PtPkPYPyP PJPuP|PtPi

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

PjPuPjPsPeCI 10

(MEMPKX 10)

PjPpPjPsPeCI 20

(MEMPKX 20)

PYPeP»P°Pr:
PrC-CRC#P° CEPuC#PsPIPéPSP°: PjPuPjP°PSC,PEPS;

1 C,P°P£P»PuC,PeP° PjC-CI'C,PéC,CH PjPuPjP°PSC,PEPSCr PiC-PrCRHPsC...P»PsCHP&PrCr 10 PjPi
P°P+Ps 20 PjPj;

PrPsPiPsPjC-PIPSC- CEPuC}PsPIP6PSPé: P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEHP°C,,
CtPuP»CRP»PsP-P°® PjC-PeCHPsPeCHPECI'C,P°P»C-C+PSP®, C,P°P»CHbPe, PeCHPRPjPSC-Ch
PrC-PsPeCI'P&Pr PePsP»PsC—PrPSP&PNe P+PpP-PIPSPrPSP&PNe, PjP°PiPSC-CR CI'C,PuP°CHP°C,;

CI'C4PjC-C€ PrP»CII PiP»C-PIPePsPIPsPiPs PiPsPeCEPéC,C,CLI: P»P°PeC,PsP-Pé
PjPsPSPsPiC-PrCHP°C,, PiC-PiCHPsPjPuP»PsP-P°, C,PéC,P°PSCt PrC-PsPeCI'PéPr (E 171),
PiPsP»C-PuC,PeP»PuPSPiP»C-PePsP»CH 4000 (PjP°PeCHPsPiPsP»), PrP»CII C,P°P+P»PuC,PsPe
20 PjPi: P-P°P»C-P-P° PsPeCI'PéPr PYPsPIC,PEPNe (E 172), P-P°P»C-P-P° PsPeCI'P&Pr
C#PpCRHPIPsPSPEPNe (E 172).

P>C-PeP°CECICHPeP°® C, PsCHPjP°. PjP°P+P»PuC,PePé, PIPeCHP&EC,C-
PiP»C-PIPePsPIPSCR PsP+PsP»PsPSPePsCH.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-:

B«PmPpPjPsPeCI’ 10B»: C,P°P+P»PuC,PePé PeCRCrPiP»PsC— C,PsCHPjPé P-
PrPIPsPsPiCrPeP»PsCh PiPsPIPuCHC...PSPuCh, PIPeCHPEC,C- PsP+PsP»PsPSPePsCh
P+C-P»PsPiPs PePsP»CHPsCHCr, P- PiCHP°PIC-CHCrPIP°PSPSCIIPj BkMOMNB» C- B«10B» P-
PsPrPSPsPiPs P+PsPeCr C- CHPéCI'PePsCh 8F“ P- C-PSCEPsPiPs;

B«PmPPjPsPeCI" 20B»: C,P°P+P»PuC,PePé PsPIP°P»CHPSPsC— C,PsCHPjPé P-
PrPIPsPsPiCtPeP»PsCR PiPsPIPUCEC...PSPUCE, PIPeCEP&C,C- PsP+PsP»PsPSPePsCh
C4PuCEPIPsPSPs-PePsCEP8CPSPUPIPsPiPs PePsP»CHPSCECYE, P- PICEP°PIC-CHCtPIP°PSPSCLIP]
B«M9MN 20B» P- PsPrPSPsPiPs P+PsPeCt C- CEP&CI'PePsCE BF“ P- C-PSCEPsPiPs.



PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PECIPSP° PiCHCrPiP°.

P—P°CI'PsP+P&, C%oPs P-P°CI'C,PsCI'PsPICFfCRC,CHCI'CII PiCRPé PrPuPjPuPSCtC-C—. PmPsPr
PHP{PI NO6D XO1.

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

P] PiCEPsCIIPIP°C... CI'P&PjPiC,PsPjC-PI C- PiCHPsPiCHPuCI CPIP°PSPSC-
PSPuPNe.CHPsPrPuPiPpPSPuCHP°C,PEPIPSPsC— PrPpuPjPuPSCtC-C— PIP°PP»P&PICT CHPsP»CH
PIC-PrC-PiCHP°C” PiPsCHCrCEPuPSPSCII PiP»CrC,P°PjP°C,PuCHPiC-C+PSPsC—
PSPuPN.CHPsC,CHP°PSCIPjC-CI'C-C—, PsCI'PsP+P»P&PIPs P- CfC+P°CI'C,Ch NMDA-
CEPuCtPpPiC,PsCHC-PI (N-PjPuC,PéP»-D-P°CI'PiP°CHC,P°C,).

PmPpPjP°PSC,PéPS CIIPIP»CIIC” CI'PsP+PsCRh PiPsC,PuPSCtC-P°P»P-P°P»PuPIPSPEPN,
CI'PuCHPuPrPSCHPsC— P°C,C-PSPSPsCI'C,C- PSPuPePsPSPeCrCHPuPSC,PSPEPNe
P°PSC,P°PiPsPSC-CI'C, NMDA-CEPuCtPuPiC,PsCHC-PI. PmPuPjP°PSC,PéPS CRPuPiCtP»CRC”
PuC, PpPeC,Pé PiP°C,PsP»PsPiC-C$PSPs PiC-PrPIP&éC%oPuPSPéC... ChHC-PIPSC-PI
PiP»CrC,P°PjP°C,Cr, CIIPeP&éPNe PjPsPIPu PiCHP&P-PIPuCI'C,Pé PrPs
PrPéCI'C,CrPSPeCtC-C— PSPuPN.CHPsPSC-PI.

PxP°CFPjP°PePsPeC-PSPuC,PéPeP°.
PhP+CI'PsCEP+CtC-CII.

PHP+CI'PsP»CRC,PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PjPuPjP°PSC,PéPSCr
CI'C,P°PSPsPIP&C,CH PiCHP&P+P»PéP-PSPs 100 %, C+P°CI" PrPsCI'CLIPiPSPuPSPSCII
PjP°PeCI'P&éPjP°P»CHPSPsC— PePsPSCtPuPSC,CHP°CtC-C— Cr PiP»P°P-PjC- PeCHPsPIC- (t,,,)
8F"” PIC-Pr 3 PrPs 8 PiPsPrPéPS. PhP-PSP°Pe PIPiP»P&PICT PIPJP&PIP°PSPSCII C—PYC- PSP°
PICI'PjPsPeC,CrPIP°PSPSCII PiCKPuPiP°CHP°C,Cr PSPuPjP°C”.

P PsP-PiPsPrC-P».

P”PsP+PsPIP°® PrPsP-P° 20 PjPi P-CfPjPsPIP»CRC” CI'C,P°P+C-P»CHPSCY
PePsPSCHPuPSC,CEP°CtC-Ch PjPuPjP°PSC,P&éPSCY Cr PiP»P°P-PjC- PeCEPSPIC- Ct PjPuPYP°C...
PIC-Pr

70 PrPs 150 PSPi/PjP» (0,5>1 PjPePjPsP»CIb) P-C- P-PSP°C+PSP&PjPé
C-PSPrP&PIC-PrCfP°P»CHPSPEPjPé PIP°CEC-P°CtC-CLIP{Pé.

PiCEHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsP+PsPIP&C... PrPsP- PIC-Pr 5 PrPs 30 PjPi
PIC-PrPSPsCEPpPSPSCII PIPjC-CI'C,Crf PiCRPuPiP°CHP°C,Cr Cf

CtPpCHPuP+CRHPsCI PiC-PSP°P»CHPSC-PNe CRC-PrP&PSC- C,P° CI'PECRPsPIP°C,CtC- PeCRPsPIC-
PrPsCEC-PIPSCRC” 0,52. PYPuCHPuPrPSC-PNe PsP+8E™ C”Pj CHPsP-PiPsPrC-P»Cr
PjPuPjP°PSC,PéPSCT CI'C,P°PSPsPIPEC,CH 10 P»/PePi. PuCHP&P+P»P&P-PSPs 45 %
PjPuPjP°PSC,P&PSCT P-PIsR™ CLIP-CfC”C,CHCI'CII P- PiCRPsC,PuC—PSP°PjPé PiP»P°P-PjPé
PeCHPsPIC-.

