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,PéPrPuPiCEPuCI'PEPIPSPEPNe C,P° P°PSP°P»PiPuC,PéC+PSPEPNe PuC, PuPeC,Pé
P-P°P-PIPéC+P°PNe PiCHPsCLIPIP»CIICRC,CHCI'CLI C+PuCEPuP- 2854 C,PEPIPSC-
C,PuCHP°PiC-C—, CI'PuPrP°C,PEPIPSPEPN: PuC,PuPeC, PiCHPé CtCHPsPjCr PSPu
P-PSPEPYCrC”C,CHCICIL

PxP°CEPjP°PePsPeC-PSPuC,PéPeP®.

PhHP+CIPsCRP+C{C-CII. PyPuCEPsCEP°P>CEbPSPéPNe PiCEPéPN:PsPj PiCRPpPiP°CEP°C,Ci PI C,P°P+P»PuC,PeP°C...
P-Ci-PjPsPIP»CRC” PrPsCI'CIIPiPSPpPSPSCII PjP°PeCIP&PjP°P»CHPSPsPiPs CFC-PIPSCII Ci CIPéCEHPsPIP°C,C1C-
PeCHPsPIC- PiCFPéP+P»PéP-PSPs C+PuCHPpP- 4 PiPsPrPéPSPé (i, = 3,89 B+ 1,87 PiPsPrPéPSPé; PrC-P°PiP°P-PsPS
1,938E"7,98 PiPsPrPéPSPé). PuC-CI'P»CII PiPuCEPsCEP°P>CEbPSPsPiPs PiCEP&éPNPsPjCt 50 PjPi CIPpCEPpPrPSCII
PIPpP»PéCiPEPSP° C,, = 30,95 B+ 9,61 PSPi/PjP», PrC-P°PiP°P-PsPS 10,858F 45,70 PSPi/PjP» (111,57 B+ 34,64
PSPjPsP»CEb/P»; PrC-P°PiP°P-PsPS 39,068F“164,52 PSPjPsP»CHb/P»). PYPuCHPuPrPSCII PIPpP»PéC{PEPSP°
P°P+CI'PsP»CERC,PSPsC— PiPuCHPsCEP°P»CHbPSPsC— P+C-PsPrPsCI'C,CiPiPSPsCIC,C- CI'C,P°PSPsPIPéC,CHb 53 %
(F,,.= 0,527 B+ 0,123; PrC-P°PiP°P-PsPS 0,21985"0,756).

P PsP-PiPsPrC-P».

PJCIIPIPSPEPN: PsP+’C”Pj CHPsP-PiPsPrC-P»Cr (Vd) B, PsCtC-PSPuPSP&PNe PiC-CI'P»CII
PIPSCtC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII, CI'C,P°PSPsPIP&éC,CH
1221 P» B+ 280 P»; Pr'C-P°PiP°P-PsPS 7698K“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,CRP&PiC,PéP»C-PS C-
PNePsPiPs PsCI'PSPsPIPSP&PN: PjPuC,P°P+PsP»C-C, 8" PSPsCHC,CHP&PiC,PéP»C-PS BR*
PiCEPsPSP&PeP°CRC,CH PeCEC-P-CH PiP»P°C+PuPSC,P°CEPSP&PN: P+P°CHEF™C”CH.

PJ PYC-PSPsPe, CIIPeC- PiPsPrCrChC,CH PiCHCrPrPrCh, P°PjC-C,CHPEPIC,PEP»C-PS C-



PSPsCEC,CEP&PiC,PéP»C-PS PiCEPsPSP&PeP°CRC,CH Cf PSPuPIPuP»P&PePEC. ..
PeC-P»CHPePsCI'C,CIIC... Cf PiCECIPrPSPy PjPsP»PsPePs. PYPiC-PIPIC-PrPSPsCEPuPSPSCII
PePsPSCPpPSC,CEP°CC-C— Cr PiCRCIPrPSPsPjCr PjPsP»PsCtC- C- CI'P6CHPSPIP°C,CtC-
PeCEHPsPIC- Ct PJC-PSPsPe CI'C,P°PSPsPIPEC,CHb 1:1. P PsP-CEP°C...CFPSPePsPIP®
PrPsP+PsPIP® PeC-P»CHbPeC-CI'C,CH (P°PjC-C,CHP&PIC,P6P»C-PS
PSPsCEC,CEP&PIiC,PéP»C-PS), CLIPeCt PsC,CEP&PjCFC” PSPuPjPsPIP»CLI, CI'C,P°PSPsPIP&C,CH
PiCEP&P+P»P&P-PSPs 2 % PjP°C,PuCEP&PSCI'CIhPePsC— 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-CII. In Vitro PjPuC,P°P+PsP»C-P-Pj P°PjC-C,CHP&PiC,PéP»C-PSCrF
PIC-PrP=CiPIP°C”C,CECI'CII PiPuCHPuPIP°PIPSPs CEP»CIIC...PsPj PrPpPjPuC,PéP»CRPIP°PSPSCII
(CYP2C19, CYP3A) C,P° PiC-PrCEHPsPeCI'PéP»CRPIP°PSPSCII (CYP2D6) P- PiPsPrP°P»CHCEPsCh
PePsPSBR ™ CRPiP°CtC-C”Ch P: PiP»CRPeCiCRPsPSPsPIPsCR PePéCIP»PsC,PsCR. PuCRHPé CtCHPsPjCr
PjPuC,P°P£PsP»C-P-Pj C...P°CHP°PeC,PuCRHP&P-CiC”C,CEbCI'CII PiPuPSPuC,PéCPSPs
P-CiPjPsPIP»PpPSPéPj PiPsP»C-PjPsCEHC, C-P-PjPsPj. PhCI'PSPsPIPSP&Pj P°PeC,PéPIPSPEPj
PjPpC,P°P£PsP»C-C,PsPj C” PIC,PsCHPéPSPSP&PNe P°PjC-PS PSPsCKHC,CHP&PiC,PéP»C-PS.
PkPsCHC,CRHP&PiC,PéP»C-PS CIIPIP»CIIC” CI'PsP£PsCh P+C-P»CHC€ PiPsC,CrPIPSP&PNe
C-PSPiC-PxC-C,PsCE P-P°C...PsPiP»PpuPSPSCII PSPsCHP°PrCHPuPSP°P»C-PSCf, PSC-P{
CI'PpCKHPsC,PsPSC-PSCr, C,PsPrC- CIIPe P°PjC-C,CHP&éPiC,PéP»C-PS PsPrPSP°PePsPIPsCh PjC-CHPsCh
CICI'PiC-CEPSPs PiCHPéPiPSC-C+CrC” P-P°C...PsPiP»PuPSPSCII PsP+PsC...
PSPpPNeCEPsPjPpPrC-P°C,PsCRC-PI. PtPSCEC- PjPuC,P°P+PsP»C-C,Pé (CtP&éCI- C- C,CHP°PSCI-10-
PiC-PrCEHPsPeCI'C-P°PjC-C,CHPéPiC,PéP»C-PS, P° C,P°PePsP{ CtPéCI- C- C,CHP°PSCI-10-
PiC-PrCRPsPeCI'PéPSPsCEHC,CHPéPiC,PéP»C-PS) C...P°CHP°PeC,PuCRHP&P-CrCRC,CHCI'CII

PiCHPsC, C-P»PnPj, C-PrPpPSC,PéC+PSPéPj C,P°PePsPjCr Cf PSPsCHC,CHPéPiC,PéP»C-PSCT, 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,CHP&PiC,PéP»C-PS-N-PsPeCIPéPr PiCRP&CI'CYC,PSC- Cf PiP»P°P-PjC- PeCHPsPIC- P»PéC€Pp PI
PSPpP-PSP°C+PSP&C... PeC-P»CHbPePsCI'C,CIIC..., PiCHPéC+PsPjCr PsCI'C,P°PSPSC-PNe P- PSPéC...
C1C-P»PePsPj PiPsP-P+P°PIP»PuPSP&PN: P°PeC,PéPIPSPsCI'C,C-. PJCI'C- PjPpC,P°P+PsP»C-C,Pé
PjP°CRC,CH PjPpPSCECTH P°PSC,PéC...PsP»C-PSPPCRHPiC-CPSCI P°PeC,PéPIPSC-CI'C,CHh
PiPsCEHC-PIPSCIIPSPs P- P°PjC-C,CEP&PiC,PéP»C-PSPsPj C- PSPsCEHC,CHP&éPiC,PéP»C-PSPsPj. P]
PiP»P°P-PjC- PrPsPjC-PSCiC” PI PeC-P»CHPeC-CI'PSPsPjCt PIC-PrPSPsCEPpPSPSC- P-P°PiP°P»CH>PSP&éPNe
PIPjC-CI'C, 10-PiC-PrCRHPsPeCI'PéPSPsCEHC,CHPéPiC,PéP»C-PSCr, PsPrPSP°Pe P+C-P»CHCEC-CI'C,CH
PjPuC,P°P+PsP»C-C,C-PI PjC-CI'C,CIIC,CEbCI'CII Ci PePsPSBR ™ CRPiPsPIP°PSPsPjCr CI'C,P°PSC-.

P+P»C-PjC-PSP°CtC-CII.

P§P°CI" PSP°PiC-PIPIPéPIPuPrPuPSPSCII (t,;) PrP»CII P°PjC-C,CHP€EPiIC,PEP»C-PSCr
PiC-CI'P»CII PiPuCHPsCRHP°P»CHPSPsPiPs PiCEP&éPN.PsPjCr CI'C,P°PSPsPIP&C,CH
PiCHhPePxP»PeP-PSPs 25 PiPsPrPePS (24,65 B+ 6,31 PiPsPrPePSPe, PrC-P°PiP°P-PsPS
16,4985“40,36 PiPsPrPéPSPé&). PYPuCHPpuPrPSCII PIPpP»P&CiPéPSP° CI'PéCIC,PpPjPSPsPiPs
PeP»C-CHPpPSCICr (Cl) CI'C,P°PSPsPIP&C,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-PSPuPSPsPjCr CI'C,P°PSC-
PSP&CHPeP°PjPé C” PSPuP-PSP°C+PSPEPj (PICHPéP+P»PEP-PSPs 2 %).

PYC,P°P+C-P»CHPSC- CI'CfPjP°CHPSC- CEC-PIPSC- PIPjC-CI'C,Cf
P°PjC-C,CRP&PiC,PéP»C-PSCr C,P° PSPsCHC,CRHP&PIC,PéP»C-PSCr Cr PiP»P°P-PjC- PeCEPsPIC-
PrPsCI'CIIPiP°CRC,CHCI'CII Cf P+C-P»CHCEPsCI'C,C- PiP°CtC-C”PSC,C-PI PiCEPsC,CIIPiPsPj 1
C,PéPYPSCII. P] C,P°PePsPjCr CI'C,P°PSC- CHC-PIPuPSCH Cr PiP»P°P-PjC- PeCHPsPIC-
PiCEPpPrCI'C,P°PIP»PuPSP&PN: PiCHPsC,CLIPiPsPj PrPsP+Pé PiCHP&P+P»P&P-PSPs
CHC-PIPSPsCR PjC-CEPsCh P°PjC-C,CHPEPIC,PéP»C-PSPsPj C- PSPsCHC,CHP&PiC,PEéP»C-PSPsP;
PiC-Pr C$P°CI' P»C-PeCrPIP°PSPSCII P- PIPéPePsCHPECI'C,P°PSPSCIIPj P-PIPECP°PN:PSP&C...



C,P°P+P»PuC,PsPe PICHPuPiP°CHP°C,Ct 3 CP°P-Pé PSP° PrPsP+Cr.
PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC2.

PJ PiP°CtC-C”PSC,C-PI P»C-C,PSCHhPsPiPs PIC-PeCt PICI'C,P°PSPSPIP»PuPSPEPNe
C,CRP&PIP°P»C-CEPEPNe PiPuCEC-PsPr PSP°PiC-PIPIPEPIPpPrPuPSPSCLI C,P°
P-PSP&PPuPSPSCII PsCEP°P»CEHPSPsPiPs (Clo) PeP»C-CEPuPSCI'Ct PIPSP°CI'P»C-PrPsPe
PjPuPSCE C-PSC,PuPSCI'PEPIPSPsPiPs PjPuC,P°P+PsP»C-P-PjCr.

P—PSPéPIPuPSPSCII C,C2PSPeCtC-C— PiPuCtC-PSPePé.

PiuPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé PjPsPYPp P-PjPuPSCEPEC,Pé
PiPpC+C-PSPePsPICT PuPeCI'C,CHP°PeCtC-Ch, C%oPs P-CrPjPsPIP»CRC” P+C-P»CIHCE
PIP&CI'PsPeP&PN: PIPjC-CI'C, PICHPuPiP°CHP°C,Cr Cr PiP»P°P-PjC- PeCHPsPIC-. PYP»C-Pr P-
PsP+PuCEPpPIPSC-CI'C,Ch PiCHPEP-PSP°C+P°C,Pé PiCHPuPiP°CHP°C,Pé PiP°C+tC-C”PSC,P°Pj P-
PiPpC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

P—PSPéPIPuPSPSCII C,C2PSPeCtC-C— PSPECEHPsPe.

PkP&CHPePsPIP®° PSPuPrPsCI'C,P°C,PSC-CI'C,CH PSPy PIPiP»P&PIP°C” PSP® PeC-PSPuC,PéPeCr
PiCHPuPiP°CHP°C,Cr.

P1PsP»C-PjPsCHC,C-P-Pj.

PPpC,P°P+PsP»C-P-Pj PICHPuPiP°CHP°C,Cr P-P°P»PpPYP&C,CHs PIC-Pr
PiPuPSPuC,P&C+PSPsPiPs PiPsP»C-PjPsCEC, C-P-PjCr (C-P-PsPuPSP-P&PjC-PI CYP2D6 C-
CYP2C19).

PuP°CHPjP°PePsPeC-PSPuC,PeC+PSPePNe/C,, P°CHPjP°PePsPrPePSP°PjC-C+PSPePNe
P-PIeR™ CLIP-PsPe. PyPuCRHP°PiPuPIC,PEC+PSP° PePsPSCtPuPSC,CHP°C+C-CII Cr
PiP»P°P-PjC- PeCHPsPIC- PiCEPé PIPuP»PéPePEC... PrPuPiCHPuCI PEPIPSPéC...
CHPsP-P»P°PrP°C... CI'C,P°PSPsPIP&C,CH 808200 PSPi/PjP» (=28085“700 PSPjPsP»CEb/P»)
(CRP°P-PsPj PrP»CII P°PjC-C,CRHP&PiC,PéP»C-PSCi- C- PSPsCEHC,CEPéPiC,PéP»C-PSCT). P C-PIPSC-
PiPsPSP°Pr 300eF“400 PSPi/PjP» PiPsPIBE ™ CIIP-P°PSC- P- PiC-PrPIPéC%oPpPSPéPj CHPéP-PéPePsPj
PiPsCECrCEPuPSPSCII PiCHPsPIC-PrPSPsCI'C,C- CIPuCRC1CII Cf PIP&PiP»CIIPrC-
PiPsPrPsPIPYPuPSPSCII PePsPjPiP»PpPeCI'Ci QRS P°P+Ps PY AV-P+P»PsPeP°PrPé.

PuP»C-PSC-C$PSC- C...P°CRHP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.
P’PpP»PéPeP&éPNe PrPpuPiCHPuCI PEPIPSPEPN: CHPsP-P»P°Pr.

P&PpuPNeCHPsPiP°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,PéPeP° PjC-PiCHPRPSC-.

PkC-C+PSP&PN. PuPSCrCHPuP- Cf PrC-C,PpPNe PIC-PePsPj PIC-Pr 11 CEPsPeC-PI P-P° CfPjPsPIPé
PIC-PrCI'CtC,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»).

PuCEPsC,PéPiPsPeP°P-P°PSPSCIL.

P“C-PiPpCHC+CrC,P»P&PIC-CI'C,CH PrPs P°PeC,PéPIPSPsC— CHPuCtPsPIPEPSPé P°P+Ps
P+CrPrCb-CIIPePsC— C-P- PrPsPiPsPjC-PIPSPeC... ChHPuCtPsPIPEPS PiCHPuPiP°CHP°C,Cr.

P&PuC%oPsPrP°PIPSPs PiPpCEPuPSPuCI PuPSPEPNe C-PSC, P°CEPeC, PjC-PsPeP°CHPrPe.
P‘CfPrCHb-CLIPePsPiPs CEPsPrCt P+P»PsPeP°PrPé P°P+Ps PiPsCECrCEPUPSPSCLI CRPEC, PjCr
CI'PuCEC1CLI, P° C,P°PePsPY PSPuPrPsCI'C,P°C,PSC-CI'C,CHb PePsCHPsPSP°CHPSP&C...
P°CHC,PuCEC-Phe.

PhPrPSPsC+P°CI'PSPu P»C-PeCrPIP°PSPSCII C-P- P-P°CI'C,PsCI'CFPIP°PSPSCLIPj PtPmPhPh
(C-PSPiC-P+C-C,PsCFC-PI PjPsPSPsP°PjC-PSPsPeCI'P&éPrP°P-Pé) PiCEPsC,PéPiPsPeP°P-P°PSPy
(PrP&PI. CRPSP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CHCI CHPeP&PjPE
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPSPrC-PN:B»).

PhPrPSPsC+P°CI'PSPu PiCHP&P-PSP°C+PuPSPSCII P°PjC-C,CHPEPIC,PéP»C-PSCT C,P° PtPwPhPh
PjPsPYPpu P-CrPjPsPIP&éC,Pé CHPsP-PIP&C,PsPe CI'PuCEPsC,PsPSC-PSPsPIPsPiPs
CI'PEPSPrCEHPsPjCr (PiPsC”PrPSP°PSPSCII CI'PéPjPiC,PsPjC-PI, C%oPs, PjPsPIP»P&PIPs,
PIPeP»CRC+P°C” C,CHPEPIPsPIPSPu P-P+CrPrPIPuPSPSCII, CI'PiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-, C,CHPuPjPsCH, PjC-PsPeP»PsPSCICI’ C- PiC-PiPuCHC,PuCEPjC-Ch).

P>C-PeCrPIP°PSPSCII C-P- P-P°CI'C,PsCI'CFPIP°PSPSCLIPj P°PjC-C,CEP&PIC,PEP»C-PSCY
PjPsPYPSP° PiPsC+P&éPSP°C,Pé C+PuCRPpP- 14 PrC-P+ PiC-CI'P»CLI PiCRP&PiPEPSPuPSPSCII
PiCEHP8PN:PsPjCt PSPuPsP+PsCEPsC,PSP&C... PSPRCI PuP»PpuPeC,PEPIPSPEC. .. PtPmPhPh, P°
C,P°PePsPY PSPy PjPuPSCE PSC-P{ C{PuCHPuP- 1 PrPsP+Cr PiC-CI'P»ClI
PiCEHP&PiP6PSPuPSPSCII P-P°CI'C,PsCI'CrPIP°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 PtPmPhPh PjPsPPSP°
CERPsP-PiPsCP&PSP°C,Pé C+PuCHPuP- 14 PrC-P+ PiC-CI'P»ClI PiCEP&PiPéPSPuPSPSCII
PiCEP&PN:PsPjCr P°PjC-C,CEP&PiC,PEP»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°CECI'CHbPePéPjPé 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—



PuuCHPsC,PePiPsPeP°P-P°PSC- PePsPjP+C-PSP°C1C-C—

P1PSPiC-P+C-C,PsCEPé PrPhPh (PSPuCIPuP»PuPeC,PPIPSC-, P° C,P°PePsPY
CI'PuP»PuPeC,PEPIPSC- Ph [PjPsPeP»PsP+PuPjC-Pr] C- P’ [CI'PuP»PuPiC-P»C-PS]) BR"
CHP&P-PéPe CI'PuCEPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCrt (PrPéPI. CEPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

PkPpP+P°PIP°PSC- PePsPjP+C-PSP°CtC-C—

PYPéPjPiP°C,PsPjC-PjPuC,PéCPSC- P-P°CI PsP+Pé: P°PjC-C,CEP&PiC,P&P»C-PS P-PrP°C,PSPEPNe
PiPsC,PuPSC+C-CRPIP°C,Pé PeP°CHPrC-PsPIP°CI'PeCrP»CLICHPSC- PuC, PuPeC,Pé
P°PrCHPpPSP°P»C-PSCY, PuC, PuPrCHPéPSCY, C-P-PsPiCEPpPSP°P»C-PSCY,
PSPsCHP°PrCEPpuPSP°P»C-PSCY, C,PuPSC-P»PuC,CHPEPSCYF C-
C,,PuPSC-P»PiCRHPsPiP°PSPsP»P°PjC-PSCr (CLIPeC-, PjC-CI'C,CLIC,CHCI'CI],
PSP°PiCHP&PeP»P°Pr, Ct CI'PeP»P°PrC- P°PSPuCI'C,PuC,PéPeC-PI PjC-CI'CtPpPIPsC— C,P°
P-P°PiP°P»CHPSPsC— PrC-C— C,P° PSP°P-P°P»CHPSPEC... PrPuPePsPSPiPuCIC,P°PSC,C-PI).

P'P»PsPeP°C,PsCFPé P°PrCEPuPSPuUCEPiC-C#PSPEC... PSPuPN.CEPsPSC-PI:
C,CHP&C1P&PeP»C-C+PSC- P°PSC,P6PrPuPiCEPuCI'P°PSC,Pé PjPsPYCIC,CHb
PiPpCEPuCEPePsPrPIP°C,Pé P°PSC,P&PiC-PiPpCEC, PuPSP-PéPIPSPEP] PuC, PuPeC,P°Pj
P°PSC,Pé&PiC-PiPuCEC,PuPSP-PEPIPSPEC. .. P-P°CI'PsP+C-PI C{PuPSC,CEP°P»CHPSPsC—
PrC-C—, C,P°PeP&C... CLIPe PiCFP°PSPuC,PéPrP&PS, P+PuC,P°PSC-PrPéPS, CHPuP-PuCEPIC-PS,
PeP»PsPSC-PrP&PS C- PjPuC,PéP»PrPsPiP°. P PuPePsPjPuPSPrCrC”C,CECICL
PiPuCEPuPiP»CLIPSCIC,Pé CFCI'CR CI'C...PuPjCt P°PSC,P&PiC-PiPuCEC,PuPSP-P&PIPSPSC—
C,PuCHP°PiC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII P- PIP§PePsCHPECI'C,P°PSPSCLIP]
C,CRP&CTPEPeP»C-C+PSP&C... P°PSC,P&PrPuPiCHPRCIP°PSC,C-PL.

PhPSC,PéC...PsP»C-PSPuCEPiC-C+PSC- P-P°CI'PsP+Pé: C,ChPéCtPéPeP»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°CRCI'CHPePEC... P-P°CI'PsP+C-PI CI'C,PsCI'PsPIPSPs PsPeP°,
CtPpPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé, PeP6CEPNCHPSPEPeCY C-
CI'PuC+PsPIPsPiPs PjC-C...CfCHP®; CI'P»C-Pr CfPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-
PSP&PjPé P-P°CI'C,PsCI'CrPIP°PSPSCII C+PuCEPuP: PiC-PrPIP6C%oPuPSPéPNe CHP&P-PéPe
PiP°CRP°P»C-C,PéC+PSPsC— PePéCEPePsPIPsC— PSPuPiCHPsC...C-PrPSPsCI'C,C-,
PiC-PiPuCHPiC-CHPpPeCI'C-C— C,PsC%oPs.

P>C-PeP°CHCI' CHPeC- P-P°CI'PsP+Pé, C%oPs CI'PiCFPéC+PéPSCIICEC,CH
PiPsPrPsPIPJPuPSPSCII C-PSC,PuCHPIP°P»Cé QT PSP°
PuP»PuPeC,CHPsPeP°CEPrC-PsPiCEP°PjC-, PI C,PsPjCt C+P&éCI'P»C-
PiCHPsC,PéP°CRPeC,PjC-C+PSC- PICRPpuPiP°CHP°C,Pé, C,P°PeC- CIIPe
C...C-PSC-PrPéPS, P°PSC,PéPiC-CI'C,P°PjC-PSPSC- 8R“ P°CI'C,PuPjC-P-PsP» C,P°
C,PuCHC, PuPSP°PrPéPS, PrPuClIPeC- P°PSC,PéPiCI'P&C...PsC,PéCPSC- P»C-PePé
(P-PsPeCHPuPjP° PiC-PjPsP-PéPr C,P° CI'PuCHC,PEPSPrPsP»), CtPéP-P°PiCHP&PT,
PiP°P»PsC,P°PSC,CHPé&PS 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 CHP°P-C- PiCHPEPN:PsPjCr CHP°P-PsPj P-
C,CHP&CtP&PeP»C-C+PSPEPjPé P°PSC,PéPrPuPiCHPuCI'P°PSC,P°PjPé.
P1iPsC,CHPpP+CrC” PsP+PuCHPuPYPSPsCI'C,C- PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CFPIP°PSPSCII P°PjC-C,CHP&PiC,PéP»C-PSCr C,P° PjPuC,P°PrPsPSCr
C+PuCHPuP- PjPsPYP»PEPICT PrPsPrP°C,PePsPICr PrC-Ch PSP° C-PSC,PuCHPIP°P» QT



C,P° PiC-PrPIP&éC%oPuPSPéPN. CEP&P-PéPe PIPEPSPéPePSPuPSPSCII CI'PuCEPN:PsP-PSP&C...
CI'PuCHCtPuPIPs-CI'CrPrPEPSPSPEC... PiPsPrC-PNe.

