PtPkPYPyP PJPuP|PtPi

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

PYPhLP PhPyP+Pk

(SAROTEN"®)

PYPeP»P°Pr:
PrC-CRC#P° CEPuCPsPIPSPSP°: P°PjC-C,CEP&PIC,PéP»C-PS;

1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH P°PjC-C,CHPEPiIC,PéP»C-PSCr
PiC-PrCHPsC...P»PsCHPEPTCr PIC-PrPiPsPIC-PrPSPs 25 PjPi P°PjC-C,CHPEPiC,PEP»C-PSCr;

PrPsPiPsPjC-PYPSC- CFPuC#PsPIPEPSPé: PeCEPsC...PiP°P»Clb
PeC1-PeCFCEHCEPrP-CLIPSPEPNy; P»P°PeC,PsP-P°, PjPsPSPsPiC-PrCHP°C,;
PeCHPHPjPSC-CR PrC-PsPeCI'PEPr PePsP»PsC—PrPSP&PNe P+PpP-PIPSPrPSPEPN:;
CPuP»CRP»PsP-P°® PjC-PeCEHPsPeCEP&CIC,P°P»C-C+PSP°; PePsPiPsPIC-PrPsPS;
PSP°C,CEC-Ch PeCBPsCI'PeP°CHPjPuP»PsP-P°; PjP°PiPSC-CR CI'C,PuP°CEP°C,;
PjP°PeCHPsPiPsP» 400; OPADRY OY-S-9470 CPpCHPIPsPSPs-PePsCEPECPSPuPIPEPN:.

P>C-PeP°C’5CfCI-bPeP° C,PsCRHPjP°. PyP°P+P»PuC,PeP¢, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh.

PhCI'PSPsPIPSC- C, C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PeCHCIPiP»C-
PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PeP¢, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh, CtPuCHPIPsPSPs-PePsCHPECHPSPuPIPsPiPs PePsP»CHPsCRHCr.

PaP°CEHPjP°PePsC,PuCRHP°PiPpPIC,PéCiPSP° PiCHCIPiP°. PhPSC,PéPrPuPiCHPuCI'P°PSC,Pé.
PkPuCI'PuP»PuPeC,PéPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs
P-P°C...PsPiP»PuPSPSCII PjPsPSPsP°PjC-PSC-PI.

PpPsPr PhPyPI' NO6PhH PH09.

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

PHPjC-C,CHP&PIC,PEP»C-PS CIIPIP»CIIC” CI'PsP+PsCh C,CHP&CTP&PeP»C-C+PSPEPN:
P°PSC,PéPrPuPiCRPuCI'P°PSC, C,P° P°PSP°P»CIhPiPuC,PéPe.



P™ PsPiPs P°PSC,P&C...PsP»C-PSPUCEPiC-C+PSC- PIP»P°CI'C,P&PIPSCI'C,C-
P-P°PiPsP+C-PiP°CRC,CIb PiPsPIC,PsCEPSPsPjCr P-P°CI'PIPsC”PSPSCE C-, PsC,P{Py,
C-PSP°PeC,P&PIP°C+C-C— PSPsCHP°PrCHPRPSP°P»C-PSCE C,P° CI'PuCEPsC,PsPSC-PSCF PSP°
PSPuCHPIPSPIPEC... CEPuCPRPiC,PsCEP°C..., C%oPs PiPsC,PuPSCtC-CRC” PrC-CR
PSPsCEHP°PrCHPRPSP°P»C-PSCt C,P° CI'PuCEPsC,PsPSC-PSCF Cr PjPsP-PeCt. P’ CtCEbPsPjCE
PiPsP»CLIPiP°C” PrC-CII P°PjC-C,CHP&PiC,PéP»C-PSCY.

PsPpC...P°PSC-P-Pj PrC-C— C,P°PePsPY PIPeP»CRC+P°C” P+P»PsPeCrPIP°PSPSCII
C-PsPSPSP&C... PeP°PSP°P»C-PI PSP°C,CHC-CR, PeP°P»C-CR C,P° N-PjPuC,PéP»-D-
P°CI'PiP°CEC,P°C,Ct (NMDA) PSP° CEC-PIPSC- CtPuPSC,CEP°P»CIHbPSPsPiPs C,P°
CI'PiP6PSPSPsPiPs PjPsP-PeCt. P”C-CII PSPsCEP°PrCEPRPSP°P»C-PSCY,
P+P»PsPeCrPIP°PSPSCII PeP°PSP°P»C-PI PSP°C,CEC-CR C,P° NMDA 8F“ CPp
PjPuC...P°PSC-P-PjPé, C1IPeC- P+PuCHCIC,CH CrCP°CI'C,CH Crf PICRP&PiPSC-C+PpPSPSC-
PSPUPICEPsPiP°C,P&C+PSPsPiPs P+PsP»Ch, PiCEPsC, C-P»P°PeC,PéCHC-
C...CEPsPSC-CPSPsPiPs PiPsP»PsPIPSPsPiPs P+PsP»Ch PSP°PiCECtPiPé C,P°

PiCHPsC, C-P»P°PeC,P&CtC- PjC-PiCEPuPSC-. P—PSPuP+PsP»CRPIP°P»CHPSPEPNe PuC, PuPeC,
P°PjC-C,CHP&PiC,PéP»C-PSCt PSPy PiPsPI'CLIP-P°PSP&PNe P- PNePsPiPs
P°PSC,P&PrPuPiCEPuCI PEPIPSPEP]Pé PIP»P°CI'C,PEPIPsCI'C,CLIPjP&.

PyCHPECtPéPeP»C-C+PSC- P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé PjP°CRC,CH CHC-P-PSPsPiPs
CI'C,CrPiPuPSCII CI'PiPsCHC-PrPSPuPSC-CI'C,CH P- PjCfCI'PeP°CHP&PSPsPIPEPjPé C-
PiC-CI'C,P°PjC-PSPsPIPéPjPé H,-CEPuCtPuPiC,PsCHP°PjPé.

PHPSC,P&PrPuPiCHPuCI PEPIPSPEPN: C,P° P°PSP°P»PiPuC,PéC{PSPEPNe PuC, PuPeC,Pé
P-P°P-PIP&C+P°PNe PiCEPsCLIPIP»CLICRC,CHCI'CLI C+PuCEPuP- 285“4 C,P6PYPSC-
C,PuCHP°PiC-C—, CI'PuPrP°C,PéPIPSPEPNe PuC,PuPeC, PICEPé CtCHPsPiCt PSPy
P-PSP&PYCIC”C,CHCI'CIL.

PxP°CHPjP°PePsPeC-PSPuC,PéPeP°.
PhHP+CI'PsCHPxCtC-CII.

PuPpCEPsCHP°P»CHPSPEPNe PiCEPéPNePsPj PiCEPpPiP°CRP°C,Ct PI C,P°P+P»PuC,PeP°C... P-CiPjPsPIP»CRC”
PrPsCI'CIIPiPSPuPSPSCII PjP°PeCI'P&éPjP°P»CHPSPsPiPs CHC-PIPSCII Cf CI'PéCHPsPIP°C,C1C- PeCHPsPIC-
PiCHPéP£P»PéP-PSPs C+PuCHPuP- 4 PiPsPrPéPSPé (i, = 3,89 Bx 1,87 PiPsPrPéPSPé; PrC-P°PiP°P-PsPS 1,938F“7,98
PiPsPrPéPSPé). PiC-CI'P»CII PiPuCEPsCHP°P»CHPSPsPiPs PiCEPéPNePsPjCr 50 PjPi CIPpCHPuPrPSCII
PIPpP»P&C+PéPSP° C,. = 30,95 Bx 9,61 PSPi/PjP», PrC-P°PiP°P-PsPS 10,858 45,70 PSPi/PjP» (111,57 B 34,64
PSPjPsP»CH/P»; PrC-P°PiP°P-PsPS 39,0685 164,52 PSPjPsP»CHb/P»). PYPuCHPpuPrPSCII PIPuP»PéC{PEPSP°
P°P+CI'PsP»CRC,PSPsC— PiPuCHPsCHP°P»CHPSPsC— P+C-PsPrPsCI'C,CIPiPSPsCI'C,C- CI'C,P°PSPsPIP&C,CH 53 %
(F,,.= 0,527 Bx 0,123; PrC-P°PiP°P-PsPS 0,2198F“0,756).

P PsP-PiPsPrC-P».

PJCIIPIPSPEPN: PsP+’C”Pj CHPsP-PiPsPrC-P»Cr (Vd) B, PsCtC-PSPuPSP&EPN. PiC-CI'P»CI]I
PIPSCtC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII, CI'C,P°PSPsPIP&éC,CH
1221 P» B+ 280 P»; PrC-P°PiP°P-PsPS 769&K“1702 P» (16 B+ 3 P» / PePi).



P—PIER™ CLIP-CfPIP°PSPSCII P- PiCEPsC,PuC—PSP°PjPé PiP»P°P-PjPé PeCEPsPIC-
CI'C,P°PSPsPIP&C,CH PiCEP&P+P»P&P-PSPs 95 %. PHPjC-C,CEP&PiC,PéP»C-PS C-
PNePsPiPs PsCI'PSPsPIPSP&PNe PjPuC,P°P+PsP»C-C, 8R“ PSPsCEC,CHP&PiC,PéP»C-PS ER”
PiCEPsPSP&PeP°CEC,CH PeCRC-P-CHb PiP»P°C+PuPSC,P°CEPSP&PN. P+P°CRER™ C”CH.

PJ PC-PSPsPe, CLIPeC- PiPsPrCtCRC,CH PiCECIPrPrCR, P°PjC-C,CEHP&PiC,P&P»C-PS C-
PSPsCEC,CEP&PiC,PéP»C-PS PiCEPsPSP&PeP°CRC,CH Cf PSPuPIPuP»P&PePEC. ..
PeC-P»CHbPePsCI'C,CLIC... Cf PiICHCFPrPSPy PjPsP»PsPePs. PYPiC-PIPIC-PrPSPsCEPRPSPSCII
PePsPSCPuPSC,CEP°CC-C— Cf PiCRCFPrPSPsPjCt PjPsP»PsCtC- C- CI'PCEPSPIP°C,C1C-
PeCEHPsPIC- Ct PJC-PSPsPe CI'C,P°PSPsPIP&C,CHb 1:1. P PsP-CEP°C...CFPSPePsPIP®
PrPsP+PsPIP° PeC-P»CHPeC-CI'C,CH (P°PjC-C,CHP&PiC,PéP»C-PS
PSPsCEC,CEP&PiC,PéP»C-PS), CLIPeCt PsC,CHP&PjCFC” PSPuPjPsPIP»CLI, CI'C,P°PSPsPIP&C,CH
PiCEP&P+P»P&P-PSPs 2 % PjP°C,PuCEP&PSCI'CHhPePsC— PrPsP-Pé
P°PjC-C,CEHP&PiC,PéP»C-PSCY, PiPuCEPuCEHP°C...PsPIP°PSPsC— PSP® PjP°CI'Ct C,C-P»P°
PrP&C,P&éPSPé (Ct PjPi/PePi).

P‘C-PsC,CHP°PSCI'C,PsCHPjP°C+C-CIlI. In Vitro PjPuC,P°P+PsP»C-P-Pj P°PjC-C,CHP&PiC,PéP»C-PSCrF
PIC-PrP+CiPIP°C”C,CEbCI'CII PiPpCHPpPIP°PIPSPs CEP»CIIC...PsPj PrPpPjPuC,PéP»CRPIP°PSPSCII
(CYP2C19, CYP3A) C,P° PiC-PrCHPsPeCI'PéP»CRPIP°PSPSCII (CYP2D6) P- PiPsPrP°P»CHCEPsCh
PePsPSER ™ CRPiP°CtC-C”CR P- PiP»CRPeCrCRPsPSPsPIPsCE PePéCIP»PsC,PsCh. PuCEPé CtCHbPsPjCr
PjPuC,P°P£PsP»C-P-Pj C...P°CRP°PeC,PuCEP&P-CC”C,CHhCI'CII PiPpPSPuC,PéC+PSPs
P-CrPjPsPIP»PpuPSP&Pj PiPsP»C-PjPsCEHC, C-P-PjPsPj. PhCIPSPsPIPSPéPj P°PeC,PéPIPSPéPj
PjPuC,P°P+PsP»C-C,PsPj C” PIC,PsCHPéPSPSPéPNe P°PjC-PS PSPsCKHC,CHP&PiC,PéP»C-PS.
PkPsCEHC,CRHP&PiC,PéP»C-PS CIIPIP»CIIC” CI'PsP+PsCR P+C-P»CHbC€ PiPsC,CrPIPSP&PNe
C-PSPiC-PxC-C,PsCE P-P°C...PsPiP»PpPSPSCII PSPsCHP°PrCHPuPSP°P»C-PSCr, PSC-P{
CI'PuCKHPsC,PsPSC-PSCr, C,PsPrC- CIIPe P°PjC-C,CHP&éPiC,PéP»C-PS PsPrPSP°PePsPIPsCh PjC-CHPsCh
CrCI'PiC-CEPSPs PiCHPéPiPSC-C+CiC” P-P°C...PsPiP»PpPSPSCII PsP+PsC...
PSPuPNe.CHPsPjPuPrC-P°C,PsCHC-PI. PtPSC€C- PjPuC,P°P+PsP»C-C,Pé (CtPéCI- C- C,CHP°PSCI-10-
PiC-PrCEHPsPeCI'C-P°PjC-C,CHP&PiC,PéP»C-PS, P° C,P°PePsP{ CtPéCI- C- C,CHP°PSCI-10-
PiC-PrCEHPsPeCIPéPSPsCHC,CHP&éPiC,PéP»C-PS) C...P°CRHP°PeC,PuCHPéP-CirCRC,CHCI'CII

PiCKPsC, C-P»PnPj, C-PrPpPSC,PéC+PSPéPj C,P°PePsPjCr Cf PSPsCHC,CHP&PiC,PéP»C-PSCr, PiCRHPé
P-PSP°C$PSPs PjPpPSC€C-PNe CI'PéP»C- PrC-C—. P”PpPjPpC,PéP»PSPsCEHC,CHP&éPiC,PéP»C-PS C,P°
P°PjC-C,CHPéPiC,PéP»C-PS-N-PsPeCI'PéPr PiCRP&éCI'CrC,PSC- Cf PiP»P°P-PjC- PeCHPsPIC- P»PéC€Pp PI
PSPuP-PSP°CiPSP&C... PeC-P»CHbPePsCI'C,CIIC..., PiCHP&éC+PsPjCt PsCI'C,P°PSPSC-PNe P- PSPéC...
C1C-P»PePsPj PiPsP-P+P°PIP»PpPSP&éPNe P°PeC,PéPIPSPsCI'C,C-. PJCI'C- PjPuC,P°P+PsP»C-C,Pé
PjP°CRC,CH PjPpPSCECT P°PSC,PéC...PsP»C-PSPuCEHPiC-CPSCr P°PeC,PéPIPSC-CI'C,CH
PiPsCHC-PIPSCIIPSPs P- P°PjC-C,CHP&PiC,PéP»C-PSPsPj C- PSPsCEHC,CHP&PiC,PéP»C-PSPsPj. P]
PiP»P°P-PjC- PrPsPjC-PSCrC” PI PeC-P»CHPeC-CI'PSPsPjCt PIC-PrPSPsCEPuPSPSC- P-P°PiP°P»CHbPSP&PNe
PIPjC-CI'C, 10-PiC-PrCRHPsPeCI'PéPSPsCHC,CHP&PiC,PéP»C-PSCY, PsPrPSP°Pe P+C-P»CHCE€C-CI'C,CH
PjPuC,P°P£PsP»C-C,C-PI PjC-CI'C,CIIC,CHCI'CII Cf PePsPSER ™ CRPiPsPIP°PSPsPjCt CI'C,P°PSC-.

P+P»C-PjC-PSP°CtC-CIl.

P§P°CI" PSP°PiC-PIPIPéPIPuPrPuPSPSCII (t,;) PrP»CII P°PjC-C,CHP&éPiC,PéP»C-PSCr
PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs PiCEPéPN.PsPjCr CI'C,P°PSPsPIP&C,CH
PiCHhPePxP»PeP-PSPs 25 PiPsPrPePS (24,65 Bx 6,31 PiPsPrPePSPe, PrC-P°PiP°P-PsPS
16,4985“40,36 PiPsPrPéPSPé). PYPuCHPuPrPSCII PIPuP»P&CiPéPSP° CI'PéCI'C,PpPjPSPsPiPs
PeP»C-CHPpPSCICY (Cl) CI'C,P°PSPsPIPéC,CHs 39,24 B+ 10,18 P>/Pi, PrC-P°PiP°P-PsPS 24,5385“53,73
P>/Pi.

P+PeCI'PeCRHPuCtC-CII PIC-PrP+CrPIP°C”C,CHCI'CII PiPuCHPuPIP°PIPSPs C-P:- CI'PuC+PuCHh.
P’PEPIPpPrPuPSPSCII P°PjC-C,CHPEPIC,PéP»C-PSCr Ct PSPuP-PjC-PSPuPSPsPjCt CI'C,P°PSC-
PSP&CHPeP°PjPé C” PSPuP-PSP°C+PSPEPj (PICHPéP+P»P&P-PSPs 2 %).