P'C-PsC,CEP°PSCI'C,PsCFPjP°C+C-CII.



P'P»P&P-CHbPePs 80 % CtPECHPeCrP»CRCRCHPEC... PI PsCRPiP°PSC-P-PjC- P»CRPrPéPSPé
CI'PiPsCHC-PrPSPUPSP&C... P- PjPuPjP°PSC,PEPSPsPj PiC-PrCEHPsC...P»PsCHPEPrPsP;
CI'PiPsP»CrPe PICRP&CI'CrC,PSC- Cf PIP&PiP»CLIPrC- PiPsC+P°C,PePsPIPsC—
CHPuC#PsPIPéPSPé. PhCI'PSPSPIPSP&PjPé PjPuC,P°P+PsP»C-C,P°PjPé PI P»CRPrPéPSPé
C'BBBBBBBBBB

B N-3,5-PrPéPjPuC,PéP»-PiP»CrPrP°PSC,P°PS, C-P-PsPjPuCHPSP° CI'CfPjC-C£ 4- C- 6-
PiC-PrCHPsPeCI PéPjPuPjP°PSC,PEPSCK, P° C,P°PePsPY 1-PSC-C,CHPsP-Ps-BB B B B B

3,5-PrPéPjPuC,PEP»P°PrP°PjP°PSC,P°PS. P-PsPrPuPS C-P- CtP&C... PjPuC,P°P+PsP»C-C,C-PI
PSPp PiCHPsCIIPIP»CIIC” P°PSC,P°PiPsPSC-CI'C,PéC+PSPsC— PrC-C— PIC-PrPSPsCI'PSPs
NMDA-CHPuCtPuPiC,PsCRC-PI. PJC+P°CI'C,C- CtPéC,PsC...CHPsPjCr P 450 Cr
PjPuC,P°P+PsP»C-P-PjC- in vitro PSPy PIPECLIPIP»PuPSPs. P] PrPsCI'P»C-PrPYPuPSPSC- PiCHP&
PiPpuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CPIP°PSPSC- “C-PjPuPjP°PSC,PéPSCY 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 P+CrP»Ps PIPEéPIPuPrPuPSPs PSPECEPeP°PjPé.

P+P»C-PjC-PSP°C+C-CII.

P&PPPjP°PSC,PéPS PuP»C-PjC-PSCrC”C,CHCI'CII P-P° PeCRP&PIPsCh
PjPsPSPsPuPeCI'PiPsPSPuPSCtC-P°P»CHPSPsC— P-P°P»PuPPSPsCI'C,C- C-P-
PiCEPsPjC-PYPePsPj t,, PiPuCHC-PsPr PSP°PiC-PIPIP&PIPpPrPuPSPSCII PIC-Pr 60 PrPs 100
PiPsPrP&PS. P] P»CRPrPuPNe P- PSPSCEPjP°P»CHPSPsCR C,CfPSPeCC-C”CR PSPECEPsPe
P-P°PiP°P»CHPSPEPNe PeP»C-CHPRPSCI (Cl,,) CI'C,P°PSPsPIP&C,CHb 170 PjP»/C...PI/1,73 Pf’.
P&P&CEPePsPIP° CI'C,P°PrC-CLI C,P°CEPjP°PePsPeC-PSPUC,PéPePé PjPuPjP°PSC,PEPSCY
PIPeP»CRC$P°C” C,P°PePsP{ PeP°PSP°P»CHhCPuPICt CBPuP°P+CI'PsCEP+C{C-CR.

PEPIP&PrPeC-CI'C,CH PSPECEPePsPIPsC— PpuP»C-PjC-PSP°CtC-C— PjPuPjP°PSC,PéPSCT PI
CrPjPsPIP°C... P»CrPIPSPsC— CHPpuP°PeCtC-C— CI'PuC+C- PjPsPPu P-PSP&PYCIPIP°C,PECI'CII
Cr 7-9 CRP°P-C-PI. PhP»CrPYPSPuPSPSCII CI'PuC+C- PjPsPYPu PIC-PrP+CrPIP°C,PECI'CII Crf
CRPuP-CrP»CHC,P°C,C- CI'CfC,C,C”"PIPEC... P-PjC-PS PrC-C”C,Pé, PSP°PiCHP&PeP»P°Pr
P-P°PjC-PSPé P+P°PiP°C,PsPiPs PSP° Pjgfy™ CIICI'PSC- CI'C,CR{P°PIPé CHP°CtC-PsPSCr
PIPuPiPuC,P°CHC-P°PSCI'CHhPeP&Pj P°P+Ps PIPSP°CI'P»C-PrPsPe C-PSC,PuPSCI'PEPIPSPsPiPs
PiCHP&PNePsPjCr P°PSC,P°CtP&PrPSP&C... CEP»CrPSPePsPIP&C... P-P°CI'PsP+C-PI.

P>C-PSC-PN.PSC-CI'C,CHb.

PuP°CHPjP°PePsPeC-PSPuC,PEPeP° PjP°C” P»C-PSC-PNePSPEPN. C...P°CHP°PeC,PuCH Cr
PrC-P°PiP°P-PsPSC- PrPsP- 10-40 PjPi.

PxP°CEPjP°PePsPrPéPSP°PjC-C#PSPEPNe/C,P°CHPjP°PePsPeC-PSPuC,PéCtPSPEPNe
P-PIeG™ CIIP-PsPe.

PyCEP& PrPsP-C- PjPuPjP°PSC,PéPSCE 20 PjPi PSP° PrPsP+Ct CEC-PIPpPSCH PIPjC-CI'C,Cf Cr
CtPuCEPpP+CEPsCIPiC-PSP°P»CHPSC-PNe CFC-PrPéPSC- PIC-PrPiPsPIC-PrP°C”
PIPuP»P&CPEPSC- k, (PePSPSCI'C,P°PSC,P° PiP°P»CHbPjCEPIP°PSPSCLI) PjPuPjP°PSC,P&PSCE,
C%oPs CI'C,P°PSPsPIP&C,CH 0,5 PjPePjPsP»CH Crf PrC-P»CLIPSCtC- C,CEPsPSC,P°P»CHPSPsC—
PePsCEPé PiPsP»PsPIPSPsPiPs PjPsP-PeCt P»CRPrPéPSPé.

PbP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.



PyPsPeP°P-P°PSPSCII.

PI'PIPsCEPsP+P° PhP»CHC1PiPuPN-PjPuCEP° PIC-Pr P»PuPiPePsPiPs CI'C,CtPiPuPSCII PrPs
C,CLIPYPeP&C... C,PsCHP.

PuCHPsC,PéPiPsPeP°P-P°PSPSCII.

P“C-PiPuCHCCrC,P»PéPIC-CI'C,CH PrPs PrC-CRC#PsC— CHPuCfPsPIPéPSPé P°P+Ps PrPs
P+CrPrChb-CIIPePsPiPs PePsPjPiPsPSPuPSC,P° PiCHPuPiP°CHP°C,CT.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CECI'CEbPePéPjPé P-P°CIPsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-PAe.

