PtPKPYPYP PJPmP|PtPi ) ) ) )
PrP»CII PjPpPrPéC{PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCICHbPePsPiPs P-P°CIPsP£Ct

PHP'P{PLPYP)

(ABIXA)

PYPeP»P°Pr:

PrC-CRC#P° CHPuC#PsPIPEPSP°: memantine;

1 C,P°P£P»PuC,PeP° PjC-CI'C,P&C,CH PjPuPjP°PSC,PEPSCY PiC-PrCHPsC...P»PsCHPEPICt 10 PjPi;
PrPsPiPsPjC-P1PSC- CEPuC#PsPIP6PSPé: CtPuP»CRP»PsP-P° PiC-PeCHPsPeCHP&CI'C,P°P»C-C4PSP®,
PSP°C,CHC-Ch PeCRPsCI'PeP°CHPjPuP»PsP-P°, PeCEPuPjPSC-CR PrC-PsPeCI'P&PT PePsP»PsC—PrPSPEPNe
P+PpP-PIPSPrPSP&PN;, PjP°PiPSC-CR CI'C,PuP°CHP°C,;

PsP+PsP»PsPSPeP°:B PiC-PiCHPsPjPuP»PsP-P°, B C,P&C,P°PSCIB PrC-PsPeCI'P&éPrB (P+ 171),B
PjP°PeCHPsPiPsP»B 400,B P-P°P»C-P-P° PsPeCI'P&Pr PPsPIC,PEPNe (P+ 172).

P>C-PeP"C13C1"CH>PeP° C,,PsCHPjP°. PyP°P+P»PuC,PePé, PIPeCHP&éC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PEPIPSCI'C,C-: C,P°P+P»PuC,PePé, PIPeCEP&C,C-
PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCh, PIC-Pr P+P»C-PrPs-P{PsPIC,PsPiPs PrPs P{PsPIC,PsPiPs
PePsP»CHPsCHCT, PsPIP°P»CHPSPsC— C,PsCHPjPé, P- P»C-PSC-C”Ch PrP»CLI CHPsP-P»PsPjCr C,P°
PjP°CHPeCIPIP°PSPSCIIPj PIC-PrPSPsCI'PSPs C—C—: B«PwB» P»C-PIPsCECrC# C- PiCEP°PIPSCRCIC4 P-
PsPrPSPsPiPs P+PsPeCr C- B«1B» P»C-PIPsCECICt C- B«0B» PiCHP°PIPSCHCrCt BB P- C-PSCEPsPiPs.
PyP°P=+P»PpC,PeP° PjPsPPp P+CrC,Pé CHPsP-PrC-P»PpPSP° PSP° PrPIC- PiPsP»PsPIPEPSPé.

PxP°CEPjP°PePsC,PuCHP°PiPpPIC, PéC+PSP° PiCECEPiP°.

PuCI'P&C...PsP°PSP°P»PyPiC,PéPePé. PtPSCEC- P-P°CI'PsP+Pé PrP»CII P-P°CI'C,PsCI'CIPIP°PSPSCI] Cf:
CBP°P-C- PrPpPjPpPSCC-C—. PmPuPjP°PSC,P&PS.

PPsPr PHP§PT NO6D XO01.

PxP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCIC,C-.



PrP°CEPjP°PePsPrPéPSP°PjC-PeP°.

PJ] PICHPsCIIPIP°C... CI'P&PjPiC,PsPjC-PI C- PiCEPsPiCHPuCI'CFPIP°PSPSC-
PSPuPNeCBPsPrPuPiPuPSPUCHP°C,PEPIPSPsC— PrPuPjPuPSCtC-C— PIP°PYP»P&PICT CBPsP»CH
PIC-PrC-PiCEP°C” PiPsCRHCIFCEPuPSPSCI] PiP»CrC,P°PjP°C,PuCHPiC-CPSPsC—
PSPuPNeCHPsC,CHP°PSCI'PjC-CI'C-C—, PsCI'PsP+P»P&PIPs P- CFC+P°CI'C,Ch NMDA (N-PjPuC,PéP»-D-
P°CI'PiP°CHC,P°C,)-CHPuCPuPIC,PsCHC-PL.

PwPpPjP°PSC,PEPS CLIPIP»CLIC” CI'PsP+PsCh PiPsC,PuPSCtC-P°P»P-P°P»PuPPSPEPNe,
CI'PuCBPUPrPSCHPsC— P°C,C-PSPSPsCI'C,C-, PSPuPePsPSPeCFCHPuPSC,PSP&PNe P°PSC,P°PiPSPSC-CIC,
NMDA-CBPuCtPuPIC,PsSCHC-PL. PwPuPjP°PSC,PéPS PjPsPrCrP»CRC” PuC,PuPeC,Pé PiP°C,PsP»PsPiC-C+PSPs
PiC-PrPIP&C%oPuPSP&C... CBC-PIPSC-PI PiP»CrC,P°PjP°C,Ct, CIIPeP&PNe PjPsPPy PICHP&P-PIPUCI'C,Pé PrPs
PrP&CI'C,CPSPeCtC-C— PSPuPNeCEPsPSC-PI.

PP»C-PSC-C+PSC- PrPsCI'P»C-PrP{PuPSPSCII

PhCIPSPSPIPSPp PrPsCIP»C—PrPIPUPSPSCL PjPsPSPsC,PuChP°PiC-C— Cr PiP°CtC-C”PSC,C—PI C-P-
CFPUCHPPPFPSCHPSCRh C,P° C,CLPYIPePsCh CIC,P°PrC—C"Ch C..PIPsChHPsPxPé
PhP»CHCTPiPuPKPjPUCHP® (P:P° PnPsCRPsC,PePsCh CEPeP°P»PsCh PsCtC—PSPePé
PiCIP&C..C-C+PSPsPiPs CI'C,P°C,CrCICF (MMSE) PsCtC-PSPeP° 38RH“14) PIPeP»ChCP°P»Ps
P:-P°PiP°P»PsPj 252 P°PjP+CrP»P°C,PsChPSP&C.. PiP°CtC—C"PSC,C-PI. PuPsP:P&C,PEPIPSP&PK
PIPiP»P&PI C,PuCHP°PiC—C— PjPuPjP°PSC,P&PSPsPj PIP&CLPIP»CLC”C,CHCICY PIiC~CIP»Cl 6
PjC—CICLICtC—PI P-P°CIC,PsCICFPIP°PSPSCY PiPsCHC—PIPSCLIPSPs P- P»C—PeCrPIP°PSPSCLIP]
PiP»P°CtPuPtPs (P°PSP°P»C—P- CIPiPsCIC,PuChHPUPIPUPSPEC.. PIPEPIP°PrPeC—PI PrP»Cll
PsPiP&C, CFPIP°PSPSCL PeP»C—PSC-CtP&CI'C,P° PSP PsCIPSPSPIC— P-PjC—PS P:P°
PiPsPeP°P-PSP&PeP°PjPé CIBIC-plus (p = 0,025); P:P° C€PeP°P»PsCh ADCS-ADLsev (p = 0,003)
C,P° PiPsPeP°P-PSP&PeP°PjPé SIB (p = 0,002)).

PhCIPSPSPIPSPp PjPsPSPsC,PuCRhP°PiPUPIC,PECEPSPU PrPsCIP»C—PrPYPUPSPSCL
PjPuPjP°PSC,PEPSCF PiCRHPé P»C—PeCrPIP°PSPSC— C..PIPSCRPSsP+Pé& PhP»CHCtPiPuPlPjPuChHP®
P»PuPiPePsC— C,P° CI'PUCRPUPFPSCHPSC— C,CLIPIPePsCIC,C~ (P:P°PiP°P»CHPSP&PN. P+P°P» MMSE
P-P° PIP&C.C—PrPSP&PjP& PiPsPeP°P-PSP&PeP°PjPé PIC—Pr 10 PrPs 22) PIPeP»CRCP°P»Ps 403
PiP°CtC-C"PSC,C-PI. PyP°CtC-C"PSC,Pé, CLIPeC— PsC,CRHP&PjCrPIP°P»P& P»C—PeCrPIP°PSPSCL
PjPuPjP°PSC,P&PSPsPj, PiPsPeP°P:P°P»P& CI'C,P°C,P&CIC,P&CtPSPs P-PSP°C$PSPs PeCHP°C(%P&Pk
PuC,,PuPeC,, PSC—PY PiP°C+C—C"PSC,Pé&, CLPeC— PiCRHP&PNPjP°P»P& PiP»P°CtPuP+Ps, P:P°
PiPUCRPIPEPSPSPEPjPé PeC—PSCTPUPIPEPjPE PiPsPeP°P-PSPEPeP°PjP& P-P° CEPeP°P»PsCh ADAS-
cog (p = 0,003), P:P° CIBIS-plus (p = 0,004) PSP° 24 C,P&PYPSC— (P-P° LOCF). P’
C-PSCEPSPjCF PrPsCIP»C—PrPYPUPSPSC— PjPsPSPsC,PUCRP°PiC—C— PiChPé C..PIPsCHPsP+(C—
PhP»CHCTPiPuPkPjPUCHP° P»PuPiPePsPiPs C,P° PiPsPjC-CRPSPsPiPs CI'C,CrPiPuPSCL
P-P°PiP°P»PsPj P+CfP»Ps CRHP°PSPrPsPjC—P-PsPIP°PSPs 470 PiP°CtC—C”PSC,C—PI
(P-P°PiP°P»CHPSPEPN: P+P°P» MMSE P:P° PiPsC$P°C,PePsPIP&PjP& PiPsPeP°P:PSP&PeP°PjPé
118H“23). PJ PiPuCHCIPiPuPeC,PEPIPSPs PIP&P:PSP°C+PuPSPsPjCF PiPuCHPIPEPSPSPsPjCK
P°PSP°P»C—P:C~ CI'C,P°C,PECIC,PECEPSP° P-PSP°C$+P&PjC—CI'C,Clh PSPu PCrP»P°
PrPsCICLIPiPSCFC,P° PI PeC—PSCtPUPIC—PN C,PsC+CtC— PiPuCRPIP&PSPSPsC—