PYC,P°P+C-P»CHPSC- CI'CfPjP°CEPSC- CEC-PIPSC- PIPjC-CI'C,Ct
P°PjC-C,CEP&PiC,PEP»C-PSCF C,P° PSPsCHC,CEP&PIC,PéP»C-PSCE Ct PiP»P°P-PjC- PeCEPsPIC-
PrPsCI'CIIPiP°CRC,CHbCI'CLI Cf P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI PiCEPsC,CLIPiPsPj 1
C,P&PYPSCILL. PJ C,P°PePsPjCt CI'C,P°PSC- CEC-PIPuPSCHh Cf PiP»P°P-PjC- PeCEHPsPIC-
PiCEPpPrCI'C,P°PIP»PuPSPEPNe PiCEPsC,CLIPiPsPj PrPsP+Pé PiCEP&P+P»PéP-PSPs
CRC-PIPSPsCR PjC-CEPsCR P°PjC-C,CEP&PIC,PéP»C-PSPsPj C- PSPsCEC,CEP&PiC,PéP»C-PSPsP
PiC-Pr C$P°CI’ P»C-PeCFPIP°PSPSCILI P- PIP&PePsCEP&CI'C,P°PSPSCLIP] P-PIP&C+P°PNPSP&C. ..
C,P°P+P»PuC,PsPe PiCEPpPiP°CEP°C,Ct 3 CEP°P-Pé PSP° PrPsP+Cr.

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

PJ PiP°CtC-C”PSC,C-PI P»C-C,PSCIHbPsPiPs PIC-PeCt PICI'C,P°PSPSPIP»PuPSPEPN:
C,CEP&PIP°P»C-CEPEPN: PiPuCEC-PsPr PSP°PiC-PIPIPEPIPpPrPuPSPSCII C,P°
P-PSP&PPuPSPSCII PsCEP°P»CHPSPsPiPs (Clo) PeP»C-CHPuPSCI'Ct PIPSP°CI'P»C-PrPsPe
PjPuPSCE C-PSC,PuPSCI'PEPIPSPsPiPs PjPuC,P°P+PsP»C-P-PjCr.

P—PSPéPIPuPSPSCII C,CéPSPeCt+C-C— PiPuC#+C-PSPePé.

PuPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé PjPsPYPp P-PjPuPSCEPEC,Pé
PiPuC+C-PSPePsPICT PpPeCI'C,CHP°PeCtC-Ch, C%oPs P-CrPjPsPIP»CRC” P+C-P»CHCE
PIP&CI'PsPeP&PN: PIPjC-CI'C, PiCEPpPiP°CHP°C,Cr Cr PiP»P°P-PjC- PeCRHPsPIC-. PYP»C-Pr P-
PsP+PuCEPuPIPSC-CI'C,ChR PiCHPEP-PSP°C+P°C,Pé PiCHPuPiP°CHP°C,Pé PiP°CtC-C”PSC,P°Pj P-
PiPuC+C-PSPePsPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CR.

P—PSPéPIPuPSPSCII C,C2PSPeCtC-C— PSPECHPsPe.

P&kP&CEPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH PSPy PIPiP»P&PIP°C” PSP® PeC-PSPuC,PéPeCr
PiCHPRPiP°CEP°C,CT.

PuPsP»C-PjPsCHC,C-P-Pj.

PiPpC,P°P+PsP»C-P-Pj PiCHPuPiP°CHP°C,Ct P-P°P»PpPYP&C,CHs PIC-Pr
PiPpPSPuC,PECHPSPsPiPs PiPsP»C-PjPsCEC, C-P-PjCt (C-P-PsPuPSP-P&PjC-PI CYP2D6 C-
CYP2C19).

PuP°CRHPjP°PePsPeC-PSPuC,PeC+tPSPePN:/C, P°CHPjP°PePsPrPePSP°PjC-C+PSPEPNe
P-PIgf™ CLIP-PsPe. PyPuCHP°PiPuPIC,PeC+PSP° PePsPSCtPuPSC,CHP°C+C-CII Cr
PiP»P°P-PjC- PeCRPsPIC- PiCEPé PIPuP»P&PePEC... PrPuPiCHPuCIPEPIPSPEC...
CHPsP-P»P°PrP°C... CI'C,P°PSPsPIP&C,CH 808F“200 PSPi/PjP» (=2808H*“700 PSPjPsP»>CEb/P»)
(CHP°P-PsPj PrP»CII P°PjC-C,CRP&PiC,PéP»C-PSCi C- PSPsCKHC,CHPéPiC,PéP»C-PSCr). P C-PIPSC-
PiPsPSP°Pr 3008F“400 PSPi/PjP» PiPsPIeR™ CIIP-P°PSC- P- PiC-PrPIPéC%oPpPSP&Pj CHPéP-PéPePsPj
PiPsCRHCrCEPpPSPSCII PiCHPsPIC-PrPSPsCI'C,C- CIPpuCRCtCII Cf PIPéPiP»CIIPrC-
PiPsPrPsPIPTPuPSPSCII PePsPjPiP»PpPeCI'C QRS P°P+Ps P AV-P+P»PsPeP°PrPé.

P6P»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCII.

P’PuP»P&PeP&PNe PrPuPiCEPpCI P&PIPSPEPNe CHPsP-P»P°Pr.



P&PpPNeCHPsPiP°C,P&CPSPEPNe P+C-P»Clb.

PiiCHPsC, C-P»P°PeC,PePeP° C...ChPsPSC-C+PSPsPiPs PiPsP»PsPIPSPsPiPs P+PsP»Ch
PSP°PiCHCrPiPé.

PuCHPsC,C-P»P°PeC,PePeP° PjC-PiCHPuPSC-.

P&C-C$PSP&PN. PuPSCIrCHPuP- Cr PrC-C,PuPNe PIC-PePsPj PIC-Pr 11 CRHPsPeC-PI P-P° CrPjPsPIPé
PIC-PrCI'CfC,PSPsCI'C,C- PsCHPiP°PSC-C+PSPsC— PiP°C,PsP»PsPiC-C— (PrPéPI. CRPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P“C-PiPuCRC+CrC,P»P&PIC-CI'C,CHb PrPs P°PeC,PéPIPSPsC— CEHPuCPsPIPéPSPé P°P+Ps
P+CIPrCH-CIIPePsC— C-P- PrPsPiPsPjC-PIPSP&C... CEPuC+PsPIPEPS PiCEPuPiP°CEP°C,CT.

P&PpC%oPsPrP°PIPSPs PiPpCEPuPSPuCI PuPSPEPNe C-PSC, P°CEPeC, PjC-PsPeP°CEPrP°.
P‘CfPrCIb-CLIPePsPiPs CEPsPrCt P+P»PsPeP°PrPé P°P+Ps PiPsCECrCEPRPSPSCLI CRPEC, PjCr
CI'PuCEC1CLI, P° C,P°PePsPY PSPuPrPsCI'C,P°C,PSC-CI'C,CHh PePsCHPsPSP°CHPSP&C...
P°CHC,PuCEC-Phe.

PhPrPSPsCHP°CI'PSPu P»C-PeCIPIP°PSPSCII C-P- P-P°CI'C,PsCI'CfPIP°PSPSCLIPj PtPmPhPh
(C-PSPiC-P+C-C,PsCHC-PI PjPsPSPsP°PjC-PSPsPeCI PéPrP°P-P&) PiCEPsC,P&PiPsPeP°P-P°PSPy
(PrP&PL. CEPsP-PrC-P» B«P'P-P°C”PjPsPrC-ClI P- C-PSCEPEPjPé P»C-PeP°CHCI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PN:B»).

PhPrPSPsC+P°CI'PSPu PiCHPéP-PSP°C+PuPSPSCII P°PjC-C,CHPEPIC,PéP»C-PSCr C,P° PtPmPhPh
PjPsPYPu P-CrPjPsPIPEC,Pé CHPsP-PIPéC,PsPe CI'PuCHPsC,PsPSC-PSPsPIPsPiPs
CI'P&PSPrCEPsPjCr (PiPsC”PrPSP°PSPSCII CI'PéPjPiC,PsPjC-PI, C%oPs, PjPsPYP»P&PIPs,
PIPeP»CRC$P°C” C,CHPEPIPsPIPSPp P-P+CrPrPIPuPSPSCI], CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, C,CHPuPjPsCH, PjC-PsPeP»PsPSCrCI’ C- PiC-PiPpuCHC,PuCHPjC-Ch).

P>C-PeCrPIP°PSPSCII C-P- P-P°CI'C,PsCI'CFPIP°PSPSCLIPj P°PjC-C,CEP&PIC,P&P»C-PSCY
PjPsPYPSP° PiPsC+P&éPSP°C,Pé C+PuCEPpP- 14 PrC-P+ PiC-CI'P»CLI PiCRP&PiPEPSPuPSPSCII
PiCHP&PN:PsPjCt PSPuPsP+PsCEPsC,PSP&C... PSPRCI PuP»PpPeC,PEPIPSPEC. .. PtPmPhPh, P°
C,P°PePsPY PSPy PjPRPSCE PSC-P§ CPuCHPuP- 1 PrPsP+Cr PiC-CI'P»ClI
PiCEP&PiPéPSPuPSPSCII P-P°CI'C,PsCI'C+PIP°PSPSCII PiCHPuPiP°CRP°C,C-PI
PsP+PsCEPsC,PSPsC— PrC-C— PjPsPeP»PsP+PpPjC-PrCr.

P>C-PeCrPIP°PSPSCII C-P- P-P°CI'C,PsCI'CfPIP°PSPSCLIPj PtP&PhPh PjPsPIPSP°
CEPsP-PiPsCP&PSP°C,Pé C+PuCHPuP- 14 PrC-P+ PiC-CI'P»ClI PiCEP&PiPéPSPuPSPSCII
PiCEP&PN:PsPjCt P°PjC-C,CEP&PiC,PéP»C-PSCH.

PyCLIPYPeC- P-P°C...PIPsCECRPIP°PSPSCII PiPpC+C-PSPePé.

P”PeC,CIICtPePNe PIC-Pe PrPs 11 CHPsPeC-PI.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECICHPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- C,,PsCEPjPé PIP-P°C”PjPsPrC-PN\e.



PxP°CEPjP°PePsPrPéPSP°PjC-C+PSC- PIP-P°C”PjPsPrC-C—
PuCHPsC,PéPiPsPeP°P-P°PSC- PePsPjP+C-PSP°CC-C—

PtPSPiC-P+C-C,PsCFPé PrPhPh (PSPuCI PuP»PuPeC,PéPIPSC-, P° C,P°PePsPY
CI'PuP»PuPeC,PéPIPSC- Ph [PjPsPeP»PsP+PuPjC-Pr] C- P’ [CI PuP»PuPiC-P»C-PS]) BR"
CRHPEP-PéPe CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCr (PrPéPIl. CHPsP-PrC-P»
B«PuCHPsC,PePiPsPeP°P-P°PSPSCILIB»).

PKPpP+P°PTP°PSC- PePsPjP+C-PSP°C+C-C—

PYPéPjPiP°C,PsPjC-PjPuC,PéC+PSC- P-P°CI PsP+Pé: P°PjC-C,CHP&éPiC,PéP»C-PS P-PrP°C,PSPEPNe
PiPsC,PuPSCtC-CRPIP°C,Pé PeP°CHPrC-PsPIP°CI'PeCIP»CILICHPSC- PuC,PuPeC,Pé
P°PrCHPuPSP°P»C-PSCf, PuC,PuPrCHP&PSCY, C-P-PsPiCHPuPSP°P»C-PSCT,
PSPsCHP°PrCEPuPSP°P»C-PSCY, C,PuPSC-P»PuC,CHP&PSCT C-
C,PuPSC-P»PiCEPsPiP°PSPsP»P°PjC-PSCr (CILIPeC-, PjC-CI'C,CIIC,CHCI'CI],
PSP°PiCHP&éPeP»P°Pr, Ct CI'PeP»P°PrC- P°PSPuCI'C,PuC,PéPeC-PI PjC-CI'CtPuPIPsC— C,P°
P-P°PiP°P»CHPSPsC— PrC-C— C,P° PSP°P-P°P»CHPSPEC... PrPuPePsPSPiPuCI’C,P°PSC,C-PI).

P'P»PsPeP°C,PsCFPé P°PrCEPuPSPuUCEPiC-CPSPéC... PSPuPNeCEPsPSC-PI:
C,CHP&CHPéPeP»C-C+PSC- P°PSC,PéPrPuPiCEPuCI'P°PSC,Pé PjPsPYCIC,CH
PiPpCEPuCEPePsPrPIP°C,Pé P°PSC,P&PiC-PiPpCEC, PuPSP-P&éPIPSP&P] PuC, PuPeC,P°Pj
P°PSC,P&PiC-PiPuCEC,PuPSP-PEPIPSPEC... P-P°CI'PsP+C-PI CtPpPSC,CEP°P»CHPSPsC—
PrC-C—, C,P°PeP&C... CLIPe PiCfP°PSPuC,PEPrP&éPS, P+PuC,P°PSC-PrPéPS, CHPuP-PuCHPIiC-PS,
PeP»PsPSC-PrP&PS C- PjPuC,PéP»PrPsPiP°. P PuPePsPjPuPSPrCrC”C,CECICLI
PiPpCHPRPiP»CLIPSCIC,Pé CFCI'CR CI'C...PuPjCt P°PSC,PéPiC-PiPuCEC,PuPSP-PEPIPSPSC—
C,PuCHP°PiC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCILI P- PIP&PePsCEPECI'C,P°PSPSCLIP]
C,CHP&CtP&PeP»C-C+PSPEC... P°PSC,PéPrPuPiCEPRCIP°PSC,C-PL.

PhPSC,PéC...PsP»C-PSPuCEPiC-C+PSC- P-P°CI PsP+Pé: C,CKP&CtPéPeP»C-C$PSC-
P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé P-PrP°C,PSC- PiPsC,PuPSCtC-CRPIP°C,Pé PuC,PuPeC,Pé
C,P°PePéC... P»C-PeP°CHCI'CHPePEC... P-P°CI'PsP+C-PI CI'C,PsCI'PsPIPSPs PsPeP°,
CtPpPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé, PePéCEPuCHPSPEPeCY C-
CI'PuC#PsPIPsPiPs PjC-C...CfCRHP°; CI'P»C-Pr CfPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-
PSP&PjPé P-P°CI'C,PsCI'CrPIP°PSPSCII C+PuCEPuP: PiC-PrPIPéC%oPpPSPéPNe CHP&P-PéPe
PiP°CEP°P»C-C,PéC+PSPsC— PePéCEPePsPIPsC— PSPuPiCHPsC...C-PrPSPsCI'C,C-,
PiC-PiPuCHPiC-CHPpPeCI'C-C— C,PsC%oPs.

P>C-PeP°CECI'CEbPeC- P-P°CI' PsP+Pé, C%oPs CI PiCEPéC+PéPSCIICEC,CH
PiPsPrPsPIPJPuPSPSCII C-PSC,PuCEPIP°P»C#é QT PSP°
PuP»PuPeC,CFPsPeP°CFPrC-PsPiCEP°PjC-, P1 C,PsPjCr C+PéCI'P»C-
PiCHPsC,PéP°CHPéC,PjC-C+PSC- PICHPuPiP°CHP°C,Pé, C,P°PeC- CLIPe
C...C-PSC-PrPéPS, P°PSC,P&PiC-CI'C,P°PjC-PSPSC- 8 P°CI'C,PuPjC-P-PsP» C,P°
C,PuCHC,PpPSP°PrPéPS, PrPuClIPeC- P°PSC,PéPICI'PEC...PsC,PECEPSC- P»C-PePé
(P-PsPeCHPuPjP° PiC-PjPsP-P&Pr C,P° CI'PuCHC,PEPSPrPsP»), CtPéP-P°PiCHP&PT,
PiP°P»PsC,P°PSC,CRHPEPS C,P° CI'PsC,P°P»PsP», PjPsPCrC,CH
P-P+C-P»CHCECIPIP°C,Pé C-PjPsPIC-CHPSC-CI'C,CH> CEP»CrPSPsC+PePsPIPEC...
P°CHPEC,PjC-PNe Cf CRP°P-C- PiCRPEPNePsPjCr CHP°P-PsPj P-
C,CHPECTP&PeP»C-C+PSP&PjPé P°PSC,PEPrPuPiCHPuCI P°PSC,P°PjPé.
P1iPsC,CEPuP+CrC” PsP+PuCEPuPIPSPsCI'C,C- PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCI] P°PjC-C,CHP&PIC,PéP»C-PSCr C,P° PjPuC,P°PrPsPSCr



CtPuCHPuP: PjPsPYP»P&PICT PrPsPrP°C,PePsPICt PrC-Ch PSP° C-PSC,PuCEPIP°P» QT
C,P° PiC-PrPIP&C%oPpPSPéPNe CHP&P-PéPe PIPEPSPéPePSPuPSPSCII
CI'PuCHPNePsP-PSP&C... CI'PuCHCTPpPIPs-CI'CrPrPEPSPSPEC... PiPsPrC-PNe.