PhP+PuCHPuPIPSC-CI'C,CH C,P°PePsPY CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiCRPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P°PjC-C,CRP&PiC,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°PiCEP&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°PSPSCI]I P°PjC-C,CHPEPiIC,PEP»C-PSCr C,P° C,C-PsCHP&PrP°P-PEPSCT
(CI'CfP+CI'C,CEP°C, CYP2D6) C+PuCEPuP- C-PSPiC-P+CrPIP°PSPSCII PjPuC,P°P+PsP»C-P-PjCr
C,C-PsCEP&PrP°P-PEPSCY C-, C1IPe PSP°CI'P»C-PrPsPe, PiC-PrPIPéC%oPpPSPéPNe CHP&P-PéPe
CI'PuCHCtPpPIPEC... 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'CrP+CI'C,CREP°C, CYP2D6) C,P° C,CEP&CtPéPeP»C-C$PSPEC...
P°PSC,PéPrPuPiCEPuCI'P°PSC,C-PI (TCAs), C,P°PePéEC... CLIPe P°PjC-C,CHP&PIC,PéP»C-PS,
P-P+C-P»CHCECIC” CHPEP-PéPe CI'CrPrPsPjPSP&C... PSP°PiP°PrC-PI C,P°
CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCt. PiCHC-Pj C,PsPiPs, CtCLI
PePsPjP+C-PSP°CtC-CII PjPsPYPp PiCEP&PiPSC-C+CrPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj
C,CHP°PjP°PrPsP»Cr PrPs P°PeC,PéPIPSPsPiPs 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,PuCREP+C-PSP°C,C-PS (C-PSPiC-P+C-C,PsCE CYP2D6),
P-CrPjPsPIP»CRCRC,CH P-P+C-P»CHCEPuPSPSCII CEC-PIPSC-PI P°PjC-C,CRP&PiC,PEP»C-PSCF
C,P° PSPsCEC,CRHP&PiC,PéP»C-PSCr PI CI'PECEPsPIP°C,CtC- PeCEPsPIC- C,P°
PIPECRHP°PIPuPSC-CI'C,CH CI'CrPiCrC,PSCHPsC— C,PsPeCI'PéC+PSPsCI'C,C-.
PyCHP°PiP»CIIP»P&CI'CII PIPEPiP°PrPePé PSPuPiCHP&EC,PsPjPSPsCI'C,C- C,P° P°CRP&C,PjC-C—
C,PéPiCr torsade de pointes.

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

PYPuCEPsC,PsPSC-PSPuCHPiC-C+PSC- P»C-PeP°CECI'CHPeC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe
P+CrPiCHPuPSPsCHC, C-PS, PsCI'PeC-P»CHPePé PiC-PrPIPEC%oCrC”C,CHCI'CLI CHP&P-PéPe
CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCr, PiPsC,PuPSC+C-PNePSPs
PSPuP+PpP-PiPuC+PSPsPiPs PrP»CII PYP&C,C,CLI CI'C,P°PSCT (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P”PpPiCHPuCI'P°PSC,Pé PIPkPY: P°PjC-C,CHPEPIC,PéP»C-PS PjPsPIPu PiPsCI'PéP»CRPIP°C,Pé
CI'PpPrP°C,PéPIPSC- PuC, PuPeC,Pé P°P»PePsPiPsP»Ch, P+P°CHP+C-C,CrCHP°C,C-PI C,P°
C-PSCE€Pé&C... P-P°CI'PsP+C-PI PiCHPéPiPSC-C+PuPSPSCII P!PKPY.

PxP°CEPjP°PePsPeC-PSPuC,P6C+PSC- PIP-P°C”PjPsPrC-C—

P’PiP»PéPI C-PSCEPEC... PjPuPrPéPeP°PjPuPSC,PsP-PSPEC... P-P°CI'PsP+C-PI PSP°
C, P°CEPjP°PePsPeC-PSPuC,PéPeCé P°PjC-C,CFPEPiC,PéP»C-PSC3

P{CEP&CTP&PeP»C-C+PSC- P°PSC,P&PrPuPiCEHPUCIP°PSC,Pé (PyPYPY), PIPeP»CRCP°CRCPS
P°PjC-C,CEP&PiC,PéP»C-PS, CI'PiPLCECECE PjPuC,P°P+PsP»C-P-CfCRC,CHCICII
C-P-PsPuPSP-P&PjP°PjPé CYP2D6 C,P° CYP2C19 CtP&C,PsC...CHPsPICY P 450 PiPuC+C-PSPePé,
CLIPeC- C...P°CEP°PeC,PuCEP&P-CFCRC,CHCI'CLI 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»CFCPPPSC- Ct PjPuC,P°P+PsP»C-P-Pj P°PjC-C,CEP&PIC,PéP»C-PSCY.

P}PSPiC-P+C-C,PsCEPé CYP2D6: C-P-PsPuPSP-P&Pj CYP2D6 PjPsPYPu
PiCHP&PiPSC-C+CrPIP°C,PECI'CLI P+P°PiP°C,CHbPjP° P»C-PeP°CEHCI CIHhbPePEPjPé
P-P°CI'PsP+P°PjPé, PSP°PiCEP&PeP»P°Pr PSPuPN.CEPsP»PuPiC,PEPeP°PjPé,
C-PSPiC-P+C-C,PsCEP°PjPé P-PIPsCHPsC,PSPsPiPs P-P°C...PsPiP»PpPSPSCII
CI'PpCHPsC,PsPSC-PSCE, P+P»PsPeP°C,PsCEP°PjPé B-P°PrCHPuPSPsCEPuCtPuPiC,PsCHC-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,PsCEC-PI CYP2D6 C” P+CrPiCEPsPiC-PsPS,

C, P»CrPsPeCI'PuC,PéPS, PiP°CEPsPeCI'PuC,PéPS C- C...C-PSC-PrPéPS. P!C-
PiCHPuPiP°CHP°C,Pé PjPsPYCIC,CHb PiCRP&P-PIPuCI'C,Pé PrPs C-CI'C,PsC,PSPsPiPs
P-PjPuPSCEPUPSPSCII PsP+PjC-PSCt CRPuC+PsPIPEPS C,P° P-PSP°C+PSPsPiPs
PiC-PrPIP8C%oPpPSPSCII PePsPSCHPRPSC,CEP°CtC-C— PyPYPY PI PiP»P°P-PjC-. PYP»C-Pr
PePsPSC,CEPsP»CRPIP°C,Pé CEC-PIPUPSCH PePsPSCHPRPSC,CEP°CtC-C— PyPYPh PI
PiP»P°P-PjC- Ct CEP°P-C- PIPIPuPrPuPSPSCII TCA CI'PiC-P»CIbPSPs P- C-PSCEPEP;
PiCEHPuPiP°CHP°C,PsPj, CLIPeP&PN:, CLIPe PIC-PrPsPjPs, C” CI'P&P»CIHbPSPEPj
C-PSPiC-P+C-C,PsCEPsPj CYP2D6. PkPpPsP+C...C-PrPSPs PICI'C,P°PSPsPIPEC,Pé PrPsP-Cr
P°PjC-C,CEP&PiC,PEP»C-PSCE. P PuPePsPjPpPSPrCrC”C,CECI'CLI P+CrC,Pé
PsP+PuCEPpPYPSP&PjPé Cf CRP°P-C- PsPrPSPsCP°CI'PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII
P°PjC-C,CHP&PiC,PéP»C-PSCF P- PrCP»PsPeCI"PuC,PEPSPsPj, PiPsPjC-CEPSP&P;
C-PSPiC-P+C-C,PsCEPsPj CYP2D6.

PtPSCEC- C-PSPiC-P+C-C,PsCFPé CtPéC,PsC...CEPsPjCé P450: CtP&PjPuC,PEPrPEPS C-
PjPuC,PéP»C, PuPSC-PrP°C,, P° C,P°PePsPY PiCHPuPiP°CHP°C,Pé P+P»PsPeP°C,PsCHC-PI
PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI (PSP°PiCHP&PeP»P°Pr PrPéP»C,C-P°P-PuPj C,P°
PIPuCHP°PiP°PjC-P») PjPsPYCrC,CH PiC-PrPIP&C%oCrPIP°C,Pé CRHC-PIPSC-
C,CRP&CtP&PeP»C-C+PSPé&C... P°PSC,PEPrPuPiCHPuCIP°PSC,C-PI Ct PiP»P°P-PjC- PeCHPsPIC-
C- PIC-PrPiPsPIC-PrPSCrt C,PsPeCI'PéC+PSC-CI'C,Clb.

PtP-PsC,PuCEPjPuPSC,Pé CYP3A4 C,P° CYP1A2 PjPuC,P°P+PsP»C-P-CrCRC,CH
P°PjC-C,CRHP&PIC,PéP»C-PS PI PjPuPSCEC-PNe PjC-CHC-. PuCHPsC,Pu C,P»CrPIPsPeCI'P°PjC-PS
(CI'P&P»CHhPSPEPN. C-PSPiC-P+C-C,PsCH CYP1A2) P-P+C-P»CHCECIC”
PePsPSCtPuPSC,CHP°CtC-Ch P°PjC-C,CRPé&PIC,PéP»C-PSCr 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° CHP&C,PsPSP°PIC-CH.

PyCEPEC1PEPeP»C-C+PSC- P°PSC,PéPrPuPiCEPUCT P°PSC,Pé C- PSPUPNeCFPsP»PuPiC,PéPePé
PIP-P°C”PjPSPs PiCEP&PiPSC-C+CtCRC,CHb PjPuC,P°P+PsP»C-P-Pj PsPrPéPS PsPrPSPsPiPs; CtPp
PjPsPYPu PiCEP&P-PIPUCI'C,Pé PrPs P-PSPEPIPRPSPSCII CI'CtPrPsPjPSPsPiPs PiPsCEPsPiP° C-
PiPsCIIPIPé CI'C{PrPsPj. PmPsPPu P+CrC,Pé PSPuPsP+C...C-PrPSPsCh PePsCHPuPeCtC-ClI
PrPsP- P-P°P-PSP°C+PuPSP&C... P»C-PeP°CECI'CHbPEPEC. .. P-P°CI'PsP+C-PL.

PtPSPrCéPeC,PsCEPé CtPéC,PsC...CEPsPjCé P450: ChPeC,P°PjPiC-CtPéPS, C,PuPSC-C,PsC—PS,
P+P°CRHP+C-C,CrChHP°C,P¢, PeP°CHP+P°PjP°P-PuPiC-PS C,P° PiCHPuPiP°CHP°C,Pé
P-PIC-CRHPsP+PsCh (Hypericum perforatum) PjPsPCfC,CH PiPsCI'PéP»CRPIP°C,Pé
PjPuC,P°P+PsP»C-P-Pj C- C,PéPj 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-
PeCEHPsPIC- C- P-PjPuPSCEPuPSPSCII P°PSC,PéPrPuPiCRPuCI'P°PSC,PSPsPiPs PuC, PuPeC,Cr.



PJ PiCEPéCI'C4C,PSPsCI'C,C- PuC,P°PSPsP»C#é PIC-P»CHPSC- PiP»P°P-PjPsPIC-
PePsPSCtPpPSC,CHP°CtC-C— P°PjC-C,CEP&PiC,PéP»C-PSCY C- PePsPSCtPuPSC,CHP°CtC-C—
PSPsCHC,CHPEPiIC,PéP»C-PSCr P+CrP»Pé P-P+C-P»CHCEPpPSC-.

PpPsPSCHPuPSC,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' CZPIP°PSPSCII.

PuuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PIPECI PsPePéC... PrPsP- PiCHPuPiP°CRHP°C,Cr
P-CHPsCI'C,P°C” C-PjPsPIC-CEPSC-CI'C,CH CEPsP-PIPEC,PeCr PiPsCHCrCEPuPSCH CHP&C,PjCr
CI'PuCRHCtCII C- C,CIIPYPePsC— P°CHC,PuCRC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C—.

P PsP-PIP&C,PsPe C,P°PeP&C... CI'C,P°PSC-PI PjPsP{P»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.

PuPsPrPsPIPYPuPSPSCII C-PSC,PuCHPIP°P»Cr QT.