PuC,,PUPEC, PEPIPSPSCIC,C— PSP° 24 C,P&PYPSC-—.

B PwPuC,P°P°PSP°P»C-P- PiP°C+C-C”PSC,C-PI P- C...PIPsCEPsP+PsCh PhP»CHCtPiPuPNePjPRCHP°
CI'PuCHPuPrPSCHPsPiPs C,P° C,CLIPIPePsPiPs CI'C,CFPiPuPSCII (P-P°PiP°P»CHPSPEPN: P+P°P» MMSE < 20)
P- CEPUCI'C,Pé C,P°P- III PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPEC. .. 6-PjC-CI'CLIC+PSP&C...
PrPsCI'P»C-PrPPuPSCH (PIPeP»CRC+P°CRC4$Pé PrPsCI'P»C-PrPIPuPSPSCII PjPsPSPsC,PuCBP°PiC-C— C,P°
PrPsCI'P»C-PrPPuPSPSCII PiP°C+C-C"PSC,C-PI, CLIPeC- PICEP&PN:PjP°P»Pé CI'C,P°P+C-P»CHPSCY PrPsP-Cf
C-PSPiC-P+C-C,PsCBC-PI P°C+PuC,PéP»C...PsP»C-PSPuCI'C,PuCEP°P-Pé) PiPsPeP°P-P°P»Pé
CI'C,P°C,P6CI'C,PEC$PSPs P+C-P»CHhCE P-PSP°C+P&PjPEPN: PuC, PuPeC, P»C-PeCIPIP°PSPSCII
PjPuPjP°PSC,P8PSPsPj C%oPsPrPs PePsPiPSC-C,PEPIPSPEC. .., P-P°PiP°P»CHPSPEC. .. C,P°
C,CtPSPeCtC-PsPSP°P»CHPSPEC... CI'C,PuCH.

PyCHPé PIPECLIPIP»PUPSPSC- Cf PiP°C+C-C”PSC,P° CI'CfPiCfC,PSCHPsPiPs PiPsPiC-CBCEPRPSPSCII PI
CrCI'C-C... C,CBCHbPsC... CI'C,PuCHP°C... CEPuP-CIP»CHC,P°C,Pé PrPuPjPsPSCI'C,CHCIPIP°P»Pé
CI'C,P°C,P8CI'C,PEC4PSPs P-PSP°C$PéPjP&PNe PuC, PuPeC, PjPuPjP°PSC,PEPSCY PI PiPsPiPuCHPuPrPIPuPSPSC-
PiPsPiC-CBCEPUPSPSCL]; Cf PiP°C1C-C”"PSC,C-PI PiCRCTPiPé PiP»P°C+PpP=Ps PiPsPiC-CBCEPRPSPSCII PI
CfCI'C-C... C,CBCHPsC... CI'C,PRCBP°C... CI'PiPsCI'C,PuCBC-PiP°P»PsCI'CLI PIPrPIC-C$C- C$P°CI'C,C-CEPp,
PSC-PY Cf C...PIPSCEP&C..., C%oPs PsC,CHP&PjCIPIP°P»Pé PjPuPjP°PSC,PéPS (21 % PICHPsC,Pé 11 %,

p < 0,0001).

PrP°CEPjP°PePsPeC-PSPuC,PéPeP®.

PhP+CIPsCEP+CtC-CII

PhP=CI'PsP»CRC,PSP°® P+C-PsPrPsCI'C,CfPiPSC-CI'C,CH PjPuPjP°PSC,PEPSCT CI'C,P°PSPsPIP&C,CH
PiCBP&P+P»P8P-PSPs 100 %, C$P°CI" PrPsCI'CLIPiPSPuPSPSCI] PiC-PeP° PePsPSCtPuPSC,CHP°CC-C— Cf
PiP»P°P-PjC- PeCRPSPIC- (T,,,) BB" PIC-Pr 3 PrPs 8 PiPsPrPéPS. PhP-PSP°Pe PIPiP»P&PICt PiCEP&PN:PsPjCt
C—PYC- PSP° PICI'PjPsPeC,CtPIP°PSPSCLI PSPuPjP°C”.

P PsP-PiPsPrC-P»

P"PsP+PsPIP° PrPsP-P° 20 PjPi P-C¢PjPsPIP»CRC” CI'C,P°P+C-P»CHPSCT PePsPSCTPuPSC,CEP°CC-Ch
PjPuPjP°PSC,P8PSCT Cr PiP»P°P-PjC- PeCHPSPIC- Crf PjPuP{P°C... PIC-Pr 70 PrPs 150 PSPi/PjP» (0,581
PjPePjPsP»CH) P-C- P-PSP°C#PSPéPjPé C-PSPrP&PIC-PrCrP°P»CHPSP&PjPé PIP°CHC-P°C1C-CIIPjPé. PuCEPé
P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsP+PsPIP&C... PrPsP: PIC-Pr 5 PrPs 30 PjPi PIC-PrPSPsCEPuPSPSCILI
PIPjC-CI'C,Cf PICBPpPiP°CHP°C,Ct Cf CtPRCHPuP+CHPsCIPiC-PSP°P»CHPSC-PNe CHC-PrPEPSC- C,P°
CI'PECEPsPIP°C,CtC- PeCBPsPIC- CI'C,P°PSPSPIPEC,CHb 0,52. PhP+ER ™ C”Pj CHPsP-PiPsPrC-P»Crf
CI'C,P°PSPsPIP&C,CH P+P»P&P-CHbPePs 10 P»/PePi. PUCHP&P+P»PEP-PSPs 45 % PjPpPjP°PSC,PEPSCT

P-PIEB™ CLIP-CfC”"C,CHCI'CLI P- PICHPsC,PuC—PSP°PjPé PiP»P°P-PjPé PeCHPsPIC-.
P'C-PsC,CEP°PSCI'C,PsCEPjP°CtC-CII

P’ PsCBPiP°PSC-P-PjC- P»CRPrPéPSPé P+P»P&P-CHPePs 80 % PjPuPjP°PSC,PéPSCt CtP6CEHPeCIP»CRC” Cf
PIP&PiP»CLIPrC- PiPsC#P°C,PePsPIPsC— CEPuCtPsPIPEPSPé, PsCI' PSPSPIPSC- PjPuC,P°P+PsP»C-C,Pé PSP
PjP°CRC,CH NMDA-P°PSC,P°PiPsPSC-CI'C,PéCPSPEC... PIP»P°CI'C,PEPIPSCI'C,PuPNe. PJC+P°CI'C,C-
CtP8C,PsC...CBPsPJCr P 450 Cf PjPuC,P°P+PsP»C-P-PiC- in vitro PSPp PIPECLIPIP»PuPSPs.

PJ PrPsCI'P»C-PrPPpPSPSC- PiCEPé PiPpCHPsCEP°P»CHPSPsPiCt PIPIPpPrPuPSPSC- 14C-
PjPuPjP°PSC,P8PSCT PI CI'PuCHPuPrPSCHPSPICT 84 % PrPsP-Pé P+CrP»Ps PuP»C-PjC-PSPsPIP°PSPs
PiCHPsC,CLIPiPsPj 20 PrPSC-PI, P+C-P»CHCEPp 99 % PrPsP-Pé PuPeCI'PeCHPUC,CrPIP°P»PsCI'CLI
PSP&CHPeP°PjPé.