P— PsPiP»CIIPrCt PSP°® C, P°CEPjP°PePsP»PsPiC-C+PSC- PuC, PuPeC,Pé C,P° PiPuC...P°PSC-P-Pj
PrC-C— PjPpPjP°PSC,P&PSCt PiC-PrCEPsC...P»PsCEPEPrCY PjPsPYCIC,CH
CI'PiPsCI'C,PuCHC-PiP°C,P6CI'CII PSP°CI'C,CI-PiPSC- CEPRP°PeCtC-C— PIP-P°C”PjPsPrC-C—:

-B CI'P»C-Pr CrPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PjPuPjP°PSC,PEPSCY C,P° P°PjP°PSC,P°PrPéPSCr C+PuCHPuP- CHP&P-PéPe
C,,P°CHPjP°PePsC,PsPeCI'PéC+PSPsPiPs PiCI'P&C...PsP-Ct. PhP+P&PrPIC- CI'PiPsP»CrPePé C”
C...C-PjC-C+PSPs PiPsPIsF™ CIIP-P°PSPéPjPé NMDA-P°PSC,P°PiPsPSC-CI'C,P°PjPé. PiiPpu P
CI'P°PjPp PjPsPYPu CI'C,PsCI'CrPIP°C,PECI'CII PePuC,P°PjC-PSCr C-
PrPpPeCI'C,CHPsPjPuC,PsCHC, P°PSCr. P’ PsPrPSPsPjCt PsPiCrP+P»C-PePsPIP°PSPsPjCr
P-PIC-C,C- P-P°P-PSP°C$P°P»PsCI'CILI C,P°PePsP{ PiCHPs PjPsPIP»P&éPIP&éPN. CHP&P-PéPe
PePsPjP+C-PSP°CtC-C— PjPuPjP°PSC,PEPSCY PNe C,PuPSC-C,PsC—PSCF;

- PjPuC...P°PSC-P-Pj PrC-C— PiPuCHPuPrP+P°C+P°C” PjPsPYP»P&PIPu PiPsCI'PéP»PuPSPSCII
PuC, PpPeC,C-PI L-PrPsPiP°, PrPsPiP°PjC-PSPuCHPiC-C+PSPéC... P°PiPsPSC-CI'C,C-PI C,P°
P°PSC,Pé&C...PsP»C-PSPuCRHPiC-C+PSP&C... P-P°CI'PsP+C-PI PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC- C,P°PePéC... NMDA-P°PSC,P°PiPsPSC-CI'C,C-PI, CLIPe
PjPuPjP°PSC,PéPS. PrPsPYP»P&PIPu PiPsCI'P»P°P+P»PuPSPSCII PuC,PpuPeC,C-PI
P+P°CRHP+C-C,CFCHP°C,C-PI C,P° PSPuPN.CHPsP»PuPiC,PéC+PSP&C... P-P°CI'PsP+C-PI.
PYCrPjC-CI'PSPu PiCHP&P-PSP°C+PpuPSPSCII PjPuPjP°PSC,PéPSCT C,P°
CI'PiP°P-PjPsP»C-C,PéC+PSPEC... P-P°CI'PsP+C-PI, PrP°PSC,CHPsP»PuPSCr P°P+Ps
P+P°PeP»PsC,PuPSCt PjPsPYPpu PjPsPrPéC, C-PeCrPIP°C,Pé C—C... PuC,PuPeC,Pé, C%oPs
PjPsPYPp PsP+CrPjPsPIP&C,Pé PSPuPsP+C...C-PrPSC-CI'C,CH PePsCHPuPeCtC-C— PrPsP:;

-B C-PSC£C- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, C,P°PeC- CLIPe CtPéPjPuC,PéPrPePS,
CRHP°PSC-C,PéPrPéPS, PiCHPsPeP°C—PSP°PjC-Pr, C...C-PSC-PrPéPS, C...C-PSC-PS C,P°
PSC-PePsC,PéPS, CIIPeC- PIPEPePsCHPECI'C,PsPICFCRC,CH C,Cf P PeP°C,C-PsPSPSCr
C,CHP°PSCI'PiPsCHC,PSCr CI'PéCI'C,PuPjCr PSPECHPsPe, C%oPs PNe P°PjP°PSC,P°PrPéPS,
PjPsPIP»P&PIPs, C,P°PePsPq P-PrP°C,PSC- PIP-P°C”PjPsPrC-CIIC,Pé P- PjPuPjP°PSC,P&PSPsPj,
PsP+CrPjPsPIP»CRCRCPé PiPsC,PpPSCtC-PNePSP&PNe CHP&P-PéPe PiC-PrPIPEC%oPpPSPSCII
CRHC-PIPSC-PI PIPjC-CI'C,Cr CtPéC... PICRPuPiP°CRHP°C,C-PI Cr PiP»P°P-PjC- PeCHPsPIC-;

- PiCHPé CI'CrPjC-CI'PSPsPjCr PiCHP&P-PSP°C+PuPSPSC- PjPuPjP°PSC,PEPSCT P:
PiC-PrCEPsC...P»PsCHPsC,C-P°P-PéPrPsPj CPé P+CrPrCH-CLIPePéPj
PePsPjP+C-PSPsPIP°PSPé&Pj PiCHPuPiP°CHP°C,PsPj, CLIPePéPNe PjC-CI'C,PéC,CH
PiC-PrCHPsC...P»PsCEPsC,C-P°P-PéPr, PjPsPIP»PéPIPu P-PSPéPIPuPSPSCII CHC-PIPSCII



PIPjC-CI'C,Cr PsCI'C,P°PSPSCH:PsPiPs Ct CI'PECHPsPIP°C,CtC- PeCHPsPIC-;

-B P+CrP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PsPeCHPuPjC- PIPEPiP°PrPePé
PiC-PrPIP&C%oPpuPSPSCII PjC-PYPSP°CHPsPrPSPsPiPs PSPsCHPjP°P»C-P-PsPIP°PSPsPiPs
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII (PmPkPY) PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PjPuPjP°PSC,P&PSCT PiP°CtC-C”PSC,P°Pj, CIIPeC- PiCKP&PN:PjP°CRC,CH PIP°CHC,P°CEP&PS.
PI'PsC+P° PiCHP&éC+PEéPSPSP&PNe P-PIER ™ CLIP-PsPe PSP PICI'C,P°PSPsPIP»PuPSP&PN:,
PSPpPsP=+C...C-PrPSPéPN. CHPuC,PuP»CHPSPEPNe PjPsPSC-C,PsCHP&PSPi
PiCHPsC,CRPsPjP+C-PSPsPIPsPiPs C+P°CI'Ct P°P+Ps PwmPkPY Cr PiP°C+C-C”PSC,C-PI, CLIPeC-
PsPrPSPsC+P°CI'PSPs PiCEP&PN:PjP°CRC,CH PiPuCHPsCHP°P»CHPSC-
P°PSC,PéPePsP°PiCrP»CIIPSC,Pé.

PJ] C...PsPrC- C,P°CEHPjP°PePsPeC-PSPuC,PEC+PSPEC. .. PrPsCI'P»C-PrPIPuPSCH
PsPrPSPsCEP°P-PsPIP&C. .. PrPsP: Cr PjPsP»PsPrP&C... P-PrPsCEPsPIPEC...
PrPsP+CHPsPIPsP»CHCC-PI CI'CIC,C,C”PIP&C. .. PuC, PuPeC,C-PI PIP-P°C”PjPsPrC-C—
PjPuPjP°PSC,P&PSCY P- PiP»C-P+CrCHPEPrPsPj/PiPuC,C, PsCEPjC-PSPsP;,
PrPsPSPuPiPuP-P&P»PsPj PSPu PIPECIIPIP»PuPSPs.

