»P°P-PjC- CI'C,P°PSPsPIPEC,CH 40 % PjP°PeCI'P&éPjP°P»CHPSPsC—
PePsPSCtPpPSC,CHP°CtC-C— PSPuP-P°P»PuPYPSPs PIC-Pr PIPYPEPIP°PSPSCII C—PYC-.B B B B

P PsP-PiPsPrC-P». P—PIBR™ CIIP-CrPIP°PSPSCILI P- P+C-P»PeP°PjPé PiP»P°P-PjPé 8H" 99 %.
PhP+8R™ C”Pj ChPsP-PiPsPrC-P»Cr PSPuP-PSP°C{PSPEPN.B (PiCHPEP+P»PEP-PSPs 0,2 P»/PePi).

PmPuC,P°P+PsP»C-P-Pj. PyP°PjCI'CrP»PsP-PéPSCT PiC-PrCHPsC...P»PsCHP&PT PjP°C”
PSP&P-CHhPePéPNe PuC, PuPeC, PiPpCHCEPsPiPs PiCEPsC...PsPrPIPuPSPSCI], PiPsPIC-P»CHPSPs
PjPuC,P°P+PsP»C-P-CfCRC+PéCI'CHb. P‘C-P»CHCEP® C+P°CI'C,PEPSP° P°PeC,PéPIPSPSC—
CHPuC+PsPIPEPSPé PiCHPECI'CrC,PSCII PI PeCRHPsPIC- Cr PSPuP-PjC-PSPuPSPsPjCr
PIP&PiP»CIIPrC-. P&PuC,P°P+PsP»C-P-C+C”C,CHCI'CII Cr PiPuC+C-PSCtC-.

P PpP-CrP»CHC,P°C,Pé in vitro PiPsPeP°P-CrCRC,CH, C%oPs CYP3A4 C- C,P°PePsP{ CYP2D6
PIPeP»CRC+P°CRC,CHCI'CLI Cr PjPuC,P°P+PsP»C-P-Pj, C-PSCEC- C-P-PsC,PuCEPjPuPSC,Pé CYP
PSPuP-PSP°C+PSPs PIPiP»P&PIP°CRC,CH PSP° C,P°PjCI'CtP»PsP-P&PS.
PiuCHPé&PiPSC-C+PuPSPSCII PjPuC,P°P+PsP»C-P-CFfCRC+P&C... C,PuCEPjPuPSC,C-PIB CYP3A4
C- CYP2D6 PjPsPPp PiCEP&P-PIPuCI'C,Pé PrPs PiC-PrPIP&C%oPuPSPSCII
PuPeCIPiPsP-P&CtC-C— C,P°PjCI'CfP»PsP-P&PSCr PiC-PrCEHPsC...P»PsCHPEPrCr (PrPéPI.
CHPsP-PrC-P»Pé B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CRCI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé PIP-P°C”PjPsPrC-PNeB» C-
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).B P-PsPrPuPS C-P:
PjPuC,P°P+PsP»C-C,C-PI PSPu C” P°PeC,PéPIPSC-CEPEPj P-P° PrC-CRC+Cr CHPuC+PsPIP&PSCY.

P’P&PIPuPrPuPSPSCIIL P{P°PjCI'CEP»PsP-P&PS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé
PIP&PIPsPrCLIC,CEbCI'CLI PI PsCI'PSPsPIPSPsPjCt PSP&CEPeP°PjPé, 4-6 % PrPsP-Pé
PIP&PrC-P»CLIC”C,CEbCI'CLI Cf PSPpP-PjC-PSPuPSPsPjCt PIP&PiP»CLIPrC-. PuPpCEHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI C,P°PjCI'CtP»PsP-P&PSCE PiCEPé PsPrPSPsCEP°P-PsPIPsPjCE
PiCEP&PN:PsPjC- C,P° Cf CFC-PIPSPsPIP°PYPSPsPjCt CI'C,P°PSC- CI'C,P°PSPsPIP&C,CHb 19 C- 15
PiPsPrP&PS PIC-PrPiPsPIC-PrPSPs.B

P5P»C-PSC-C1PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.

PuPsPeP°P-P°PSPSCII.