P+P»C-PjC-PSP°CtC-CLI

PwPpPjP°PSC,PEPS PuP»C-PjC-PSCFC”C,CHCI'CLI PjPsPSPsPuPeCI PiPsPSPRPSCtC-P°P»CHPSP&Pj CPEPSPsPj
P- PiCHPsPjC-P{PePsP;j t,, PIC-Pr 60 PrPs 100 PiPsPrPéPS. P] PrPsP+CHPsPIPsP»CHCtC-PI P-
PSPsCEPjP°P»CHPSPSCh C,CrPSPeCtC-C"Ch PSPECHPsPe P-P°PiP°P»CHPSPEPN. PeP»C-CRHPuPSCI' (Cl,,,)
CI'C,P°PSPsPIP&C,CH 170 PjP»/C...PI/1,73Pj* C,P° C4P°CI'C,PEPSP° P-P°PiP°P»CHPSPsPiPs PSPECEPePsPIPsPiPs
PeP»C-CHPPPSCI'Ct PrPsCI'CLIPiP°C”C,CHbCI'CLI P-P° CHP°C...CfPSPsPe PeP°PSP°P»CHCPRPIPSC—
CI'PpPeCEPuCtC-C—. PkPECHPePsPIP® CI'C,P°PrC-CLI C,P°CHPjP°PePsPeC-PSPuC,PéPePé PiPuPjP°PSC,PEPSCY
PIPeP»CRC$P°C” C,P°PePsP{ PeP°PSP°P»CHCPuPICt ChPuP°P+CI'PsCHP+CC-Ch CIIPeP°, PjPsP{P»P&PIPs,
PsPiPsCI'PpCEPuPrPePsPIP°PSP° PeP°C,C-PsPSPSPsCR C,CBP°PSCIPiPsCHC,PSPsCh CI'P&CI'C,PuPjPsCR.
PEPIP&PrPeC-CI'C,CH PSPECEPePsPIPSC— PpP»C-PjC-PSP°CtC-C— PjPuPjP°PSC,PEPSCT PI CfPjPsPIP°C...
P»CIPIPSPsC— CHPuP°PeCtC-C— CI'PuC#C- PjPsPYPp P-PSP&PCIPIP°C,PECI'CII Cr 7859 CHP°P-C-PL
PyC-PrP»CrPiPsPICYPIP°PSPSCLI CI'PuC#C- PjPsPYPp PIC-PrP+CfPIP°C,PECI'CII Cf CHPEP-CFP»CHC,P°C,C-
PiP»P&P+PsPeP&C... P-PjC-PS PrC-C"C,Pé, PSP°PiCBP&PeP»P°Pr P-PjC-PSPé P+P°PiP°C,PsPiPs

Pjgh™ CLICI'PSP&PjP& CI'C,CHP°PIP°PjPé CHP°CtC-PsPSCY PIPpPiPuC,P°CHC-P°PSCI'CHPeP&Pj C1P&
PIPSP°CI'P»C-PrPsPe C-PSC,PuPSCI'P&PIPSPsPiPs PICEPEPN:-PsPjCt P°PSC,P°CtPEPrPSPEC. ..
CEP»CrPSPePsPIPEC... P-P°CI'PsP+C-PI.

P>C-PSC-PNePSC-CI'C,CFp

P—P° PrP°PSP&PjPé PrPsCI'P»C-PrPIPuPSCH PSP° PrPsP+CEHPsPIPsP»CHCHCIIC...,
C,P°CBHPjP°PePsPeC-PSPUC,PéPeP° PjPuPjP°PSC,PEPSCT PjP°C” P»C-PSC-PN-PSP&PN: C...P°CHP°PeC,PuCH Cr
PrC-P°PiP°P-PsPSC- PrPsP- 108540 PjPi.

PxP°CHPjP°PePsPrPéPSP°PjC-C#PSPEPN/C,,P°CEPjP°PePsPeC-PSPuC,PEC+PSPEPNe P-PIeF ™ CLIP-PsPe
PyCHPé PrPsP-C- PjPpuPjP°PSC,PEPSCY 20 PjPi PSP° PrPsP+Ct PNePsPiPs PIPjC-CI'C, Cf
CtPuCHPuP+CHPsCI PiC-PSP°P»CHPSC-PNe CBC-PrP&PSC- PIC-PrPiPsPIC-PrP°C” PIPuP»P&C+PEPSC- k,
(PePsPSCI'C,P°PSC,P° PiP°P»CHbPjCIPIP°PSPSCLI) PjPuPjP°PSC,PEPSCY, C%oPs CI'C,P°PSPsPIPEC,CH 0,5
PjPePjPsP»CH Cr PrC-P»CLIPSCtC- C,CHPsPSC,P°P>CHPSPsC— PePsCEPé PiPsP»PsPIPSPsPiPs PjPsP-PeCr
P»CRPrPéPSPé.



PmBP»C-PSC-C#PSC- C...P°CHP°PeC,PuCHPECIC, PéPePé.

PuPsPeP°P-P°PSPSCII.

PI'PIPSCHPsPP° PhP»CHCtPiPuPNePjPLCHP® PIC-Pr CI'PRCEPRPrPSCHPsPiPs CI'C,CfPiPpPSCII
C,CIIPfPePsCI'C,C- PrPs C,CIIPYPeP&C... C,PsCHP;.

PyCEPsC,PéPiPsPeP°P-P°PSPSCII.
P“C-PiPuCHC4CrC,P»PEPIC-CI'C,CH PrPs PrC-CRCPsC— CHPuCHPsPIPEPSPE P°P+Ps PrPs P+CrPrCH-
CIIPePsPiPs PePsPjPiPsPSPuPSC,P° PICEPuPiP°CEP°C,CE.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECICH PePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC-
PIPéPrPé PIP-P°C”PjPsPrC-PNe.

PYP»C-Pr CfPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII PjPuPjP°PSC,P&PSCY C,P°
P°PjP°PSC,P°PrPPSCt CPuCHPP: CHP&P-PéPe C,P°CHPjP°PePsC,PsPeCI'PECPSPsPiPs PiCI'P&C...PsP-Cf.
PhP+P&PrPIC- CI'PiPsP»CrPePé C” C...C-PjC-C+PSPs PiPsPIsR ™ CLIP-P°PSP&PjPé NMDA-
P°PSC,P°PiPsPSC-CI'C,P°PjPé. P{iPu P{ CI'P°PjPyu PjPsP{Pu P+CtC,Pé PIC-CEPSP&Pj PrP»CII PePuC,P°PjC-PSCt
C- PrPuPeCI'C,CBPsPjPuC,PsCEC, P°PSCY. P’ PsPrPSPsPjCr PsPiCfP+P»C-PePsPIP°PSPsPjCt P-PIC-C,C-
P-P°P-PSP°C+P°P»PsCI'CII C,P°PePsP PiCHPs PjPsPP»P&PIP&PN. CHP&P-P&Pe PePsPjP+C-PSP°C+C-C—
PjPuPjP°PSC,P8PSCT C,P° C,PpPSC-C,PsC—PSCF.

PrPuC...P°PSC-P-Pj PrC-C— PiPpCHPuPrP+P°C$P°C” PjPsPP»P&PIPu PiPsCI'P&P»PuPSPSCII PuC,PuPeC,C-PI L-
PrPsPiP°, PrPsPiP°PjC-PSPuCHPiC-C+PSP&C... P°PiPsPSC-CI'C,C-PI C,P°
P°PSC,PéC...PsP»C-PSPuCBPiC-CPSP&C... P-P°CI'PsP+C-PI PiCHPé PsPrPSPsCP°CI'PSPsPjCr
P-P°CI'C,PsCI'CFPIP°PSPSC- C,P°PeP&C... NMDA-P°PSC,P°PiPsPSC-CI'C,C-PI, CIIPe PjPuPjP°PSC,P&PS.
PwPsPYP»P&PIP&Pj C” PiPSCI'P»P°P+P»PuPSPSCII PuC, PuPeC,C-PI P+P°CHP+C-C,CfCBP°C,C-PI C,P°
PSPRPNeCHPsP»PpPiC,PECPSPEC... P-P°CI'PsP+C-PI. PYC{PjC-CI'PSPp PiCHP&P-PSP°C+PuPSPSCII
PjPuPjP°PSC,PEPSCT C,P° CI'PiP°P-PjPsP»C-C,PECPSPEC... P-P°CI'PsP+C-PI PrP°PSC,CEPsP»PuPSCY P°P+Ps
P+P°PeP»PsC, PuPSCt PjPsPYPy PjPsPrPéC,C-PeCIPIP°C,Pé C—C...PSC- PuC, PuPeC,Pé, C%oPs PjPsP{Py
P-CrPjPsPIP&C,Pé PSPuPsP+C...C-PrPSC-CI'C,CH PePsCEHPuPeCtC-C— PrPsP-.