P’C-PrPiPsPIC-PrPSPs PrPs PSP°CLIPIPSP&C... PrP°PSP&C... PeP»C-PSC-CHPSPEC...
PrPsCFP»C-PrP‘ﬂPpPSCI-b Cr PjPsP»PsPrPeC... P-PrPsCHPsPIPEC... PrPsP+CHPsPIPsP»CHCC-PI
PSP CI'PiPsCI'C,PuCHC-PiP°P»Pé P-PSP°C+CrC%oPsPiPs PIPiP»PEPICT PjPuPjP°PSC,PEPSCY
PiC-PrCEHPsC...P»PsCHP&PrCr PSP° C,P°CRPjP°PePsPeC-PSPuC,PéPeCr PiP°P»P°PSC,P°PjC-PSCF.
PmPpPjP°PSC,PEPS in vitro PSPp C” C-PSPiC-P+C-C,PsCHPsPj PYYP 1Ph2, 2Ph6, 2PV9,
2D6, 2P+1, 3P}, C,P»P°PIC-PSPIPjC-CI'PSPsC— PjPsPSPsPsPeCI'PéPiPpPSP°P-Pé,
PuPiPsPeCI'PéPrPiC-PrCEHPsP»P°P-Pé P°P+Ps CI'CrP»CHC, P°C,C-PsPSCT.

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

PYP»C-Pr PrPsC,CEP&PjCrPIP°C,PECI'CLI PsP+PuCHPuPIPSPSCI'C,C-, PICKP&P-PSP°C+P°CRCPé
PiCHPpPiP°CHP°C, C...PIPsCEP&Pj PSP° PuPiC-P»PuPiCI'C-CR, PiP°CC-C”PSC,P°Pj P-
PpPiC-P-PsPrP°PjPé CI'CfPrPsPj Pl P°PSP°PjPSPuP-C-, P° C,P°PePsPq PiP°C+C-C”PSC,P°Pj C-P-

C, P°PeC,PsCEP°PjPé CRP&P-P&PeCt CRPsP-PIP&C, PeCt PuPiC-P»PpPiCI'C-C—.

PYP»C-Pr CrPSPéPeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr P- C,P°PePéPjPé (NMDA)-P°PSC,P°PiPsPSC-CI'C,P°PjPé, CIIPe
P°PjP°PSC,P°PrPéPS, PePuC,P°PjC-PS C,P° PrPuPeCI'C,CHPsPjPuC,PsCHC,P°PS. P!C-
CI'PiPsP»CrPePé PIPiP»P&PIP°CRC,CH PSP°® PsPrPSCt PNe C,Cf P CI'P°PjCr CI'PECI'C,PuPjCrt
CHPuCtPuPiC,PsCRC-PI, C%oPs PNe PjPuPjP°PSC,P&PS, P° C,PsPjCr PiPsP+C-C+PSC-

PuC, PuPeC,Pé (PiPuCHPuPIP°PYPSPs PiPsPIF™ CIIP-P°PSC- P- CtPpPSC,CHP°P»CHPSPsCh
PSPuCHPIPsPIPsCh CI'PéCI'C,PuPjPsCh) PjPsPYCrC,CH P+CrC,Pé CfP°CI'C,C-CEPEPjPé C1Pé
PIPECRHP°PIPuPSC-CEPEP]Pé.

P”PuCLIPeC- C,P°PeC,PsCEP&, C%oPs CI'PiCEP&C+PEPSCLICRC,CH PiC-PrPIP&C%oPuPSPSCII
CEPk CI'PuCiC-, PjPsPYCIC,CHb PsP+CrPjPsPIP&C,Pé PSPuPsP+C...C-PrPSC-CI'C,CH
CBPuC,PuP»CHPSPsPiPs PSP°PiP»CLIPrCt P-P° PiP°CtC-C”PSC,PsPj. P’PeP°P-P°PSC-
C,P°PeC,PsCEPé PIPeP»CRCP°CRC,CH CI'CrC,C,C"PIC- P-PjC-PSPé PrC-C”C,Pé,
PSP°PiCEP&PeP»P°Pr P-P°PjC-PSCt P+P°PiP°C,PsPiPs PSP°® PjgF™ CLICI'PSC- CI'C,CEP°PIPé
CEP°CtC-PsPSCt PSP° PIPuPiPuC,P°CEC-P°PSCI'CHbPeP&PN: P°P+Ps P
C-PSC,PpPSCI'P&PIPSP&PN: PiCEP&PN:PsPj P°PSC,P°CtP&PrPSPEC. .. CEP»CrPSPePsPIPEC. ..
P-P°CI'PsP+C-PI. P1sCEC-Pj C,PsPiPs, CEPk CI'PuC+C- PjPsPYPp PiC-PrPIP&C%oCIPIP°C,PECI'CLI



C$PuCHPpP- CI'C,P°PSPé C,CrP+CrP»CLICHPSPsPiPs PSPéCHPePsPIPsPiPs P°CtPéPrPsP-Ct CPé
PIPSP°CI'P»C-PrPsPe C,CLIPYPeP&C... C-PSC, PuPeCtC-PNe CI'PuC+PsPIPsPiPs C,CRP°PeC,CT,
CI'PiCHPéCPEPSPuPSP&C... Proteus bacteria.

PtCI'PSCFCRC,CH P»P&CEPU PsP+PjPuPIPuPSC- PrP°PSC- C%o0PsPrPs PiP°CtC-C”PSC,C-PI,
CILIPeC- PSPuC%oPsPrP°PIPSPs PiPuCEPuPSPuCI'P»Pé C-PSC,P°CHPeC, PjC-PsPeP°CHPIP°,
PiP°CtC-C”PSC,C-PI C-P- PrPpuPePsPjPiPuPSCI'PsPIP°PSPsCh P-P°CI'C,C-PN.PSPsCh
CI'PuCHCtPuPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PtPtPt-IV CI'C,CrPiPuPSCII P-PiC-PrPSPs P
PeP»P°CI'PéC, C-PeP°CtC-C”"Ch PkCHCR-P™PsCHPeCI' CHhPePsC—
PeP°CHPrC-PsP»PsPiC-C+PSPsC— P°CI'PsCtC-P°CtC-C—), P° C,P°PePsPY C-P-
PSPuPePsPSC,CHPsP»CHPsPIP°PSPsCh P°CHC,PuCHC-P°P»CHPSPsCh
PiC-PiPuCHC,PuPSP-C-C”Ch. PjPsPjCr P-P° PiP°CtC-C”PSC,P°PjPé P- C,P°PePé&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIJIPjPé PSPuPsP+C...C-PrPSP&PN. CEPuC,PuP»CHPSP&PN:
PSP°PiP»CLIPr.

P”Ps CI'PeP»P°PrCé PiCEPuPiP°CEP°C,Cé PIC...PsPrPéC,CH P»P°PeC,PsP-P°, C,PsPjCé PNePsPiPs
PSPu PiPsPIPéPSPSC- PiCFPéPNePjP°C,Pé PiP°CtC-C”PSC,Pé P- CRC-PrPeC-CI PSPsCh
CI'PiP°PrPePsPIPsCE PSPuPiPuCEPuPSPsCI PéPjC-CI'C,CE PiP°P»P°PeC,PsP-Pé,
P»P°PeC,P°P-PSPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,CE P°P+Ps PiPsCFCZéCEPuPSPSCILIPjPé
PICI'PjPsPeC,C4PIP°PSPSCII PiP»CFPePsP-Pé-PiP°P»P°PeC,PsP-Pé.

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

P’P°PiC-C,PSC-CI'C,CH

P”P°PSPé&C... C%oPsPrPs PIPiP»P&PICT PjPuPjP°PSC,PEPSCr PiCEPé P-P°CI'C,PsCI'CFPIP°PSPSC-
PNePsPiPs Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- PSPuPjP°C”.