PuPsPIC-PrPsPjP»CILICRC,CH PiCHPs PIPEPiP°PrPePé PiPsPrPsPIPIPuPSPSCII
C-PSC,PuCHPIP°P»Cr QT C,P° P°CEP&C,PjC-C— PI PiC-CI'P»CIIPsPiPpCHP°C1+C-PN:PSP&PNe
PiPpCHC-PsPr. P— PsP+PuCRHPuPIPSC-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°PSPsCh CI'PuCHCtPuPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps
PiP°CtC-C”PSC,P°Pj, CIIPeC- PsPrPSPsC+P°CI'PSPs PiCKP&éPN.PjP°CRC,CH PiCHPuPiP°CHP°C,Pé,
C%oPs PiCEPsPrPsPIPICrCRC,CH QT. P+P»PuPeC,CHPsP»C-C,P6C+PSC- CHPsP-P»P°PrpPé
(PiC-PiPsPeP°P»C-C”PjC-ClI, PiC-PiPuCHPeP°P»C-C”PjC-CLl, PiC-PiPsPjP°PiPSC-C"PjC-CLlI),
CIIPe PIC-PrPsPjPs, C” C,P°PeC,PsCEP°PjPé, C%oPs PiC-PrPIPEC%oCrCRC,CH
PiCHPsP°CRHP&C,PjC-C+PSP&PN. CHPEP-PéPe.

P—P°CI'C,PsCI'CFPIP°PSPSCII P°PSPuCI'C,PuC,PéPeC-PI PSP° C,P»C- C,PuCHEP°PiC-C— C,CHPé-
/C,PuC,CHP°CtPéPeP»C-CPSP&PjPé P°PSC,PéPrPuPiCHPuCI'P°PSC,P°PjPé PjPsPIPu
P-P+C-P»CHCECIPIP°C,Pé CHP&P-PéPe P°CHPEC,PjC-PNe C,P° P°CHC,PuCHC-P°P»CHPSPsC—
PiC-PiPsC,PuPSP-C-C—. PuPs PjPsPYP»P&PIPsCI'C,C- PSPuPsP+C...C-PrPSPs
PiCEP&PiP&PSP&C,Pé P-P°CI'C,PsCI'CIPIP°PSPSCII P°PjC-C,CHP&PiC,PéP»C-PSCY P-P°
PrPpPeC-P»CHPeP° PrC-P+ PrPs C...C-CHCrCRPiC-C+PSPsPiPs PIC,CECrC+P°PSPSCII. PJ
CHP°P-C- PSPuPIC-PrPeP»P°PrPSPsPiPs PsPiPuCHP°C,PéPIPSPsPiPs PIC,CECrC+P°PSPSCII
PsP+PsPIBF ™ CLIP-PePsPIPéPj C” C-PSC, PsCEHPjCrPIP°PSPSCLI P°PSPuCI'C,PuP-C-PsP»PsPiP°
PiCEPs P»C-PeCrPIP°PSPSCII P°PjC-C,CHP&PIC,P&éP»C-PSPsP;.

PhCI'PsP+P»P&PIP° C{PIP°PiP° PiPsC,CEC-P+PSP° Ct CEP°P-C- PiCEP&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” PiCEPpPiP°CEP°C,Pé C,P6CEPuPsC—PrPSP&C... PiPsCEPjPsPSC-PI,
PsCI'PeC-P»CHbPePé PjPsPP»P&PIP&PNe CFPsP-PIP&C,PsPe P°CEP&C,PjC-PNe CI'PuCHCCLL

PI'PIPSCEC- P»C-C,PSCHbPsPiPs PIC-PeCt PsCI'PsP+P»P&PIPs CI'C...PéP»CHhPSC- PrPs
CEPsP-PIP&C,PeCr PiPsCI'C,CtCHP°P»CHPSPSC— PiC-PiPsC,PuPSP-C-C— PiC-Pr CP°CT’
P»C-PeCrPIP°PSPSCII P°PjC-C,CEHP&PIC,PEP»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+PuCHPpPIPSC-CI'C,Ch C...PIPsCEPéPj C-P- CI'CFPrPsPjPSP&PjPé CEPsP-P»P°PrPoPjPs,
P-P°C,CHPé&PjPePsCh CI'PuC+C-, PiC-PiPuCEC,CHPsC,C-C”Ch PiPuCHPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé, PiC-PiPuCHC,PECEPuPsP-PsPj, PiICHPé PSP°CIIPIPSPsCI'C,C-
PiP°CHP°PSPsC—PrPSPEC... CI'PéPjPiC,PsPjC-PI, P° C,P°PePsPY C,CILIPPeP&C...
P-P°C...PIPsCRCRPIP°PSCH PiPuCtC-PSPePé P°P+Ps CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsC—
CI'PECI'C,PuPjPé, pylorus stenosis C,P° paralytic ileus.

PJ PiP°CtC-C”PSC,C-PI P- CEC-PrPeC-CI'PSP&Pj CI'C,P°PSPsPj PjP°P»PsC— PiP»P&P+P&éPSPé C-
PICFP-CHPePsPiPs PeCrC,P° PiPuCHPuPrPSCHPsC— PeP°PjPuCHPé PsPeP° PjPsPYP»P&PIPp
PiCEPsPIPsPeCrPIP°PSPSCII PSP°PiP°PrC-PI PiPsCI'C,CHPsC— PiP»P°CrPePsPjPé
PIPSP°CI'P»C-PrPsPe PrPéP»P°C,P°CtC-C— P-C-PSP&CtC-.

P”PpPiCEPuCI'C-CII PiPsPIBF ™ CIIP-P°PSP° P- PiC-PrPIP8C%oPuPSP&Pj CHPEP-PéPePsPj
PiPsCIIPIPé CI'CfC—CtP&PrP°P»CIHPSP&EC... PrCrPjPsPe, CI'P°PjPsPiPsCEPePsPrPIPuPSPSCI],
CI'CrC—CtPéPrCr (C,P° PiPsPIBR™ CIIP-P°PSPEC... P- PSPEPj PiPsPrC-PNe). PyP°PePEPNe
CHPéP-PéPe PjPsPPu C-CI'PSCIPIP°C,Pé P°PY PrPs PrPsCI'CIIPiPSPuPSPSCII CI'C,C-PNePePsC—
CHPpPjC-CI'C-C—. PhCI'PeC-P»CHPePé PiPsP»C-PiCEPuPSPSCII PjPsPIPu PSPu
PIC-PrP+CrC,P&éCI'CII PiCHPsC,CIIPiPsPj PiPuCHCEPEC... PeC-P»CHhPePsC... C,PEPIPSC-PI
P»C-PeCrPIP°PSPSCII P°P+Ps PrPsPICEPy, PiP°CtC-C”PSC,Pé PiPsPIPEPSPSC- P+CrC,Pé PiC-Pr
PiP&P»CHPSP&Pj PePsPSC,CHPsP»PuPj, PiPsPePé C,P°PePy PiPsP»C-PiC€PuPSPSCII PSPu
PIC-PrP+CrPrPuC,CHhCI'CII. P+P- P-P°PiP°P»CHPSPsPiPs PeP»C-PSC-C+PSPsPiPs
PrPsCI'PIC-PrCr PIC-PrPsPjPs, C%oPs CHP&éP-PéPe CI'P°PjPsPiCrP+CI'C,PIP° PjPsPYPu
PiPsCI'PéP»CRPIP°C,PECI'CLI PSP°® PiPsC+P°C,PePsPIP&C... PuC,P°PiP°C... PsPrCIrPIP°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$PSPéPj CI'C,CrPiPuPSPuPj CI'CrC—CtPéPrP°P»CHPSPEC... PrCrPjPsPe PrPs
PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCI], CIIPe PIC-PrPsPjPs, CI'C...PéP»CHPSC- PrPs
P+C-P»CHCEPsPiPs CRP&P-PéPeCr CI'CrC—CtP&PrCr P°P+Ps CI'PiCHPsP+ CI'CfC—CtPéPrCr C-
PiPsPIPEPSPSC- PiPpCEPuP+CrPIP°C,Pé PiC-Pr CHPuC,PuP»CHPSPEP] PSP°PiP»CIIPrPsPj PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII. PrPuC,P°P°PSP°P»C-P: PiP»P°CtPuP+Ps-
PePsPSC,CHPsP»CHbPsPIP°PSP&C... PeP»C-PSC-CPSPEC... PIPéPiICHPsP+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+PSP&PjPé CRHPsP-P»P°PrP°PjPé PiPsPeP°P-P°PI
PiC-PrPIP&C%oPuPSP&PN. CHP&P-PéPe CI'CrC—CtPéPrP°P»CHhPSPsC— PiPsPIPuPrC-PSPePé
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- P°PSC,PéPrPuPiCHPuCI'P°PSC,C-PI PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPuP+Ps Cr PiP°CtC-C”PSC,C-PI PIC-PePsPj PrPs 25 CEPsPeC-PI. PJPIP°PPSP&PN:
PSP°PiP»CIIPr P-P° PiP°CtC-C”PSC,P°PjPé C-, P-PsPeCEPuPjP° P-P° C,PéPjPé, C...C,Ps PjP°C”
PIP&CI'PsPeP&PN. CEP&P-P&Pe CI'CFC—CtPéPrP°P»CHhPSPsC— PiPsPIPuPrC-PSPePé,
PiPsPIPEPSPuPS CI'CfPiCHPsPIPsPrPYCrPIP°C,Pé C,PuCEP°PiC-Ch PiCHPuPiP°CRP°C,PsPj,
PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCt 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»CHPSPéPePé) PiPsPIPEPSPSC- P+CrC,Pé
PiPsPiPuCEPpuPrPIPuPSC- 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 Cf PiPsPIPuPrC-PSCtC- C,P° P-PIPuCHPSPuPSPSCI]I P-P° PjPuPrPéC+PSPsCh
PrPsPiPsPjPsPiPsCh, CIIPeC%oPs CtC- CI'P&PjPiC,PsPjPé PiCKP&CI'CrC,PSC-.

PJ] C...PIPSCRP&C..., CLIPeC- CI'C,CEP°PIPrP°CRC,CH PSP° PjP°PSC-P°PeP°P»CHhPSPs-
PrPuPiCEPuCI'PEPIPSC- CEPsP-P»P°PrPé, PjPsPIP»P&PIPEPNe PiPuCEPyC...C-Pr
P-P°C...PIPsCHCRPIP°PSPSCILI PrPs PjP°PSC-P°PeP°P»CHPSPSC— C,P°P-Pé; P- PjPsPjPuPSC,Cr
PiPsC$P°C,PeCt PjP°PSC-P°PeP°P»CHPSPsC— C,P°P-Pé P-P°C...PIPsCHCRPIP°PSPSCII
PSPuPsP+C...C-PrPSPs PiCRP&PiPéPSPEC,Pé C,PuCEP°PiC-Ch P°PjC-C,CHP&PIC,PéP»C-PSPsP;.



PYPuCEPsC,PsPSC-PSPsPIP&PNe CI'PéPSPrCEPsP;

PhPrPSPsC+P°CI'PSP&PN: PiCHP&PN:PsPj C,CHP&CtP&PeP»C-C+PSPéC...
P°PSC,PéPrPpPiCHPuCI'P°PSC,C-PI, PIPeP»CRC$P°CRC$Pé P°PjC-C,CHP&PiC,PéP»C-PS C,P°
C-PSCEC- CI'PuCEPsC,PsPSC-PSPuCHPiC-C+PSC- P-P°CI'PsP+P&, C,P°PeC- CIIPe
C-PSPiC-P+C-C,PsCHPé PmPhPh (PrPéPI. CHPsP-PrC-P» B«PuCEPsC,PéPiPsPeP°P-P°PSPSCIIB»),
C,CHP°PjP°PrPsP» P°P+Ps P+CrPiCEPuPSPsCHC, C-PS, PjPsPYPu PiCKP&P-PIPuCI'C,Pé PrPs
CI'PuCHPsC,PsPSC-PSPsPIPsPiPs CI'PéPSPrCHPsPjCr, PiPsC,PuPSCt+C-PNePSPs
PSPuP+PpP-PiPuC+PSPsPiPs PrP»CII PYP&C,C,CLI CI'C,P°PSCT (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHbPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- C,PsCHPjPé PIP-P°C”PjPsPrC-PNeB»).

PIPeC%oPs CI"CFPiCrC,PSC” P»C-PeCrPIP°PSPSCII C-PSCEPEPjPé
CI'PuCHPsC,PsPSC-PSPuCHPiC-CPSP&PjPé P-P°CI'PsP+P°PjPé, P-P° PIPEPSCIIC,PePsPj
C-PSPiC-P+C-C,PsCHC-PI PwPhPh (PrPéPI. CEPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»), C” PeP»C-PSC-C$PSPs PsP+T‘CHCIPSC,PsPIP°PSP&P;,
CHPpPePsPjPpPSPrCrC”C,CHCI'CII CRPuC,PuP»CHPSPu CI'PiPsCI'C,PuCHPuPIPpPSPSCII P-P°
PiP°CtC-C”PSC,PsPj, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCrt P»C-PeCrPIP°PSPSCII C,P° PiC-Pr
C$P°CI" PiC-PrPIPéC%oPuPSPSCII PrPsP-Pé.