PPSCEC- P»C-PeP°CBCI'CHPeC- P-P°CI'PsP+Pé, C,P°PeC- CIIPe CtP&PjPuC,PEPTP&PS, CBP°PSC-C,PEPrPEPS,
PiCBPsPeP°C—PSP°PjC-Pr, C...C-PSC-PrPéPS, C...C-PSC-PS C,P° PSC-PePsC,PéPS, CLIPeC-
PIP&PePsCRPECI'C,PsPICFCRC,CH C,Ct P PeP°C,C-PsPSPSCt C,CHP°PSCIPiPsCHC,PSCt CI'PECI'C,PuPjCt
PSP&CHPsPe, C%oPs PNe P°PjP°PSC,P°PrPéPS, PjPsPP»P&PIPs, C,P°PePsP{ P-PrP°C,PSC-
PIP-P°C"PjPsPrC-CLIC,Pé P- PjPuPjP°PSC,P&PSPsPj, P-CrPjPsPIP»CERCRC$Pé PiPsC,PuPSCC-PN:PSPEPNe
CHP&P-P&Pe PiC-PrPIPEC%oPuPSPSCII PNePsPiPs PIPjC-CI'C,Ct Ct PiP»P°P-PjC- PeCEPsPIC-.

PuCHPé CI'CIPjC-CI'PSPsPjCr PiCEP&P-PSP°CPuPSPSC- PjPuPjP°PSC,PEPSCE P-
PiC-PrCHPsC...P»PsCEPsC,C-P°P-PéPrPsPjB (P“PI'Py) P°P+Ps P+CrPrCH-CLIPePsChR
PePsPjP+C-PSP°C+C-C”CR P- P“PI'Pj PjPsP{P»P&PIPy P-PSP&PPuPSPSCII CRC-PIPSCII P“PT Py Ct
CI'PECHPsPIP°C,CtC- PeCEPsPIC-.

P‘CFP»P& PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs PsPeCHPuPjC- PIP&PiP°PrPePé PiC-PrPIPEC%oPuPSPSCII
PjC-PPSP°CHPsPrPSPsPiPs PSPsCEPjP°P»C-P-PsPIP°PSPsPiPs CI'PiC-PIPIC-PrPSPsCEPUPSPSCII (PmPkPY)
PiCHP8 P-P°CI'C,PsCI'CfPIP°PSPSC- PjPuPjP°PSC,P8PSCT PiP°C+C-C”PSC,P°Pj, CLIPeC- PiCHP&PNePjP°CRC,CH
PIP°CHC, P°CEP&PS. PI'PsC+P° PICBP&CPéPSPSP&PNe P-PIBR™ CIIP-PsPe PSPy PICI'C,P°PSPsPIP»PiPSP&PNe,
PSPuPsP=+C...C-PrPSP&PNe CEPuC,PuP»CHPSP&PNe PjPsPSC-C,PsCRP&PSPi PiCHPsC,CHPsPjP+C-PSPsPIPsPiPs
C#P°CI'Ct P°P+Ps PmPkPY Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsPrPSPsC+P°CI'PSPs PiCHP&PN:PjP°CRC,CH
PiPuCBPSCRHP°P»CHPSC- P°PSC,PéPePsP°PiCFP»CLIPSC,Pé.

PJ C...PsPrC- C,P°CEPjP°PePsPeC-PSPUC,PEC+PSPEC... PrPsCI'P»C-PrPIPuPSCH Ct P-PrPsCEPsPIP&C...
PrPsP+CHPsPIPsP»CHCTC-PI CI'C+C,C,C"PIP&C... PuC, PuPeC,C-PI PIP-P°C”PjPsPrC-C— PjPuPjP°PSC,P&PSCT P-
PiP»C-P+CfCBP&PrPsPj/ PjPuC,C, PsCEPjC-PSPsPj, PrPsPSPuPiPuP-P&éP»PsPj P°P+Ps PiP°P»P°PSC,P°PjC-PSPsPj
PSPy PIPECLIPIPEP»P&.

PwPuPjP°PSC,P&PS in vitro PSPp C” C-PSPiC-P+C-C,PsCHPsPj CYP 1A2, 2A6, 2C9, 2D6, 2E1, 3A,
C,P»P°PIC-PSPIPjC-CI'PSPSC— PjPsPSPsPsPeCI'P&éPiPuPSP°P-Pé, PuPiPsPeCI PéPrPiC-PrCHPsP»P°P-Pé P°P+Ps
CI'CfP»CHC,P°C,C-PsPSCY.

PhCIPsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI'C3PIP°PSPSCII.

PYP»C-Pr PrPsC,CHP&PjCFPIP°C,PECT'CII PsP+PuCHPuPPSPsCI'C,C- PiCHPé PiCHP&P-PSP°CPuPSPSC-
PiCBPuPiP°CHP°C,Ct C...PIPsCBP&Pj PSP® PuPiC-P»PpPiCI'C-CB, PiP°CtC-C”"PSC,P°Pj P- PuPiC-P-PsPrP°PjPé
CI'CfPrPsPj PI P°PSP°PjPSPRP-C-, P° C,P°PePsP{ PiP°C+C-C"PSC,P°Pj P- C,P°PeC,PsCEP°PjPé CEP&P-P&PeCY
CHPsP-PIP&C,PeCt PuPiC-P»PpPiCI'C-C—.

PYP»C-Pr CfPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII P- C,P°PeP&PjPé N-
PjPuC,P&éP»-D-P°CI'PiP°CEC,P°C,(NMDA)-P°PSC,P°PiPsPSC-CI'C,P°PjPé, CLIPe P°PjP°PSC,P°PrP&PS,
PePuC,P°PjC-PS C+Pé PrPuPeCI'C,CHPsPjPuC,PSCHC, P°PS. PiC- CI'PiPsP»CrPePé PIPiP»P&PIP°CRC,CH PSP®
PsPrPSCt PNe C,Cf Pl CI'P°PjCt CI'PECI'C,PuPjCt CHPuCtPRPIC,PsCHC-PI, C%oPs PNe PjPpPjP°PSC,P&PS, P°
C,PsPjCt PiPsP+C-C$PSC- PuC,PuPeC,Pé (PiPuCBPuPIP°PIPSPs PiPsPIER™ CLIP-P°PSC- P:
CtPuPSC,CHP°P»CHPSPsCR PSPUCHPIPsPIPSCR CI'P6CI'C,PpPjPsCh) PjPsPYCFC,CH P+CrfC,Pé
C#P°CI'C,C-CEP&PjPé C+Pé PIP&CHP°PIPuPSC-CEPEPjPé.

P"PuCILIPeC- C,P°PeC,PsCHP&, C%oPs CI'PiCHP&C+PéPSCIICRC,CH P-P+C-P»CHCEPUPSPSCII CHPk CI'PuCEC-,
PjPsPYCfC,CH P-C¢PjPsPIP&C,Pé PSPuPsP+C...C-PrPSC-CI'C,CH CEPuC,PuP»CHPSPsPiPs PSPPiP»CIIPrCY
P-P° PiP°C1C-C"PSC,PsPj. P'PeP°P-P°PSC- C,P°PeC,PsCHPé& PIPeP»CRCHP°CRC,CH PiP»PéP+PsPeC- P-PjC-PSPé
PrC-C”C,Pé, PSP°PiCHP&PeP»P°Pr P-P°PjC-PSCT P+P°PiP°C,PsPiPs PjsB™ CLICI PSP&PjPé CI'C,CBP°PIP°PjPé
CBP°CtC-PsPSCF PSP°® PIPuPiPuC,P°CBC-P°PSCI'CHhPePEPN: P°P+Ps PY C-PSC,PuPSCI'PEPIPSPEPNe
PiCBP&PN:PsPj P°PSC,P°CP&PrPSPSC... CEP»CrPSPePsPIPEC. .. P-P°CI'PsP+C-PI. PCEC-Pj C,PsPiPs, CBPk
CI'PuC#C- PjPsPYPp PiC-PrPIP8C%oCrPIP°C,PECI'CLI C+PuCHPuP- CI'C,P°PSPé C,CtP+CrP»CLICEPSPsPiPs
PSP&CHPePsPIPsPiPs P°CP&PrPsP-Cr (PyPkPh) P°P+Ps C,CLIPYPeC- C-PSC,PuPeCtC-C— CI'PuCiPsPIPsPiPs
C,CBP°PeC,Cr, CI'PiCEP8C+PEPSPUPSC- Proteus bacteria.