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI, C%oPs PrPsCI'P»C-PrPIPuPSPSCILI PSP° C,PIP°CHP&PSP°C...
PIPeP°P-C*CRC,CH PSP° PjPsPP»P&PIC-CI'C,CH CrPiPsPIC-P»CHPSPuPSPSCII
PIPSCrC,CHC-CEPSCHPsCrC,CHPsP+PSPsPiPs CEPsCI'C,Cr PiCEPé PIPiP»P&PIC-
PePsPSCtPuPSC,CHP°C+C-PNe, C-PrPuPSC,PéC+PSPEC... P°P+Ps PrPuC%oPs P+C-P»CHCEP&C...
PIC-Pr C,PéC..., C%oPs P-P°CI'C,PsCI'PsPICFfCRC,CHCI'CLI PrP»CLI P»CRPrP&éPSPé.

B PyPsC,PpPSCt+C-PNePSPéPNe CEP&P-PéPe PrP»CII P»CRPrPéPSPé PSPUPIC-PrPsPjPéP)e.
PmPpPjP°PSC,PéPS PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé Cr PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C-, P-P° PIPEPSCIIC,PePsPj PIP&PiP°PrPeC-PI, PsP+CrPjPsPIP»PuPSPé&C...
C+C-C,PePsCh C,P° CLIPIPSPsCh PSPuPsP+C...C-PrPSC-CI'C,CR.

P“PsPrCrPIP°PSPSCII PiCRCrPrPrCh

P&PpPIC-PrPsPjPs, C+Pé PIC-PrP+CrPIP°C”C,CHCI'CII PuPeCI'PeCHPuCtC-CII
PjPuPjP°PSC,P&PSCT Cr PiCHCIPrPSPu PjPsP»PsPePs, PsPrPSP°Pe, PICEP°C...PsPICFCRC1Pé
P»C-PiPsC, C-P»CHPSC-CI'C,CH CI'CfP+CI'C,P°PSCtC-C—, PYC-PSPeP°Pj, CLIPeC-
P-P°CI'C,PsCI'PsPICFCRC,CH PjPuPjP°PSC,PéPS, CI'P»C-Pr CrC,CHP&PjP°C,PECI'CLI PIC-Pr
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh.

PxPuCHC,PéP»CHPSC-CI'C,CH

PriPsP+C-C+PSPEPN. PIPiP»P€ePI PjPuPjP°PSC,PEPSCr PSP° ChPuPiCHPsPrCrPeC,PEPIPSCY



C,CrPSPeCtC-Ch C$PsP»PsPIC-PeC-PI C,P° PfC-PSPsPe PSPu PIC-PrP-PSP°C+P°PICI'CII.

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

PI'PIPsCHPsP+P° PhP»CHCtPiPuPNePjPuCHP® PIC-Pr CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII
PrPs C,CIIPPeP&C... C,PsCHPj P-P°P-PIP&C+P°PNe P-CfPjPsPIP»CRC” PiPsPiC-CHCEPuPSPSCII
P-PrP°C,PSPsCI'C,C- PePuCRCIPIP°C,Pé P°PIC,PsPjPsP+C-P»PuPj C,P° PiCRP°C+tCRPIP°C,Pé P-
C-PSCE€P&PjPé PjPuC...P°PSC-P-PjP°PjPé. P'‘C-P»CHhCE C,PsPiPs, PjPuPjP°PSC,PéPS PjP°C”
PSPuP-PSP°C+PSP&PNe P°P+Ps PiPsPjC-CHPSP&PNe PIPiP»P&PI PSP® CE€PIP&PrPeC-CI'C,CH
CHPuP°PeCtC-C— P»CRPrPéPSPé, C,PsPjCr P°PjP+CrP»P°C,PsCHPSP&C... PiP°CtC-C”PSC,C-PI
CI'P»C-Pr PiPsPiPuCHPuPrPéC,Pé PiCHPs PSPuPsP+C...C-PrPSC-CI'C,CH
PrPsC,CRHPéPjP°PSPSCII PsCI'PsP+P»PéPIPsC— PsP+PuCHPuPIPSPsCI'C,C- PiCHPé
PePuCHCIPIP°PSPSC- P°PIC,PsC,CEP°PSCI'PiPsCHC,PsPj C+Pé CHPsP+PsC,C- P:
PsP+P»P°PrPSP°PSPSCIIP;.

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

P>C-PeCrPIP°PSPSCII CI'P»C-Pr CEPsP-PiPsCP&PSP°C,Pé C,P° PiCEPsPIPsPrP&C,Pé PiC-Pr
PSP°PiP»CLIPrPsPj P»C-PeP°CRCII. PyPuCHP°PiC-ChR CI'P»C-Pr CHPsP-PiPsC+PEPSP°C,Pé
C,C-P»CIbPeP& P-P° CIPjPsPIPé PSP°CLIPIPSPSCI'C,C- PsPiC-PeCtPSP°, CLIPeP&PNe P+CrPrPy
CHPuPiCtP»CLICEPSPs PePsPSC,CEPsP»CRPIP°C,Pé PiCEP&PNePsPj PiCEPuPiP°CEHP°C,Ct
PiP°CtC-C”PSC,PsPj.

PjP°P+P»PuC,PePé CI'P»C-Pr PiCHP&PN:PjP°C,Pé 1 CEP°P:- PSP° PrPsP+Crt PePsPIPSPsPiPs
PrPSCII PI PsPrPéPS C- C,PsPNe CI'P°PjPéPNe CP°CI. PjP°P+P»PuC,PePé PjPsPPSP®
PiCEP&PN:PjP°C,Pé CRP°P-PsPj P- C—PIPuCh C+Pé PSPuP-P°P»PuPYPSPs PIC-Pr
PIPYP&PIP°PSPSCLI C—PYC-.

PyCHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCI] C-PSPrPéPIC-PrCrP°P»CHPSPs
PIPEP-PSP°C+P°C” P»C-PeP°CH, CIIPePéPNe PjP°C” PrPsCI'PIC-Pr
PrC-P°PiPSPsCI'C,CfPIP°PSPSCII C,P° P»C-PeCrPIP°PSPSCII C...PIPsCHPsP+Pé
PHP»CHCtPiPuPNePjPuCHP°. P”C-P°PiPSPsP: CI'P»C-Pr PICI'C,P°PSPsPIP»CRPIP°C,Pé
PIC-PrPiPsPIC-PrPSPs PrPs PrC-CRC$P&C... PICHP°PeC,PECEPSPEC...
CHPuPePsPjPuPSPrP°CtC-PNe. PiPuCHPuPSPsCI'PEPC-CI'C,CH C- PrPsP-CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr CI'P»C-Pr CHPuPiCrP»CIICHPSPs
PsCtC-PSCRPIP°C,Pé, P+P°PYP°PSPs PiCHPsC,CIIPiPsPj 3 PjC-CI"CLICtC-PI PiC-CI'P»CII
PiPsC$P°C,PeCr P»C-PeCrPIP°PSPSCI]. PyP°PePéPj C+PEPSPsPj, PeP»C-PSC-C$PSC-
PiPuCHPuPIP°PiPé P-P°CI'C,PsCI'CfPIP°PSPSCI]I PjPuPjP°PSC,PéPSCr
PiC-PrCHPsC...P»PsCREP&PrCr C,P° PiPuCHPuPSPsCIPéPjC-CI'C,CH P»C-PeP°CRCI'CHhPePsPiPs
P-P°CI'PsP+Ct PiP°CtC-C”PSC,PsPj CI'P»C-Pr CHPuPiCrP»CIICEPSPs PiPuCHPuPiP»CIIPrP°C,Pé
PIC-PrPiPsPIC-PrPSPs PrPs PiPsC,PsC{PSP&C... PeP»C-PSC-C+PSP&C...
CHPpPePsPjPpPSPrP°C+C-PNe. PriC-PrC,CHP&PjCrCRC+Pp P»C-PeCrPIP°PSPSCII PjPsPYPu
C,CRP&PIP°C,Pé, PiPsPePé C,PuCEP°PiPuPIC,PC+PSP&PNe PuC, PuPeC,
PIPIP°PYP°C,PéPjPuC,CHCI'CII CI'PiCRPECIIC,P»P&PIP&P], C- PiP°CtC-C”PSC,
PiPpuCHPuPSPsCI'P&éC,PEPjPp P»C-PeCrPIP°PSPSCII PjPuPjP°PSC,PEPSPsPj
PiC-PrCHPsC...P»PsCEP&PrPsPj. PuCHPéPiPéPSPuPSPSCII C,PuCHP°PiC-C—