PhP+PuCHPuPIPSC-CI'C,CH C,P°PePsPY CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiCRPé
PsPrPSPsC+P°CI'PSPsPjCrt P-P°CI'C,PsCI'CfPIP°PSPSC- P°PjC-C,CHPEPiIC,PéP»C-PSCT C,P°
PrC-CrCHPuC,PéPeC-PI, C%oPs CI'PICHP&C+P&éPSCIICRC,CH PiC-PiPsPeP°P»C-C”PjC-Ch
(PSP°PiCRP&PeP»P°Pr, C,CrCHPsCI'PuPjC-Pr).

PyC-PsCEPéPrP°P-PéPS: CI'P»C-Pr CfPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PjC-C,CHP&PiIC,PéP»C-PSCr C,P° C,C-PsCHP&PrP°P-PEPSCT
(CI'CfP+CI'C,CRP°C, CYP2D6) C+PuCHPuP- C-PSPiC-P+CrPIP°PSPSCI] PjPuC,P°P+PsP»C-P-PjCf
C,C-PsCRHP&PrP°P-PEPSCr C-, CIIPe PSP°CI'P»C-PrPsPe, PiC-PrPIP&C%oPpPSP&PN. CEP&P-P&Pe
CI'PuCHCtPuPIP&C... PiPsP+C-C$PSP&C... PuC,PuPeC,C-PI.

PyCEP°PjP°PrPsP»: PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII C,CHP°PjP°PrPsP»Cr
(CI'CfP+CI'C,CREP°C, CYP2D6) C,P° C,CHP&CtP&PeP»C-C+PSP&C...
P°PSC,PéPrPpPiCEPuCI'P°PSC,C-PI (TCAs), C,P°PePéEC... CIIPe P°PjC-C,CHP&PIiC,PéP»C-PS,
P-P+C-P»CHCECIC” CHPEP-PéPe CI'CrPrPsPjPSP&C... PSP°PiP°PrC-PI C,P°
CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCr. PiCHC-Pj C,PsPiPs, CtCLI
PePsPjP+C-PSP°CtC-CII PjPsPPu PiCEPéPiPSC-C+CrPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj
C,CHP°PjP°PrPsP»Cr PrPs P°PeC,P&PIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr.

PuCEPsC,PéPiCEPéP+PePsPIC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe C,P»CrPePsPSP°P-PsP»
(C-PSPiC-P£C-C,PsCH CYP2C9) C- C,PuCHP+C-PSP°C,C-PS (C-PSPiC-P+C-C,PsCE CYP2D6),
P-CrPjPsPIP»CRCRC,CH P-P+C-P»CHCEPpPSPSCII CHC-PIPSC-PI P°PjC-C,CHP&PIC,PéP»C-PSCT
C,P° PSPsCHC,CEP&PiIC,PéP»C-PSCr PI CI'PECHPsPIP°C,CtC- PeCHPsPIC- C,P°
PIPECHP°PIPuPSC-CI'C,CH CI'CrPiCrC,PSCHPsC— C,PsPeCI'PéCPSPsCI'C,C-.
P§CHP°PiP»CIIP»P&CI'CLI PIPEPiP°PrPePé PSPuPiCHP&C,PsPjPSPsCI'C,C- C,P° P°CHP&C,PjC-C—
C,PéPiCr torsade de pointes.

PPsPjP+C-PSP°CtC-C—, C%oPs PIPéPjP°PiP°CEC,CH PsCI'PsP+P»PéPIPsC—
PsP+PuCEPuPYPSPsCIC,C-

PYPuCEHPsC,PsPSC-PSPuCHPiC-C+PSC- P»C-PeP°CRECI'CHPeC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe
P+CrPiCHPuPSPsCHC, C-PS, PiC-PrPIP&C%0CrCRC,CH CEP&P-PéPe
CI'PuCEPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCEPsPjCr, CLIPePEPNe C” PiPsC,PuPSCtC-PNePSPs
PSPuP+PpP-PiPuC+PSPEPj PrP»CII PYP&C,C,CLI CI'C,P°PSPsPj (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

P”PuPiCEPuCI'P°PSC,Pé PIPKPY: P°PjC-C,CEP&PIC,PéP»C-PS PjPsP{Pyu PiPsCI'PéP»CRPIP°C,Pé
CI'PuPrP°C,PEPIPSC- PuC, PpPeC,Pé P°P»PePsPiPsP»Ch, P+P°CEP+C-C,CCEP°C,C-PI C,P°
C-PSCEP&C... P-P°CI'PsP+C-PI PiCEP&PiPSC-C+PuPSPSCII PIP&PY.

PxP°CEPjP°PePsPeC-PSPuC,PéC+PSC- PIP-P°C”PjPsPrC-C—

P’PiP»PéPI C-PSCEPEC... PjPuPrPEPeP°PjPLPSC,PsP-PSPEC... P-P°CI'PsP+C-PI PSP°
C,,P°CRPjP°PePsPeC-PSPC,PéPeC#é P°PjC-C,CEPéPIiC,PéP»C-PSC#

P{CEP&CTP&PeP»C-C+PSC- P°PSC,PéPrPuPiCEHPUCIP°PSC,Pé (PyPYPY), PIPeP»CRCP°CRCPé
P°PjC-C,CEP&PiC,PéP»C-PS, CI'PiPRCECECT PjPuC,P°P+PsP»C-P-CfCRC,CHCICII
C-P-PsPuPSP-P&PjP°PjPé CYP2D6 C,P° CYP2C19 CtP&C,PsC...CEPsPjCT P 450 PiPuC+C-PSPePé,



CLIPeC- C...P°CEP°PeC,PuCEPéP-CtCRC,CECI'CII PiPsP»C-PjPsCEC, C-P-PjPsPj Cr
PiPsPiCtP»CILICTC-C—. CYP3A4, CYP1A2 C,P° CYP2C9 BE” C-PSCEC- C-P-PsPuPSP-P&PjP8,
P-P°P»CfC+PuPSC- Cf PjPuC,P°P+PsP»C-P-Pj P°PjC-C,CEP&PIC,PéP»C-PSCY.

P1PSPiC-P+C-C,PsCEPé CYP2D6: C-P-PsPuPSP-P&Pj CYP2D6 PjPsPYPp
PiCEP&PiPSC-C+CrPIP°C,PECI'CLI P+P°PiP°C,CHbPjP° P»C-PeP°CHCI'CHbPePEPjPé
P-P°CI'PsP+P°PjPé, PSP°PiCEP&PeP»P°Pr PSPuPN.CEPsP»PuPiC,PéPeP°PjPé,
C-PSPiC-P+C-C,PsCEP°PjPé P-PIPsCEPsC,PSPsPiPs P-P°C...PsPiP»PuPSPSCII
CI'PuCHPsC,PsPSC-PSCE, P+P»PsPeP°C,PsCEP°PjPé B-P°PrCHPuPSPsCEPuCtPuPiC,PsCEC-PI, P°
C,P°PePsPY PiCHPsC,PéP°CEP&C,PjC-C+PSP&PjPé P-P°CI'PsP+P°PjPé. PuCHP&PeP»P°PrP°PjPé
CI'P&P»CIbPSPEC... C-PSPiC-P+C-C,PsCREC-PI CYP2D6 C” P+CrPiCEPsPiC-PsPS,

C, P»CIPsPeCI'PuC,P&PS, PiP°CEPsPeCI'PuC,PéPS C- C...C-PSC-PrPéPS. P!C-
PiCEPpPiP°CRP°C,Pé PjPsPCrC,CH PiCEP&P-PIPuCI'C,Pé PrPs C-CI'C,PsC,PSPsPiPs
P-PjPuPSCEPUPSPSCII PsP+PjC-PSCt CEPpC+PsPIP&PS C,P° P-PSP°CPSPsPiPs
PiC-PrPIP&C%0PRPSPSCII PePsPSCPRPSC,CEP°CtC-C— PyPYPh PI PiP»P°P-PjC-. PYP»C-Pr
PePsPSC,CEPsP»CRPIP°C,Pé CEC-PIPuPSCH PePsPSCPUPSC,CEP°CtC-C— PyPYPY PI
PiP»P°P-PjC- Ct CEP°P-C- PIPIPuPrPuPSPSCLI TCA CI'PiC-P»CHbPSPs P- C-PSCEP&P;
PiCEPpPiP°CEP°C,PsPj, CLIPeP&PN:, CLIPe PIC-PrPsPjPs, C” CI'P&éP»CHPSP&P;
C-PSPiC-P+C-C,PsCEPsPj CYP2D6. PkPuPsP=+C...C-PrPSPs PICI'C,P°PSPsPIP&C,Pé PrPsP-Cr
P°PjC-C,CEP&PiC,PéP»C-PSCE. P PuPePsPjPuPSPrCrC”C,CECI'CLI P+CrC,Pé
PsP+PuCEPpPYPSP&PjPé Cf CRP°P-C- PsPrPSPsCP°CI'PSPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII
P°PjC-C,CRP&PIC,P6P»C-PSCY P PrCtP»PsPeCI'PuC,PEPSPsPj, PiPsPjC-CEPSP&Pj
C-PSPiC-P+C-C,PsCEPsPj CYP2D6.

PtPSCEC- C-PSPiC-P+C-C,PsCFPé C1PéC,PsC...CEPsPjCé P450: CtPéPjPuC,PEPrP&PS C-
PjPuC,PéP»C, PuPSC-PrP°C,, P° C,P°PePsPY PiCEPuPiP°CHP°C,Pé P+P»PsPeP°C,PsCHC-PI
PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI (PSP°PiCHP&éPeP»P°Pr PrPéP»C,C-P°P-PuPj C,P°
PIPpCHP°PiP°PjC-P») PjPsPYCrC,CH PiC-PrPIP&C%0CrPIP°C,Pé CHC-PIPSC-
C,CHP&CtP&PeP»C-C+PSP&C... P°PSC,PéPrPuPiCHPuCI'P°PSC,C-PI Ct PiP»P°P-PjC- PeCHPsPIC-
C- PIC-PrPiPsPIC-PrPSCr C,PsPeCI'PéC+PSC-CI'C,Clb.

PtP-PsC,PuCEPjPuPSC,Pé CYP3A4 C,P° CYP1A2 PjPuC,P°P+PsP»C-P-CFCRC,CH
P°PjC-C,CHP&PIC,PéP»C-PS PI PjPuPSC£C-PNe PjC-CHC-. PuCEPsC,Pu C,P»CrPIPsPeCI'P°PjC-PS
(CT'P&P»CHPSP&PNe C-PSPiC-P+C-C,PsCH CYP1A2) P-P+C-P»CHhCECIC”
PePsPSCtPpPSC,CHP°CtC-Ch P°PjC-C,CHP&PiC,PEP»C-PSCT PI PiP»P°P-PjC-, C- C,P°PePsC—
PePsPjP+C-PSP°CtC-C— CI'P»C-Pr CfPSP&PeP°C,Pé. PiP»C-PSC-C$PSPs P-PSP°C$PéPjC-
PIP-P°C”PjPsPrC-C— PjPsPYPSP° PsC+C-PeCrPIP°C,Pé PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P°PjC-C,CHPEPiIC,PéP»C-PSCr C,P° CI'PéP»CHPSP&C...
C-PSPiC-P+C-C,PsCHC-PI CYP3A4, C,P°PeP&C... CIIPe PePuC,PsPePsPSP°P-PsP»,
C-C,CHP°PePsPSP°P-PsP» C,P° CRP&C,PsPSP°PIC-CH.

PyCEPECIPEPeP»C-C+PSC- P°PSC,PéPrPuPiCEPUCT P°PSC,Pé C- PSPUPNeCFPsP»PuPiC,PéPePé
PIP-P°C”PjPSPs PiCEP&PiPSC-C+CtCRC,CH PjPuC,P°P+PsP»C-P-Pj PsPrPéPS PsPrPSPsPiPs; CtPu
PjPsP{Pp PiCRP&P-PIPuCI'C,Pé PrPs P-PSPEPYPuPSPSCII CI'CPrPsPjPSPsPiPs PiPsCHPsPiP° C-
PiPSCLIPIPé CI'C{PrPsPj. PwPsPPu P+CrC,Pé PSPuPsP+C...C-PrPSPsCR PePsCEPuPeCtC-CLI
PrPsP- P-P°P-PSP°C+PuPSP&C... P»C-PeP°CRCICHbPePEC... P-P°CI'PsP+C-PI.

PtPSPrCéPeC,PsCEPé CtPeéC,PsC...CHEPsPjCé P450: ChPeC,P°PjPiC-CtPePS, C,PuPSC-C,PsC—PS,
P+P°CHP+C-C,CrCRHP°C,P€, PeP°CHP+P°PjP°P-PuPiC-PS C,P° PiCHPuPiP°CHP°C,Pé
P-PIC-CHPsP+PsCh (Hypericum perforatum) PjPsPYCrC,CH PiPsCI'PéP»CRPIP°C,Pé
PjPuC,P°P+PsP»C-P-Pj C- C,P&éPj CI'P°PjPéPj P-CfPjPsPIP»CRPIP°C,Pé P-PSP&PPuPSPSCII
PIPjC-CI'C,Cr C,CHP&CtPéPeP»C-C$PSPEC... P°PSC,PéPrPuPiCRHPuCI'P°PSC,C-PI Cf PiP»P°P-PjC-



PeCHPsPIC- C- P-PjPuPSCEPRPSPSCII P°PSC,PéPrPuPiCEPuCI P°PSC,PSPsPiPs PuC, PuPeC,Cr.

PJ PiCEPéCI'C4C,PSPsCI'C,C- PuC,P°PSPsP»Cé PIC-P»CHPSC- PiP»P°P-PjPsPIC-
PePsPSCtPpPSC,CHP°CtC-C— P°PjC-C,CEP&PiC,PéP»C-PSCY C- PePsPSCtPuPSC,CHP°CtC-C—
PSPsCRHC,CHPEPiC,PéP»C-PSCr P+CrP»Pé P-P+C-P»CHCEPuPSC-.

PPsPSCHPuPSC,CEP°CtC-CR P°PjC-C,CEP&PiC,PéP»C-PSCY Cf PiP»P°P-PjC- PjPsPYPSP°
P-P+C-P»CHbCEPEC,Pé P-P° PrPsPiPsPjPsPiPsCh PIP°P»CHPiCEPsP°C,Ct PSP°C,CHC-Ch C-
PIP°P»CHPiCEPsPjC-PrCt. PyPsPjCt CEPuPePsPjPuPSPrCrC”C,CHCI'CLI PeP»C-PSC-C+PSPEPNe
PjPsPSC-C,PsCEP&PSPi.

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

PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PIPECI PsPeP&C... PrPsP- PiCHPuPiP°CRHP°C,Cr
P-CEPsCI'C,P°C” C-PjPsPIC-CEPSC-CI'C,CH CHPsP-PIP&C,PeCr PiPsCHCrCE€PuPSCH CHP&C,PjCr
CI'PuCHRCtCII C- C,CILIPfPePsC— P°CHC,PuCHEC-P°P»CHPSPsC— PiC-PiPsC,PpPSP-C-C—.

P PsP-PIP&C,PsPe C,P°PeP&C... CI'C,P°PSC-PI PjPsPP»P&PIPEPN: C,P°PePsPY PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- P-PIPECP°PNePSP&C... PrPsP- Cr C...PIPsCHP&EC... P- CFPIPp
PSP°CIIPIPSPé&PjPé P-P°C...PIPsCECRPIP°PSPSCIIPjPé CI'PuCHCTCII.

PuPsPrPsPIP{PuPSPSCII C-PSC,PuCHPIP°P»Cr QT.

P1iPsPIC-PrPsPjP»CIICRC,CH PiCEHPs PIPEPiP°PrPePé PiPsPrPsPIPIPuPSPSCI]
C-PSC,PuCHPIP°P»Cr QT C,P° P°CHP&C,PjC-C— PI PiC-CI'P»CIIPsPiPuCHP°C+C-PN:PSP&PNe
PiPpCHC-PsPr. P— PsP+PuCHPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiP°CtC-C”PSC,P°Pj P-C- P-PSP°C+PSPsCh P+CHP°PrPéPeP°CHPrC-C”Ch, PiP°CtC-C”PSC,P°Pj P
PrPpPePsPjPiPpPSCI'PsPIP°PSPsChH CI'PuCHCtPuPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps
PiP°CtC-C”PSC,P°Pj, C1IPeC- PsPrPSPsC+P°CI'PSPs PiCEP&PN:PjP°CRC,CH> PiCEPuPiP°CHP°C,Pé,
C%oPs PiCHPsPrPsPIPYCrCRC,CH QT. P+P»PpuPeC,CHPsP»C-C,PéC+PSC- CHPsP-P»P°PrPé
(PiC-PiPsPeP°P»C-C”PjC-ClI, PiC-PiPuCEPeP°P»C-C”PjC-ClI, PiC-PiPsPjP°PiPSC-C”PjC-CLlI),
CIIPe PIC-PrPsPjPs, C” C,P°PeC,PsCEP°PjPé, C%oPs PiC-PrPIPEC%0CrCRC,CH
PiCEHPsP°CHP&C,PjC-C+PSP&EPN. CRP&P-PéPe.