PyC-Pr C+P°CI" P+C-P»CHCEPSCI'C,C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPpPSCH PiP°CtC-C”PSC,P§,
CIIPeC- PSPiC%oPsPrP°PIPSPs PiPuCHPuPSPuCI'P»Pé C-PSC,P°CRPeC, PjC-PsPeP°CHPrP°, C,P°
PiP°CtC-C"PSC,Pé P- PrPuPePsPjPiPuPSCI'PsPIP°PSPsCR P-P°CI'C,C-PNePSPsCB CI'PuCECPuPIPSCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR (IR "IV CI'C,CfPiPuPSCII P-PiC-PrPSPs P- PeP»P°CI'P6C, C-PeP°CC-C"ChR
PKCHCR-P™ PsCBPeCI'CHPePsC— PeP°CRPrC-PsP»PsPiC-C+PSPsC— P°CI'PsCtC-P°CtC-C—), P° C,P°PePsPq P-
PSPuPePsPSC,CBPsP»CHPsPIP°PSPSCR P°CHC,PuCHC-P°P»CHPSPSCR PiC-PiPuCBC,PuPSP-C-C"Ch
PIP&PeP»CRC$P°P»P8CI'CLI P C+PECI'P»P° CFCP°CI'PSP&PeC-PI. P’PSP°CI'P»C-PrPsPe CtCHhPsPiPs
PSP°CIIPIPSC- P»P&C€Py PsP+PjPuP{PuPSC- PIC-PrPiPsPIC-PrPSC- PrP°PSC-, P° P-P° PiP°CtC-C”"PSC,P°PjPé
P- C,P°PeP&PjPé P-P°C...PIPsSCHCRPIP°PSPSCLIPjPé PSPuPsP+C...C-PrPSP&PNe CEPuC,PuP»CHPSPEPN
PSP°PiP»CLIPr.

P>C-PeP°CHCI'CHPeP&PNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> PjPuPSCEP PSC-PY 1 PjPjPsP»CH PSP°C,CHC-CB (23
PjPi) PSP° C,P°P+P»PC,PeCt, C,PsP+C,Ps PICEP°PeC,P8C+PSPs PSPu PjC-CI'C,PéC,CH PSP°C,CHC-CE.

P—P°CI'C,PsCI'C3PIP°PSPSCII Cé PiPuCEC-PsPr PIP°PiC-C,PSPsCIC,C- P°P+Ps PiPsPrCsPIP°PSPSCII
PiCBCéPrPrCRE.

P"P°PSP&C... C%oPsPrPs PIPiP»P&PICT PjPuPjP°PSC,PéPSCF PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PNePsPiPs Ct'
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- PSPuPjP°C”. P+PeCI'PiPuCHP&PjPuPSC,P°P»CHPSC-
PrPsCI'P»C-PrPYPuPSPSCII PSP° C,PIP°CEP&PSP°C... PIPeP°P-CfCRC,CH> PSP°® PjPsPYP»P&PIC-CI'C,CH
CrPiPsPIC-P»CHPSPuPSPSCII PIPSCIC,CHC-CEPSCHPsCIC,CBPsP+PSPsPiPs CBPsCI'C,Ct PiCRHPé
CBC-PIPSCIIC... PIPiP»P&PICY PjPuPjP°PSC,PEPSCY, C-PrPuPSC,P8C+PSPEC... P°P+Ps PrPuC%oPs
P+C-P»CHCEPEC... PIC-Pr C,P&C..., C%oPs P-P°CI'C,PsCI'PsPICFCRC,CHCI'CII P»CRPrPéPSC-.
PyPsC,PuPSCC-PN:PSP&PNe ChP&P-PéPe PrP»CLI P»CRPrPéPSPé PSPUPIC-PrPsPjP&éPNe. PPuPjP°PSC,PEPS
PSPu CI'P»C-Pr P-P°CI'C,PsCI'PSPICFPIP°C,Pé Ct PiPuCEC-PsPr PIP°PiC-C,PSPsCI'C,C-, P-P° PIP&PSCIIC,PePsPj
PIP&PiP°PrPeC-PI, P-C{PjPsPIP»PuPSP&C... C+C-C,PePsCh C,P° CLIPIPSPsCR PSPuPsP+C...C-PrPSC-CI'C,Ch.
PKPPPIC-PrPsPjPs, C+Pé PuPeCI'PeCEPuC,CIC”C,CHCI'CLI PjPpPjP°PSC,PéPS Ct PICBCIPrPSPy PjPsP»PsPePs,
CY%oPs, PSPrPSP°Pe, C” PjPsP{P»P&PIP&Pj P PsPiP»CILIPrCt PSP° P»C-PiPsC,C-P»CHPSC-CI'C,CH
CI'CfP+CI'C,P°PSCC-C—. P-C-PSPeP°Pj, CIIPeC- P-P°CI'C,PsCI'PsPICfCRC,CH PjPuPjP°PSC,P&PS, CI'P»C-Pr
CfC,CBP&PjP°C,PECI'CLI PIC-Pr PiPsPrCrPIP°PSPSCII PiCECIPrPrCR.

PuPuCEC,PéP»CHPSC-CI'C,CH

PkPp CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CII PPsPrPSPsPiPs PSPuPiP°C,PEPIPSPsPiPs PIPiP»P&PICH
PjPuPjP°PSC,PEPSCT PSP° C,PuCHC,PEP»CHPSC-CI'C,CH C+PsP»PsPIC-PeC-PI C,P° PYC-PSPsPe.

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°PSCIPiPsCFC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé.



PI'PIPSCEPsP+P° PhP»CHCIPiPuPNePjPuCEHP°® PIC-Pr CIPpCEPuPrPSCHPsC— C,CIIPIPePsCI'C,C- PrPs
C,CLIPYPePEC... C,PSCEPj P-P°P-PIPEC+P°PNe P-CPjPsPIP»CRC” PiPsPiC-CECEPUPSPSCII
PjPsP{P»P&PIPSCI'C,C- PePuCECLPIP°C,Pé P°PIC,PsPjPsP+C-P»PuPj C,P° PiPsCHCICEPRPSPSCII
P-PrP°C,PSPsCI'C,C- PiCEP°C{CRPIP°C,Pé P- C-PSCEPEPjP& PjPyC...P°PSC-P-PjP°PjPé. P‘C-P»CIbCE C,PsPiPs,
PjPUPjP°PSC,P&PS PjP°C” PSPUP-PSP°C+PSPEPN: P°P+Ps PiPsPjC-CEPSPEPN: PIPiP»PEPI PSP°
P-PrP°C,PSC-CI'C,CHh PePpCRCIPIP°C,Pé P°PIC,PsC,CHP°PSCI PiPsCHC,PSP&PjPé P-P°CI'PsP+P°PjPé C,P°
CIPICHP°PIP»CIIC,Pé C-PSCEPEP}PE PjPyC...P°PSC-P-PjP°PjPé, C,PsPiCt P°PjP+CIP»P°C,PsCHPSC-
PiP°C{C-C"PSC,Pé PjP°CRC,CH PrPsC,CHPEPCIPIP°C, PECICH PsCI'PsP+P»PEPIPSC—
PsP+PuCHPpPYIPSPSCI'C,C- PiCHPé PIPEPePsPSP°PSPSC- PIP&C%oPuP-PiP°PrP°PSPEC... PSPIPRCEP°C1C-PA:.

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

P>C-PeCEPIP°PSPSCII CI'P»C-Pr CEPsP-PiPsC+PEPSP°C,Pé C,P° PiCEPsPIPSPrPEC,Pé PiC-Pr PSP°PiP»CIIPrPsPj
P»C-PeP°CHCII. P§PuCEP°PiC-Ch CI'P»C-Pr CEPsP-PiPsC+PEPSP°C,Pé C,C-P»CEhPePé P-P° CrPjPsPIPé
PSP°CIIPIPSPSCI'C,C- PsPiC-PeCPSP®, CLIPeP&PNe P+CIPrPy CEPUPIiCIP»CLICHPSPs
PePsPSC,CEPsP»CRPIP°C,Pé PICHP&PNePsPj PICHPpPiP°CEP°C,Cr PiP°C+C-C"PSC,PsP;.

PjP°P=P»PpC,PePé CI'P»C-Pr PICHPEPN:PjP°C,Pé 1 CHP°P- PSP® PrPsP=Cr PePsPIPSPsPiPs PrPSCII PI
PsPrP&PS C- C,PsPNe CI'P°PjP&PNe C+P°CI'. PyjP°P+P»PyC,PePé PjPsPIPSP® P-P°CI'C,PsCI PsPICFPIP°C,Pé
CBP°P-PsPj P- C—PYPuCR CPé PSPUP-P°P»PpPYPSPs PIC-Pr PICEP&PNePSPiCf C—P{C-.

P"PSCEPsCI'P»C-.