PYP&PjPiC,PsPjPé CI'PuCEPsC,PsPSC-PSPsPIPsPiPs CI'P&éPSPrCHPsPjCr PjPsPICrC,CH
PIPeP»CRC$P°C,Pé P-PjC-PSPé PiCI'P&C...C-C+PSPsPiPs CI'C,P°PSCr, PIPuPiPuC,P°C,PEPIPSCY
PSPuCI'C,P°P+C-P»CHPSC-CI'C,CH, PSPuCHPIPsPIPs-Pj'CIIP-PsPIC- PiPsCRCrCEPuPSPSCII
C,P°/P°P+Ps CEP»CrPSPePsPIPs-PePéCEPePsPIC- CI'P&PjPiC,PsPjPé.

PuCHPé PiC-PrPsP-CHC- PSP° CI'PpCEPsC,PsPSC-PSPsPIP&PNe CI'PEPSPrCEPsPj CI'P»C-Pr
CERPsP-PiP»CIIPSCIC,Pé P-PSP&PIPuPSPSCLI PrPsP-Pé P°P+Ps PiCEP&PiP&PSPRPSPSCII
C,PuCHP°PiC-C— P-P°P»PpPYPSPs PIC-Pr C,CLIPPePsCI'C,C- CI'P&PjPiC,PsPjC-PI.

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'CfP»C-PSCr C- PiP»CRPePsP-P&, C%oPs PiPsC,CHPpP+CrC” PePsCHPuPeCtC-C—
PiCHPsC,PéPrC-P°P+PuC,PéCfPSPsC— C,PuCRHP°PiC-C— Cr C...PIPsCRPéEC... PSP°
CtCrPeCHPsPIPEPNe PrC-P°P+PuC,; 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'Ct PiP»CRPePsP-Pé PI PsCHPiP°PSC-P-PjC- PiP°CtC-C”PSC,P°.

PuPsPIC-PrPsPjP»CIIC”C,CHCI'CLI PiCEPs PIPEPiP°PrPePé PiC-PiPuCHPiC-CHPuPeCI'C-C— PSP®
C,P»C- P-P°CI'C,PsCI'CFPIP°PSPSCII C,CHP&éCtP&PeP»C-C$PSPéC...
P°PSC,PéPrPuPiCEPuCI'P°PSC,C-PI Ct CHP°P-C- PiCHP&P-PSP°C+PpuPSPSCII
PsPrPSPsC$P°CI'PSPs P- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSP&PjPé P°P+Ps
PSPuPN:CHPsP»PuPiC,PéC+PSPéPjPé P»C-PeP°CRHCI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé,
PsCI'PsP+P»P&PIPs PiCHPé CI'PiPuPePsC,PSC-PNe PiPsPiPsPrC-.

P P°PiC,PsPIPu PiCHPéPiPEPSPuPSPSCII C,PuCEP°PiC-C— PiC-CI'P»CII C,CHP&PIP°P»PsPiPs
P»C-PeCrPIP°PSPSCII P-PrP°C,PSPu CI'PiCHP&C+PéPSP&C,Pé CI'P&PjPiC,PsPjPé PIC-PrPjC-PSPé
Cr PIP&PiP»CIIPrC- PiPsP»PsPIPSPsPiPs P+PsP»Ch, PSPuP-PrCrPIP°PSPSCI],
P+PuP-CI'PsPSPSCII C- PrCEP°C,C-PIP»P&PIPsCI'C,C-. PyP°PeC- CI'P&éPjPiC,PsPjPé PSPu C”
PsP-PSP°PeP°PjPé PjPuPrPéPeP°PjPuPSC,PsP-PSPsC— P-P°P»PuPYPSPsCI'C,C-.

PHPjC-C,CEP&PIC,P&P»C-PS CI'P»C-Pr P- PsP+PuCEPuPIPSC-CI'C,CR
P-P°CI'C,PsCI'PsPICtPIP°C,Pé PiP°CtC-C”PSC,P°Pj, CIIPeC- PiCEP&PN:PjP°CRC,Cth PYPtP—P—PY.



PKC-CtPSPéPNe PuPSCeCHPuP-

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

PHPjC-C,CRP&PIC,PéP»C-PS, C%oPs P-P°CI'C,PsCI'PsPICtC”C,CHCI'CII PiCHPé PuPSCrCHPuP-C-,
PSPu PiPsPIPEPSPuPS PiPsC”PrPSCrPIP°C,PéCI'CII P- P°PSC,PEC...PsP»C-PSPuCHPiC-CPSPEP]
PiCHPpPiP°CHP°C,PsP;j.

PYCrC—C1PéPrP°P»CHPSC- PrCrPjPePé C,P° PiPsPIPuPrC-PSPeP° C,P°PePsPY PjPsPICrC,CH
CEPsP-PIPéPIP°C,PéCI'CII PiC-Pr CP°CI' CHP°PSPSCH>PsPiPs P»C-PeCrPIP°PSPSCI]
P°PSC,P&PrPuPiCEPuCI'P°PSC,P°PjPé C-PSCEPEC... CHPsP-P»P°PrC-PI, PeCHC-P;
PrPuPiCREPuCI'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...PIPsCHP&C...
PSP° PrPuPiCEPuCI'C-CHh, C,P°Pe C- PiCHPé P»C-PeCrPIP°PSPSC- C...PIPsCHP&C... PSP°
PuPSCrCHPuP-.

P’C-C.Pe

P”PsPIPiPsCI'C,CHPsPePsPIC- PrP°PSC- P- P+PuP-PiPpPePé CI'C,PsCI'PsPIPSPs CRPsCI'C,Ct,
CI'C,P°C,PuPIPsPiPs PrPsP-CHC-PIP°PSPSCI], PePsPiPSC-C,PéPIPSPsPiPs C,P°
PiPsPIPuPrC-PSPePsPIPsPiPs CHPsP-PIP&éC,PeCr PrC-C,PuPNe C,P° PiC-PrP»C-C,PeC-PI
PIC-PrCI'CrC,PSC-.

P”PsPiPsPjC-PJPSC- CEPuC+PsPIPéPSPé:

C,P°PxP»PnC,PePé PiCHPnPiP°CHP°C,Cr PjC-CI'C,CIIC,CH Cr CI'PIPsC”PjCr
CI'PeP»P°PrC- PjPsPSPsPiC-PrCHP°C, P»P°PeC,PsP-Pé. PI PIPsCRHPéPj PSP°
CHC-PrPeC-CI'PSC- CI'PiP°PrPePsPIC- PiPsCHCrCEPpPSPSCII Cr PIPéPiP»CIIPrC-
C+CrC,P»PéPIPsCI'C,C- PrPs PiP°P»P°PeC,PsP-Pé, PSPuPrPsCI'C,P°C,PSPsCIC,C-
P»P°PeC,P°P-Pé P°P+Ps 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 PiPuCEC-PsPr PIP°PiC-C,PSPsCIC,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCECéPrPrCRE.

P’P°PiC-C,PSC-CI'C.CH

P+CI'PSCICRC,CH PsP+PjPuPPpPSC- PeP»C-PSC-C+PSC- PrP°PSC- C%oPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PjC-C,CHP&PiC,PéP»C-PSCr PiC-Pr C+P°CI
PIP°PiC-C,PSPsCI'C,C-.

P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CHP&PSP°C... PiPsPeP°P-P°P»Pé
CHPuPiCHPsPrCrPeC,PEPIPSCT C,PsPeCI'PECPSC-CI'C,CHb.



PHPjC-C,CRP&PIC,PéP»C-PS PSPu CHPpPePsPjPpPSPrCrC”C,CHCI'CLI PiCRPéP-PSP°C+P°C,Pé Cr
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C-, CIIPeC%oPs CtPp PSPu C” PIPeCHP°PNe
PSPuPsP+C...C-PrPSPéPj. P—P°CI'C,PsCI'CfPIP°PSPSCII PjPsPIP»P&PIPp P»PECEPp PiC-CI'P»CII
CHPuC,PuP»CHPSPsPiPs PIP&PIC+PuPSPSCII CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
CHPEP-PéPeCr/PePsCHPECI'C,C-.

PuiC-Pr CfP°CI" C,CEP&PIP°P»PsPiPs PiCEP&PNPsPjCr C,P° PiC-CI'P»CI]
P-P°CI'C,PsCI'CfPIP°PSPSCII PSP° PsCI'C,P°PSPSC-C... C,P&PPSCIIC... PIP°PiC-C,PSPsCI'C,C-
PjPsPYCrC,CH PIPEPSP&PeP°C,Pé CI'P&éPjPiC,PsPjPé P°P+CI'C,PéPSPuPSCtC-C—
PSPsPIPsPSP°CHPsPrPPuPSPEC..., C%oPs PjPsPIPu CI'CrPiCHPsPIPsPrPYCIPIP°C,PECI'CH
PrCHP°C,C-PIP»PéPIC-CI'C,Ch, PiC-PiPuCHC,PsPSC-C”Ch, C,CHPuPjPsCHPsP;,
PSPuCHPuPiCrP»CLICHPSP&Pj PrPéC...P°PSPSCIIPj, CRPsP-P»P°PrPsPj PiPéC,C,CII C-
PiCrC+PSP&Pj PiP»P°C+PpuPj C,P°, PjPsPIP»P&PIPs, P°PSC,P&C...PsP»C-PSPuCHPiC-C+PSPEPjPé
CI'P&PjPiC,PsPjPé (CrC,CHP&PjP°PSPSCII CI'PuCfC-, P-P°PiPsCE).

P"PsPrCéPIP°PSPSCII PiCRCéPrPrCh

PHPjC-C,CHP&PIC,PEP»C-PS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIPEPrC-P»CLICEC,CECICII
PI PiCRCFPrPSPy PjPsP»PsPePs ( 0,68F"1% PrPsP-Pé PjP°C,PuCEC-).

P P&P-P&Pe PrP»ClI PSPuPjPsPIP»CLIC, PSPy PjPsPYPu P+CrC,Pé PIPéPeP»CRCPUPSPEPA:.

P C-CEPpPSPSCII PiCHPs PiCHP&PiPéPSPUPSPSCLI PiPsPrCIPIP°PSPSCLI PiCRCIPrPrCR P°P+Ps
PiCEP&PiPéPSPuPSPSCII/CrC,CHPEPjP°PSPSCII PIC-Pr P»C-PeCrPIP°PSPSCII PrP°PSP&P;
P»C-PeP°CEHCI'CHbPeP&Pj P-P°CI'PsP+PsPj PjP°C” P+CrC,Pé PiCEP&PN-PSCLIC,Pp P-
CrCHP°C...CtPIP°PSPSCLIPj PePsCRP&CI'C,C- PiCHCIPrPSPsPiPs PIP&PiPsPrPsPICIPIP°PSPSCII
PrP»CLI PrP&éC,PEPSP& C,P° PiPpuCHPRPIP°PiPé P»C-PeCtPIP°PSPSCLI PrP»CLI PYC-PSPePé.

PxPuCRC,PéP»CHPSC-CI'C.CH

PHPjC-C,CEPé&PiC,PéP»C-PS P-PSPEPYCIPIP°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»P&PI P°PjC-C,CHP&PiC,PéP»C-PSCt 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,CH CHPuP°PeCtC-C—
PiCEPé PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPucC...P°PSC-P-PjP°PjPé.

PHPjC-C,CEP&PIiC,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 PiPsCECrCEPRPSPSCII
P-P°PiP°P»CHPSPSC— CIPIP°PiPé C- P-PrP°C,PSPsCI'C,C- PrPs P-PsCI'PuCHPuPrPIPuPSPSCLI,
C%oPs PsP+CtPjPsPIP»CRC” PSPuP+PuP-PiPuPeCt C,P° P-P°P+PsCEPsPSCt PePuCHCIPIP°C,Pé
P°PIC,PsPjPsP+C-P»PpPj C- PiCHP°C+CRPIP°C,Pé P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.
P!C- PiPsP+C-C$PSC- PuC,PpPeC,Pé PjPsPICIC,CH P+CIC,Pé PiPsCI'PEP»PuPSC- PiCEPé
PsPrPSPsC+P°CI'PSPsPjCt PIPP&PIP°PSPSC- P°P»PePsPiPsP»Ch.