P>C-PeCrPIP°PSPSCII C, CtPSPeCTC-PsPSP°P»CHPSPEC... CEPsP-P»P°PrC-PI P- P+PsPeCr
PSP&PYPSC-C... CI'PpC#PsPIPEPIC-PrPSP&C... CEP»CIIC...C-PI PiCEPé
PrPsP+CHPsCLIPeC-CI'PSC-PN: PiC-PiPuCHPiP»P°P-C-C— PiCEPsCI'C,P°C,Pé.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P“C-PiPpCEC+CrC,P»P&PIC-CI'C,CH PrPs C,P°PjCI'CtP»PsP-PEPSCY
PiC-PrCEPsC...P»PsCEPEPrCr, PIPeP»CRC$P°CRCtPé PjPuPrPéPeP°PjPuPSC,PsP-PSPs-
C-PSPrCrPePsPIP°PSP&PNe P°PSPiC-PsPSPuPICEPsC,P&CPSPEPNe PSP°P+CHCIIPe,
P°P+Ps PrPs P+CrPrCib-CLIPePsC— P- PrPsPiPsPjC-PIPSP&C... CEPuCPsPIPEPS
PiCRPuPiP°CRP°C,Ct; PSP°CLIPIPSC-CI'C,CH> PI P°PSP°PjPSPuP-C-
PsCRC,PsCI'C,P°C,P&CPSPsC— PiC-PiPsC,PuPSP-C-C—; C,CLIPYPeP®
PiPpC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,Chb.

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

P”PsCI'P»C-PrPIPuPSPSCI]I PIP-P°C”PjPsPrC-C— PIPéPePsPSCIPIP°P»P&CI'CII C,C-P»CH>PePé Cr
PrPsCHPsCI'P»PéC....

PiCEHPé PsPrPSPsC+P°CI'PSPsPjCrt P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PjCI'CIP»PsP-P&PSCr
PiC-PrCHPsC...P»PsCHPEPrCt P- P°C,PuPSPsP»PsP»PsPj, PuPSP°P»P°PiCHP&éP»PsPj P°P+Ps
C,PpPsC, C-P»C-PSPsPj P»C-PeP°CHCI'CHPePsC— PIP-P°C”PjPsPrC-C— PSPy
PIC-PrP-PSP°C#P°P»PsCI'CI]. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCI] P:
CtPéPjPuC,PéPrPéPSPsPj PiC-PrPIP&C%oCrC”, P° P- C,CFfCHPsCI'PuPjC-PrPsPj 8g“ P-PSPEPJCIC”
PePsPSCtPpPSC,CHP°C+C-Ch C,P°PjCI'CtP»PsP-P&PSCT PI PiP»P°P-PjC- PeCHPsPIC-, P°P»Pn
PsCI'PeC-P»CHPePé CtC- CHC-PIPSC- P-P°P»PéCEP°CRC,CHhCI'CII Ct PjPuPYP°C... PSPsCEPjPé,
Cr CI'PiPpCtC-P°P»CHPSC-PNe PePsCHPuPeCtC-C— PrPsP-CrPIP°PSPSCII
C,P°PjCI'CtP»PsP-P&PSCT PSPuPjP°C” PSPuPsP+C...C-PrPSPsCI'C,C-.

PJ PrPsCI'P»C-PrPIPuPSPSCILIC... in vitro PrC-P°P-PuPiP°Pj, PiCEPsPiCEP°PSPsP»PsP»,
C,CHPé&C...P»PsCEHPjPuC,C-P°P-P&Pr, C...P»PsCHPjP°PrP&PSPsPS, P°PjC-C,CEP&PIC,PéP»C-PS,
PrP&PeP»PsC, PuPSP°Pe, PiP»C-P+PuPSPeP»P°PjC-Pr, CI'P&PjPIP°CI'C,P°C,PEPS C,P°
PIP°CEC,P°CEP&PS PSPu PIPiP»PéPIP°CRC,CH PSP° PIC-P»CHPSCE C,CHP°PeCtC-Ch
C,P°PjCI'CIP»PsP-PEPSCT Ct PiP»P°P-PjC- PeCEPsPIC- P»CRPrPéPSPé. PyPsPrC-P+PSP&Pj
C$P&PSPsPj C,P°PjCI'C£P»PsP-PéPS PSPy P-PjC-PSCRC” CEC-PIPuPSCH PIC-P»CHbPSP&C...
C, CEP°PeCtC-PNe PrC-P°P-PuPiP°PiCt, PiCEPsPiCEP°PSPsP»PsP»Cr,
C,CHPEC...P»PsCHPjPuC,C-P°P-PEPrCr C,P° C...P»PsCHPjP°PrP&PSPsPSCE Ct PiP»P°P-PjC-
PeCEPsPIC- P»CEPrP&PSPé.

PuuCHPsC,Pp PrPéPeP»PsC, PuPSP°Pe C,P° PIP°CHC,P°CHPEPS PjPsPYCIC,CH
PiC-PrPIP&C%oCrPIP°C,Pé CEPIPEPrPeC-CI'C,CH PuP»C-PjC-PSP°CtC-C—
C,P°PjCI'CIP»PsP-PéPSCT.

PhPrPSPsCP°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CrP»PsP-PEPSCY
PiC-PrCEHPsC...P»PsCEP&PrCr C-P- CI'PéP»CHPSPEPjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4



PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII PIPiP»P&PICY

C,P°PjCI'CIP»PsP-PéPSCr PiC-PrCEHPsC...P»PsCHP&PrCr. PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCI]I P:- PePuC,PsPePsPSP°P-PsP»PsPj (PIC-PrPsPjP&PNe
CI'PéP»CHPSP&PNe C-PSPiC-P+C-C,PsCH CYP3A4) PiCHP&P-PIPsPrPéP»Ps PrPs
P-P+C-P»CHCEPuPSPSCII AUC C- PY,,, PrPs 2,8 C- 2,2 PIC-PrPiPsPIC-PrPSPs.