P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPj CI'P»C-Pr CHPsP-PiP»CIIPrP°C,Pé Cr PIPEPiP°PrPeCt,
CIIPeC%oPs P-PSPéPeP°C” C,PuCHP°PiPpuPIC,PECPSPEPN: PuC,PuPeC, P°P+Ps PiP°CtC-C”PSC,
PiPsPiP°PSPs PiPuCHPuPSPsCI'PEC,CH P»C-PeCrPIP°PSPSCII PiCHPuPiP°CEP°C,PsP;.

P”PsCEPsCI P»C-.

P PuPePsPjPuPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP® PrPsP-P° CI'C,P°PSPsPIPEC,CH 5 PjPi PSP®
PrPsP+Ct, CLIPeP® PiPsCI'C,CIPiPsPIPs P-P+C-P»CHCECIC”C,CHhCI'CLI PiCEPsC,CLIPiPsPj
PiPuCHCEPEC. ..

4 C,PéPYPSC-PI P»C-PeCIPIP°PSPSCLI, PrPsCI'CLIPiP°CRCPé CHPuPePsPjPuPSPrPsPIP°PSPsC—
PiC-PrC,CHPéPjCFCRC+PsC— PrPsP-Pé C,P°PePéPj C+P&PSPsPj:

1-PNe C,PePYPrPuPSCIHb (1-7-PNe PrPuPSCH):

PiP°CtC-C”PSC,Ct PSPuPsP+C...C-PrPSPs PiCHP&PNePjP°C,Pé 5 PjPi PSP® PrPsP+Cr
PiCEPsC,CLIPiPsPj C,PéPYPSCI;

2-PNe C,PEPPrPuPSCIbH (8-14-PNe PrPpPSCHb):

PiP°C+C-C"PSC,Cr PSPuPsP+C...C-PrPSPs PiCHPéPN:PjP°C,Pé 10 PjPi PSP°® PrPsP+Cr
PiCHPsC,CLIPiPsPj C,PePYPSCIL];

3-PNe C,PePPrPuPSCIb (15-21-PNe PrPuPSCH):

PiP°Ct+C-C"PSC,Cr PSPuPsP+C...C-PrPSPs PiCHPéPN:PjP°C,Pé 15 PjPi PSP°® PrPsP+Cr
PiCHPsC,CLIPiPsPj C,PePYPSCIL];

PiPsC+PePSP°ChCiPé P- 4-PiPs C,PePYPSCII:

PiP°CtC-C”PSC,Ct PSPuPsP+C...C-PrPSPs PiCEP&PN:PjP°C,Pé 20 PjPi PSP® PrPsP+Cr
PePsPYPSPsPiPs PrPSCII.

P PuPePsPjPpPSPrPsPIP°PSP° PiC-PrC,CHP&PjCIPIP°P»CHPSP® PrPsP-P° CI'C,P°PSPsPIP&C,Clh
20 PjPi PSP° PrPsP+Cr.

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

P PuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PrP»ClI PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 65
CHPsPeC-PI CI'C,P°PSPsPIPEC,CHb 20 PjPi PSP° PrPsP+Ct , CLIPe P-P°P-PSP°C+PuPSPs
PIP&C%o0Py.

PuPsCFHC2C€PuPSPSCII C,C2PSPeCtC-C— PSPECHPsPe.

P”P»CII PiP°CtC-C”PSC,C-PI C-P- PiPsCHCrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSPECHPsPe
P»PpPiPePsPiPs CI'C,CIPiPpPSCII (PeP»C-CHPuPSCI PeCHPuP°C,PéPSC-PSCY 8F“ 50-80
PjP»/C...PI) P-PSPEPYPuPSPSCII PrPsP-Pé PiCHPuPiP°CEP°C,Cr PSPy PiPsC,CHC-P+PSPy.
PzP°CtC-C”PSC,P°Pj C-P- PiPsCHCrCEPpPSPSCIIPjPé C,CrPSPeCtC-C— PSPECHPsPe
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII (PeP»C-CHPuPSCI’ PeCRHPuP°C,PEPSC-PSCT B8R
30-49 PjP»/C...PI) PrPsP+PsPICt PrPsP-Ct CI'P»C-Pr P-PjPuPSCEPEC,Pé PrPs 10 PjPi.
P"PsP-Cr PjPsPPSP°® P-P£C-P»CHCEPEC,Pé PrPs 20 PjPi PSP° PrPsP+Cr P-P°
CI'C,P°PSPrP°CRC,PSPsCh CI'C...PpPjPsCR, CIIPeC%oPs PSPuPiP°C,PEPIPSPEC...
CHPuP°PeCtC-PNe PSPuPjP°C” PiCHPePSP°PNPjPSC- PiC-CI'P»CII 7 PrPSC-PI



P»C-PeCrPIP°PSPSCII. PuP°CtC-C”PSC,P°Pj C-P- PiPsCECrC€PuPSPSCLIPjPé

C, CIPSPeCtC-C— PSP&CEPsPe C,CLIPYPePsPiPs CI'C,CrPiPuPSCII (PeP»C-CHPuPSCI
PeCHPuP°C,P6PSC-PSCT 85” 5-29 PjP»/C...PI) PrPsP+PsPICt PrPsP-Cf CI'P»C-Pr
P-PjPuPSCEP&C,Pé PrPs 10 PjPi.

PyPsCHC2C€PuPSPSCII C,CéPSPeCtC-C— PiPuC#C-PSPePé.

P”P»CI]I PiP°CtC-C”PSC,C-PI C-P- PiPsCRCrC£PpPSPSCIIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé
P»PpPiPePsPiPs P°P+Ps CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII (Child-Pugh A, B)
PePsCHPuPeCtC-CII PrPsP-Pé PSP PiPsC,CHC-P+PSP°. P”P°PSC- PiCHPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr PiP°C+C-C”PSC,P°Pj P-
PIP°PYPeP&PjPé PiPsCHCrCEPuPSPSCIIPjPé PiPuC+C-PSPePé PIC-PrCI'CrC,PSC-.
P—P°CI'C,PsCI'CfPIP°PSPSCII PjPuPjP°PSC,PEPSCT PiP°CtC-C”PSC,P°Pj C-P:
PIP°PYPePePjPé PiPsCHCrCE€PuPSPSCILIPjPé C,CrPSPeCtC-C— PiPuC+C-PSPePé PSP
CHPuPePsPjPuPSPrCrC”C,CHCICII.

P”C-C,Pe.

PuCHPuPiP°CEP°C, PSPu P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrC-C,CIIPj Cr P-PIER™ CLIP-PeCt P-
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PrP°PSPEC... C%oPsPrPs P+PuP-PiPuPePé C,P°
PuC, PuPeC,PEPIPSPsCI'C,C- PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI].