P—P°CI'C,PsCI'CtPIP°PSPSCII P°PSPuCI'C,PuC,PéPeC-PI PSP° C,P»C- C,PuCHP°PiC-C— C,CEPé-
/C,PuC,CRP°CtPéPeP»C-CPSP&PjPé P°PSC,PéPrPuPiCEPuCI'P°PSC,P°PjPé PjPsPIPu
P-P+C-P»CHCECIPIP°C,Pé CEP&P-PéPe P°CEP&C,PjC-PNe C,P° P°CEC,PuCEC-P°P»CHPSPsC—
PiC-PiPsC,PuPSP-C-C—. PuPs PjPsPP»P&PIPSCI'C,C- PSPuPsP+C...C-PrPSPs
PiCEP&PiPéPSPEC,Pé P-P°CI'C,PsCI'CIPIP°PSPSCII P°PjC-C,CHP&PIC,PEP»C-PSCT P-P°
PrPuPeC-P»CIbPeP® PrC-P+ PrPs C...C-CECICEPiC-C+PSPsPiPs PIC,CECIC+P°PSPSCIL. PJ
CEP°P-C- PSPRPIC-PrPeP»P°PrPSPsPiPs PsPiPpCEP°C,PEPIPSPsPiPs PIC,CHCFCP°PSPSCII
PsP=+PsPIEF ™ CLIP-PePsPIP&P] C” C-PSC, PsCHPjCIPIP°PSPSCLI P°PSPUCI'C,PuP-C-PsP»PsPiP°
PiCEPs P»C-PeCrPIP°PSPSCII P°PjC-C,CEP&PIC,PéP»C-PSPsPj.

PhCI'PsP+P»P&PIP° CPIP°PiP° PiPsC,CHC-P+PSP° Ct CHP°P-C- PiCHP&P-PSP°C+PuPSPSCII
P°PjC-C,CHP&PiC,PéP»C-PSCY C...PIPsCEP&Pj PSP° PiC-PiPuCEC,PéCEPuPsP- P°P+Ps P{ C,P&Pj,
C...C,Ps PiCHP&PN:PjP°C” PiCEPuPiP°CEP°C,Pé C,P6CEPuPsC—PrPSP&C... PiPsCEPjPsPSC-PI,
PsCI'PeC-P»CHhPePé PjPsPYP»P&PIPEPNe CEPsP-PIPEC,PsPe P°CEP&C,PjC-PNe CI'PuCECHCLL

PI'PIPSCEC- P»C-C,PSCHPsPiPs PIC-PeCt PsCI'PsP+P»PéPIPs CI'C...PéP»CHPSC- PrPs
CHPsP-PIP&C,PeCt PiPsCI'C,CECHP°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C— PiC-Pr C4P°CT’
P»C-PeCPIP°PSPSCII P°PjC-C,CEHP&PIiC,PéP»C-PSPsP;.



P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ CI'P»C-Pr PiCHP&P-PSP°C+P°C,Pé P-
PsP+PuCEPpPIPSC-CI'C,Ch C...PIPsCEP&Pj C-P- CI'CrPrPsPjPSPéPjPé CRPsP-P»P°PrP°PjPé,
P-P°C,CHP&PjPePsCh CI'PuC+C-, PiC-PiPuCEC,CRPsC,C-C”Ch PiPuCEPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé&, PiC-PiPuCHC,PECRPuPsP-PsPj, PiICHPé PSP°CIIPIPSPsCI'C,C-
PiP°CHP°PSPsC—PrPSPEC... CI'PéPjPiC,PsPjC-PI, P° C,P°PePsPY C,CLIPfPeP&C...
P-P°C...PIPsCHCRPIP°PSCH PiPuC+C-PSPePé P°P+Ps CI'PuCHCtPuPIPs-CI'CPrPéPSPSPsC—
CI'PECI'C,PuPjPé, pylorus stenosis C,P° paralytic ileus.

P] PiP°C+C-C”PSC,C-PI P- CRC-PrPeC-CI'PSP&Pj CI'C,P°PSPsPj PjP°P»PsC— PiP»PéP+P&PSPé C-
PICIP-CHPePsPiPs PeCrC,P° PiPuCHPuPrPSCHPsC— PeP°PjPuCHPé PsPeP° PjPsPP»P&PIPu
PiCHPsPIPsPeCrPIP°PSPSCII PSP°PiP°PrC-PI PiPsCI'C,CEPsC— PiP»P°CrPePsPjPé
PIPSP°CI'P»C-PrPsPe PrPéP»P°C,P°CtC-C— P-C-PSP&CtC-.

P”PpPiCRPuCI'C-CII PiPsPIBF ™ CIIP-P°PSP° P- PiC-PrPIP8C%oPuPSP&Pj CHPEP-PéPePsPj
PiPsCIIPIPé CI'CfC—CtP&PrP°P»CHPSP&C... PrCrPjPsPe, CI'P°PjPsPiPsCEPePsPrPIPuPSPSCII,
CI'CrC—CtPéPrCr (C,P° PiPsPIER™ CIIP-P°PSPEC... P- PSPEPj PiPsPrC-PNe). PyP°PePEPNe
CHPEP-PéPe PjPsPIPp C-CI'PSCrPIP°C,Pé P°PY PrPs PrPsCI'CLIPiPSPuPSPSCII CI'C,C-PNePePsC—
CHPpPjC-CI'C-C—. PhCI'PeC-P»CHPePé PiPsP»C-PiC€PuPSPSCI] PjPsPYPu PSPu
PIC-PrP+CrC,P&éCI'CII PiCHPsC,CIIPiPsPj PiPuCHCEPEC... PeC-P»CHhPePsC... C,PEPIPSC-PI
P»C-PeCrPIP°PSPSCI]I P°P+Ps PrPsPIC€Py, PiP°CtC-C”PSC,Pé PiPsPIPEPSPSC- P+CrC,Pé PiC-Pr
PiP&P»CIHhPSP&Pj PePsPSC,CHPsP»PuPj, PiPsPePé C,P°PePy PiPsP»C-PiCE€PuPSPSCII PSPu
PIC-PrP+CrPrPuC,CHCI'CIL. PtP: P-P°PiP°P»CIHPSPsPiPs PeP»C-PSC-C$PSPsPiPs
PrPsCI'PIC-PrCr PIC-PrPsPjPs, C%oPs CHP&éP-PéPe CI'P°PjPsPiCrP+CI'C,PIP° PjPsP{Pu
PiPsCI'PéP»CRPIP°C,PéCI'CII PSP° PiPsC$P°C,PePsPIP&C... PuC,P°PiP°C... PsPrCrPIP°PSPSCI].
PiP°CtC-C”PSC,Pé P- P°PSP°PjPSPuP-PsPj CI'CFC—C1P&PrP°P»CHPSP&C... PiPsPrC-PNe P°P+Ps
P-PSP°C$PSPéPj CI'C,CrPiPuPSPuPj CI'CrC—CtPéPrP°P»CHPSPEC... PrCrPjPsPe PrPs
PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCI], CIIPe PIC-PrPsPjPs, CI'C...PéP»CHPSC- PrPs
P+C-P»CHCEPsPiPs CRP&P-PéPeCr CI'CrC—CtP&PrCr P°P+Ps CI'PiCHPsP+ CI'CrC—CtPéPrCr C-
PiPsPIPéPSPSC- PiPuCHPuP+CrPIP°C,Pé PiC-Pr CHPuC,PpP»CHPSP&Pj PSP°PiP»CIIPrPsPj PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII. PrPuC,P°P°PSP°P»C-P: PiP»P°CtPpP+Ps-
PePsPSC,CHPsP»CHbPSPIP°PSP&C... PeP»C-PSC-CPSPEC... PIPEPiICHPsP+CrPIP°PSCH
P°PSC,PéPrPuPiCEPuCI'P°PSC,C-PI P-P° CfC+P°CI'C,ChR PrPsCHPsCI'P»PéC...
PiP°Ct+C-C”PSC,C-PI C-P- PiCI'P&C...C-C+PSPé&PjPé CRPsP-P»P°PrP°PjPé PiPsPeP°P-P°PI
PiC-PrPIP&éC%oPuPSP&PN. CHP&P-PéPe CI'CrC—CtPéPrP°P»CHPSPsC— PiPsPIPuPrC-PSPePé
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- P°PSC,PéPrPuPiCHPuCI'P°PSC,C-PI PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPpP+Ps Cr PiP°CtC-C”PSC,C-PI PIC-PePsPj PrPs 25 CHPsPeC-PI. PJPIP°PIPSPEPNe
PSP°PiP»CIIPr P-P° PiP°CtC-C”PSC,P°PjPé C-, P-PsPeCRPuPjP° P-P° C,PéPjPé, C...C,Ps PjP°C”
PIP&CI'PsPeP&PN. CEP&P-PéPe CI'CFC—CtPéPrP°P»CHhPSPsC— PiPsPIPuPrC-PSPePg,
PiPsPIPéPSPuPS CI'CrPiCHPsPIPsPrPCIPIP°C,Pé C,PuCEP°PiC-Ch PiCHPuPiP°CHP°C,PsP;j,
PsCI'PsP+P»P&PIPs PSP° PiPsCtP°C,PeCr P»C-PeCrPIP°PSPSCII C,P° PiC-CI'P»CII P-PjC-PSPé
PrPsP-Pé. PiuP°CtC-C”PSC,Pé (C- PiC-PeP»CrPIP°P»CIHhPSPéPePé) PiPsPIPEPSPSC- P+CrC,Pé
PiPsPiPuCEPuPrPIPuPSC- PiCEPs PSPuPsP+C...C-PrPSC-CI'C,CH PjPsPSC-C,PsCHP&PSPiCr
C%oPsPrPs P+CrPrCH-CIIPePsPiPs PeP»C-PSC-C+PSPsPiPs PiPsPiC-CHCEPuPSPSCI,
CI'CrC—CtPéPrP°P»CHPSPsC— PiPsPIPuPrC-PSPePé, PrCrPjPsPe C- PSPuP-PIP&C+P°PNePSP&C...
P-PjC-PS Cr PiPsPIPuPrC-PSCtC- C,P° P-PIPuCHPSPuPSPSCI]I P-P° PjPuPrPéC+PSPsCh
PrPsPiPsPjPsPiPsCh, CLIPeC%oPs CtC- CI'P&PjPiC,PsPjPé PiCHPeCI'CIC,PSC-.

PJ C...PIPSCEP&C..., CIIPeC- CI'C,CEP°PPrP°CRC,CH PSP PjP°PSC-P°PeP°P»CHhPSPs-
PrPuPiCEPuCI'PEPIPSC- CEPsP-P»P°PrPé, PjPsPIP»P&PIPEPNe PiPuCEPyC...C-Pr
P-P°C...PIPsCFCRPIP°PSPSCLI PrPs PjP°PSC-P°PeP°P»CHPSPsC— C,P°P-P§; P- PjPsPjPuPSC,Ct
PiPsC$P°C,PeCt PjP°PSC-P°PeP°P»CHPSPsC— C,P°P-Pé P-P°C...PIPsCHCRPIP°PSPSCILI



PSPuPsP+C...C-PrPSPs PiCEP&PiPéPSPEC,Pé C,PuCEP°PiC-Ch P°PjC-C,CHP&PIC,PéP»C-PSPsP;.

PYPuUCFPsC,PsPSC-PSPsPIPéPNe CI' PéPSPrCFPsPj

PhPrPSPsCHP°CI'PSP&PNe PiCEP&PNePsPj C,CEP&CTPEPeP»C-C+PSPEC. ..
P°PSC,P&PrPuPiCEPuCI'P°PSC,C-PI, PIPeP»CRCHP°CRCEPé P°PjC-C,CHP&PIC,P6P»C-PS C,P°
C-PSC€C- CI'PUCEPsC,PsPSC-PSPUCEPIC-C+PSC- P-P°CI'PsP+Pé, C,P°PeC- ClIPe
C-PSPiC-P+C-C,PsCEP& PmPhPh (PrP&PI. CEPsP-PrC-P» B«PyuCEPsC,P&PiPsPeP°P-P°PSPSCLIB»),
C,CHP°PjP°PrPsP» P°P+Ps P+CrPiCHPRPSPsCEC, C-PS, PjPsPYPy PiCEP&P-PIPRCI'C,Pé PrPs
CEPsP-PIP&C,PeCt CI'PRCEPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCEPsPCY, CLIPEP&PN: C”
PiPsC,PpPSC1C-PN:PSPs PSPuP+PpuP-PiPuCPSP&Pj PrP»CLI PIP&C,C,CLI CI'C,P°PSPsPj (PrPéPI.
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CECI'CHPeP&PjPé
P-P°CI'PsP+P°PjPé C,P°® C-PSCEC- C,PsCEPjPé PIP-P°C”PjPsPrC-PN:B»).

PiPeC%oPs CI'CFPiCrC,PSC” P»C-PeCrPIP°PSPSCII C-PSCEPEPjPé
CI'PuCEPsC,PsPSC-PSPuCHPIC-CPSPEPjPé P-P°CI'PsP+P°PjPé, P-P° PIPEPSCIIC,PePsPj
C-PSPiC-P+C-C,PsCRC-PI PmPhPh (PrPéPI. CHPsP-PrC-P»
B«PuiCHPsC,PéPiPsPeP°P-P°PSPSCLIB»), C” PeP»C-PSC-C$PSPs PsP+T‘CHCIPSC,PsPIP°PSP&P;,
CHPuPePsPjPpPSPrCrC”C,CHCI'CII CRPuC,PpP»CHPSPu CI'PiPsCI'C,PuCHPuPIPpPSPSCII P-P°
CI'C,P°PSPsPj PiP°CtC-C”PSC,P°, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCII
C,P° PiC-Pr C+P°CI" PiC-PrPIP&C%oPuPSPSCII PrPsP-Pé.

PYP&PjPIC,PsPjPé CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCEPsPCY PjPsPCrC,CH
PIPeP»CRC+P°C,Pé P-PjC-PSPé PiCI'P&C...C-C+PSPsPiPs CI'C,P°PSCY, PIPuPiPuC,P°C,PEPIPSCY
PSPuCI'C,P°P+C-P»CHPSC-CI'C,Clh, PSPuCEHPIPsPIPs-PjsF ™ CLIP-PsPIC- PiPsCECrCEPRPSPSCII
C,P°/P°P+Ps CEP»CIPSPePsPIPs-PeP&CEPePsPIC- CI'P&PjPIC,PsPjPé.

PiCHPé PiC-PrPsP-CHC- PSP° CI'PuCEPsC,PsPSC-PSPsPIPéPNe CI'PéPSPrCEPsPj CI'P»C-Pr
CHRPsP-PiP»CIIPSCrC,Pé PrPsCtC-P»CHPSC-CI'C,CH P-PSP&PIPuPSPSCII PrPsP-Pé P°P+Ps
PiCRHP&PiPEPSPuPSPSCII C,PuCHP°PiC-C— P-P°P»PuPYPSPs PIC-Pr C,CILIPfPePsCI'C,C-
CI'Pé&PjPiC,PsPjC-PI.

PyCIIPTPeC- C€PeC-CEPSC- CHPuP°PeCtC-C—

PuCHPé P-P°CI'C,PsCI'CIPIP°PSPSC- P°PjC-C,CHPéPiC,PéP»C-PSCr
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs C,CIIP{PeC- C€PeC-CHPSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C—, P-PsPeCRPuPjP° PiCRHPs PjPuPrPéPeP°PjPuPSC,PsP-PSCr
CHPnP°PeCtC-Ch P- PpPsP-PéPSPsC, C-P»C-C”Ch C- CI'PéCI'C,PuPjPSP&PjPé
CI'PéPjPiC,PsPjP°PjPé (DRESS), CIIPeC- PjPsPYCiC,CH> CI'C,P°PSPsPIP&C,Pé
P-P°PiCRPsP-Cf PrP»CII PJPéC,C,CII P°P+Ps PiCHPéP-PIPuCI'C,Pé PrPs
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr. P‘C-P»CHCEC-CI'C,CH CtPéC...
CHPpP°PeCtC-PNe PIPéPSPéPeP°P»Pé PiCHPsC,CIIPiPsPj 28“6 C,PéPIPSC-PI PIC-Pr
PiPsC+P°C,PeCr P»C-PeCiPIP°PSPSCII P°PjC-C,CRHPéPiC,PéP»C-PSPsPj.

PnC-Pr CiP°CI’ PiCHPéP-PSP°C+PuPSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
PiP°C1C-C”PSC,C-PI CI'P»C-Pr PiCRHPsC-PSC, PsCHPjCIPIP°C,Pé PiCHPs PsP-PSP°PePé
C,P° CI'PéPjPiC,PsPjPé C- CHPuC,PuP»CHPSPs CI'PiPsCI'C,PpCHC-PiP°C,Pé P-P°
C€PeC-CHPSPéPjPé CHPuP°PeCtC-CIIPjPé.