PmP°PeCI'P8PjP°P»CEbPSP® PrPsP=PsPIP° PrPsP-P° CI'C,P°PSPSPIP&C,CEb 20 PjPi. P— PjPuC,PsCh
P-PSP&PIPUPSPSCII CEPEP-P&PeCY PiPSCLIPIPé PSPUPiP°C,PEPIPSPEC. .. CEPUP PeCHC-PNe
PiC-PrC,CRP&PjCFCRCHCT PrPsP-Cr PIPéP-PSP°CHP°C,Pé CEP»CIIC...PsPj PiPsCI'C,CIPiPsPIPsPiPs
P-P+C-P»CEHhCEPPPSPSCII PrPsP-CPIP°PSPSCII PSP°

5 PjPi PSP°® C,P&éPPrPuPSCH PiCEPsC,CIIPiPsPj PiPUCECEPEC... 3 C,PEPIPSC-PI C,P°PePéPj CPEPSPsP):
1-PNe C,PéPYPrPUPSCH (1857 PrPuPSCH):

PiCEPEPNePjP°C,Pé Y C,P°P+P»PpC,PePé (5 PjPi PSP® PrPsP+Cr) PICEPsC,CIIPiPsPj C,PEPIPSCIL;

2-PNe C,PEPYPrPuPSCH (88F“14 PrPpPSClb):

PiCEP8PNePjP°C,Pé 1 C,P°P=P»PpC,PeCt (10 PjPi PSP° PrPsP=Ct) PICEPsC,CIIPiPsPj C,PEPIPSCIL;

3-PNe C,PEPYPrPpPSCHb (158521 PrPpPSCH):

PiCEP&PNePjP°C,Pé 1% C,P°P+P»PyC,PePé (15 PjPi PSP° PrPsP+Cr) PICHPsC,CLIPiPsPj C,PEPYPSCIJ;
PiPsC+P&PSP°CRC$Pé P- 4-PiPs C,PEPPSCIL:

PiCEPEPNePjP°C,Pé 2 C,P°P=+P»PpC,PePé (20 PjPi PSP® PrPsP+Cr) PePsPIPSPsPiPs PrPSCI.

P PuPePsPjPuPSPrPsPIP°PSP® PiC-PrC,CEP&PjCFCRCEP® PrPsP-P° CI'C,P°PSPSPIP&C,CHb 20 PjPi PSP° PrPsP=Cr.
PjCHP&PIP°P»C-CI'C,CHb P»C-PeCIPIP°PSPSCII C-PSPrP&PIC-PrCiP°P»CHPSPs PIPEP-PSP°CEP°C”
P»C-PeP°CH, CLIPeP&PNe PjP°C” PrPsCI'PIC-Pr PrC-P°PiPSPsCI'C,CIPIP°PSPSCI] C,P° P»C-PeCrPIP°PSPSCII
C...PIPSCEPsP+Pé PhP»CHbCtPiPpPN:PjPuCEP®. PYP»C-Pr CEPUPiCIP»CLICEPSPs PsCtC-PSCRPIP°C,Pé
PiPuCHPRPSPsCI'PEPC-CI'C,CEb C,P° PrPsP-CLPIP°PSPSCII PjPuPjP°PSC,PEPSCY, PSP°PN:PeCEP°Co%oPp
PiCEPsC,CLIPiPsPj C,CHCHbPSC... PJC-CI'CIICtC-PI PIC-Pr PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCIL. PJ
PiPsPrP°P»CEbCEPSPICT PeP»C-PSC-C+PSPEPNe PuC, PuPeC, PjPuPjP°PSC,PEPSCY C- CHPpP°PeCC-Ch
PiP°C+C-C"PSC,P® PSP® P»C-PeCPIP°PSPSCLI CI'P»C-Pr PsCtC-PSCRPIP®C,Pé CBPUPICIP»CLICEPSPs
PIC-PrPiPsPIC-PrPSPs PrPs PrC-CRCHPEC... PeP»C-PSC-C4PSPEC... CHPUPePsPjPuPSPrP°CtC-PNe.
PuC-PrC,CEP8PjCFCRCHPy P»C-PeCIPIP°PSPSCI] PjPsPIPSP° PICHPsPrPsPIPYCIPIP°C,Pé, PiPsPePé
C,PRCHP°PiPUPIC, PECPSPEPNe PUC, PuPeC, P-P°P»PECEP°C"C,CEbCICLI CIPICEP&CLIC, P»PEPIPEP), P°
PiPuCHPpPSPsCI'P&PC-CI'C,CEb PjPuPjP°PSC,PEPSCE PiP°C1C-C”PSC,PsPj 8" PrPsP+CEPsCR. PYP»C-Pr
CHPsP-PiP»CIIPSCIC,Pé PjPsPYP»P&PIC-CI'C,CH PiCEP&PIPEPSPUPSPSCII P»C-PeCrPIP°PSPSCII
PjPUPjP°PSC,PEPSPsPj, CLIPeC%oPs P-PSPéPeP°CRC,CH PsP-PSP°PePé C,PuCHP°PiPuPIC, PéCPSPsPiPs

PuC, PuPeC,Cr P°P+Ps PiPsPiC-CHCECIC”C,CHCI'CII PiPpCEPuPSPsCI'P&PjC-CI'C,CH P»C-PeCIPIP°PSPSCII
PiP°CC-C"PSC,PsPj.

PyP°CtC-C"PSC,Pé P»C-C,PSCEbPsPiPs PIC-PeCé.

P&P° PsCI'PSPSPIC- CEPuP-CfP»CEbC,P°C,C-PI PeP»C-PSC-C+PSPEC... PrPsCIP»C-PrPIPuPSCH
CHPuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PrP»Cl] PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 65 CHPsPeC-PI
CI'C,P°PSPSPIP&C,CHb 20 PjPi PSP° PrPsP+Cf (2 C,P°P+P»PuC,PePé PiPs 10 PjPi 1 CEP°P- PSP° PrPsP+Cr), CLIPe
P-P°P-PSP°C4PpPSPs PIPEC%oPyL.

PyPSCEC#CEPUPSPSCII C,C4PSPeCtC-C— PSPECHPsPe.

P"P»Cl] PiP°CtC-C”PSC,C-PI P- PiPsCHCICEPuPSPSCLIPj C,CtPSPeCC-C— PSPECEPsPe P»PuPiPePsPiPs
CI'C,CEPiPpPSCII C,CIIPIPePsCI'C,C- (PeP»C-CEPUPSCI' PeCHPpP°C,PéPSC-PSCY 508580 PjP»/C...PI)
P-PSP&PIPUPSPSCII PrPsP-Pé PiICEPuPiP°CHP°C,Cr PSPy PiPsC,CEC-P+PSPy. PyuP°CtC-C”PSC,P°Pj P-
PiPsCEHCICEPUPSPSCIIP] C,CfPSPeCtC-C— PSPECEPsPe CI'PpCEPuPrPSCEHbPsPiPs CI'C,CrPiPuPSCII
C,CLIPYPePsCI'C,C- (PeP»C-CHPuPSCI PeCEPUP°C,PEPSC-PSCY 30849 PjP»/C...PI) PrPsP+PsPICK PrPsP-Crt
CI'P»C-Pr P-PjPpPSCEPEC, P8 PrPs 10 PjPi. P"PsP-Cr PjPsPYPSP° P-P+C-P»CHCEPSC, P8 PrPs 20 PjPi PSP°
PrPsP+Cf P-P° CI'C,P°PSPrP°CEC,PSPSCR CI'C...PpPiPsCh, CIIPeC%oPs PSPUPiP°C,PEPIPSPEC. .
CHPuP°PeCtC-PNe PSPUPjP°C” PiICEP&PSP°PNePjPSC- PiC-CI'P»CII 7 PrPSC-PI P»C-PeCtPIP°PSPSCIL.
PuP°CtC-C"PSC,P°Pj P PiPsCHCICEPpPSPSCLIPj C, CPSPeCTC-C— PSPECEPsPe C,CLIPIPePsPiPs
CI'C,CEPiPpPSCI] (PeP»C-CEPUPSCI' PeCHPpP°C,PEPSC-PSCT 58529 PjP»/C...PI) PrPsP+PsPICT PrPsP-Cr
CI'P»C-Pr P-PjPpPSCEPSC, P8 PrPs 10 PjPi.

PyPsCEC#CEPUPSPSCII C,C#PSPeCtC-C— PiPuC}C-PSPePE.

P"P»CI] PiP°CtC-C"PSC,C-PI P- PiPsCECICEPUPSPSCIIP] C,CIPSPeCtC-C— PiPuC+C-PSPePé P»PpPiPePsPiPs
P°P=+Ps CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIPYPePsCI'C,C- (Child Pugh Ph, B) PePsCHPpPeCtC-CII
PrPsP-Pé PSPy PiPsC,CEC-P+PSP°. PkPpPjP°C” PrP°PSPEC... C%oPsPrPs P-P°CI'C,PsCICfPIP°PSPSCII
PjPuPjP°PSC,PEPSCT PiP°CtC-C"PSC,P°PjPé C-P- C,CLIPIPeP&P] PiPsCHCICEPUPSPSCLIP) C,CrPSPeCTC-C—
PiPuC$C-PSPePé. PuCHP&P-PSP°C+PuPSPSCII PiPuPjP°PSC,PEPSCY PiP°CtC-C”PSC,P°Pj P- C,CIIPYPeP&Pj
PiPsCRHCICEPUPSPSCIIP] C,CtPSPeCtC-C— PiPuC+C-PSPePé PSPp CEPpPePsPiPpPSPrCiC”C,CECICIL.