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

P’PuP»PéPePéPNe PrPuPiCEHPuCI PéPIPSPEPNe CHPsP-P»P°Pr



P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsC+P&PSP°C,Pé C-P- P-P°CI'C,PsCI'CrPIP°PSPSCII
PSP&P-CHPePéC... PrPsP- P- PiPsCI'C,CrPiPsPIPéPj C—C... PiC-PrPIPEC%oPuPSPSCIIPj PiCHPé
CHPuC,PuP»CHPSPsPjCt CI'PiPsCI'C,PuCEPpPIPuPSPSC- PeP»C-PSC-C+PSPsPiPs PuC, PuPeC,Cr
C,P° PsP-PSP°Pe CfCrC,P»PéPIPsCI'C,C- PrPs P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.

P”PsCEHPsCIP»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-PrPIP&C%oP&C,Pé PSP° 25 PjPi
PePsPYPSPsPiPs PrCHCrPiPsPiPs PrPSCII PrPs 150 PjPi PSP° PrPsP+Cr, CHPsP-PrC-P»CIIChCiPé
PSP° PrPIP° PiChPEPN:PsPjPé.

PuC-PrC,CEP&PjCrCRCP® PrPsP-P° PIC-PrPiPsPIC-PrP°C” PSP°PN:PSPEPYC+C-PNe
PuC, PuPeC,PéPIPSC-PNe PrPsP-C-.

PyP°CtC-C”PSC,Pé PIC-PePsPj PIC-Pr 65 CEPsPeC-PI C,P° PiP°Ct+C-C”PSC,Pé P-
C...PIPsCFPsP+PsCFk CI'PuCHCtPuPIPs-CI'CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé

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

P”PsP+PsPICT PrPsP-Cr PjPsPYPSP° PiC-PrPIP&C%oP&éC,Pé PrPs 1008150 PjPi PSP° PrPsP+Cf,
CEPsP-PrC-P»PéPICEPé PSP° PrPIP° PiCEP&PN:PsPjPé P-P°P»PuPYPSPs 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,CEP&PjCECRCP® PrPsP-P° PIC-PrPiPsPIC-PrP°C” PSP°PN:PSP&P{C+C-PNe
PuC, PpPeC,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 PrPuPiCEPuCI PEPIPSPsPiPs CRPsP-P»P°PrCr Cr
PrC-C,PuPNe C,P° PiC-PrP»C-C,PeC-PI (PIC-PePsPj PrPs 18 CHPsPeC-PI), PsCI'PeC-P»CHhPePé
P+PuP-PiPuC+PSC-CI'C,CH C,P° PuC,PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CIPIP°PSPSCII
PiCHPpPiP°CRHP°C,Cr Cr CtC-PNe PIC-PePsPIC-PNe PeP°C,PuPiPsCHC-C—
PiP°CtC-C”PSC,C-PI PSPy PICI'C,P°PSPsPIP»PuPSC-.

PyJCEPSPIP°P»C-CI'C,CH C,PuCEP°PiC-C—

PHPSC,PEPrPuPiCEPuCI P°PSC,PSPEPNe PuC, PuPeC, P-P°P-PIPECHP°PNe
CERPsP-PIP&PIP°C”C,CECI'CLI PiCHPsC,CLIPiPsPj 28F“4 C,PéPJPSC-PI. P>C-PeCI-PIP°PSPSCII
P°PSC,PéPrPuPiCEPuCI'P°PSC,P°PjPé PjP°C” CI'P&PjPiC,PsPjP°C,P&C+PSPEPN:
C...P°CEP°PeC,PuCE C- C,PsPiCt PiPsPIP&PSPSPs PiCEPsPIPsPrP&C,PéCI'CLI PiCEPsC,CLIPiPsPj
PIC-PrPiPsPIC-PrPSPsPiPs PiCEPsPjC-PPeCt C4P°CI'CL, P-P°P-PIP&C+P°PNe PrPs 6
PjC-CI'CIICtC-PI PiC-CI'P»CLI PsPrCtPIP°PSPSCII P- PjPuC,PsChR PiCEPsC,C-P»P°PeC,PéPePé
CEPpCtP&PrP&PICE. PJ C...PIPsCEP&C... PSP CEPpCtP&PrPéPICFCRCECT
(CfPSC-PiPsP»CLICEPSCY) PrPuPiCEPpCI'C-CR PiC-PrC,CEP&PjCCRCEP° C,PpuCHP°PiC-CLI
PjPsP{Pp P+CrfC,Pé PSPuPsP+C...C-PrPSPsCR PiCEPsC,CLIPiPsPj PrPuPeC-P»CHbPePsC...
CEPsPeC-PI PrP»ClI P-P°PiPsP+C-PiP°PSPSCLI PSPsPIP&P] PuPiC-P-PsPrPep;.



PKPuPNeCEPsPiP°C,PéCtPSC- P+PsP»C-, PiICHPsC,,C-P»P°PeC,PéCtPSPu P»C-PeC2éPIP°PSPSCII

C...CRPsPSC-C+PSPsPiPs PiPsP»PsPIPSPsPiPs P+PsP»Ch PSP°PiCRC2PiPé C,P°

P”PsP-Cr C,PéC,CECrCRC,CH C-PSPrPPIC-PrCrP°P»CIHbPSPs PrP»CII PePsPYPSPsPiPs
PiP°CtC-C”PSC,P°, C%oPsP+ P-P°P+PpP-PiPuCtPéC,Pé P°PrPuPePIP°C,PSCT P°PSP°P»PiPuP-C-Ch
C,P° PiPuCEPuPSPsCI'P&PjC-CI'C,CHb PiPsP+C-C4PSP&C... CRPuP°PeCtC-PNe PSP°
PiCHPuPiP°CHP°C,. P—P°P-PIP&C+P°PNe PSP°PNePjPuPSCECT PuC, PuPeC,PEPIPSCT PrPsP-Cr
CI'P»C-Pr P-P°CI"C,PsCI'PsPICIPIP°C,Pé PiCEPsC,CLIPiPsPj PSP°PN:PePsCEPsC,CEPsPiPs
C,PuCEPjC-PSCY, PSPuPsP+C...C-PrPSPsPiPs PrP»ClLI P»C-PeCfPIP°PSPSCLI CI'P&PjPiC, PsPjC-PI.

P”PsCEPsCI P»C-.

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

PuPsC+P°C,PePsPIP°® PrPsP-P° CI'C,P°PSPsPIPEC,CH 25 PjPi, CIIPeCr PiCHP&PN:PjP°CRC,CH
PIPIPuC+PuCHC-. P"PsP-Cr PjPsPYPSP° P-P+C-P»CHCECIrPIP°C,Pé PSP° B B B B B 25 PjPi
PePsPYPSC- 3857 PrPSC-PI, P-P° CrPjPsPIPé PSPsCHPjP°P»CHPSPsC—
PiPpCHPuPSPsCI'PéPjPsCI'C,C-.

P”PsP-Ct PjPsPPSP°® PiCEP&PNePjP°C,Pé PsPrPéPS CEP°P- PSP® PrPuPSCHh P°P+Ps
CEPsP-PrC-P»P&C,Pé PSP® PrPIP® PiCEP&PN:PsPjP&. P P°P-PsPIP°® PrPsP-P° PIP&C%oPp 75 PjPi
PSPi CHPRPePsPjPuPSPrCrC”C,CECICIL

PI'PIPsCHC- 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°PSPSCLIP)Pé.

P PpPePsPjPuPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP° PrPsP-P° 8h“ 25 PjPi CfPIPuC+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 PjPsPPSP° P-P+C-P»CHCEP&C,Pé P-P°P»PpuPYPSPs PIC-Pr
C-PSPrPéPIC-PrCrP°P»CHPSPsC— CHPpP°PeCtC-C— PiP°CtC-C”PSC,P° C,P°
PiPpCHPuPSPsCI'PéPjPsCI'C,C-.

P"C-C,Pé

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

PiCHPsC, C-P»P°PeC,PéCPSPsPiPs P»C-PeCrPIP°PSPSCII C...CHPsPSC-C+PSPsPiPs
PiPsP»PsPIPSPsPiPs P+PsP»Ch PSP°PiCHCrPiPé C,P° PjC-PiCEPuPSC- PrC-C,CIIPj C,P°
PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PrPs 18 CEPsPeC-PI), PsCI'PeC-P»CHPePé
P+PpP-PiPpC$PSC-CI'C,CH C,P° PuC, PuPeC,PéPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPpPiP°CHP°C,Ct Ct CtC-PNe PIC-PePsPIC-PNe PeP°C,PuPiPsCHC-C— PiP°CtC-C”PSC,C-PI
PSPp PICI'C,P°PSPsPIP»PuPSC-.

PyCHPéPIP°P»C-CI'C,CH P»C-PeC4PIP°PSPSCII

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




P>C-PeCrPIP°PSPSCII CI'P&PjPiC,PsPjP°C,P6C+PSPy, C,PsPjCt PNePsPiPs CI'P»C-Pr
PiCEPsPrPsPIPYCIPIP°C,Pé PiCEPsC,CLIPiPsPj PIC-PrPiPsPIC-PrPSPsPiPs PiPuCEC-PsPrCrt
C$P°CI'Ct. P] P+P°PiP°C,CIbPsC... C...PIPSCEP&C... C,PuCHP°PiC-ClI PjPsPYPyu C,CHPEPIP°C,Pé
PeC-P»CHPeP® CEPsPeC-PI. P PuPePsPjPuPSPrCrC”C,CHhCI'CLI CRPuPiCIP»CLICEPSPEPNe
PePsPSC,CEPsP»CH PSPuPsP+C...C-PrPSPsCI'C,C- PiCEPsPrPsPIPPuPSPSCII
P»C-PeCrPIP°PSPSCIL.

PuCEPsC,C-P»P°PeC,PéC+PSPu P»C-PeCePIP°PSPSCII C...CEPsPSC-C#PSPsPiPs
PiPsP»PsPIPSPsPiPs P+PsP»CH PSP°PiCECéPiPé C,P° PiCEPsC,C-P»P°PeC,PECtPSPy
P»C-PeCéPIP°PSPSCII PjC-PiCRPUPSC- Cé PrPsCHPsCIP»PéC...

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

PKC-C$PSPéPNe PuPSCZéCHPuP-

P’C-C.Pe

P PuPePsPjPuPSPrPsPIP°PSC- PrPsP-Pe

P”C-C,Pé PIC-PePsPj PIC-Pr 11 ChPsPeC-PI: 25850 PjPi PSP° PrPsP=Cr.
P”PsP-Cr CI'P»C-Pr P-P+C-P»CHCECIPIP°C,Pé PiPsCI'C,CrPiPsPIPs.

P>C-PeP°CEHCI'CEbPeP&PNe P-P°CI'C-P+ PiCEP&PNePjP°CRC,CHb P-P° 18F"1,5 PiPsPrP&PSP& PrPs
CI'PSCF.

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

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

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

PiPeC%oPs PSPuPsP+C...C-PrPSPéPNe PiPsPIC,PsCHPSP&éPN. 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-.

PuuCHPé 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.

PuPsCECCEPUPSPSCII C,C4PSPeCtC-PNe PSPECEPsPe

PyP°CC-C”PSC,P°Pj C-P- PiPsCECFCEPRPSPSCILIPj C,CfPSPeCTC-PNe PSPECEPsPe
P»C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ PjPSPPSP°® PiCEP&P-PSP°C+P°C,Pé Cr
P-PIP&C$P°PNePSPEC... PrPsP-P°C....

PuPsCECCEPUPSPSCII C,C4PSPeCtC-PNe PiPuC#C-PSPePé

P PpuPePsPjPpPSPrCIC”C,CHCI'CLI PsP+PuCEPuPIPSPEPNe PiC-PrP+C-CF PrPsP-Pé C-,



CLIPeC%oPs PjPsPP»P&PIPs, PIP&P-PSP°C+PpuPSPSCII PIPjC-CI'C,Ct PiCEPpPiP°CRP°C,Cr Cf
CI'P&CEHPsPIP°C,C1C- PeCEPsPIC-.

PtPSPiC-P+C-C,PsCHPé C1PéC,PsC...CEPsPjCé P450 CYP2D6

P—P°P»PuPYPSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPsC— CHPpP°PeCtC-C—
PiP°CtC-C”PSC,P° PjPsP{PSP° CHPsP-PiP»CLIPSCrC,Pé PiP&C,P°PSPSCII PiCHPs
P-PSP&PYPuPSPSCII PrPsP-Pé P°PjC-C,CHP&PiC,PéP»C-PSCrF Cf CHP°P-C-
PsPrPSPsC$P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéP»CIHPSPsPiPs
C-PSPiC-P+C-C,PsCEP° CYP2D6 (PSP°PiCHP&PeP»P°Pr P+CrPiCHPsPiC-PSCT,
PeC-PSC-PrPéPSCTt, C,P»CrPsPeCI'PuC,PéPSCr, PiP°CEPsPeCI'PuC,PéPSCY).