PIP€C%oPs P-8{™ CIIPIP»CIICRC,CHCI'CII CI'PéPjPiC,PsPjPé C,CIIPIPePéC...
C€PeC-CRHPSPéC... CRPuP°PeCtC-PNe, P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Ci PYP°CEPsC,PpPS C,CHPpP+P°



PSPpPiP°PN:PSPs PiCEP&éPiPéPSPéC,Pé. P>C-PeCiPIP°PSPSCII
P°PjC-C,CHP&PIC,PéP»C-PSPsPj PSPu PjPsPPSP° PiPsPSPsPIP»CRPIP°C,Pé Cf CtCHbPsPiPs
PiP°CC-C”PSC,P° PI PYPsPrPSPsPjCt CRP°P-C- 8" CI'P»C-Pr CEPsP-PiP»CIIPSCIC,Pé
PjPsP{P»P&PIC-CI'C,CHh P°P»CHC,PuCEPSP°C,PEPIPSPsPiPs P»C-PeCrPIP°PSPSCII (Cf
CHP°P-C- PiPsC,CPuP+P&).

PIPe C- C-PSC£C- PiCI'P&C...PsC,CHPsPiPSC- P-P°CI'PsP+Pé, P°PjC-C,CHP&PiC,PéP»C-PS
P-PrP°C,PSP&PN: P-PjC-PSCRPIP°C,Pé C+CrC,P»P&PIC-CI'C,CH PsCEPiP°PSC-P-PjCr PrPs
C-PSCI'CtP»C-PSCr C- PiP»CRPePsP-P&, C%oPs PiPsC,CHPpP+CrC” PePsCHPuPeCtC-C—
PiCHPsC,PéPrC-P°P+PuC,PéC+PSPsC— C,PuCHP°PiC-C— Cr C...PIPsCHPEC... PSP°
CtCrPeCHPsPIPEPNe PrC-P°P+PpuC,; PeCRC-Pj C,PsPiPs, PrPuPiCHPuCI'PEPIPSPu
P-P°C...PIPsCRCRPIP°PSPSCI], PIP»P°CI'PSPy, PjPsPPu PiCHPsCIIPIP»CIIC,P&CI'CI]
P-PjC-PSP°PjPé P+P°P»P°PSCI'Cr PiP»CRPePsP-Pé PI PsCHPiP°PSC-P-PjC- PiP°CtC-C”PSC,P°.

PuPsPIC-PrPsPjP»CIIC”C,CHCI'CII PiCHPs PIPEPiP°PrPePé PiC-PiPuCHPiC-CHPuPeCI'C-C— PSP°
C,P»C- P-P°CI'C,PsCI'CPIP°PSPSCII C,CHP&éCtP&éPeP»C-CfPSP&C...
P°PSC,PéPrPpPiCHPuCI'P°PSC,C-PI Ct CHP°P-C- PiCHPEP-PSP°C+PuPSPSCII
PsPrPSPsC1P°CI'PSPs P- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSP&PjPé P°P+Ps
PSPuPN.CEHPsP»PuPiC,PéC+PSPEPjPé P»C-PeP°CHCI CHPePEPjPé P-P°CI'PsP+P°PjPé,
PsCI'PsP+P»P&PIPs PiCEPé CI'PiPuPePsC,PSC-PNe PiPsPiPsPrC-.

P P°PiC,PsPIPu PiCHP&PiPEPSPuPSPSCII C,PuCHP°PiC-C— PiC-CI'P»CII C,CHP&PIP°P»PsPiPs
P»C-PeCrPIP°PSPSCII P-PrP°C,PSPu CI'PiCHPECPEPSPEC,Pé CI'PEPjPiC,PsPjPé PIC-PrPjC-PSPé
Cr PIPéPiP»CIIPrC- PiPsP»PsPIPSPsPiPs P+PsP»Ch, PSPuP-PrCrPIP°PSPSCI],
P+PpP-CI'PsPSPSCI] C- PrCEP°C,C-PIP»P&PIPsCI'C,C-. PyP°PeC- CI'PéPjPiC,PsPjPé PSPu C”
PsP-PSP°PeP°PjPé PjPuPrPéPeP°PjPuPSC,PsP-PSPsC— P-P°P»PuPYPSPsCI'C,C-.

PHPjC-C,CRP&PIC,PEP»C-PS CI'P»C-Pr P- PsP+PuCRPuP{PSC-CI'C,CR
P-P°CI'C,PsCI'PSPICtPIP°C,Pé PiP°CtC-C”PSC,P°Pj, CLIPeC- PiCEP&PN:PjP°CRC,CH PYP{P—P—PY.

PKC-C$PSPéPNe PuPSCZéCHPuP:

P+PsP" PiPsC,CHC-P+PSPs PiCEPsPIPuCI'C,Pé PrPs PiPsC+P°C,PeCt C,PuCHP°PiC-C—
P°PjC-C,CEP&PIC,PéP»C-PSPsPj, C%oPsP+ PIPéPeP»CRCHPEC,Pé CI'PEPSPrCEPsP;
PiPsPrPsPIPYPuPSPSCILI C-PSC,PuCHPIP°P»Cr QT.

PHPjC-C,CEP&PIC,PEP»C-PS, C%oPs P-P°CI'C,PsCI'PsPICFC”C,CHCI'CII PiCHPé PuPSCrCHPuP-C-,
PSPu PiPsPIPEPSPuPS PiPsC”PrPSCrPIP°C,PECI'CII P- P°PSC,PEC...PsP»C-PSPuCHPiC-CPSP&EPj
PiCHPuPiP°CHP°C,PsP;.

PYCrC—C1PéPrP°P»CHPSC- PrCrPjPePé C,P° PiPsPIPuPrC-PSPeP° C,P°PePsPY PjPsPICrC,CH
CEPsP-PIPéPIP°C,PéCI'CII PiC-Pr CP°CI' CRP°PSPSCH>PsPiPs P»C-PeCrPIP°PSPSCI]
P°PSC,P&éPrPuPiCEPuCI'P°PSC,P°PjPé C-PSCEPEC... CHPsP-P»P°PrC-PI, PeCHC-P;
PrPuPiCRPuCI'C-C—. PyPsPjCt CI'P»C-Pr PrPsC,CRP&PjCIPIP°C,PéCI'CII C,P&C... CI'P°PjPéC...
P-P°C...PsPrC-PI PsP+PuCHPuPYPSPsCI'C,C- PiCEPé P»C-PeCrPIP°PSPSC- CIIPe C...PIPsCRHP&C...
PSP° PrPuPiCEPuCI'C-CHh, C,P°Pe C- PiCHPé P»C-PeCrPIP°PSPSC- C...PIPsCHP&C... PSP°
PpuPSCrCHPpP-.

P’C-C.Pé

P”PsPIPiPsCI'C,CHPsPePsPIC- PrP°PSC- P- P+PpP-PiPpPePé CI'C,PsCI'PsPIPSPs CRPsCI'C,Ct,



CI'C,P°C,PuPIPsPiPs PrPsP-CHC-PIP°PSPSCII, PePsPiPSC-C,PéPIPSPsPiPs C,P°
PiPsPIPpPrC-PSPePsPIPsPiPs CHPsP-PIP&C,PeCr PrC-C,PpPNe C,P° PiC-PrP»C-C,PeC-PI
PIC-PrCI'CrC,PSC-.

P”PsPiPsPjC-PYPSC- CHPuCtPsPIPePSPe:

C,P°PxP»PnC,PePé PiCHPnPiP°CHP°C,Cr PjC-CI'C,CIIC,CH Cr CIPIPsC”PjCr
CI'PeP»P°PrC- PjPsPSPsPiC-PrCHP°C, P»P°PeC,PsP-Pé. PI PIPsCKHPéPj PSP°
CHC-PrPeC-CI'PSC- CI'PiP°PrPePsPIC- PiPsCHCirCEPpPSPSCII Ci PIPéPiP»CIIPrC-
C+CrC,P»PéPIPsCI'C,C- PrPs PiP°P»P°PeC,PsP-Pé, PSPuPrPsCI'C,P°C,PSPsCI'C,C-
P»P°PeC,P°P-Pé P°PxPs P PjP°P»CHP°P+CIPsCHP+CtC-C— PiP»CRPePsP-Pé-
PiP°P»P°PeC,PsP-Pé PSPn CI'P»C-Pr PiCHPéPNePjP°C,Pé CtPuPNe
P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCKC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCECéPrPrCRE.

P’P°PiC-C,PSC-CI'C,CH

PtCI'PSCFCRC,CH PsP+PjPuPPuPSC- PeP»C-PSC-C+PSC- PrP°PSC- C%oPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCI]I P°PjC-C,CHPEPiIC,PéP»C-PSCr PiC-Pr C+P°CI
PIP°PiC-C,PSPsCI'C,C-.

P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CEP&PSPCC... PiPsPeP°P-P°P»Pé
CHPpPiCEPsPrCrPeC,PEPIPSCT C,PsPeCI'PEC+PSC-CI'C,Ch.

PHPjC-C,CRP&PIC,PéP»C-PS PSPu CHPpPePsPjPpPSPrCrC”C,CHCI'CLI PiCRPéP-PSP°C+P°C,Pé Cr
PiPpCHC-PsPr PIP°PiC-C,PSPsCI'C,C-, CLIPeC%oPs CtPp PSPu C” PIPeCHP°PNe
PSPuPsP+C...C-PrPSPéPj. P—P°CI'C,PsCI'CfPIP°PSPSCII PjPsPYP»P&PIPu P»PéCEPH PiC-CI'P»CII
CHPuC,PuP»CHPSPsPiPs PIP&PIC+PuPSPSCII CI'PiC-PIPIC-PrPSPsCEPpPSPSCII
CHPEP-P&PeCr/PePsCHPECI'C,C-.

PuC-Pr C+P°CI’ C,CHPEPIP°P»PsPiPs PiCHP&PNPsPjCt C,P° PiC-CI'P»CI]I
P-P°CI'C,PsCI'CfPIP°PSPSCII PSP° PsCI'C,P°PSPSC-C... C,PéPIPSCIIC... PIP°PiC-C,PSPsCI'C,C-
PjPsPYCrC,CH PIPEPSP&PeP°C,Pé CI'P&PjPiC,PsPjPé P°P+CI'C,PéPSPuPSCtC-C—
PSPsPIPsPSP°CHPsPrPPuPSP&C..., C%oPs PjPsPYPu CI'CrPiCHPsPIPsPrPCIPIP°C,PECI CH
PrCERP°C,C-PIP»PEPIC-CI'C,Ch, PiC-PiPuCHC,PsPSC-C”Ch, C,CEPuPjPsCHPsPj,
PSPuCHPuPiCrP»CIICEPSP&Pj PrPéC...P°PSPSCIIPj, CHPsP-P»P°PrPsPj PiPéC,C,CII C-
PiCfC$PSPéPj PiP»P°C+PuPj C,P°, PjPsPIP»P&PIPs, P°PSC,Pé&C...PsP»C-PSPuCRPiC-CPSP&PjPé
CI'P&PjPiC,PsPjPé (CrC,CRHP&PjP°PSPSCII CI'PuC+C-, P-P°PiPsCH).

P"PsPrCéPIP°PSPSCII PiCRCéPrPrCh

PHPjC-C,CHP&PIC,PEP»C-PS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIPéPrC-P»CIICRC,CHCI'CII
PI PiCHCrPrPSPyu PjPsP»PsPePs ( 0,685“1% PrPsP-Pé PjP°C,PuChHC-).

P PéP-PéPe PrP»CLI PSPuPjPsPIP»CLIC, PSP PjPsPYPu P+CrC,Pé PIPEPeP»CRC+PuPSPEPNe.
P C-C€PpuPSPSCII PiCHPs PiCHPePiPEPSPuPSPSCLI PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh P°P+Ps



PiCEP&PiPéPSPuPSPSCII/CrC,CHPEPjP°PSPSCLI PIC-Pr P»C-PeCrPIP°PSPSCII PrP°PSP&P;
P»C-PeP°CHCI'CHbPeP&Pj P-P°CI'PsP+PsPj PjP°C” P+CrC,Pé PiCEP&PN-PSCLIC,Pp P-
CrCHP°C...CtPIP°PSPSCLIPj PePsCRHP&CI'C,C- PiCHCIPrPSPsPiPs PIP&PiPsPrPsPICIPIP°PSPSCII
PrP»CLI PrP&éC,PEPSP& C,P° PiPpuCEPRPIP°PiPé P»C-PeCPIP°PSPSCLI PrP»CLI PYC-PSPePé.

PxPuCHC,PéP»CHPSC-CI'C,CH

PHPjC-C,CEP&PiC,PéP»C-PS P-PSP&PYCIPIP°PI C+P°CI'C,PsC,Cr PSP°CI'C,P°PSPSCII
PIP°PiC-C,PSPsCI'C,C- Cf C%oCrCHC-PI.

P&PuPjP°C” PrP°PSPé&C... PiCHPs PIPiP»Pé&PI P°PjC-C,CHP&PiC,PéP»C-PSCr PSP°
C,,PuCHC,PéP»CHPSC-CI'C,CH P»CRPrPéPSPé.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CHPuP°PeCtC-C—
PiCKEPé PePuCECéPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCKC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

PHPjC-C,CEHP&PIC,P6P»C-PS C” CI'PuPrP°C,PéPIPSP&P] P»C-PeP°CEHCI CHbPeP&Pj P-P°CI'PsP+PsPj.
PJ PiP°CtC-C”PSC,P°, CLIPeP&PNe PsC,CEP&PjCrC” PiCI'P&C...PsC,CHPsPiPSPEPNe
PiCHPuPiP°CHP°C,, PjPsPJPSP° PsC+C-PeCrPIP°C,Pé PiPsCECrCEPUPSPSCII
P-P°PiP°P»CHPSPSC— CIPIP°PiPé C- P-PrP°C,PSPsCI'C,C- PrPs P-PsCI'PuCHPuPrPIPuPSPSCII,
C%oPs PsP+CtPjPsPIP»CRC” PSPuP+PuP-PiPuPeCr C,P° P-P°P+PsCEPsPSCt PePuCHCIPIP°C,Pé
P°PIC,PsPjPsP+C-P»PuPj C- PiCFP°C+CRPIP°C,Pé P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.
PIC- PiPsP+C-C$PSC- PuC,PuPeC,Pé PjPsPICIrC,CH P+CIC,Pé PiPsCI'PEP»PuPSC- PiCEPé
PsPrPSPsC+P°CI'PSPsPjCt PIPJP&PIP°PSPSC- P°P»PePsPiPsP»Ch.

PYPiPsCIC-P+ P-P°CI'C,PsCI'CPIP°PSPSCII C,P° PrPsP-Pé.

P’PuP»PéPePéPNe PrPuPiCEPuCI PéPIPSPéPNe CEPsP:-P»P°Pr

P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsC{P&PSP°C,Pé C-P- P-P°CI'C,PsCI'CFPIP°PSPSCII
PSP&P-CHPePéEC... PrPsP- P- PiPsCI'C,CrPiPsPIP&Pj C—C... PiC-PrPIP&C%oPuPSPSCLIPj PiCHPé
CHPuC,PuP»CHPSPsPjCt CI'PiPsCI'C,PuCEPpuPIPuPSPSC- PeP»C-PSC-C+PSPsPiPs PuC, PuPeC,Cr
C,P° PsP-PSP°Pe C+CrC,P»PéPIPsCI'C,C- PrPs P»C-PeP°CRCI CHhPePsPiPs P-P°CI'PsP+Cr.
P”PsCHPsCI P»C-

PYPiPsC+P°C,PeCr 25 PjPi 2 CEP°P-Pé PSP° PrPsP+Cr (50 PjPi PSP° PrPsP+Cr). PuCEPé
PSPuPsP+C...C-PrPSPsCI'C,C- PrPsP-Cr PjPsPYPSP° PiC-PrPIPEC%oP&éC,Pé PSP° 25 PjPi

PePsPYPSPsPiPs PrCHCrPiPsPiPs PrPSCII PrPs 150 PjPi PSP° PrPsP+Cr, CHPsP-PrC-P»CIICRhCtPé
PSP° PrPIP° PiCRHPePN:PsPjPe.

PuC-PrC,CEP&PjCECRCP® PrPsP-P° PIC-PrPiPsPIC-PrP°C” PSP°PN:PSP&P{C+C-PNe
PuC, PuPeC,PEPIPSC-PNe PrPsP-C-.

PyP°CtC-C”PSC,Pé PIC-PePsPj PIC-Pr' 65 CFPsPeC-PI C,P° PiP°CtC-C”PSC,Pé P-
C...PIPsCEPsP+PsCh CI PuCECtPuPIPs-CI'CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé

PYPiPsC$P°C,PeCr 25 PjPi PSP° PrPsP+Cf.