P”C-C,Pé.

PuCHPuPiP°CHP°C, PSPp P-P“Cf(},PsCf'PsPIC]‘C”BC,Cl’B PrC-C,CIIPj (PIC-PePsPj PrPs 18 ChPsPeC-PI) Crf
P-PIER™ CLIP-PeCf P- PSPuPrPsCI'C,P°C,PSC-CI'C,CRH PrP°PSPEC... C%oPsPrPs P+PuP-PiPuPePé C,P°
PpC, PuPeC,PéPIPSPsCI'C,C-.

PyuPuCEPuPrPsP-CsPIP°PSPSCII.



P”PsCI'PIC-Pr PsP+PjPuP{PuPSPEPN:.

PYP&PjPiC,PsPjPé

P’C-PrPSPsCI'PSPs P-PSP°C#PSC- PiPpCBPuPrPsP-CPIP°PSPSCI] (200 PjPi C- 105 PjPi PSP° PrPsP+Ct
PiCBHPsC,CLIPiPsPj 3 PrPSC-PI PIC-PrPiPsPIC-PrPSPs) P+CfP»Pé P°P+Ps PiPsPIsR ™ CLIP-P°PSC- P-
CI'P&PjPiC,PsPjP°PjPé PiC-PrPIPéC%oPuPSPsC— PIC,PsPjP»CRPIP°PSPsCI'C,C-, CI'P»P°P+PeC-CI'C,CR
C,P°/P°P+Ps PrC-P°CBPuC”CH, P°P+Ps PjP°P»Pé P+PuP-CI'P&PjPiC,PsPjPSP&éPNe PiPuCBPuP+C-Pi. PuCEPé
PiPuCHPuPrPsP-CfPIP°PSPSC- PrPs 140 PjPi P°P+Ps PSPuPICI'C,P°PSPsPIP»PuPSPsCh PrPsP-PsCh
CI'PiPsCI'C,PuCBC-PiP°P»Pé CI'P&PjPiC,PsPjPé PiPsCBCrCEPUPSPSCII CtPuPSC,CBP°P»CHPSPsC—
PSPUCHPIPsPIPsC— CI'P&CI'C,PuPjPé (CI'PiP»CrC,P°PSC-CI'C,CH, PIBR™ CLIP»C-CI'C,CH,
CI'PsPSP»P&PIC-CI'C,CH, P-P°PiP°PjPsCHPsC+PuPSPSCI], P-P+CrPrPIPuPSPSCII, P°PiCEPuCI'C-CI],
PiP°P»CRC1P&PSP°C+C-C—, CBPsP-P»P°PrPé C...PsPrPé) C,P°/P°P+Ps CEP»CtPSPePsPIPs-PeP&CEPePsPIC-
PiPsCHCrCEPPSPSCII (P+P»CRPIP°PSPSCII C,P° PrC-P°CRPuCLI).

P’ PSP°PNeC,CLIPYC#PsPjCt PIC-PrPsPjPsPjCt PIP&PiP°PrPeCr PiPpCBPuPrPsP-CrPIP°PSPSCI] PiP°CtC-C"PSC,
PiC-CI'P»CI] PiPpCHPSCHP°P»CHPSPsPiPs PiCBP&PNePsPjCr P-P°PiP°P»CHPSPsC— PrPsP-Pé 2000 PjPi
PjPuPjP°PSC,P8PSCT PIPEPYP&PI C- Cf PSCHPsPiPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CH CHPsP-P»P°PrPé P-
P+PsPeCr CTPpPSC,CBP°P»CHPSPsC— PSPUCHPIPsPIPsC— CI'P&CI'C,PpPjPé (PePsPjP° PiCBPsC,CLIPiPsPj 10
PrPSC-PI, PiC-P-PSC-C€Pp 8R” PrP&PiP»PsPiC-CII C,P° P-P+CrPrPIPpPSC-CI'C,CHb). PyP°CtC-C"PSC,Cf
PiCHPsPIPsPrPéP»Pé CI'P&PjPiC,PsPjP°C,PEC+PSPu P»C-PeCrPIP°PSPSCII C- PiP»P°P-PjP°C,PuCHPuP-.
PyP°CtC-C"PSC, PiPSPIPSC-CI'C,CR PsPrCtPYP°PI P+PpuP- P+C¢PrCH-CLIPeP&EC... PIPUCHPjP°PSPUPSC,PSPEC...
P-P°P»P8CEPePSPIPEC... CLIPIPECY%o.

POPy PI PsPrPSPsPjCt PIP&PiP°PrPeCr PIPuP»P&PePsPiPs PiPuCHPuPrPsP-CfPIP°PSPSCII (400 PjPi
PjPuPjP°PSC,P8PSCT PiPpCEPsCEP°P»CHbPSPs) PiP°C+C-C"PSC, C,P°PePsP PIPEPYP&PI C- PsPrCrPYP°PIL. PJ
PSCHPsPiPs CI'PiPsCI'C,PuCBC-PiP°P»P&éCI'CH CEPsP-P»P°PrPé P- P+PsPeCt CtPuPSC,CHP°P»CHPSPsC—
PSPuCEPIPSPIPsC— CI'P&CI'C,PuPjPé, C,P°PeC- CIIPe P-P°PSPuPiPsPePsC”PSC-CI'C,CH, PiCI'P&C...PsP:,
P-PsCHPsPIC- PiP°P»CRCtPEPSP°CC-C—, CI'CfPrPsPjPSP° PiPsC,PsPIPSC-CI'C,CH, CI'PsPSP»P&PIC-CI'C,CHb,
P-P°C+C-PiPpPSC-PSPSCII C,P° CI'C,P°PS PSPuCI'PIC-PrPsPjPsCI'C,C-.

P>C-PeCéPIP°PSPSCII

P>C-PeCrPIP°PSPSCII CI'P&PjPiC,PsPjP°C,P&C+PSPy, CI'PiPuCtP&C, C-C+PSPsPiPs P°PSC,P&PrPsC,Ct PSP
C-CI'PSCTC”. PYP»C-Pr P-P°CI'C,PsCI'CIPIP°C,Pé CI'C,P°PSPrP°CBC,PSC- PeP»C-PSC-C4PSC-
PiCBPsCtPuPrCtCHPé PrP»CLI PIPEPrP°P»PuPSPSCII PrC-CRC#PsC— CBPuCPsPIP&PSPé P-
PsCHPiP°PSC-P-PiCT, PSP°PiCHP&PeP»P°Pr PiCHPsPjP&PIP°PSPSCII CEP»CrPSPeP®, PiCHP&PNPsPj
P°PeC,P&PIPsPIP°PSPsPiPs PICFPiC-P»P»ClL], PjPuC,PsPrPé PiC-PrPePéCI'P»PuPSPSCII CBPuP°PeCC-C—
CI'PuC4C-, C,PsCRHCI'PSPIP°PSP&PNe PrC-CfCHPyP-.

PJ CBP°P-C- PSP°PrPjC-CHPSPsC— P-P°PiP°P»CHPSPsC— CI'C,PéPjCFP»CLICtC-C—
CtPpPSC,CHP°P»CHPSPsC— PSPuCBPIPSPIPsC— CI'PECI'C,PuPjPé CI'P&PjPiC,PsPjP°C,PECPSC-
P»C-PeCrPIP°P»CHPSC- P-P°C...PsPrPé CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

PyPsP+C-C+PSC- CGPuP°PeCtC-C—.

P—P°PiP°P»CHPSC- PrP°PSC- C%0PsPrPs PiCRPsC,C-P»Ch P+PuP-PiPuPePé
PyC-Pr C+P°CI' PeP»C-PSC-C4PSP&C... PrPsCI'P»C-PrPIPuPSCH PjPuPjP°PSC,PPSCY P-P° CfC#P°CI'C,CR
PiP°CtC-C"PSC,C-PI P- P»PuPiPePsCh C,P° C,CLIP]PePsCh PrPuPjPuPSCtC-C"Ch (1784 PiP°CtC-C"PSC,C-PI
PiCBP&PN:PjP°P»Pé PhP+C-PeCI'CFt, P° 1595 BR" PiP»P°CtPuP+Ps) P-P°PiP°P»CHPSP® CP°CI'C,PsC,P°
PSPuP+P°PYP°PSP&C... CLIPIPEC%o PSPy PIC-PrCRC-P-PSCLIP»P°CI'CII PIC-Pr C,P°PePsC— PSP° C,P»C-
PiCHPEPNPsP|CT PiP»P°CtPpP=Ps, P° PSPuPiP°C,P&PIPSC- CLIPIP&C%0P°® P-P°P-PIPEC1P°PNe PjP°P»Pé
P»PpPiPeP&PNe P°P+Ps CI'PuCHPuPrPSC-PNe CI'C,CfPiC-PSCH> C,CLIPYPePsCI'C,C-.