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,CH 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 PSPsCRHC,CRHPéPiC,PéP»C-PSCr. PwPsPIP»PePIPu P-PSPEPYPuPSPSCII
PSP° 50% CHPuPePsPjPuPSPrPsPIP°PSPsC— PiPsC+P°C,PePsPIPsC— PrPsP-Pe.

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

PYP°CHPsC,PuPS PiCHPéPN-PjP°CRC,CH PiPuCEPsCHP°P»CHbPSPs.
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&PiPéPSPuPSPSCII 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
PiCEHPpPiP°CHP°C,Cr.

P”C-C,Pé.

P>C-PeCrPIP°PSPSCII PSC-C+PSPsPiPs PuPSCrCRPuP-Ct Cf PrC-C,PuPNe PIC-PePsPj PIC-Pr 11
CHPsPeC-PI PjPsPP»P&PIPu P-P° CLPjPsPIPé PIC-PrCI'CrC,PSPsCI'C,C- PsCHPiP°PSC-C+PSPsC—
PiP°C,PsP»PsPiC-C—, PIPeP»CRC+P°CRCHPé spina bifida, C,P° CI'CrPiCIC,PSC-C...
P-P°C...PIPsCECRPIP°PSCHb, C,P° Ct CRP°P-C- PIC-PrCI'CtC,PSPsCI'C,C- PIC-PrPiPsPIC-PrC-
PSP° PSPuPjPuPrPéPeP°PjPuPSC,PsP-PSPu C- PjPpuPrPéPeP°PjPuPSC,PsP-PSPy
P»C-PeCrPIP°PSPSCILI, P-PsPeCRPuPjP°, CI'PiP°P-PjPsP»C-C,PéC+PSPEP;Pé
PiCHPRPiP°CEP°C,P°PjPé C,P° PiCEPuPIiP°CEP°C,P°PjPé PIP°P-PsPiCHPuCI PEPSCY.

P!PuPNe P»C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ PiPsPIPEPSPuPS 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-PrCRHC-P°P-PéCT, C,P°C...C-PeP°CRHPrcC-CIJ,
P-P°C,CHPéPjPeP° CI'PuC+C-, CI'CrC...C-CI'C,CH
CI'P»PéP-PsPIPéC... PsP+PsP»PsPSPsPe C,P°
PiCHPéPiPSC-CiPuPSPSCII PjPsC,PsChHPéPePé
PePéCEPNCiPSPéPeCr. PmPsPIP»PéPIC- CI'CIPrPsPjPé,
PiCHPsPiP°CI'PSPéC+CII, CHP°PiC,PsPIPéPN:
CKPsP-PIPéC,PsPe PiCHPéPiPSC-C+PuPSPSCII P!PKPY.
P—PSPeéPYPuPSPSCII CI'PIC-PrPsPjPsCI'C,C-
PiCHPsPiCHPuCICrC” Cr PePsPjCr P:
PiCHPéPiPSC-CiPuPSPSCIIPj PrPéC...P°P»CHPSPsC—
C, CrPSPeC1C-C—.

PwP°CHPrC-P°P»CHPSC- CI'PéPjPiC,PsPjPé: P°CHPéC,PjC-C— (PIPpuPSC,CHPéPeCIP»CLICHPSC-
C,P°C...C-P°CRHP&C,PjC-C—, C,CRHC-PiPsC,C-PSPSCII-PiPuCHPuC...C,C-PSPSCI],
C,,C-P+CHPEP»CLICtC-CLI CEP»CrPSPsC$PeC-PI). PkP° P+PmP“ C,PéPiPsPIPs
PIP&CLIPIP»CLIC”C,CHCI'CII PiPsPrPsPIPPuPSP&PN. C-PSC,PuCEPIP°P» PR,
CHPsP-CEPECHPuPSPSCII PePsPjPiP»PuPeCI'Ct QRS, PiPsPrPsPIPIPuPSPSCII QT,
CHPsP-CEPECHPuPSPSCII P°P+Ps C-PSPIPuCRHCI'C-CII P-CrP+CtCII Py, PrPuPiCHPuCI'C-CII
CI'PuPiPjPuPSC,P° ST, P° C,P°PePsP{ CHC-P-PSPsPiPs CI'C,CrPiPpuPSCII CI' PuCHCtPuPIC-
P+P»PsPeP°PrPé P°Pq PrPs P-CrPiPéPSPePé CI'PuCHCHCII. P PsP-CEPECHPuPSPSCII
PePsPjPiP»PpPeCI'Ct QRS P-P°P-PIPECFP°PNe C+C-C,PePs PePsCHPuP»CRC” P-
C,CIIPIPeC-CI'C,ChR C,PsPeCI'PéC+PSPsCI'C,C- PiC-CI'P»CII PiPsCI'C,CHPsPiPs
PiPpCHPuPIPEC%0PpPSPSCII PrPsP-Pé. P PsP-PIPEPIP°C”C,CHCI'CLI CI'PuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH, P°CHC,PuCEC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CII,
PeP°CHPrC-PsPiPpPSPSPEPNe CEPsPe. PkP°CEPsCI'C,P°C” PjPuC,P°P+PsP»C-C+PSPEPNe
P°CtPéPrPsP:, PiC-PiPsPeP°P»C-C”PjC-ClI, PiC-PiPsPSP°C,CHC-C”PjC-CII.
PuPsCI'C,PjP°CHPePuC,PEéPSPiPsPIC- PrPsCI'P»C-PrPPuPSPSCII C,P° P»C-C,PuCHP°C,CrCEP°
PjC-CI'C,CIIC,CH PrP°PSC- PiCHPs PIP&PiP°PrPePé PrPuPjP°CI'PeCrPIP°PSPSCII
CI'PéPSPrCEPsPjCr P‘CRCIPiP°PrP° C,P° P+PmP“- PeP°CHC,PéPSPé P'CHCIrPiP°PrP° PiCHPé
PiPpCHPuPrPsP-CrPIP°PSPSC- P°PjC-C,CHP&PIC,PEP»C-PSPsPj.

PiiCHP&PN:PsPj PrPsCHPsCI'P»PéPj PrPsP-Pé 750 PjPi C- P+C-P»CIHCEPu PjPsPYPu
PiCHP&P-PIPuCI'C,Pé PrPs CI'PuCHPN:PsP-PSPsC— C,PsPeCI'PéC+PSPsCI'C,C-. P+C,PuPeC,Pé
PiCEPé PiPpuCHPuPrPsP-CrPIP°PSPSC- PiPsCI'PéP»CRCRC,CHCI'CII PiCRPé
PsPrPSPsC+P°CI'PSPsPjCr PiCHPéPNPsPjC- P- P°P»PePsPiPsP»PuPj C,P° C-PSCEP&PjPé
PiCI'P&C...PsC,CRPsPiPSP&PjPé CEPuC+PsPIPEPSP°PjPé. PtCI'PSCrC” P-PSP°C$PSP®
C-PSPrPéPIC-PrCrP°P»CHPSP® PjC-PSP»P&PIC-CI'C,CH Cr PIC-PrPiPsPIC-PrC- PSP°
PiPpuCHPuPrPsP-CrPIP°PSPSCII. PPuCHPuPrPsP-CrPIP°PSPSCII P°PjC-C,CEP&PiC,PEP»C-PSPsPj
Cr PrC-C,PpPNe PjPsPYPu PjP°C,Pé CI'PuCHPNePsP-PSC- PSP°CI'P»C-PrPePé. P”C-C,Pé
PsCI'PsP+P»P&PIPs CI'C...PéP»CHPSC- PrPs PePsPjPé, PeP°CHPrC-PsC,PsPeCI'PéC+PSPsCI'C,C-,
PiCEP&PiPSC-C+PpPSPSCII PrPéC...P°PSPSCII, CI'CrPrPsPj, PiC-PiPsPSP°C,CHC-C”PjC-C—,
PjP»CIIPIPsCI'C,C-, CI'PéPSCrCI'PsPIPsC— C,P°C...C-PeP°CEPrC-C—, CI'PsPSP»P&PIPsCI'C,C-,
PSCrPrPsC,Pé, P+P»CRPIP°PSPSCII C,P° PiC-PiPuCHPiP»C-PePpPjC-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&éPIPsPYPSPu P-P+CrPrPIPuPSPSCI], PiP°P»CRCtP&PSP°CtC-C—
C,P° P°C,P°PeCI'C-CIJ.

P>C-PeCZPIP°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+PuPIPEPTrPSPs PSPuC,CIIPYPePsPiPs PIPEPiP°PrPeCr. P>C-PeCrPIP°PSPSCII
PjP°C” P+CrC,Pé CI'P&PjPiC,PsPjP°C,PéC+PSP&Pj C- PiC-PrC,CHPéPjCrCRCEPEP;.

PBPsPjPiP»PuPeCI” P-P°C...PsPrC-PI C%oPsPrPs PsCtC-PSPePé C,P° PIC-PrPSPsPIP»PuPSPSCII Crf
PSP°PNePePsCHPsC,C€C- C,PuCHPjC-PSPé C,CfPSPeCtC-PNe PrPéC...P°P»CHPSPsC— C,P°
CI'PuCHC1PpPIPs-CI'CrPrPéPSPSPsC— CI'PéCI'C,PuPj, CLIPeC- CI'P»C-Pr PIPéPePsPSCIPIP°C,Pé
C,P° P»C-PeCrPIP°C,Pé Cr PIP&PiP°PrPeP°C..., CLIPeC- C,PsPiPs PiPsC,CHPuP+CrCRC,CHb.
PuCHPsC...C-PrPSC-CI'C,CH PrPéC...P°P»CHPSPéEC... CEP»CIIC...C-PI
P-P°P+PpP-PiPuC+CrPIP°C,Pé PiCHPé PSPuPsP+C...C-PrPSPsCI'C,C- CEP»CIIC...PsPj
C-PSC,CtP+P°CtC-C—. P PuPePsPjPuPSPrCrC”C,CHCI'CILI PiCHPsPIPuPrPuPSPSCII
P»C-PeCrPIP°PSPSCII C-P: P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PiCHPéPjCICI'PsPIPsC—
PIPuPSC,PéP»CIICtC-C— P»PpPiPpPSC-PI PrP»CILI P-P°PiPsP+C-PiP°PSPSCII
PjPsPYP»P&éPIPsC— P-CrPiPEPSPePé PrPéC...P°PSPSCII.

PuCHPsPIPuCI'C,Pé PiPpCEPuPIC-CHPeCr CI'PuC+PsPIPEPSPé, PuP»PuPeC,CHPsP»C-C,C-PI C,P°
PIPjC-CI'C,Ct CO, C,P° O, PI P°CRHC,PuCHC-P°P»CHPSC-PNe PeCHPsPIC- C,P° P+PmP“.
P‘PuP-PiPnCHPuCHPIPSPEPNe P+ PipP“-PjPsPSC-C,PsCHPEPSPi CI'P»C-Pr
PiCHPsPIPsPrPéC,Pé PiCHPsC,CLIPiPsPj 38“5 PrC-P+. PuCHPsPjPEC,Pé CEP»CrPSPsPe,
CLIPeC%oPs PiCHPsC,CIIPiPsPj PsPrPSC-C”C— PiPsPrPéPSPé PiP°CtC-C”PSC, PsC,CHP&PjP°PI
PiPsC,PuPSCtC-PNePSPs CI'PjPuCHC,PuP»CHPSCT PrPsP-Cr. PuCHP&P-PSP°C+P&C,Pé 50 Pi
P°PeC,PéPIPsPIP°PSPsPiPs PICIPiC-P»P»CII PiCEPsC,CLIPiPsPj PsPrPSC-C”C— PiPsPrPéPSPé
PiC-CI'P»CII PiPpCEPpPrPsP-CrPIP°PSPSCII. P>C-PeCrPIP°PSPSCII C,P°PePéC...
CI'PéC,CrP°CtC-PNe PIPECHC-CECIPIP°C,PéPjPuC,CHCI'CII PI PePsPYPSPsPjCr
PePsPSPeCHPuC,PSPsPjCr PIPEPIP°PrPeCr:

- CEHPsP-CEPéCEPuPSPSCII C-PSC,PuCHPIP°P»Cf QRS, CI'PuCHCtPpPIP®
PSPpPrPsCI'C,P°C,PSC-CI'C,CH C,P° CEP»CiPSPsC+PePsPIC- P°CEP&C,PjC-C—;

- CtPéCHPeCrP»CIIC,PsCRPSP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH;

PiC-PiPsC,PuPSP-C-CIJ;

PiC-PiPuCHC,PuCEPjC-CIJ;

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-PuPiP°PjPsPj.
PhCI'PeC-P»CH>PePé PiPuCHPuPrPsP-CrPIP°PSPSCII C+P°CI'C,Ps PSP°PIPjPéCI PSPy, PiC-Pr

C$P°CI" PiPuCHC-PsPrCr CHPuPjC-CI'C-C— PiP°CtC-C”PSC,Pé PjPsP{CrC,Clbh
CI'PiCRHPsP+CrPIP°C,Pé PIC+PEPSPEC,Pé CI'P°PjPsPiCrP+CI'C,PIPs PI C-PSCEPEPNe



CI'PiPsCI'C-P+. PYPiPsCI'C,PuCHC-PiP°P»P&éCI'CLI PIP&PiP°PrPePé CI'PjPuCHC,C- PIC-Pr
PSP°PIPjP&CI'PSPsPiPs P°P+Ps PIPéPiP°PrPePsPIPsPiPs PiPpCHPuPrPsP-CrPIP°PSPSCII, CIIPeC-
PIC-PrP+CrP»P&CI'CH PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- P»C-PeP°CHCI'CHPeP&C...
P-P°CI'PsP+C-PI CtCHPsPiPs PeP»P°CI'Cr.