PuPuCLPuPrPsP-CéPIP°PSPSCII.
P”PsCI'PIC-Pr PsP+PjPuPPuPSP&PNe.
PYPéPjPiC,PsPjPé.

P’C-PrPSPsCI'PSPs P-PSP°C+PSC- PiPpCHPuPrPsP-CrPIP°PSPSCII (200 PjPi C- 105 PjPi PSP®
PrPsP+Cr PiCEPsC,CIIPiPsPj 3 PrPSC-PI) CI'CfPiCHPsPIPsPrPYCIPIP°P»P&CICII
CI'P&PjPiC,PsPjP°PjPé PiC-PrPIP&C%oPpPSPsC— PIC,PsPjP»CRPIP°PSPsCI'C,C-,
CI'P»P°P+PePsCI'C,C- C,P°/P°P+Ps PrC-P°CHPuC”CR P°P+Ps PjP°P»Pé
P+PpuP-CI'PEPjPiC,PsPjPSPéPNe PiPuCHPuP+C-Pi. PuCHPé PiPuCEPpPrPsP-CrPIP°PSPSC- PrPs 140
PjPi P°P+Ps PSPuPICI'C,P°PSPsPIP»PuPSPsCh PrPsP-PsCh CI'PiPsCI'C,PuCHC-PiP°P»Pé
CI'PéPjPiC,PsPjPé PiPsCHCrCEPpPSPSCII CtPpPSC,CRP°P»CHPSPsC— PSPuCHPIPsPIPsC—
CI'PECI'C,PpPjPé, PSP°PiCHPéPeP»P°Pr CI'PiP»CrC,P°PSC-CI'C,CH CI'PIC-PrPsPjPsCI'C,C-,
CI'PsPSP»P&PIC-CI'C,CH, P-P°PiP°PjPsCHPsC+PuPSPSCI], P-P+CrPrPIPuPSPSCI],
P°PiCHPuCI'C-Ch, PiP°P»CRCtPéPSP°CtC-C—, CHPsP-P»P°PrPé C...PsPrPé C,P°/P°P+Ps
C€P»CrPSPePsPIPs-PePéCEPePsPIC- PiPsCHCrCEPuPSPSCII (P+P»CRPIP°PSPSCII C,P°
PrC-P°CHPyuCLI).

PuC-CI'P»CII PiCHPéPNePsPjCr 2000 PjPi PjPuPjP°PSC,PéPSCr Cr PiP°CtC-C”PSC,P°
CHPsP-PIPEPSCIrP»P°CI'CH PePsPjP° (10 PrPSC-PI), P»P°C,PuCHP°P»CHhPSP° PrPéPiP»PsPiC-CII
C,P° P-P+CrPrPYPuPSPSCI]. PiuC-CI'P»CII CI'PéPjPiC,PsPjP°C,PéC+PSPsPiPs
P»C-PeCrPIP°PSPSCII C,P° PiP»P°P-PjP°C,PuCHPuP-Crt PiP°CtC-C”PSC, PsPrCrPYP°PI P+PuP-
PSP°CI'P»C-PrPeC-PL.

P’ C-PSCEPsPjCr PIP&PiP°PrPeCt PiC-CI'P»CII PiCEP&PN:PsPjCr 400 PjPi PjPuPjP°PSC,P&PSCK Cr



PiP°CtC-C”PSC,P° P-8f™ CIIPIPEéP»P&CI'CII CI'P&éPjPiC,PsPjPé PiPsCRCrCEPuPSPSCII
CtPpPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé, C,P°PeC- ClIPe
PSPuCI'PiPsPeC-PNe, PiCI'P&C...PsP-, P-PsCHPsPIC- PiP°P»CRCtP&PSP°CtC-C—,
CI'PiPsPIC-P»CHPSPuPSC-CI'C,CH CRCrC...C-PI, CI'PsPSP»P&PIC-CI'C,CH, CI'C,CIPiPsCE C,P°
PIC,CRP°C,P° CI'PIC-PrPsPjPsCI'C,C-.

P>C-PeCZPIP°PSPSCII.

PYP&PjPiC,PsPjP°C,PéC+PSPy, CI'PiPuCtP&éC, C-C+PSPsPiPs P°PSC,PéPrPsC,Cr PSPy C-CI'PSCrC”.
PYP»C-Pr P-P°CI'C,PsCI'CfPIP°C,Pé CI'C,P°PSPrP°CEC,PSC- PeP»C-PSC-C+PSC-
PiCHPsCtPuPrCrCEPé PrP»CII PIPEPIPuPrPuPSPSCII PrC-CRC+PsC— CHPuC+PsPIPEPSPé P-
PsCHPiP°PSC-P-PjCt, PSP°PiCHP&PeP»P°Pr PiCHPsPjPéPIP°PSPSCII CEP»CrPSPeP®,
PiCEP&PNePsPj P°PeC,P&PIPsPIP°PSPsPiPs PICIPiC-P»P»CI], PiC-PrPeP&éCI P»PpuPSPSCII
CHPpP°PeCt+C-C— CI'PuCtC-, C,PsCECI'PsPIP°PSPEPNe PrC-CrCHPuP:. P] PIP&PiP°PrPeCr
PSP°PrPjC-CEPSPsC— P-P°PiP°P»CHPSPsC— CI'C,PéPjCrP»CLICTC-C—
CtPpuPSC,CHP°P»CHPSPsC— PSPuCRHPIPsPIPsC— CI'PECI'C,PuPjPé CI'PéPjPiC,PsPjP°C,PéCPSC-
P»C-PeCrPIP°P»CHPSC- P-P°C...PsPrPé CI'P»C-Pr PiCEPsPIPsPrP&éC,Pé P-
PsP+PuCHPuPIPSC-CI'C,CR.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

P’C-PrPsPjPs, C%oPs PiC-Pr C+P°CI" PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPYPuPSCH
PjPuPjP°PSC,PEPSCT P-P°PiP°P»CHPSP® C+P°CI'C,PsC,P° PSPuP+P°PYP°PSP&C... CIIPIPEC%o
PSPy PIC-PrCHC-P-PSCILIP»P°CI'CII PIC-Pr C,P°PePsC— PSP° C,P»C- PiCEP&PNePsPjCr
PiP»P°CtPpP+Ps, P° PSPuPiP°C,PEPIPSC- CIIPIP&C%o0P° P-P°P-PIPEC+P°PNe PjP°P»Pé
P»PpPiPePéPNe P°P+Ps CI'PpuCHPuPrPSC-PNe CI'C,CrPiC-PSCH C,CIIPYPePsCI'C,C-.

P&P°PIPuPrPuPSC- Cf C,P°P+P»P&C1C- PiPsP+C-C{PSC- CEPuP°PeCC-C—, C%oPs
CI'PiPsCI'C,PpuCHC-PiP°P»P&CI'CLI, PIPeP°P-P°PSC- PIC-PrPiPsPIC-PrPSPs PrPs C,P°PePsC—
PeP»P°CI'P&C, C-PeP°CtC-C— C+P°CI'C,PsC,Pé C—C... PIPéPSP&PePSPuPSPSCII: PrCrPYPp
C$P°CI'C,Ps (> 1/10), CP°CI'C,Ps (> 1/100 PrPs < 1/10), PSPuC+P°CI'C,Ps (> 1/1000 PrPs <
1/100), CRC-PrPePsBBBBBBBBBBBBBBBBBB B (> 1/10000 PrPs < 1/1000),
PrC{P{Pu CEC-PrPePs (< 1/10000), CfP°CI'C,PsC,P® PSPPIC-PrPsPjP° (PSPp PjPsPYPSP°
PICI'C,P°PSPSPIP&C,Pé P-P° PSP°CLIPIPSP&PjPé PrP°PSP&PjP8).