PKP°PNeP+C-P»CHCE CP°CI'C,PéPjPé PiPsP+C-C+PSP&PjPé CHPuP°PeCtC-CLIPjP8, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CICII P- P+C-P»CHCEPSCR C$P°CI'C,PsC,PsCh Cr PiCECIPiC-
PiP°CtC-C”"PSC,C-PI, CLIPeC- PiCHP&PNePjP°P»Pé PhP+C-PeCI'Ct, PSC-PY Ct PiCBCIPiC- PiP»P°CtPuP+Ps,
P+CFP»Pé P-P°PiP°PjPsCEPsC+PuPSPSCII (6,3 % PiCBPsC,Pé 5,6 % PIC-PrPiPsPIC-PrPSPs), PiPsP»PSPIPSP&PNe
P+C-P»CHb (5,2 % PiCHPsC,Pé 3,9 %), P-P°PiPsCH (4,6 % PiCHPsC,Pé 2,6 %), CI'PsPSP»P&PIC-CI'C,CH (3,4 %
PiCBPSC,Pé 2,2 %) C,P° PiC-PiPuCBC,PsPSC-CPSP° C...PIPsCEPsP+P° (4,1 % PiCBHPsC,Pé 2,8 %).
PKP°PIPuPrPUPSC- PSP&PYCHPp CF C,P°P+P»PECTC- PiPsP+C-C+PSC- CBPuP°PeCtC-C—, C%oPs
CI'PiPsCI'C,PuCBC-PiP°P»P&CI'CLI PiC-Pr C$P°CI" PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPYPuPSCH C-
PjPuPrPéCHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI], P-P° C+P°CI'C,PsC,PsCh PIP&P-PSP°CP°CRC,CHCI'CII
CIIPe: PrCfPYPp CP°CI'C,Ps (= 1/10), C+P°CI'C,Ps (= 1/100 PrPs < 1/10), PSPuC#P°CI'C,Ps (= 1/1000 PrPs

< 1/100), CBC-PrPeC-CI'PSC- (= 1/10000 PrPs < 1/1000), PrCtP{Pp CHC-PrPeC-CI'PSC- (< 1/10000),
PSPuPIP&P-PSP°CPpPSC- (PSPp PjPsPIPSP® PICI'C,P°PSPsPIP&C,Pé P-P° PSP°CIIPIPSP&PjPé PrP°PSPEPPE).

PYP&CI'C,PuPjP°, PsCHPIP°PS, [PSP°CI'C,PsC,P° PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PeP»P°CT’
PtPSC,PpPeCtC-C— PKPuCEP°CI'C,Ps P“CHP&P+PePsPIC-
P-P°C...PIPsCHCRPIP°PSPSCILI
PuPsCHCICEPUPSPSCII P§P°CI'C,Ps P“C-PiPuCBC+CrC,P»P&PIC-CI'C,CH
C-PjCfPSPSPsC— CI'PECI'C,PuPjPé
PuCI'PEC...C-CHPSC- P§P°CI'C,Ps PYPsPSP»P&PIC-CI'C,CH
PIPsCBCICEPUPSPSCIL PkPuCtP°CI'C,Ps PYPiP»CfC,P°PSC-CI'C,CHb
CI'PIC-PrPsPjPsCI'C,C-
PKPuCHP°CIC,Ps P"P°P»CRCTPEPSP°CtC-C—'
PKPiPIPEP-PSP°C$PuPSC-PuCI'P&C...PsC,PEC+PSC- CHPuP°PeCtC-C—’
PPsCHCICEPPPSPSCII P§P°CI'C,Ps P—P°PiP°PjPsCHPsC#PuPSPSCII
PSPuCHPIPsPIPSC— PSP°CI'C,Ps PyPsCBCrCEPpPSPSCII CEC-PIPSPsPIP°PiPé
CI'PECI'C,PuPjPé PKkPpCP°CI'C,Ps PuPsCHCrCEPpPSPSCII C...PsPrPé
P"CfPfPn PYCIPrPsPjPSC- PSP°PiP°PrPé
CBC-PrPeC-CI'PSC-
PYPuCBCTPRPIC- PKPUCEP°CIC,Ps PYPLCECPUPIP® ]
PiPsCHCfCEPpPSPSCII PSPuPrPsCI'C,P°C,PSC-CI'C,CH
PYCrPrP&PSPSC- PSP°CI'C,Ps PhHCBHC,PuCHC-P°P»CHPSP°
PiPsCBCrCEPPSPSCII PiC-PiPuCHC,PpPSP-C-CII
PKPUCEP°CIC,Ps P’PPSPsP-PSP&PNe
C,CBPsPjP+PsP-/C,CHPsPjP+PsPuPjP+PsP»C-P-Pj
PiPsCBCrCEPRPSPSCII PSP°CI'C,Ps P—P°PrP&CEPeP°
PrP&C...P°P>CHPSPSC—
CI'P&CI'C,PpPjPé
PEP»CrPSPePsPIPs-PePéCEPePsPIC-|P§P°CI'C,Ps P—P°PiPsCB
PiPsCHCrCEPRPSPSCIL PkPpC+P°CI'C,Ps P'P»CRPIP°PSPSCII
PXPPPIPEP-PSP°C+PuPSC-JPyuP°PSPeCEPuP°C,PéC, >
PPsCRHCrCEPuPSPSCI] P- P§P°CI'C,Ps P1IC-PrPIP8C%0PpPSPSCII
P+PsPeCt PiPuC+C-PSPePé C,P° PiPsPeP°P-PSP&PeC-PI C, CIPSPeCTC-C—
P{PsPIC+PsPIP&PIC-PrPSPEC... PiPuC$C-PSPePé
CEP»CIIC...C-PI PKPUPIP&EP-PSP°CPuPSCJP“PuPiP°C,PEC,
P—P°PiP°P»CIbPSC- P§P°CI'C,Ps P“PsP»PsPIPSP&PNe P+C-P»CH
PiPsCHCrCE€PPSPSCILI PkPpC+P°CI'C,Ps PuC-PrPIPEC%oPuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH

'P“P°P»CRC{P&PSP°CtC-C— PiPpCEPpPIP°PIPSPs CI'PiPSCI'C,PpCEC-PiP°P»Pé Cf PiP°C+C-C"PSC,C-PI P-
C,CIIPYPePsCE C,PsCEPjPsCE C...PIPSCHPsP+Pé PhP»CHbCtPiPpPNePjPuCHP®.
*PhPeCHPpP{C- PiPsPIC-PrPsPjP»PpPSPSCII PICEPé PjPuPrPéC+PSPsPICE P-P°CI'C,PsCI'CEPIP°PSPSC-.

PI'PIPSCEPsP+P° PhP»CEbC{PiPuPN:PjPuCEP® PiPsPIEF™ CLIP-P°PSP° P- PrPpuPiCHPuCI'C-C”Ch,
CI'CtC—CtP&PrP°P»CEbPSPEPjPé C-PrPuCIIPjPé C,P° CI'CrC—CtPEPrPsPj. PyP°PeC- PIPEPIP°PrPePé
PIC-PrPsPjC- PiCEPé PjPpPrPéCPSPsPiCt P-P°CI'C,PsCI'CFPIP°PSPSC- PjPuPjP°PSC,PEPSCE.
PyPUCEPjC-PS PiCEPéPrP°C,PSPsCI'C,C-. 4 CEPsPePé.



PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL.
PYPiPuCtC-P°P>CEbPSPEC... CIPjPsPI P-P+PpCBC-PiP°PSPSCLI PSPy PiPsC,CBPUP+CIC”.
P—P+PuCHC-PiP°C,Pé Ct PSPUPrPsCI'C,CtPiPSPsPjCr PrP»CII PrC-C,PpPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°. ) )
PyPs 14 C,P°P£P»PUC,PsPe Cf P+P»C-CI'C,PUCHP°C..., PiPs 2 P+P»C-CI'C,PpCEPé Cf PeP°CHC, PSPSPSC-PNe
PePsCHPsP£CHC-.

P1P°C,PuPiPsCRC-CII PIC-PrPiCiCI'PeCF. P—P° CEPuCtPpPiC,PsPj.
P'PéCEPsP+PSPéPe.
PT'. P>CEPSPrP+PpPe Ph/PY / H. Lundbeck A/S.

PmC-CICPUP-PSP°C...PsPrPPUPSPSCII PIP6CKPsP+PSP&PeP® C,P° P°PrCEPuCIP° PjC-CIC{CII
PiCHPsPIP°PrP{PpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.
PhC,C,C-P»C-P°PIPPNe 9, 2500 P’P°P»P+C-, P"P°PSC-CII / Ottiliavej 9, 2500 Valby, Denmark.