P§/P°PjCI'CtP»PsP-P&éPSCt PiC-PrCEPsC...P»PsCEP&Pr PSPp CI'P»C-Pr PiCEP&P-PSP°CP°C,Pé Cr
PePsPjP+C-PSP°CtC-C— C-P- CI'PéP»CIbPSP&PjPé C-PSPIiC-P+C-C,PsCHP°PjPé CYP3A4 Cf
PiP°CtC-C”PSC,C-PI P- PSP&P-CHbPeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6.

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRHPéPr CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPpPIPSC-CI'C,Ch Crf PePsPjP+C-PSP°CtC-C— C-P- CI'PéP»CH-PSP&PjPé C-
PiPsPjC-CHPSPé&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4.

PhPrPSPsCP°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CrP»PsP-PEPSCY
PiC-PrCHPsC...P»PsCHPEPrCr C- PiP°CHPsPeCI'PuC,PéPSCt (CI'PEP»CHPSPEPNe
C-PSPiC-P+C-C,PsCE PYYP2D6) PiCHP&P-PIPSPrPéP»Ps PrPs P-P+C-P»CHCEPuPSPSCII AUC C-
PV PrPs 1,6 C- 1,3 PIC-PrPiPsPIC-PrPSPs, P°P»Pyu CtPu PSPu C” PeP»C-PSC-C$PSPs
P-PSP°C+CrC%oPéP;j.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII P- C-PSCEP&PjPé al-
P°PrCHPpuPSPsP+P»PsPeP°C,PsCHP°PjPé PjPsPYPu PiPsCI'PéP»CRPIP°C,Pé
PiC-PiPsC,PuPSP-P&PIPSPéPNe PuC, PuPeC,.

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

PIPe C- PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSC£PEC... al-
P°PrCRHPpuPSPsP+P»PsPeP°C,PsCHC-PI, PI PsPeCEPuPjP&C... PIPEPiP°PrPeP°C... PICEPé
P-P°CI'C,PsCI'CtPIP°PSPSC- PiPuCHPiP°CEP°C,Cr PjPsP{P»P&PIPu P-PSPEPPuPSPSCII
P°CHC,PuCEC-P°P»CHPSPsPiPs C,PECI'PeCrt, C%oPs PjPsPIPu CHC-PrPePs
PiCEP&P-PIPsPrPéC,Pé PrPs PIC,CHP°C,Pé CI'PIC-PrPsPjPsCI'C,C-. PuCHPé PiPsCIIPIC-
PiPpCRHCEPEC... PsP-PSP°Pe PsCRHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C—
(P-P°PiP°PjPsCHPsC+PuPSPSCI]I, CI'P»P°P+PeC-CI'C,CH) PiP°CtC-C”PSC, PiPsPIP&PSPuPS
PiCRP&CI'C-CI'C,Pé P°P+Ps PiCEPéPN-PSCIIC,Pé PiPsCHP&P-PsPSC,P°P»CHPSPu
PiPsP»PsPIPuPSPSCII PrPs P-PSPéPePSPuPSPSCII PIPEC%oPuP-PiP°PrP°PSPEC...
CI'PéPjPiC,PsPjC-PI.

PuPuCHPuPr C,PéPj CLIPe CEPsP-PiPsC+P°C,Pé P»C-PeCrPIP°PSPSCII PiCHPuPiP°CHP°C,PsP;
PyP°PjCI'C-PS PrPsCHC,Py, CI'P»C-Pr PiCHPsPNeC,Pé PjPuPrPéC+PSPu PsP+CI'C,PuPYPuPSPSCII
P- PjPuC,PsCh PIPECIIPIP»PpPSPSCII C-PSCEPEC... CI'CIPiCIC,PSC-C...
P-P°C...PIPsCHCRPIP°PSCH, C%oPs PjPsPYCrC,CH CI'PiCEPéC+PEPSP&C,Pé C,P°PeC- CI'P°PjC-
CI'P&PjPiC,PsPjPé, CIIPe PrPsP+CHPsCIIPeC-CI'PSP° PiC-PiPuCHPiP»P°P-C-CII
PiPpuCHPpPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé. PuPuCHPuPr PiPsC+P°C,PePsPj
P»C-PeCrPIP°PSPSCII PSPuPsP+C...C-PrPSPs PiCEPsPIPuCI'C,Pé CHPuPeC,P°P»CHPSPu
PsP+CI'C,PpuPIPuPSPSCII PiPuCEPuPrPjC-C...CtCEPsPIPsC— P-P°P»PsP-Pé C,P° PiCHPé
PSPuPsP+C...C-PrPSPsCI'C,C- BF“ C,PuCI'C, PSP° PIPEP-PSP°C+PuPSPSCII CHC-PIPSCII
CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPiPuPSCr PiPpCEPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé
(PSA) PrPs PiPsC+P°C,PeCr C,P° C+PuCEPuP- PsPrPSP°PePsPIC- PiCEPsPjC-PPePé C+P°CI'Crt
PiC-Pr CtP°CI" P»C-PeCrPIP°PSPSCII.