PEP»P°CI" CI'PECI'C,PuPj P§P°CI'C,PsC,P°  PyPsP+C-C#PSC- CHPuP°PeCtC-C—

PsCHPiP°PSC-PI

PtPSC, PpPeCtC-C— PkPpCtP°CI'C,Ps P“CHP&éP+PePsPIC-
P-P°C...PIPsCECRPIP°PSPSCII

P— P+PsPeCr C-PjCfPSPSPsC— P§P°CI'C,Ps P“C-PiPpCHC+CrC,P»PéPIC-CI'C,CH

CI'PéCI'C,PuPjPé

P— P+PsPeCr PiCI'PéC...C-PePé P§P°CI'C,Ps PYPsPSP»P&PIC-CI'C,CH

PkPuCiP°CI'C,Ps  PYPiP»CrC,P°PSC-CI'C,CHb
CI'PIC-PrPsPjPsCI'C,C-B

P§P°CI'C,PsC,P°  P“P°P»CRCtPéPSP°CtC-C—'

PSPuPIC-PrPsPjP® PyCI'PéC...PsC,PéC+PSC- CHPpP°PeCtC-C—*

P— P+PsPeCr PSPuCEPIPsPIPsC—  P§P°CI'C,Ps P—P°PiP°PjPsCEPsC+PuPSPSCII
CI'P&CI'C,PpPjPé PuPsCHCrCEPuPSPSCII CEC-PIPSPsPIP°PiPé
PkPuC+P°CI'C,Ps  PiPsCHCrCEPuPSPSCII C...PsPrPé
P"CrPYPu PYCrPrPsPjPSC- PSP°PiP°PrPé

CRC-PrPePs



P— P+PsPeCr CI'PuCHCtPuPIPs- P§P°CI'C,Ps PHCHC,PuCHC-P°P»CHPSP°
CI'CrPrPéPSPSPsC— CI'PECI'C,PuPjPé PKPuCtP°CI'C,Ps  PiC-PiPuCHC,PuPSP-C-CII
PYPuCHCtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH
P’PuPSPsP-PSPEPNe
C,CHPsPjP+PsP-/C,CHPsPjP+PsPuPjP+PsP»C-P-Pj
P— P+PsPeCr P§P°CI'C,Ps P—P°PrPéCEPeP®
PrPéC...P°P»CHPSPsC—
CI'PECI'C,PuPjPé
P— P+PsPeCr C,CHP°PIPSPsC— P§P°CI'C,Ps P—P°PiPsCH
CI'PECI'C,PuPjPé PKPuC#P°CI'C,Ps  P'P»CRPIP°PSPSCII
P§P°CI'C,PsC,P°  PyP°PSPeCHPuP°C,PéC,’
PSPuPIC-PrPsPjP°

P— P+PsPeCr PiPpC+C-PSPePé C,P°  P§P°CIC,Ps PuC-PrPIPEC%oPpPSPSCII
P{PsPICtPsPIP&PIC-PrPSP&C... P§P°CI'C,PsC,P°  PiPsPeP°P-PSP&PeC-PI C,CrPSPeCtC-C—
CEP»CIIC...C-PI PSPRPIC-PrPsPjP° PiPpCC-PSPePé

P“PpPiP°C,P&C,
P—P°PiP°P»CHPSC- P§P°CI'C,Ps P“PsP»PsPIPSP&PNe P+C-P»CHb
PiPsCECI-CEPuPSPSCII PKPpCtP°CI'C,Ps  PyC-PrPIP8C%oPuPSP°

PIC,PsPjP»CRPIP°PSC-CI'C,CH

! p“P°P»CRCtPEPSP°CC-C— PiPpuCHPUPIP°PIPSPs CI'PiPsCI'C,PuCHC-PiP°P»Pé Cf
PiP°CtC-C”PSC,C-PI C-P- C,CLIPYPePsCE C,PsCEPjPsCR C...PIPsCHPsP+Pé
PhP»CHbC1PiPuPN:PjPuCHP°.

? PhPeCRPuPjC- PiPsPIC-PrPsPjP»PpuPSPSCII PiCHPé PjPuPrPéC+PSPsPjCr
P-P°CI'C,PsCI'CFPIP°PSPSC-.

PI'PIPsCEPsP+P° PhP»CHCtPiPuPN-PjPuCEP° PiPsPIgF™ CLIP-P°PSP° P- PrPuPiCEPpCI'C-C”CR,
CI'CtC—C1PéPrP°P»CEHbPSP&PjPé C-PrPuCLIPjPé C,P° CI'CFC—C1P&PrPsPj. PyP°PeC-
PIP&PiP°PrPePé PIC-PrPsPjC- PiCEPé PjPuPrPéC+PSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC-
PjPuPjP°PSC,P&PSCE.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 3 CRPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII. P—P+PuCRC-PiP°C,Pé Cf PSPuPrPsCI'C,CIPiPSPsPjCr
PrP»CII PrC-C,PuPNe PjC-CI'C1C- PI PsCEP&PiC-PSP°P»CHPSC-PNe CPiP°PePsPICTC- PiCEHPé
C,PuPjPiPuCEP°C,CtCHC- PSPu PIPEC%oPy 25 B°PY.

PJPiP°PePsPIPeP°. PrPpPjPsPeCl 10: PiPs 10 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCEHC-;
PiPs 3 P°P+Ps 6 P+P»C-CI'C,PuCEHC-PI Ct PeP°CEC,PsPSPSC-PNe PiP°C+CtC-.

P PpPjPsPeCI” 20: PiPs 10 C,P°P+P»PuC,PsPe Ct P+P»C-CI'C,PuCEHC-; PiPs 3 P°P+Ps 6
P+P»C-CI'C,PuCEC-PI Ct PeP°CEC,PsPSPSC-PNe PiP°C4C1C-.



PsP°C,PpPiPsCRHC-CII PIC-PrPiCiCIPeCr. P—P° CHPuCtPuPiC,PsP;j.

P’PéCHPsP+PSP&Pe. PyPhP’ B«PxP°CEPjP° PYC,P°CHC,B» (C,P°CI'CfPIP°PSPSCII C,P°
PiP°PeCrPIP°PSPSCII P- C,PsCHPjPé in bulk C,C-CHPjPé PYC-PSC,PsPS PI'C-CI'PiP°PSC-CI],
PY.P>., PtCI'PiP°PSC-CLI).

PwC-CI'CtPpP-PSP°C...PsPrPIPpuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPIPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

PJPeCHP°C—PSP°, 03124, Pj. PmPeéC—PI, P+CrP»CHPIP°CH P’P°CtP»P°PIP® P“P°PIPuP»P°, 8.

PJ CEP°P-C- PIPéPSPéPePSPuPSPSCII PiPsP+C-C+PSPéC... PuC,PuPeC,C-PI C,P°
P-P°PiPéC,P°PSCH> C%oPsPrPs P+PuP-PiPuPePé P-P°CI'C,PsCI'CéPIP°PSPSCII

P»C-PeP°CFCI CEhPePsPiPs P-P°CI'PsP+Cé PiCEPsCI PéPjPs P-PIPuCFC,P°C,PéCI'CII PrPs
PIC-PrPrC-P»C# C,P°CFPjP°PePsPSP°PiP»CIIPrCé PyPhP’ B«PhPYPtP¥kPh PJPP PhPtPkPkB» P-P°
P°PrCRPuCIPsCh: P+C2éP»CEPIP°CE P’P°C1P»P°PIP® P“P°PIPuP»P°, 8, Pj. P&xP6C—PI, 03124,
C,PuP»/C,P°PeCI: 38 044 281 2333.