P”PsP+PsPICT PrPsP-Cr PjPsPYPSP° PiC-PrPIPéC%oPeéC,Pe PrPs 10085150 PjPi PSP° PrPsP+Cr,



CBPsP-PrC-P»PéPICEPé PSP° PrPIP° PiCEP&PN:PsPjPé P-P°P»PuPPSPs PIC-Pr
C-PSPrPéPIC-PrCrP°P»CHPSPsC— CHPuP°PeCtC-C— PiP°CtC-C”PSC,P° C,P°
PiPpCHPuPSPsCI'PéPjPsCI'C,C-.

P”PsP-Pé PIPEC%oPp 100 PjPi CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

PuC-PrC,CHPEPjCrCRC+P° PrPsP-P° PIC-PrPiPsPIC-PrP°C” PSP°PNePSPEPCEC-PNe
PuC, PuPeC,PePIPSC-PNe PrPsP-C-.

P’C-C,Pe

P&Pyp CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P°PjC-C,CRP&PiC,PéP»C-PS PrP»CII
P»C-PeCrPIP°PSPSCII PIPuP»PéPePsPiPs PrPpPiCEPuCI'PéPIPSPsPiPs CHPsP-P»P°PrCr Cr
PrC-C,PpuPNe C,P° PiC-PrP»C-C,PeC-PI (PIC-PePsPj PrPs 18 CHPsPeC-PI), PsCI'PeC-P»CIHPePé
P+PpP-PiPuC$PSC-CI'C,CH C,P° PuC,PuPeC,PéPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPpPiP°CRHP°C,Cr Cr CtC-PNe PIC-PePsPIC-PNe PeP°C,PpuPiPsCHC-C—
PiP°CtC-C”PSC,C-PI PSPu PICI'C,P°PSPsPIP»PuPSC-.

PyCEPéPIP°P»C-CI'C,CH C,PuCEP°PiC-C—

PHPSC,PéPrPuPiCHPuCI'P°PSC,PSPEPNe PuC, PuPeC, P-P°P-PIPECHP°PNe
CHPsP-PIPEPIP°C”C,CHCI'CII PiCHPsC,CIIPiPsPj 28 “4 C,PéPIPSC-PI. P>C-PeCrPIP°PSPSCII
P°PSC,PéPrPuPiCHPuCI'P°PSC,P°PjPé PjP°C” CI'PEPjPiC,PsPjP°C,PéC+PSP&PNe
C...P°CHP°PeC,PuCH C- C,PsPjCr PiPsPIPEPSPSPs PiCHPsPIPsPrPéC,PéCI'CII PiCRPsC,CLIPiPsPj
PIC-PrPiPsPIC-PrPSPsPiPs PiCEPsPjC-PIPeCt C+P°CI'Ct, P-P°P-PIP&C+P°PNe PrPs 6
PjC-CI'CLICtC-PI PiC-CI'P»CII PsPrCfPIP°PSPSCII P- PjPuC,PsCh PiCEPsC,C-P»P°PeC,PéPePé
CHPuCtP&PrPEPICY. PJ C...PIPsCEP&C... PSP° CRPuCtPéPrPéPICtCRCCr
(CfPSC-PiPsP»CIICHPSCr) PrPuPiCRHPuCI'C-Ch PiC-PrC,CHPé&PjCrCRC+P° C,PuCRP°PiC-CII
PjPsPYPp P+CrC,Pé PSPuPsP+C...C-PrPSPsCh PiCHPsC,CIIPiPsPj PrPuPeC-P»CHPePsC...
CHPsPeC-PI PrP»CII P-P°PiPsP+C-PiP°PSPSCI]I PSPsPIP&Pj PuPiC-P-PsPrP°Ppj.

PKPUPN.CHPsPiP°C, PeC;"PSC P+PsP»C-, PIC"BPSC C-P»P°PeC PeCi'PSPu P»C PeCéPIP°PSPSCII

P”PsP-Cr C,PéC,CECrCRC,CH C-PSPrPéPIC-PrCrP°P»CIHPSPs PrP»CIl PePsPIPSPsPiPs
PiP°CtC-C”PSC,P°, C%oPsP+ P-P°P+PuP-PiPuCtP&C,Pé P°PrPuPePIP°C,PSCr P°PSP°P»PiPpuP-C-Ch
C,P° PiPuCEPpuPSPsCI'PéPjC-CI'C,CH> PiPsP+C-C+PSPé&C... CRPuP°PeCtC-PNe PSP®
PiCHPpPiP°CHP°C,. P—P°P-PIP&C+P°PNe PSP°PNePjPuPSCECY PuC, PuPeC,PEPIPSCY PrPsP-Cr
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiCHPsC,CIIPiPsPj PSP°PN.PePsCHPsC,CEPsPiPs
C,PuCEPjC-PSCt, PSPuPsP+C...C-PrPSPsPiPs PrP»CLI P»C-PeCrPIP°PSPSCII CI'PéPjPiC,PsPjC-PI.

P”PsCEPsCIP»C-

P PpPePsPjPuPSPrPsPIP°PSC- PrPsP-Pé 8R“ 258F“75 PjPi PSP°® PrPsP+Ct, CrPIPuC+PuCHC-.
P”PsP-Pé PIPéC%oPp 100 PjPi CI'P»C-Pr P-P°CI'C,PsCI'PsPICtPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

P1iPsC$P°C,PePsPIP° PrPsP-P° CI'C,P°PSPsPIPEC,CH 25 PjPi, CIIPeCr PiICHPEPNePjP°CRC,Clh
PIPIPuC+PuCHC-. P"PsP-Cr PjPsPIPSP° P-P+C-P»CHCECrPIP°C,Pé PSP° B B B B B 25 PjPi
PePsPYPSC- 387 PrPSC-PI, P-P° CrPjPsPIPé PSPsCHPjP°P»CHPSPsC—



PiPpCHPuPSPsCI'PéPjPsCI'C,C-.

P”PsP-Cr PjPsPPSP° PiICHP&PN-PjP°C,Pé PsPrPéPS CHP°P- PSP° PrPuPSCH P°P+Ps
CEPsP-PrC-P»P&C,Pé PSP° PrPIP° PiCHP&PN:PsPjPé. P P°P-PsPIP® PrPsP-P° PIPEC%oPy 75 PjPi
PSPu CEPpPePsPjPuPSPrCrC”C,CHCICI].

PI'PIPsCEC- P»C-C,PSCHPsPiPs PIC-PeCé (PiPsPSP°Pr 65 CFPsPeC-PI) C,P° PiP°CtC-C”PSC,Pé P-
PeP°CHPrC-PsPIP°CI'PeCéP»CIICEPSPéPjPé P-P°C...PIPsCECRPIP°PSPSCILIPjPé

P PuPePsPjPpPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP® PrPsP-P° 8R* 25 PjPi CrPIPuC+PuCHC-.

P”PsP-Pé PIPEC%oPp 75 PjPi CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

P”PsP-Cr PjPsPYPSP° P-P+C-P»CHCEPEC,Pé P-P°P»PuPIPSPs PIC-Pr
C-PSPrPéPIC-PrCrP°P»CHPSPsC— CHPpP°PeCtC-C— PiP°CtC-C”PSC,P° C,P°
PiPuCHPuPSPsCI'PéPjPsCI'C,C-.

P’C-C,Pe

PkPyp CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P°PjC-C,CRP&PiC,PéP»C-PS PrP»CII
P»C-PeCrPIP°PSPSCII PSPuPNeCHPsPiP°C,PEC+PSP&C... P+PsP»C-PI,

PiCHPsC, C-P»P°PeC,PéC+PSPsPiPs P»C-PeCrPIP°PSPSCII C...CHPsPSC-C+PSPsPiPs
PiPsP»PsPIPSPsPiPs P+PsP»Ch PSP°PiCRHCrPiPé C,P° PjC-PiCHPuPSC- PrC-C,CILIPj C,P°
PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PrPs 18 CHPsPeC-PI), PsCI'PeC-P»CH>PePé
P+PuP-PiPuC$PSC-CI'C,CH C,P° PuC, PuPeC,PéPIPSC-CI'C,CH P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCHPpPiP°CRHP°C,Ct Ct C+C-PNe PIC-PePsPIC-PNe PeP°C,PuPiPsCHC-C— PiP°CtC-C”PSC,C-PI
PSPp PICI'C,P°PSPsPIP»PuPSC-.

PYCHPéEPIP°P»C-CI'C,CH P»C-PeC3PIP°PSPSCII

PKPuPNeCEPsPiP°C,PéCtPSPéPNe P+C-P»CIb

P>C-PeCrPIP°PSPSCII CI'P&PjPiC,PsPjP°C,PEC+PSPy, C,PsPjCt PNePsPiPs CI'P»C-Pr
PiCEPsPrPsPIPYCIPIP°C,Pé PiCEPsC,CLIPiPsPj PIC-PrPiPsPIC-PrPSPsPiPs PiPpuCHC-PsPrCr
C$P°CI'Ct. P] P+P°PiP°C,CIbPsC... C...PIPsCHPEC... C,PuCEHP°PiC-CII PjPsPYPyu C,CEPEPIP°C,Pé
PeC-P»CHPeP° CEPsPeC-PI. P PuPePsPjPuPSPrCrC”C,CHCI'CII CEPuPiCrP»CLICEPSPEPNe
PePsPSC,CEPsP»CH PSPuPsP+C...C-PrPSPsCI'C,C- PiCEPsPrPsPIPPuPSPSCII
P»C-PeCrPIP°PSPSCII.

PuCEPsC,C-P»P°PeC,PéC+PSPu P»C-PeCéPIP°PSPSCII C...CEPsPSC-C#PSPsPiPs
PiPsP»PsPIPSPsPiPs P+PsP»CH PSP°PiCECéPiPé C,P° PiCERPsC,C-P»P°PeC,PéCtPSP

P»C-PeCéPIP°PSPSCII PjC-PiCRPUPSC- Cé PrPsCHPsCIP»PéC...

P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiCEPsPrPsPIPCIPIP°C,Pé PiCEPsC,CLIPiPsPj PiPuPIPSPsPiPs
PiPpCEC-PsPrCt CP°CI'CE. P PuPePsPjPuPSPrCrC”C,CHCI'CLI CEPuPiCFP»CLICEPSP&PNe
PePsPSC,CHPsP»CH PSPuPsP+C...C-PrPSPsCI'C,C- PiCEPsPrPsPIPIPPSPSCLI
P»C-PeCrPIP°PSPSCII.

PKC-C$PSPéPNe PuPSCZ2CHPuP:

P’C-C.Pe




P PuPePsPjPuPSPrPsPIP°PSC- PrPsP-Pe

P”C-C,Pé PIC-PePsPj PIC-Pr 11 ChPsPeC-PI: 258“50 PjPi PSP° PrPsP=Cr.
P”PsP-Cr CI'P»C-Pr P-P+C-P»CHCECIPIP°C,Pé PiPsCI'C,CrPiPsPIPs.

P>C-PeP°CHCI'CHPeP&PNe P-P°CI'C-P+ PiCHPéPNPjP°CRC,CH P-P° 185“1,5 PiPsPrPéPSPé PrPs
CI'PSCT.

P”Ps PiPsC$P°C,PeCt C,PuCEP°PiC-C— P°PjC-C,CEP&PiC,P&éP»C-PSPsPj PrP»ClLI
PIP&PeP»CRCHPRPSPSCLI CI'PéPSPrCEPsPjCY PiPsPrPsPIP{PuPSPSCII C-PSC,PuCEPIP°P»Cr QT
PiPsC,CHC-P+PSPs P-CEPsP+P&C,Pé P+ PrpP".

PyCHPéPIP°P»C-CI'C,CH P»C-PeCéPIP°PSPSCII

PiP°PeCI PEPjP°P»CHPSPEPN: PiPUCEC-PsPr PeCrCRCI'Ct P»C-PeCIPIP°PSPSCLI PSPy
PiPsPIPéPSPuPS PiPuCHPRPIPEC%0CIPIP°C,Pé 3 PjC-CI'CLICtC-.

PiPeC%oPs PSPuPsP+C...C-PrPSPéPNe PiPsPIC,PsCHPSP&éPNe PeCrCHCI P»C-PeCrPIP°PSPSCII
P°PjC-C,CRP&PiC,PéP»C-PSPsPj, PjPuPrPéC+PSP&PN. PsPiP»CIIPr CI'P»C-Pr PiCHPsPIPsPrPéC,Pé
PePsPYPSC- 3 PjC-CI'CLICtC-.

PuCHPé PiCHP&PiPEPSPuPSPSC- P»C-PeCrPIP°PSPSCII PrPsP-Cr P°PjC-C,CHPé&PiC,PéP»C-PSCY
CI'P»C-Pr P-PSP&PYCrPIP°C,Pé PiPsCI'C,CrPiPsPIPs.

PuPsCHCECE€PuPSPSCII C,C2PSPeCtC-PNe PSPéCHPsPe

PuP°CtC-C”PSC,P°Pj C-P- PiPsCRHCrC€PpPSPSCLIPj C,CrPSPeCtC-PNe PSPECHPsPe
P»C-PeP°CHCI'CHPeP&PNe P-P°CI'C-P=+ PjPsPPSP°® PiCRHP&P-PSP°C+P°C,Pé Cr
P-PIP&C+P°PNePSPéEC... PrPsP-P°C....

PuPsCECCEPUPSPSCII C,C4PSPeCtC-PNe PiPuCtC-PSPePé

P PpuPePsPjPpPSPrCrC”C,CHhCI'CLI PsP+PuCHPRPIPSPEPN: PiC-PrP+C-CE PrPsP-Pé C-,
CLIPeC%oPs PjPsPYP»P&PIPs, PIP&P-PSP°C+PuPSPSCII PIPjC-CI'C,Ct PiCEPpPiP°CEP°C,Ct Cf
CI'P&CEHPsPIP°C,C{C- PeCEPsPIC-.

PtPSPiC-P+C-C,PsCEPé CtPéC,PsC...CHEPsPjCé P450 CYP2D6

P—P°P»PuP{PSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPsC— CHPpP°PeCtC-C—
PiP°Ct+C-C”PSC,P° PjPsP{PSP° CHPsP-PiP»CLIPSCIC,Pé PiP&C,P°PSPSCII PiCHPs
P-PSP&PYPuPSPSCII PrPsP-Pé P°PjC-C,CHP&PiC,PéP»C-PSCr Ct CHP°P-C-
PsPrPSPsC$P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»CHPSPsPiPs
C-PSPiC-P+C-C,PsCEP° CYP2D6 (PSP°PiCHP&PeP»P°Pr P+CrPiCHPsPiC-PSCT,
PeC-PSC-PrPéPSCTt, C,P»CrPsPeCI'PuC,PéPSCr, PiP°CHPsPeCI'PuC,P&PSCr).

P’C-PrPsPjC- PiPsPIC-P»CHPSC- PjPuC,P°P+PsP»C-P-P°C,PsCEPé CYP2D6 P°P+Ps CYP2C19

P1iP°CtC-C”PSC,Pé P- PIC-PrPsPjPéPj PiPsPIC-P»CHPSPéPj PjPuC,P°P+PsP»C-P-PjPsPj CYP2D6
P°P+Ps CYP2C19 PjPsPYCrC,Ct PjP°C,Pé PiC-PrPIPEC%oPuPSCr PePsPSCtPuPSC,CHP°Ct+C-Ch PI
PiP»P°P-PjC- PeCHPsPIC- P°PjC-C,CHPEPiIC,PEP»C-PSCr C,P° PNePsPiPs P°PeC,PEPIPSPsPiPs
PjPuC,P°P£PsP»C-C,Cr PSPsCHC,CRPéPiC,PéP»C-PSCr. PwPsPIP»PePIPp P-PSPEPYPuPSPSCII
PSP° 50% CHPuPePsPjPuPSPrPsPIP°PSPsC— PiPsC+P°C,PePsPIPsC— PrPsP-Pe.



PwPuC,PsPr P-P°CI'C,PsCI'CéPIP°PSPSCII

PYP°CHPsC,PuPS PiCEP&PN:PjP°CRC,CH PiPuCHPsCHP°P»CHPSPs.
PyP°P+P»PuC,PePé CI'P»C-Pr PePsPIC,P°C,Pé, P-P°PiPéPIP°CRC$Pé PIPsPrPsCH.
PuCEPéPiPEPSPuPSPSCII P»C-PeCéPIP°PSPSCII

P] CEP°P-C- PiCEP&PiPéPSPuPSPSCILI P»C-PeCrPIP°PSPSCII CI'P»C-Pr PiCEPsC,CLIPiPsPj
PeC-P»CHbPePsC... C,PéPYPSC-PI PiPsCI'C,CtPiPsPIPs P-PjPuPSCECIPIP°C,Pé PrPsP-Cr
PiCHPpPiP°CHP°C,Cr-

P”C-C,Pé.