PuuCHPEP-PSP°C+P°C,Pé PiCKPuPiP°CRP°C, PiP°CtC-C”PSC,P°Pj C-P- C,CIIPfPePsCh
CI'C,P°PrC-C”Ch PSP&CHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PeP»C-CHPuPSCI’
PeCRPpP°C,PEPSC-PSCT <10 PjP»/C...PI) PSPuPsP+C...C-PrPSPs P- PsCI'PsP+P»P&PIPsCh
PsP+PuCEPuPIPSC-CI'C,CR, PsCI'PeC-P»CHPePé PeP»C-PSC-C+PSPEC...
PrPsCI'P»C-PrPIPuPSCH PrP»CII C,P°PePéC... PiP°CtC-C”PSC,C-PI PSPy PiCEPsPIPsPrPéP»Pé.

PJ PrPuCLIPeP&C. .. PiP°CC-C”PSC,C-PI, CLIPeC- PiCEPEPNePjP°P»Pé P°P+Ps
PiCEP&PNPjP°CRC,CHb C,P°PjCI'CtP»PsP-P&PS, PiC-Pr C4P°CI’ C...C-CRCICEPIC-CPSPsPiPs
PIC,CHCrC+P°PSPSCLI P- PiCEP&PIPsPrCt PIPEPrP°P»PuPSPSCII PeP°C,P°CEP°PeC,Pé C-
PiP»P°CrPePsPjPé PIC-PrP-PSP°C4P°PICI'CII CI' PEPSPrCEPsPj P°C,PsPSC-C+PSPsC—
P-C-PSP&C1C- (IFIS, PIP°CEC-P°PSC, CI'P6éPSPrCEPsPjCt P-PICPIPuPSPsC— P-C-PSP&CtC-),
C%oPs PjPsPYPu CI'C,P°C,Pé PiCEP&CtPEPSPSChR P-P+C-P»CHCEPEPSPSCILI
PeC-P»CHbPePsCI'C,C- CLCI'PeP»P°PrPSPuPSCH PiC-Pr C4P°CI" P°P+Ps PiC-CI'P»ClLI
PiCEPsPIPpPrPuPSPSCII C,P°PePsC— PsPiPuCHP°CC-C—.

P—P°P-PIP&CP°PNe, P-P° 1-2 C,PéPYPSC- PiPuCHPpPr PiCHPsPIPuPrPuPSPSCIIPj
PsPiPuCEP°CtC-C— P- PiCEP&PIPsPrCB PIPEPrP°P»PuPSPSCII PeP°C,P°CHP°PeC,Pé C-
PiP»P°CrPePsPjPé CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PiICHP&PiPEPSPEC,Pé
P»C-PeCIPIP°PSPSCI]I C,P°PjCI'CIP»PsP-PéPSPsPj, PiCEPsC,Pp PePsCEP&CI'C,CH PIC-Pr
PiCEP&PiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII C,P°PjCI'CP»PsP-PEPSPsPj PSP® PrP°PSP&PNe
C$P°CI’ C,PsC+PSPs PSPy PICI'C,P°PSPsPIP»PuPSP°. PiiCEPs CI'PéPSPrCHPsPj
P°C,PsPSC-C+PSPsC— P-C-PSP&CtC- PiPsPIC-PrPsPjP»CILIP»PsCI'CII C,P°PePsPq Cr
PiP°CtC-C”PSC,C-PI, CIIPePéPj PiCHPéPiPEPSPéP»Pé P-P°CI'C,PsCI'CIPIP°PSPSCII
C,P°PjCI'CIP»PsP-PéPSCr PiCEPsC,CIIPiPsPj C,CHPEPIP°P»PsPiPs C+P°CI'Cr PrPs
PiCEPsPIPpPrPuPSPSCII PsPiPuCHP°C,PEPIPSPsPiPs PIC,CHCrC+P°PSPSCII P- PiCHP&PIPSPrCr
PeP°C,P°CHP°PeC,Pé.