PyPsP+C-C+PSC- CEPuP°PeCtC-C—.

PHPjC-C,CEP&PIC,PéP»C-PS P-PrP°C,PSP&PN: CI'PiCHP&éC+PEPSPEC,Pé PiPsP+C-C+PSC-

PuC, PuPeC,Pé, P°PSP°P»PsPiC-C+PSC- C,PéPj, C%oPs PIPEPSPéPeP°CRC,CH PiCHPé
PiCHP&PNPsPjC- C-PSCEP&C... C,CRP&éCTP&PeP»C-C+PSP&C...
P°PSC,PéPrPpPiCEPuCI'P°PSC,C-PI. P”PuCIIPeC- P: PiPsP+C-C+PSP&C... PuC,PpuPeC,C-PI, C%oPs
PSP°PIPuPrPuPSC- PSPEPYC+Pu (PSP°PiCHP&PeP»P°Pr PiPsP»PsPIPSPEPNe P+C-P»Clb,
C,CBPuPjPsCH, PiPsCHCIrCE€PuPSPSCII PePsPSCtPuPSC,CHP°CtC-C— CrPIP°PiPé, P-P°PiPsCH C-
P-PSPéPYPuPSPSCII P»C-P+C-PrPs), PjPsPICrC,CH C,P°PePsP{ P+CrC,Pé CI'P&PjPiC,PsPjP°PjPé
PrPpuPiCRPuCI'C-C— C- P-P°P-PIPEC+P°PNe CI'P»P°P+C£EP°CRC,CH Cr PjC-CRHCY
PiPsP»C-PiC€PpuPSPSCII PrPuPiCHPuCI'PEPIPSPsPiPs CI'C,P°PSCr.

PuPuCHPuP»C-Pe PiPsP+C-C+PSP&C... CEPuP°PeCtC-PNe, PSP°PIPPrPuPSPéPNe PSPEPCPu
P-PiC-PrPSPs P- PeP»P°CI'P°PjPé CI'PéCI'C,PuPj PsCHPiP°PSC-PI P-P°

PeP»P°CI'PéC, C-PeP°CtC-C”ChR MedDRA, P° CI'P°PjPy: 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); CRC-PrPeC-CI'PSC- (>1/10000,
<1/1000); PrCrPYPu CRC-PrPeC-CI'PSC- (<1/10000), PSPuPIC-PrPsPjPs (PSPp PjPsPIPSP®
PsCtC-PSPé&C,Pé P-P° PSP°CIIPIPSP&PjPé PrP°PSP&PjPé).

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

P— P+PsPeCr CI'PéCI'C,PuPjPé P C-PrPeC-CI'PSC- [PuCHPEPiPSC-C+PuPSPSCII
PeCHPsPIC- C,P° PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr,
P»C-PjC,P°C,PéC+PSPsC— P°PiCHP°PSCIP»PsCtP&C,PsP-,
CI'PéCI'C,PpPjPé P»PuPNePePsPiPuPSC-CIJ,

PuPsP-P6PSPsC, C-P»C-Cl],
C,CHPsPjP+PsCtP&C, PsPiPuPSC-CII.

[P— P+PsPeCt PjPuC,P°P+PsP>C-P-PiCf  |P C-PrPeC-CIPSC- |P—PSP&PYPPSP&PNe P°PiPuC,P&C,.

PXPpPIC-PrPsPjPs |PHPSPSCEPpPeCIC-CLL,
PiC-PrPIP&C%oPuPSPSCLI P°P+Ps
P-PSP&PYPuPSPSCLI CEC-PIPSCII
CtCIPeCECt PI PeCEPsPIC-.

[P— P+PsPeCr PiCIPéC...C-PePé P"CIPYPy PHPiCHPuCI'PEPIPSC-CI'C,CHb.
CiP°CI'C,Ps
PSP°CI'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°P{PeC,P°C+C-CI].

PkPuCfP°CI'C,Ps  [P“C-PiPsPjP°PSC-CIJ, PjP°PSC-CI],
C,CRP&PIPsPIPSPéPNe CI'C,P°PS,
P+PpP-CI'PsPSPSCII, CI'C,CHP°CEPSC-
CI'PSPsPIP&PrC-PSPSCII.

P C-PrPeC-CI'PSC- [P”PuP»C-CEC-PNe (Cr C...PIPsCHPEC...
P»C-C,PSCHPsPiPs PIC-PeCr),
PiP°P»CRCPEPSP°CtC-C—,
CI'CfC—CtPEPrP°P»CHPSC- PrCrPjPePé
P°P+Ps PiPsPIPuPrC-PSPeP°*,

PxPuPIC-PrPsPjPs |PuP°CHP°PSPsCI].




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

P”CrPYPu PYPsPSP»PéPIC-CI'C,CH, C,CHPuPjPsCH,
CfP°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§P°CI'C,Ps P PsP-P»P°PrPé CrPIP°PiPé,

PrP&éCI'PiPuPIP-C-CIJ, ,
PiP°CRPUCI'C,PuP-C-C—, P°C,P°PeCI'C-CII.

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”CIPYPp 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

PECIPj Cr PICrC...P°C....

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

P”CrPYPp PuPsCI P&P»PpPSP

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

PSP°CI'C,Ps PHC,CEC-PsPIPpPSC,CEP&PeCFP»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&CPEPSPIPSPEPNe
PiC-PiPpCHC+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,PEéCPSP°®
PiC-PiPsC,PuPSP-C-CIJ.

PkPuC+P°CI'C,Ps

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

Pk PuPIC-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.
CfP°CI'C,Ps
P”CrPYPu PHP»PuCHPIC-CPSC- P-P°PiP°P»PpPSPSCI]

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-
PePéC€PePsPIPsPiPs C,CHP°PeC,Cr

P"CrPYPy
C$P°CI'C,Ps

PYCrC...C-CI'C,CH Cf CHPsC,C-,
P-P°PiPsCH, PSCIPrPsC,P°.

PkPuC+P°CI'C,Ps

P"C-P°CBPuCLI, P+P»CRPIP°PSPSCL,
PSP°P+CECIIPe CLIP-P&PeP®.

P C-PrPeC-CI'PSC-

P—P+C-P»CHCEPpPSPSCII
CI'P»PéPSPSPéEC... 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°
PYPsPICtPsPIPéPIC-PrPSPeC...
CE€P»CILIC...C-PI

P C-PrPeC-CI'PSC-

P-PsPIC,CIIPSPECTCI].

P&PpCiP°CIC,Ps

P1iPuC+C-PSPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH
(PSP°PiCHP&éPeP»P°Pr
C...PsP»PuCI'C,P°C,PéC+PSP®
C...PIPsCEPsP+P° PiPuC+C-PSPeP8).

PxPuPIC-PrPsPjPs

P“PuPiP°C,P&C,.

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

P”CrPPu
CiP°CI'C,Ps

P“C-PiPuCHPiC-PrCHPsP-.

PkPuC+P°CI'C,Ps

P’'PECI'PEPiP°PSPSCI],
CrCHC,PéPeP°CRHC-C—, PSP°P+CHCILIPe
PsP+P»PéC+C+CILI.

P C-PrPeC-CI'PSC-

PhP>»PsPiPuCTC-CL], CHPpP PeCTC-C—
C, PsC,PsCI'PuPSCI'PéP+C-P»C-P-P°CtC-C—.

P— P+PsPeCr PSPECTPsPe C,P°
CI'PuCtPsPIPEPIC-PrPSPeC...
CE€P»CIIC...C-PI

P§P°CI'C,Ps

P1iPSCBCFCEPRPSPSCII
CI'PpC{PsPIP&PICICI PeP°PSPSCIL

PkPuC$P°CI'C,Ps

P—P°C,CHPEPjPeP° CI'PuCtC-.

P— P+PsPeCr
CHPpPICEPsPrCrPeC,PEPIPSPsC—
CI'PéCI'C,PpPjPé C,P°
PjPsP»PsC+PSPEC... P-P°P»PsP-

P§SP°CI'C,Ps

P+ChHPpPeC,PEP»CIbPSP®
PrPéCI'C, CrPSPeCtC-CII.

PkPuC+P°CI'C,Ps

P“P°P»P°PeC,PsCHPHCLL.

P C-PrPeC-CI'PSC-

P“C-PSPuPePsPjP°CI'C,C-CIL].

P—P°PiP°P»CIbPSC- CHPsP-P»P°PrPeé

P§SP°CI'C,Ps

P’'C,PsPjP°, PIC-PrC{CrC,C,CII
CI'PiCHP°PiPe€.

P C-PrPeC-CT'PSC-

PiiC-CHPuPeCI'C-CII.

PTPSC€C- PiCHPsCIIPIPé

P”CrP{Pu P—P+C-P»CHCE€PuPSPSCII PjP°CI'Pé
CfP°CI'C,Ps C,C-P»P°.
P§P°CI'C,Ps PHPSPsPjP°P»CEbPSP°

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

PkPuC+P°CI'C,Ps

P_P+C-P»CIbCEPHPSPSCIL
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-PSPePg,
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-.

* PuCHPs PIPEPiP°PrPePé CI'CrC—CtPEPrP°P»CHPSPEC... PrCIPjPsPe P°P+Ps
PiPsPIPuPrC-PSPePé PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPsC,CIIPiPsPj P»C-PeCrPIP°PSPSCII




P°P+Ps PsPrCHP°P-Cr PiC-CI'P»CII PiCHP&éPiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII
P°PjC-C,CHP&PiC,PéP»C-PSPsPj (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

** PrICHPs C,P°PeC- PIPéPiP°PrPePé PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PrP»CII
CI'PuCHPsC,PsPSC-PSPuCEPiC-C+PSPéEC... P»C-PeP°CHCI'CHhPePé&C... P-P°CI'PsP+C-PI,
C,P°PePéC... CIIPe C,PuCRHP°PiPuPIC,PEC+PSP&EPNe PeP»P°CI’
C,CHPéCTPéPeP»C-C+PSPEC... P°PSC,PEPrPuPiCHPuCI P°PSC,C-PI (PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P°
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI' CHPeP&PjPé
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
PiCRPsPIPpPrPuPSC- P-P° CrC+P°CI'C,ChR PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 50 CRPsPeC-PI,
PiPsPeP°P-P°P»Pé PiC-PrPIP&C%0PuPSPEPNe CEP&P-P&Pe PiPpCHPuP»PsPjC-PI PeC-CI'C,PsPe Cr
PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCICRC,CH PYPtP—P—PY C- TCAs. P&PpC...P°PSC-P-Pj
CEPsP-PIPEC,PeCt CtCEbPsPiPs CEP&P-PéPeCt PSPuPIC-PrPsPiP&PNe.

P’P°PYP»P&PIPs PiPsPIC-PrPsPjP»CIIC,Pé PiCEPs PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C$PSC-
CHPpP°PeCtC-C— PiC-CI'P»CII PrPuCHPIP°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 PePsCHP&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 CEPsPeC-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... CPjPsPI 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°CC,PsPSPSC-PNe PePsCRPsP+C1C-.

PbP°C,PuPiPsCEC-CII PIC-PrPiCfCI'PeCt. P—P° CEPuCtPpPiC,PsPj.

P’PéCHPsP+PSPéPe. PI'. P>CrPSPrP+PyuPe Ph/PY (H. Lundbeck A/S).



Pu,C-CI'CtPpP-PSP°C...PsPrPIPpuPSPSCII PIPéCHPsP+PSPéPeP° C,P° PNePsPiPs
P°PrCHPuCIP° PjC-CI'CtCII PiCHPsPIP°PrPIPuPSPSCII PrC-CIIP»CHPSPsCIC,C-.
OC,C,C-P»C-P°PIPpPNe 9, 2500 P'P°P»P+C-, P"P°PSC-CI] (Ottiliavej 9, 2500 Valby, Denmark).