P>C-PeCrPIP°PSPSCII PSC-C+PSPsPiPs PuPSCrCHPuP-Cr Cr PrC-C,PuPNe PIC-PePsPj PIC-Pr 11
CTEPsPeC-PI PjPsPP»P&PIPp P-P° CfPjPsPIPé PIC-PrCI'C+C,PSPsCI'C,C- PsCHPiP°PSC-C+PSPsC—
PiP°C,PsP»PsPiC-C—, PIPeP»CRC+P°CRC$Pé spina bifida, C,P° CI'CfPiCrC,PSC-C...
P-P°C...PIPsCHCRPIP°PSCH, C,P° Cr CHP°P-C- PIC-PrCI'CrC,PSPsCI'C,C- PIC-PrPiPsPIC-PrC-
PSP° PSPuPjPuPrPePeP°PjPuPSC,PsP-PSPu C- PjPuPrPePeP°PjPuPSC,PsP-PSPu
P»C-PeCrPIP°PSPSCI], P-PsPeCHPuPjP°, CfPIP°P-PjPsP»C—C,PéCiPSPéPjPé
PiCEHPpPiP°CHP°C,P°PjPé C,P° PiCEPuPiP°CHP°C,P°PjPé PIP°P-PsPiCHPuCI'PEPSCY.

P!PuPNe P»C-PeP°CRCI'CHPeP&PNe P-P°CI'C-P+ PiPsPIPéPSPuPS PiCHP&P-PSP°C+P°C,Pé
P»P&éCEPp P»C-PeP°CH, CLIPePEPNe PjP°C” PrPsCI'PIC-Pr P»C-PeCrPIP°PSPSCII
CI'C,C-PNePePsPiPs PuPSCrCHPuP-Cf.

PuPuCEPuPrPsP-CéPIP°PSPSCII.

PYP&PjPiC,PsPjPé

PHPSC,PéC...PsP»C-PSPuCRHPiC-C+PSC- CI'PéPjPiC,PsPjPé:
PjC-PrCHC-P°P-PéCT, C,P°C...C-PeP°CRHPrC-CI],
P-P°C,CHPéPjPeP° CI'PuC+C-, CI'CrC...C-CI'C,CH
CI'P»PéP-PsPIPéC... PsP+PsP»PsPSPsPe C,P°
PiCHP&éPiPSC-CiPuPSPSCII PjPsC,PsChHPéPePé
PePéCE€PpCiPSPéPeCr. PmPsPIP»PéPIC- CI'CIPrPsPjPé,
PiCHPsPiP°CI'PSPéC1CII, CHP°PiC,PsPIPéPNe
CKHPsP-PIPéC,PsPe PiCHPéPiPSC-CPpPSPSCII P!PkPY.
P—PSPéPIPpuPSPSCII CI'PIC-PrPsPjPsCI'C,C-
PiCHPsPiCHPuCI'CrC” Cr PePsPjCr P:
PiCHPéPiPSC-CiPuPSPSCIIPj PrPéC...P°P»CHPSPsC—



C, CrPSPeCiC-C—.

PwP°CHPrC-P°P»CHPSC- CI'PéPjPiC,PsPjPé: P°CRHPéC,PjC-C— (PIPpuPSC,CHPéPeCIP»CIICHPSC-
C,P°C...C-P°CRHPé&C,PjC-C—, C,CHC-PiPsC,C-PSPSCIJ-PjPuCHPuC...C,C-PSPSCI],
C,C-P+CEP&P»CIICTC-CII CEP»CrPSPsC+PeC-PI). PKP°® P+PmP* C,PéPiPsPIPs
PIP&CIIPIP»CIIC”C,CHCI'CII PiPsPrPsPIPPuPSP&PN. C-PSC,PuCEPIP°P» PR,
CHPsP-CEPECHPUPSPSCII PePsPjPiP»PuPeCI'Ct QRS, PiPsPrPsPIPIPuPSPSCII QT,
CHPsP-CEPECHPPPSPSCII P°P+Ps C-PSPIPuCECI'C-CII P-CrP+CtCII Py, PrPuPiCHPuCI'C-CII
CI'PuPiPjPuPSC,P° ST, P° C,P°PePsPY CRC-P-PSPsPiPs CI'C,CrPiPuPSCII CI'PuCHCtPuPIC-
P+P»PsPeP°PrPé P°P PrPs P-CrPiPéPSPePé CI'PuCHCtCII. P PsP-CEPECHPuPSPSCI]
PePsPjPiP»PuPeCI'Cr QRS P-P°P-PIP&C+P°PNe C+C-C,PePs PePsCRHPuP»CRC” P
C,CIIPYPeC-CI'C,Ch C,PsPeCI'PéC+PSPsCI'C,C- PiC-CI'P»CI]I PiPsCI'C,CHPsPiPs
PiPpuCHPPPIPEC%0oPpPSPSCII PrPsP-Pé. P PsP-PIPéPIP°C”C,CHCI'CII CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH, P°CEC,PuCHC-P°P»CHPSP® PiC-PiPsC,PuPSP-C-CI],
PeP°CEPrC-PsPiPuPSPSP&PNe CE€PsPe. PKP°CEPsCI'C,P°C” PjPuC,P°P+PsP»C-CPSPEPNe
P°CtP&PrPsP:, PiC-PiPsPeP°P»C-C”PjC-Cl], PiC-PiPsPSP°C,CEC-C”PjC-CI].
PuPsCI'C,PjP°CHPePuC,PéPSPiPsPIC- PrPsCI'P»C-PrPIPuPSPSCII C,P° P»C-C,PuCHP°C,CrCRHP°®
PjC-CI'C,CIIC,CH PrP°PSC- PiCHPs PIP&PiP°PrPePé PrPuPjP°CI'PeCrPIP°PSPSCII
CI'PéPSPrCHPsPjCr P‘CHCIPiP°PrP° C,P° P+PmP“- PeP°CHC,PéPSPé P‘CHCIrPiP°PrP° PiCHPé
PiPuCHPuPrPsP-CrPIP°PSPSC- P°PjC-C,CHP&PIC,PEP»C-PSPsP;.

PuCHPEPNePsPj PrPsCHPsCI'P»PéPj PrPsP-Pé 750 PjPi C- P+C-P»CHCEPp PjPsPYPn
PiCHPEP-PIPuCI'C,Pé PrPs CI'PuCEPNePsP-PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-. P+C,PuPeC,Pé
PiCEPé PiPuCHPuPrPsP-CrPIP°PSPSC- PiPsCI'PéP»CRCRC,CHCI'CII PiCRPé
PsPrPSPsC+P°CI'PSPsPjCt PiCEP&PNePsPjC- P- P°P»PePsPiPsP»PuPj C,P° C-PSCEP&PjPé
PiCI'P&C...PsC,CHPsPiPSP&PjPé CEPuCtPsPIPEPSP°PjPé. PtCI'PSCIC” P-PSP°C+PSP®
C-PSPrPéPIC-PrCrP°P»CHPSP® PjC-PSP»PéPIC-CI'C,CH Cr PIC-PrPiPsPIC-PrC- PSP°
PiPpCHPuPrPsP-CrPIP°PSPSCII. PiuPuCHPuPrPsP-CrPIP°PSPSCII P°PjC-C,CHPEPIC,PEP»C-PSPsPj
Crf PrC-C,PpuPNe PjPsPYPyu PjP°C,Pé CI'PuCHPNePsP-PSC- PSP°CI'P»C-PrPePé. P”C-C,Pé
PsCI'PsP+P»PéPIPs CI'C...PéP»CHPSC- PrPs PePsPjPé, PeP°CEPrC-PsC,PsPeCI'PéC+PSPsCI'C,C-,
PiCEP&PiPSC-C+PpPSPSCII PrPéC...P°PSPSCII, CI'CfPrPsPj, PiC-PiPsPSP°C,CHC-C”PjC-C—,
PjP»CIIPIPsCI'C,C-, CI'PéPSCrCI'PsPIPsC— C,P°C...C-PeP°CHPrC-C—, CI'PsPSP»P&PIPsCI'C,C-,
PSCfPrPsC,Pé, P+P»CRPIP°PSPSCII C,P° PiC-PiPuCHPiP»C-PePuPjC-C—.

PuC-CI'P»CII PiCHPsP+CrPrPYPuPSPSCII P-PSPsPICt PjPsPYP»P&PIC- CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, C,CHP&PIPsPYPSPu P-P+CrPrPIPuPSPSCI], PiP°P»CRCtP&PSP°CtC-C—
C,P° P°C,P°PeCI'C-CIJ.

P>C-PeCéPIP°PSPSCII

PuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsCI'PiC-C,P°P»C-P-CrPIP°C,Pé (Ct PIC-PrPrC-P»PpuPSPSCII
C-PSC,PpPSCI'PéPIPSPsC— C,PuCHP°PiC-C—) C,P° PiCHPsPIPsPrPéC,pPé
CHPuC,PuP»CHPSPePNe PjPsPSC-C,PsChHPePSPi CI'C,P°PSCt PSP°PIC-C,CH P-P°
CrPjPsPI PsC+PpuPIPEPrPSPs PSPuC,CIIPPePsPiPs PIPEPiP°PrPeCr. P>C-PeCrPIP°PSPSCII
PjP°C” P+CrC,Pé CI'P&PjPiC,PsPjP°C,PéC+PSP&Pj C- PiC-PrC,CHPéPjCrCRCEPEP;.

PPsPjPiP»PuPeCI’ P-P°C...PsPrC-PI C%oPsPrPs PsCtC-PSPePé C,P° PIC-PrPSPsPIP»PuPSPSCII Cr
PSP°PNePePsCHPsC,C£C- C,PuCHPjC-PSPé C,CtPSPeCtC-PNe PrPéC...P°P»CHPSPsC— C,P°
CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsC— CI'PéCI'C,PuPj, C1IPeC- CI'P»C-Pr PIPéPePsPSCIPIP°C,Pé
C,P° P»C-PeCrPIP°C,Pé Crt PIPéPiP°PrPeP°C..., CIIPeC- C,PsPiPs PiPsC,CHPuP+CrCRC,CH.
PuCHPsC...C-PrPSC-CI'C,CH PrPéC...P°P»CHPSPéEC... CEP»CIIC...C-PI



P-P°P+PpuP-PiPuC#CrPIP°C,Pé PiCEPé PSPuPsP+C...C-PrPSPsCI'C,C- CEP»CIIC...PsPj
C-PSC,C{P+P°C+C-C—. P PuPePsPjPuPSPrCrC”C,CHCI'CII PiCEPsPIPuPrPRPSPSCII
P»C-PeCFPIP°PSPSCII C-P- P-P°CI'C,PsCI'C{PIP°PSPSCIIPj PiCRP&PjCI-CI'PsPIPSC—
PIPuPSC,P&P»CLICtC-C— P»PuPiPpPSC-PI PrP»ClLI P-P°PiPsP+C-PiP°PSPSCII
PjPsPYP»P&PIPsC— P-CrPiP&éPSPePé PrPéC... P°PSPSCIL

PuCHPsPIPuCI'C,Pé PiPuCEPRPIC-CEPeCt CI'PpCPsPIPEPSPE, PuP»PuPeC,CEPsP»C-C,C-PI C,P°
PIPjC-CI'C,Ct CO, C,P° O,PI P°CEC,PpCEC-P°P»CHPSC-PNe PeCEPSPIC- C,P° P+PrP”.
P'PuP-PiPuCEHPuCEPIPSPEPNe PePP“-PjPsPSC-C,PsCHPEPSPi CI'P»C-Pr
PiICBHPsPIPsPrPéC,Pé PiCEPsC,CLIPiPsPj 3855 PrC-P+. PuCEPsPjP&C,Pé CEP»CIPSPsPe,
CLIPeC%oPs PiCEPsC,CLIPiPsPj PsPrPSC-C”C— PiPsPrP&éPSPé PiP°C+C-C”PSC, PsC,CHP&PjP°PI
PiPsC,PuPSC1C-PNePSPs CI'PjPuCEC,PuP»CIbPSCY PrPsP-Ct. PuCHP&P-PSP°C+PEC,Pé 50 Pi
P°PeC,PéPIPsPIP°PSPsPiPs PICFPiC-P»P»CLI PiCEPsC,CLIPiPsPj PsPrPSC-C”C— PiPsPrPéPSP&
PiC-CI'P»ClI PiPpCEPpPrPsP-CFPIP°PSPSCII. P>C-PeCIPIP°PSPSCII C,P°PePéC...
CI'P&C,CFP°C+C-PNe PIPECEC-CECEPIPC,PEPjPuC, CEbCI'CLI PI PePsPYPSPsPjC
PePsPSPeCEPuC,PSPsPiCt PIP&PiP°PrPeCr:

- CHPsP-CEPECEPpPSPSCII C-PSC,PuCHPIP°P»Cf QRS, CI'PuCEC{PpPIP°
PSPuPrPsCIC,P°C,PSC-CI'C,CH> C,P° CEP»CiPSPsCiPePsPIC- P°CHP&C, PjC-C—;

- CtPéCHPeCrP»CIIC,PsCRPSP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH;
PiC-PiPsC,PuPSP-C-CIJ;
PiC-PiPuCHC,PuCHPjC-CI;
CI'CrPrPsPjPé;
PjPuC,P°P£PsP»C-C+PSPePNe P°CHPePrPsP-.
P&PuCI'PiPsPeC-PNe C,P° CI'CPrPsPjPé PjPsPIPSP° P»C-PeCrPIP°C,Pé PrC-P°P-PpuPiP°PjPsPj.

PhCI'PeC-P»CHPePé PiPuCHPuPrPsP-CrPIP°PSPSCII C+P°CI'C,Ps PSP°PIPjPéCI PSPy, PiC-Pr
C$P°CT PiPuCHC-PsPrCr CHPpPjC-CI'C-C— PiP°Ct+C-C”PSC,Pé PjPsPYCrC,CH
CI'PiCEPsP+CrPIP°C,Pé PIC+PéPSPEC,Pé CI'P°PjPsPiCrP+CI'C,PIPs PI C-PSCEP&EPNe
CI'PiPsCI'C-P+. PYPiPsCI'C,PuCHC-PiP°P»P&éCI'CILI PIP&PiP°PrPePé CI'PjPuCHC,C- PIC-Pr
PSP°PIPjP&CI'PSPsPiPs P°P+Ps PIPéPiP°PrPePsPIPsPiPs PiPuCEHPuPrPsP-CrPIP°PSPSCII, CIIPeC-
PIC-PrP+CrP»P&CI'CH PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- P»C-PeP°CHCI'CHhPePéC...
P-P°CI'PsP+C-PI CtCHPsPiPs PeP»P°CI'CT.

PyPsP+C-CPSC- C5PpP°PeC+C-C—.

PHPjC-C,CRP&PIC,PéP»C-PS P-PrP°C,PSPéPN. CI'PiCHP&C+PEPSPEC,Pé PiPsP+C-C+PSC-

PuC, PpuPeC,Pé, P°PSP°P»PsPiC-C+PSC- C,PéPj, C%oPs PIPEPSPéPeP°CRC,CH PiCHPé
PiCHPEPN:PsPjC- C-PSCEP&C... C,CHPéCtPéPeP»C-C+PSPéC...
P°PSC,PéPrPuPiCHPuCI'P°PSC,C-PI. P”PuCIIPeC- P- PiPsP+C-C$PSP&C... PuC,PuPeC,C-PI, C%oPs
PSP°PIPuPrPuPSC- PSPEPYC+Pp (PSP°PICHP&PeP»P°Pr PiPsP»PsPIPSPéPNe P+C-P»Clb,
C,CHPpPjPsCH, PiPsCHCIrCE€PuPSPSCII PePsPSCTPuPSC,CHP°CtC-C— CrPIP°PiPé, P-P°PiPsCH C-
P-PSPEPYPuPSPSCII P»C-P+C-PrPs), PjPsPICrC,CH C,P°PePsP{ P+CrC,Pé CI'P&PjPiC,PsPjP°PjPé
PrPpuPiCEPuCI'C-C— C- P-P°P-PIPEC+P°PNe CI'P»P°P+C£EP°CRC,CH Cr PjC-CRHCY
PiPsP»C-PiC€PuPSPSCII PrPuPiCHPuCI PEPIPSPsPiPs CI'C,P°PSCY.



PuuCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- P°PjC-C,CHPé&PiC,PéP»C-PSCr
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs C,CIIPIPeC- CEPeC-CHPSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C—, P-PsPeCHPuPjP° PiCHPs PjPuPrPéPeP°PjPuPSC,PsP-PSCr
CHPuP°PeCtC-Ch P- PuPsP-PéPSPsC, C-P»C-C”Ch C- CI'PéCI'C,PuPjPSP&PjPé
CI'PéPjPiC,PsPjP°PjPé (DRESS) (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

PuPpCEPpP»C-Pe PiPsP+C-C+PSPEC... CRPuP°PeCtC-PNe, PSP°PIPuPrPuPSP&PNe PSPEPYCEPp
P-PiC-PrPSPs P- PeP»P°CI'P°PjPé CI'P&CI'C,PuPj PsCEPiP°PSC-PI P-P°
PeP»P°CI'PEC,C-PeP°CtC-C”CR MedDRA, P° CI'P°PjPu: PrCrPPu C+P°CI'C,Ps (>1/10);
C$P°CI'C,Ps (>1/100, <1/10); PSPuC+P°CI'C,Ps (>1/1000, <1/100); CBC-PrPeC-CI'PSC- (>1/10000,
<1/1000); PrCrPPu CHC-PrPeC-CI'PSC- (<1/10000), PSPuPIC-PrPsPjPs (PSP PjPsPPSP®
PsCtC-PSP&C,Pé P-P° PSP°CIIPIPSPEPjPé PrP°PSP&PjPé).