PJ PiP°CtC-C”PSC,C-PI PiPuCEPpPr PiP»P°PSPsPIPsCR PsPiPuCEP°CtC-C”Ch
PeP°C,P°CHP°PeC,Pé P°P+Ps PiP»P°Cf-PePsPjPé PSPp CHPpPePsPjPuPSPrCrC”C,CECICLI
CTHPsP-PiPsC+P&PSP°C,Pé PiCEPEPNePsPj C,P°PjCI"CtP»PsP-P&PSCY PiC-PrCHPsC...P»PsCEP&EPrCY.
PuCHPé PiC-PrPiPsC,PsPICtC- PrPs PsPiPpuCEP°CC-C— C...C-CECICEPiPé C,P°
PsC,C,P°P»CIbPjPsP»PsPiPé PjP°CRC,CH PrC-P-PSP°C,P&CI'CLI, C+Pé PiCEP&PNePjP°PI (P°P+Ps
PiCEP&PN:PjP°C”) PiP°CtC-C”PSC, C,P°PjCI'CIP»PsP-PéPS, P- PjPuC,PsCh
PiPsPiPuCEHPpPrPIPuPSPSCLI PjPsPYP»P&PIPEC. .. CLCI'PeP»P°PrPSPRPSCH,

PiPsPIEF™ CLIP-P°PSP&C... P- IFIS.

P§/P°PjCI"CfP»PsP-P&éPSCt PiC-PrCEPsC...P»PsCEP&Pr PSPu CI'P»C-Pr PiCEP&P-PSP°CP°C,Pé Cr
PePsPjP+C-PSP°CtC-C— C-P- CI'PéP»CIbPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4
PiP°CtC-C”PSC,P°Pj C-P- PSP&P-CEbPeP&Pj PjPuC, P°P+PsP»C-P-PjPsPj CYP2DE.

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRHPéPr CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPpPYIPSC-CI'C,ChR Crf PePsPjP+C-PSP°CtC-C— C-P- CI'PéP»CHPSP&PjPé C-
PiPsPjC-CHPSPé&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PtPSPsPrC- PjPsPPSP° P-PSP°PN.C,Pé P-P°P»PEC€PePé C,P°P+P»PuC,PePé Cr
C, PuPeP°P»C-CILIC....

PuPsPIC-PrPsPjP»CIIP»Pé PiCHPs PIP&PiP°PrPePé P°P»PuCEPIC-C+PSPEC... CEPpP°PeCC-PNe



PSP° C,P°PjCI'CfP»PsP-PéPS Cr PiP°CtC-C”PSC,C-PI P- PSP°CIIPIPSC-CI'C,CR PI
P°PSP°PjPSPuP-C- P°P»PuCHPiC-C— PSP° CI'CfP»CHbC, P°PSC-P»P°PjC-PrPé. PYP»C-Pr
PrPsC,CHPEPjCIPIP°C,PECI'CLI PsP+PuCEPuPIPSPsCI'C,C- PiCRHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C,P°PjCI'CIP»PsP-PéPSCr PiC-PrCHPsC...P»PsCHP&PrCr PiP°CtC-C”PSC,P°Pj, Ct CLIPePéC...
CHP°PSC-C£Pu PIC-PrP-PSP°C+P°P»P°CI'CII P°P»PuCHPiC-CILI PSP®
CI'CrP»CHC,P°PSC-P»P°PjC-PrPé.

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

PyP°PjCI'C-PS PaPsCHC,Pu PSPp PiPsPeP°P-P°PSPéPNe PrP»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
PYC-PSPeP°P;j.

PxPuCRC,PéP»CHPSC-CI'C,CH

PuC-Pr C+P°CI" PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSCH C,P°PjCI'CfP»PsP-PéPSCr
PiCHPsC,CIIPiPsPj PePsCHPsC,PePsPiPs C,P° C,CHP&éPIP°P»PsPiPs C+P°CI'Cr
PIC-PrP-PSP°C#P°P»P&CI'CII PiPsCHCrCE€PuPSPSCII PuCIIPeCrP»CIICtC-C—. P’PEéPiP°PrPePé
PiPsCHCrC€PuPSPSCII PuCIIPeCrP»CIIC+C-C—, CHPuC,CHPsPiCHP°PrPSPsC—
PuCILIPeCrP»CIICTC-C— C- PSPuPrPsCI'C,P°C,PSCHPsC— PuCIIPeCrP»CIICTC-C—
PIC-PrP-PSP°C+P°P»P&CI'CII Crf PiC-CI'P»CLICEPuC”CI'C,CEP°CtC-PNePSPsPjCt PiPuCHC-PsPrC-.

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

P”PsCI'P»C-PrPIPuPSPSCII PIPiP»P&PICt PiCHPuPiP°CEP°C,Ct PSP P-PrP°C,PSC-CI'C,CH
PePpCHCIPIP°C,Pé C,CRP°PSCI'PiPsCRC,PSPéPjPé P-P°CI'PsP+P°PjPé C- PICRP°C+CRPIP°C,Pé P-
PjPuC...P°PSC-P-PjP°PjPé PSPu PiCEPsPIPsPrPéP»P&CICLL. PhPrPSP°Pe PiP°C+C-C”PSC,Pé
PiPsPIPéPSPSC- P+CrC,Pé PiCEPsC-PSC, PsCEPjPsPIP°PSC- PiCEPs PjPsPP»P&éPIPn
PIP&PSP&PePSPuPSPSCLI P-P°PiP°PjPsCEPsC{PuPSPSCIL.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CZPIP°PSPSCII C,P° PrPsP-Pé.
P”P»CII PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI].

P PuPePsPjPuPSPrPsPIP°PSP® PiCEPEPNPjP°C,Pé C,P°P+P»PuC,PeCr C%oPsPrPuPSPSPs,
PSPuP-P°P»PuPYPSPs PIC-Pr PIP{P&PIP°PSPSCLI C—P{C-. PjP°P+P»PuC,PeCt CI'P»C-Pr
PePsPIC,P°C,Pé CtC-P»PsCR, PSPp CEPsP-PIPsPICFCRCPé C,P° PSPp CEPsP-P»P°PjCFCRCPé
C—C—, PsCI'PeC-P»CIbPePé C1Pp P+CIPrPp PiPuCHPuCEPePSPrPIP°C,Pé
PiCEPsP»PsPSPiPsPIP°PSPsPjCt PIPEPIC-P»CHPSPRPSPSCH P°PeC,PéPIPSPsC—
CRPpCPsPIP&PSPé.

PyCRP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII PICI'C,P°PSPsPIP»CRC”C,CHhCI'CI]
C-PSPrPéPIC-PrCrP°P»CIbPSPs.

PP°C+C-C”PSC,P°Pj C-P- PSPECRPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPy



PiPsC,CHC-P+PSP° PePsCHPuPeCtC-CILI PrPsP-Pé. PiuP°CtC-C”PSC,P°Pj C-P-
PiPpC$C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PiPsPjC-CHPSPsPiPs C,P°
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPPePsCI'C,C- PePsCHPuPeCtC-CLI PrPsP-Pé
PSPu PiPsC,CHC-P+PSP° (PrPéPI. C,P°PePsPY CHPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

B

P”C-C,Pé.

PuCHPuPiP°CEP°C, PSP P-P°CI'C,PSCI'PsPICFCRC,CH PrP»CII P»C-PeCIPIP°PSPSCII
PrC-C,PpPN..

P‘PpP-PiPuPeCr C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P°PjCI'CtP»PsP-P&PSCt PrC-C,CLIPj PSPu PsCtC-PSCRPIP°P»Pé.

PuPuCEHPuPrPsP-CZPIP°PSPSCII.

PYP&P;PiC,PsPjPé.

PyPuCHPUPrPsP-CFPIP°PSPSCII C,P°PjCI'CE-P»PsP-PéPSPsPj PiC-PrCEPsC...P»PsCEP&PrPsPj
PjPsPYPu PiPsC,PuPSCtC-PN:PSPs CI'PiCEP&CP&PSP&C,Pé C,CLIPYPeCY
PiC-PiPsC,PuPSP-P&PIPSCt PrC-Ch. PyCLIPIPeP°® PiC-PiPsC,PuPSP-P&PIPSP® PrC-CII
PIC-PrP-PSP°C#P°P»P°CI'CII PiCEPé CEC-P-PSP&C... CI'C,CrPiPuPSCIIC...
PiPpCHPRPrPsP-CPIP°PSPSCII.

P>C-PeCrPIP°PSPSCI].

PJ PIP&PiP°PrPeCt CHP°PiC,PsPIPsPiPs P-PSP&PIPuPSPSCII P°CEC,PuCHC-P°P»CHPSPsPiPs
C,P&CI'PeCt PIPSP°CI'P»C-PrPsPe PiPpuCHPRPrPsP-CrPIP°PSPSCII CI'P»C-Pr PiCEPsPIPsPrP&C,Pé
PiC-PrC,CRP&PjCICRCECY C,PuCEP°PiC-CR, CI'PiCECLIPjPsPIP°PSCt PSP®
PIC-PrPSPsPIP»PuPSPSCLI PSPsCEPjP°P»CHPSPsC— C,CrPSPeCtC-C— CI'PpCHCtPuPIPs-
CI'CtPrPéPSPSPsC— CI'PECI'C,PuPjPé, (PSP PiCEP&PeP»P°Pr, PiP°C+C-C”PSC, PjP°C”
PiCHP&PN:PSCLIC,Pé PiPsCEP&P-PsPSC,P°P»CHPSPp PiPsP»PsPIPuPSPSCLI). PIPeC%oPs CtPuPNe
P-P°C...C-Pr PSP PrC-C”, PiCEPsPIPuCI'C,Pé C-PSC, CrP-C-PN-PSCF C,PuCEP°PiC-CR C,P°
PiCEP&P-PSP°C4P&C,Pé PIP°P-PsPiCHPuCI PsCEPSC- P-P°CI'PsP+Pé. PkPuPsP+C...C-PrPSPs
CI'P»C-PrPeCrPIP°C,Pé P-P° C,CtPSPeCtC-C”ChR PSPECEHPsPe C,P° PiCRHPsPIPSPrPéC,Pé
P-P°PiP°P»CHPSCY PiC-PrC,CRPéPjCICRCECYE C,PuCEP°PiC-CR. P'PSP°CI'P»C-PrPsPe
PIP&CI'PsPePsPiPs CI'C,CrPiPuPSCII P-PIsF ™ CLIP-CPIP°PSPSCII C,P°PjCI'CtP»PsP-P&PSCT P-
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCEPsPIC- PiCEPsPIPuPrPuPSPSCII PiPuPjPsPrC-P°P»C-P-Ct C”
PSP°PICECLIPr C$Pé PrPsCtC-P»CEbPSP&P;.