PP»P°CI'Pé CI'PéCI'C,PpPj PSP°CI'C,PsC,P° [PuCKHPsCIIPIPé
PsCHPiP°PSC-PI P-P° MedDRA

P— P+PsPeCr CI'P&CI'C,PuPjPé P C-PrPeC-CI'PSC- [PuCHPéPiPSC-C+PuPSPSCII
PeCHPsPIC- C,P° PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr,
P»C-PjC,P°C,PéCPSPsC— P°PiCEP°PSCIP»PsCtP&C,PsP-,
CI'PéCI'C,PuPjPé P»PuPNePePsPiPuPSC-CIJ,

PuPsP-PePSPsC, C-P»C-CI],
C,ChPsPjP£PsC+tPéC,PsPiPuPSC-CI].

[P— P+PsPeCt PjPuC,P°P+PsP»C-P-PjCf P C-PrPeC-CI'PSC- [P—PSP&PYPuPSP&PNe P°PiPuC,P&C,.

PKPPPIC-PrPsPjPs |PHPSPSCHPpPeCIC-CLI,
PiC-PrPIP&C%0PuPSPSCLI P°P+Ps
P-PSPEPIPuPSPSCLI CFC-PIPSCII
C1CIPeCECY PI PeCEPsPIC-.

[P— P+PsPeCr PiCIP&C...C-PePé P”CrP{Pp PHPiCHPuCI'PEPIPSC-CI'C,CHb.
C+P°CI'C,Ps
P§SP°CL'C,Ps PYC,P°PS CI'PiP»CrC,P°PSPsCI'C,C-

CI'PIC-PrPsPjPsCI'C,C-, P-PSP&PYPuPSPSCII
P»C-P+C-PrPs, P°PYP&C,P°CtC-CI].

PkPuC+P°CI'C,Ps  [P“C-PiPsPjP°PSC-CI], PjP°PSC-CIJ,
C,CRP&PIPSPIPSPéPNe CI'C,P°PS,
P+PpP-CI'PsPSPSCI]I, CI'C,CHP°CEPSC-
CI'PSPsPIP&PrC-PSPSCII.

P C-PrPeC-CI'PSC- [P”PuP»C-CHC-PN: (Cr C...PIPsCEPéEC...
P»C-C,PSCHPsPiPs PIC-PeCr),
PiP°P»CRCtPéPSP°CtC-C—,
CI'CrC—CtPéPrP°P»CHPSC- PrCrPjPePé
P°P+Ps PiPsPIPuPrC-PSPeP°*,

PxPuPIC-PrPsPjPs |PnP°CHP°PSPsCI].




[P— P£PsPeCt PSPuCHPIPSPIPSC—
CI'P&CI'C,PpPjPé

P”CrPYPu PYPsPSP»PéPIC-CI'C,CH, C,CHPuPjPsCH,
C+P°CI'C,Ps P-P°PiP°PjPsCEPsC+PuPSPSCI],
PiPsP»PsPIPSPéPNe P+C-P»CH,
PIBF™ CLIP»C-CI'C,CH, CHPsP-P»P°PrPé
PjPsPIP»PuPSPSCII (PrPéP-P°CHC,CHC-CIJ).
P§SP°CI'C,Ps P PsP-P»P°PrPé CrPIP°PiPé,

PrP&éCIPiPuPIP-C-CI], ,
PiP°CRPUCI'C,PuP-C-C—, P°C,P°PeCI'C-CIL.

PkPuC+P°CI'C,Ps

PYCrPrPsPjPé.

P'CrPPp
CEC-PrPeC-CI'PSC-

PhHPeP°C,PeP-C-Cl],
PiPsP»C-PSPuPN.CHPsPiP°C,C-CI].

PxPuPIC-PrPsPjPs

P+PeCI'C,CRP°PiC-CEP°PjC-PrPSP&PNe

P— P+PsPeCr PsCEPiP°PSC-PI
P-PsCECY

CHPsP-P»P°Pr,
CI'PuCHPsC,PsPSC-PSPsPIPEPNe
CI'PéPSPrCHPsPj**.

P"CIPYPy P PsP-P»P°PrPé P°PePsPjPsPrP°CtC-C—.

CHP°CI'C,Ps

PSP°CI'C,Ps PmC-PrCHC-P°P-.

P”CrPYPp P“PsCI'C,CHPéPN. PSP°PiP°Pr

CHC-PrPeC-CI'PSC-

PiP»P°CrPePsPjPé.

PXPpPIC-PrPsPjPs

PYCrC...C-CI'C,CH PsC+PuP)e.

P— P+PsPeCr PsCRPiP°PSC-PI
CI'P»CrC...Cf C-
PIPuCI'C,PéP+CrP»CIICEPSPsPiPs
P°PiP°CRP°C,Cf

PkPuC+P°CI'C,Ps

PECFPj Cr PICrC...P°C....

P— PPsPeCr CI PRCHCTPRPIPs-
CI'C#PrP8PSPSPsC— CI'PECI'C,PuPjPé

P”CrPYPp PuPsCI P&P»PpPSPp

C+P°CI'C,Ps CI'PuCECtPuP+P&C,C,CIL
C,P°C...C-PeP°CEPrC-CIL

PSP°CI'C,Ps PHC,CEHC-PsPIPpPSC,CEP&PeCIP»CLICHPSC-

P+P»PsPeP°PrPé, P+P»PsPeP°PrPé
PSC-PYPsPe PiCrCiPeP° P“C-CI'P°.

PkPuC+P°CI'C,Ps

PYC,P°PS PePsP»P°PiCICT,
PiPsCI'PéP»PuPSPSCII CI'PuCHCtPuPIPSC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-.

P C-PrPeC-CI'PSC-

PHCEP&C,PjC—CIL.

P'CrPPp
CEC-PrPeC-CI'PSC-

PrP°CHPrC-PsPjC-PsPiP°C,C-CI], torsades
de pointes.

PXPpPIC-PrPsPjPs

PmC-PsPeP°CHPrPéeC,,
CI'PiCHP&CPEPSPuPSPEPNe
PiC-PiPpnCHC+CrC,P»PéPIC-CI'C,CR PrPs
P»C-PeP°CRCI'CHhPeP&C... P-P°CI'PsP+C-PI.

P— P+PsPeCr CI'CrPrPéPS

P”CrPPu
C+P°CI'C,Ps

PLCHC,PsCI'C,P°C,PéCPSP°®
PiC-PiPsC,PuPSP-C-CIJ.

PkPuC+P°CI'C,Ps

PHCEC,PpCEC-P°P»CEbPSP°
PiC-PiPuCEC,PuPSP-C-CIJ.

Pk PpuPIC-PrPsPjPs

P“C-PIPRCHC,PRCEPjC—CLL

P— P+PsPeCr PrPéC...P°P»CHPSPsC—
CI'PéCI'C,PuPjPé, PsCRPiP°PSC-PI
PiCRHCIPrPSPsC— PeP»C-C,PePé C,P°
CI'PuCHPuPrPsCI'C,C-PSPSCII

P"CrPYPu P—P°PeP»P°PrPuPSC-CI'C,CH PSPsCI'Pe.
C+P°CI'C,Ps
P”CrPYPu PHP»PuCHPIC-CPSC- P-P°PiP°P»PpuPSPSCII

CHC-PrPeC-CI'PSC-

P»PuPiPuPSPuPIPEC... P°P»CHPIPuPsP» C-
P»PuPiPuPSPuPIPsC— C,PeP°PSPEPSPé
(P°P»CHPIPaPsP»C-C,, CI'PEPSPrCHPsPj
P>PuC,C,P»PuCHP°).




P— P+PsPeCr CEP»CrPSPePsPIPs- P”CrPPu PYCrC...C-CI'C,CH Cr CHPsC,C-,
PePeCE€PePsPIPsPiPs C,CHP°PeC,Cr CfP°CI'C,Ps P-P°PiPsChH, PSCIrPrPsC,P°.

PKPRCP°CIC,Ps  |P’C-P°CEHPuCLL, P+P»CRPIP°PSPSCI],
PSP°P+CECIIPe CLIP-P&PeP®.

P C-PrPeC-CI'PSC- [P—P+C-P»CHCEPuPSPSCII
CI'P»PéPSPSPEC... P-P°P»PsP:,
PiP°CHP°P»C-C,PéC+PSP° PePéCEPePsPIP®
PSPuPiCRHPsC...C-PrPSC-CI'C,CH.

P— P+PsPeCr PiPuC+C-PSPePé C,P° P C-PrPeC-CI'PSC- [P-PsPIC,CIIPSP&CtCI].

PYPsPICtPsPIPéPIC-PrPSPeC... PKPuUCtP°CI'C,Ps  [PyPuC$C-PSPePsPIP® )
CE€P»CILIC...C-PI PSPuPrPsCI'C,P°C,PSC-CI'C,CIh
(PSP°PiCHPePeP»P°Pr

C...PsP»PuCI'C,P°C,PéC+PSP®
C...PIPsCHPsP+P° PiPuCC-PSPePé).

PxPuPIC-PrPsPjPs |P“PuPiP°C,PéC,.

P— P+PsPeCr C€PeC-CHPé C,P° P"CrPYPp P“C-PiPpCHPiC-PrCEHPsP-.
PiC-PrC€PeC-CEPSPsC— C+P°CI'C,Ps
PeP»C-C,PePsPIPEPSPé PkPuC+P°CI'C,Ps  [P’PéCI'P&PiP°PSPSCI],

CtCRC,P&PeP°CHC-C—, PSP°P+CHCILIPe
PsP+P»PéC+C+CILI.

P C-PrPeC-CI'PSC- [PhP»PsPiPuCtC-CL], ChPuP°PeCtC-C—
C,PsC,PsCI'PuPSCI'PéP+C-P»C-P-P°C+C-C—.

PkPuPIC-PrPsPjPs [PmPpPrPéPeP°PjPuPSC,PsP-PSP°
|[CHPuP°PeCtC-CII P:
PuPsP-PéPSPsC,C-P»C-C”Ch C-
|C1:“PéCl'“C,PijPSPéPjPé
CI'P&PjPiC,PsPjP°PjPé (DRESS).

P— P+PsPeCt PSPECEPsPe C,P° P§P°CI'C,Ps P1iPSCHCrCEPUPSPSCI]
CI'PpC+PsPIP&PIC-PrPSPEC. .. CI'PpCiPsPIP&PiCICIPeP°PSPSCLI.
CEP»CIIC...C-PI PkPuCtP°CI'C,Ps  [P—P°C,CHP&PjPeP° CI PuCiC-.
P— P+PsPeCr P§P°CI'C,Ps P+ CHPRPeC,PEP»CIHPSP®
CBPRPICEHPSPrCtPeC,PEPIPSPSC— PrP&CI'C,CFPSPeCTC-CIL.
CI'P&CIC,PpPjPé C,P° PkPuCtP°CI'C,Ps  [P“P°P»P°PeC,PsCEHPuCII.
PjPsP»PsCtPSPeC... P-P°P»PsP P C-PrPeC-CI'PSC- [P“C-PSPuPePsPjP°CI'C,C-CII.
P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé |PSP°CI'C,Ps P’'C,PsPjP°, PIC-PrC#CrC,C,CII
CI'PiCHP°PiPé.

P C-PrPeC-CI'PSC- [PiC-CRHPuPeCI'C-CI].
PTPSCEC- PICEHPsCLIPIPé P”CrPYP P—P+C-P»CHCEPUPSPSCLI PjP°CI Pé

C+P°CI'C,Ps C,C-P»P°.

P§P°CI'C,Ps PhHPSPsPjP°P»CHPSP®

PeP°CHPrC-PsPiCHP°PjP°,
C-PSC,PuCHPIP°P» QT PSP®
PeP°CRPrC-PsPiCHP°PjC-
PiPsPrPsPIPIPuPSPEPNe,
PePsPjPiP»PuPeCI’ QRS PSP°
PeP°CRPrC-PsPiCHP°PjC-
PiPsPrPsPIPIPpPSPEPNe,
PiC-PiPsPSP°C,CHC-C”PjC-CI].

PKPpCiP°CIC,Ps  |P—P+C-P»CHbCEPUPSPSCII
C-PSC,CBP°PsPeCtP»CLICHPSPSPiPs
C,P&CI PeCr.

P C-PrPeC-CI'PSC- [P—PjPuPSCEPuPSPSCII PjP°CI'Pé C,C-P»P°.
P”P&CI'C,,CrPSPeCTC-CII PiPuC+C-PSPePé,
PiC-PrPIPEC%oPuPSPSCII P»CrPYPSPsC—
C,PsCI'C,P°C,P°P-Pé PI PeCHPsPIC-,
PiC-PrPIP&C%oPuPSPSCII CEC-PIPSCII
C,CRP°PSCI'P°PjC-PSP°P-.




* PiICHPs PIPEPiP°PrPePé CI'CrC—CtPéPrP°P»CHPSPEC... PrCrPjPsPe P°P+Ps
PiPsPIPuPrC-PSPePé PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPsC,CLIPiPsPj P»C-PeCrPIP°PSPSCII
P°P+Ps PsPrCHP°P-Cr PiC-CI'P»CII PiCHP&éPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII
P°PjC-C,CRP&PiC,PéP»C-PSPsPj (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

** PiiCRHPs C,P°PeC- PIPéPiP°PrPePé PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PuCHPsC,PsPSC-PSPuCHPiC-C+PSP&C...
P»C-PeP°CHCI'CHbPePEC... P-P°CI'PsP+C-PI, C,P°PePéC... CLIPe
C,CHPECTP&PeP»C-C+PSC- P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB» C,P° B«P'P-P°C”PjPsPrC-CII
P- C-PSC£P&PjPé P»C-PeP°CRCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- C,PsCHPjPé
PIP-P°C”PjPsPrC-PNeB»).

P+ PiC-PrPuPjC-PsP»PsPiC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCLI, PI PsCI'PSPsPIPSPsPiCY
PiCHPsPIPuPrPuPSC- P-P° CfC+P°CI'C,ChR PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 50 CHPsPeC-PI,
PiPsPeP°P-P°P»Pé PiC-PrPIPEC%oPpPSP&PNe CEP&P-P&Pe PiPuCEPuP»PsPjC-PI PeC-CI'C,PsPe Cr
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CEP&PjCFCRC,CH PYPtP—P—PY C- TCAs. PiPuC...P°PSC-P-Pj
CEPsP-PIP&C,PeCt CtCHPsPiPs CP&P-P&PeCt PSPuPIC-PrPsPjPéPNe.

P’P°PYP»P&PIPs PiPsPIC-PrPsPjP»CILIC,Pé PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C$PSC-
CHPpP°PeCtC-C— PiC-CI'P»ClI PrPuCHPYP°PIPSPsC— CHPuC”CI'C,CHP°CtC-C—
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr. P!Pu PrP°C” P-PjPsPiCr PiCEPsPIPsPrPéC,Pé
PiPsCI'C,C-PN:PSP&PNe PjPsPSC-C,PsCEP&PSPi PePsCRP&CI'C,C- C,P° CHPéP-PEPeCY
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+C¥.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 5 CPsPeC-PL.

PJPjPsPIPé P-P+PuCEHC-PiP°PSPSCII. P—P+PuCHC-PiP°C,Pé PI
PsCHP&PIC-PSP°P»CHPSC-PNe CIPiP°PePsPICTC- Cr PSPuPrPsCI'C,CrPiPSPsPjCr PrP»CIl
PrC-C,PuPNe PjC-CI'CtC-. P>C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ PSPn
PiPsC,CHPuP+CrC” PsCI'PsP+P»P&PIP&C... CIPjPsPI P-P+PuCHC-PiP°PSPSCI].

PJPiP°PePsPIPeP®. 100 C,P°P+P»PuC,PsPe Cr PiP»P°CI'C,PéPePsPIPsPjCr
PePsPSC,PuPN:PSPUCEC- Ct PeP°CHC,PsPSPSC-PNe PePSCRPsP+C1C-.



PmP°C,PpPiPsCEC-CII PIC-PrPiCfCI'PeCt. P—P° CEPuCtPuPiC,PsP;.

P’PéCRHPsPxPSPéPe. PI'. P>CrPSPrP+PuPe Ph/PY (H. Lundbeck A/S).

PrC-CI'CtPpP-PSP°C...PsPrPIPuPSPSCII PIPéCHPsP+PSP&éPeP° C,P° PNePsPiPs
P°PrCHPuCIP° PjC-CI'CtCII PiCHPsPIP°PrPYPuPSPSCII PrC-CIIP»CHPSPsCI'C,C-.
OC,C,C-P»C-P°PIPpuPNe 9, 2500 P’P°P»P+C-, P”P°PSC-CILI (Ottiliavej 9, 2500 Valby, Denmark).