P— PjPuC,PsCh PiCHP&PiPEPSPuPSPSCILI PiPsPrP°P»CHCEPsPiPs
PICI'PjPsPeC,CI-PIP°PSPSCII PiCEPuPiP°CEP°C,Cr PjPsPIPSP° CEC,CrC+PSPs
PIP&PeP»P&PeP°C,Pé P+P»CRPIP°PSPSCLIL. PyCEPé PiPuCEPuPrPsP-CrPIP°PSPSC-
P-PSP°C#PSPsC— PeC-P»CHPePsCI'C,C- PICRPuPiP°CRP°C,Ct PiP°CtC-C”PSC,Cr
PSPuPsP+C...C-PrPSPs PiCEPsPjP&C,Pé CEP»CrPSPsPe C-P-
P-P°CI'C,PsCI'CFPIP°PSPSCLIPj P°PeC,PéPIPsPIP°PSPsPiPs PICPiC-P»P»ClI C,P°
PSP&P-CHPePsPsCI PjPsC,P6CPSPEC. .. PiPsCI'P»P°P+P»CRPIP°P»CHPSPEC. ..



P-P°CI'PsP+C-PI, C,P°PePé&C... C1IPe CI'CfP»CHC, P°C, PSP°C,CHC-Ch.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

PYPECI'C,PuPjP° PsCBPiP°PSC-P-PiCF P§P°CI'C,Ps (>1/100, <1/10)  PKPpC{P°CI'C,Ps (>1/1000, P C-PrPePs (>1/10000, <1/1000) P"CIP{Pu CHC-PrPePs (<1/10000)  P§P°CI'C,PsC,P°
<1/100), PSPPIC-PrPsPjP®
(PSPuPjPsPYP»P&PIPs
PsC{C-PSP&C,Pé PICEPS
PSP°CIIPIPSPSCI'C,C-
PrPsCI'C,CfPiPSPEC...

PrP°PSPEC...)
PkPPPICBPsP»PsPiC-C+PSC- CHPsP-P»P°Prpé P—P°PiP°PjPsCEPsC+PuPSPSCLIP“PsP»PsPIPSPEPN: PPPPIiCHP&C, PSPiPSC-CI'C,CH
(1,3 %) P+C-P>CH
P— P+PsPeCt PsCHPiP°PSC-PI P-PsCECY P—P°C,C{PjP°PSPRPSPSCII
P-PsCECt’, PiPsCECFCEPRPSPSCLI
P-PsCECE’
P— P+PsPeCt CIPRCECTCLI P'C-PrCiCfC,C,CII
CI'PuCHCtPpP+P&C,C,CII
P— P+PsPeCt CI'CFPrPéPS PhCHC,PsCI'C,P°C,PECPSP°
PiC-PiPsC,PpPSP-C-CLI
P PuCI'PiC-CBP°C,PsCHPSPs-PiPuPrC-P°CI'C,PéPSP°P»CEbPSC- P PéPSC-C, PkPsCIPsPIP®
CBHPsP-P»P°PrPé PeCBPSPIPSC,PuCP*”
P— P+PsPeCt CEP»CPSPePsPIPs-PePECEPePSPIPSPiPs P—P°PiPsCB, PYCIC...C-CI'C,CHb Cf CBPsC,C-"
C,CHP°PeC,Cr PrC-P°CEPyCL],
PSCFPrPsC,P°,
P+P»CRPIP°PSPSCII . .
P PsP-P»P°PrPé P- P+PsPeCt CEPeC-CHPé C,P° P'P&CI'P&PIP°PSPSCI], PhPSPiC-PsPSPpPICEPSC, P&C+PSP&PN:PY PEPSPrCHPsPj PYC,C-PIPRPSCI'P°-  PmCrP»CHC,PEC, PsCEPj- PSP®
CI'P»P&P-PsPIP&C... PsP+PsP»PsPSPsPe CI'PIPUCEP+C-PY, PSP°P+CEClIPe P"PYPsPSCIPsPSP® PuCHP&C, PuPjP*’,
PeCEPsPiP6PIEH™ CLIPSPeP® PuPeCI'C,PsP»C-P°C,P8PI-PSPEPN:

PrPuCEPjP°C,PsC,

P PRPiCEPsPrCrC,P6PIPSC- PiPsCBCFCEPRPSPSCLI P PsP-P»P°Prbé PuCHC-P°PiC-P-Pj

PpCLIPeCIP>CLICHC-C—,

PIPeP»CRCP°CRCPé

CBPUC,CEPsPiCHPPrPSCF

PuCLIPeCIP>CIICHC-CR C-

PSPuPrPsCI'C,P°C,PSC-CI'C,CH

PpCIIPeCIP»CIICTC-C—
P—P°PiP°P>CHPSC- CEPsP-P»P°PrPé PhCI'C,PuPSC-CII

*. PIC-PrP-PSP°C+P°P»P&CI'CII Cr PiC-CI'P»CLICEPuC”CI'C,CHP°CtC-PN.PSPsPjCF
PiPuCHC-PsPrC-.

PuC-Pr C+P°CI" PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PNePSPsPiPs PSP°PiP»CIIPrCr PsPiP&éCI'P°PSC-
PIP&PiP°PrPePé C-PSC,CRP°PsPiPuCRP°C+C-PNePSPsC— PSPuCI'C,P°P+C-P»CIHhPSPsCI'C,C-
CBP°PNePrCrPYPSPsC— PsP+PsP»PsPSPePé PsPeP° (CI'PéPSPrCHPsPj P-PICFPIPuPSPsC—
P-C-PSP&CtC-) PiCRHPé PsPiPuCHP°CtC-C— P- PiCRHP&EPIPsPrCr PeP°C,P°CRP°PeC,Pé C,P°
PiP»P°CrPePsPjPé Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHP&PN:PjP°P»Pé C,P°PjCI'CFP»PsP-P&éPS
(PrP&PI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PuC-CI'P»CIICRHPuC”CI'C,CBP°CtC-PNePSP&PNe PrPsCI'PIC-Pr: PeCHC-Pj
PIP&C%oPuPIPeP°P-P°PSP&EC... PiPsP+C-C+PSP&C... CRPuP°PeC+C-PNe
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIP&PiP°PrPePé C,C-P+CHP&P»CIICTC-C—
PiPuCHPuPrCI'PuCRPrCH, P°CRPé&C,PjC-C—, C,P°C...C-PeP°CRPrC-C— C,P°
PrPéCI'PiPSPsPy. PuCHPs P-P°P-PSP°C+PuPSC- PIP&PiP°PrPePé
PiPsPIC-PrPsPjP»CIIP»PsCI'CII CI'PiPsPSC,P°PSPSPs, C+P°CI'C,PsC,P°
PiPsPIC-PrPsPjP»PuPSCH C,P° CEPsP»CH C,P°PjCI'CfP»PsP-PEPSCr Ct CtCHPsPjCr
PIP&PiP°PrPeCr PSPy PjPsPYCrC,CH P+CrC,Pé PrPsCI'C,PsPIC-CHPSPs
PICI'C,P°PSPsPIP»PuPSC-.B

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.



3 ChPsPePeé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL.
P—P+PuCHC-PiP°C,Pé Cf PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.
P—P°C...P6C%oP°C,Pé PIC-Pr CI'PIC-C,P»P°® C,P° PIPsP»PsPiPé.

P—P+PuCHC-PiP°C,Pé PI PsCHP&PiC-PSP°P»CHPSC-PNe CrPiP°PePsPICtC- PiCHPé
C,PpPjPiPuCHP°C,CrCHC- PSPu PIPEC%oPy 25 2PV Cr CI'CrC...PsPjCr PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

P1Ps 10 C,P°P+P»PuC,PsPe Cr P+P»C-CI'C,PuCRC-; PiPs 3 P+P»C-CI'C,PuCHPé PI
PeP°CHC,PsPSPSC-PNe PePsCHPsP+C1C-.

PP°C,PpPiPsCRHC-CII PIC-PrPiCiCI'PeCr.

P—P° CEPuCtPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

PYC-PSC,PsPS PI'C-CI'PiP°PSC-CII, PY.P>./Synthon Hispania, S.L.

PiC-CI'CtPpP-PSP°C...PsPrP{PuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP®
PjC-CI'C+CII PiCHPsPIP°PrPYPpPSPSCII PNePsPiPs PrC-CIIP»CHhPSPsCI'C,C-.

Psp/ PrsP°CI'C,PuP»P»Ps, B,- 1, PYP°PSC, P'PsC- PrPu P>P»PsP+CEHPpPiP°C,,
P‘P°CHCI'PuP»PsPSP°, 08830, P+CI'PiP°PSC-CLI/

C/ Castelld, nB°1, Sant Boi de Llobregat, Barcelona, 08830, Spain.



