PtPKPYPYP PJP/P!PtPi

PrP»CII PjPpPrPéCiPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr

P>PhPmP{PrPePL
(LAMIPHEN)
PYPeP»P°Pr:
PrC-CRC#P° CEPuCHPSPIPSPSP®: C,PuCEP=C-PSP°C, C-PS;

1 C,P°P+P»PuC,PeP° PjC-CI'C,PéC,CH C,PpuCEP+C-PSP°C,C-PSCt PiC-PrCEPsC...P»PsCEPEPrCY
Ct PrPsP-C-, PuPePIC-PIP°P»PuPSC,PSC-PNe 250 PjPi C,PuCEP+C-PSP°C,C-PSCY;

PrPsPiPsPjC-PYPSC- CFPuC#PsPIPéPSPé: CtPuP»CRP»PsP-P°
PjC-PeCHPsPeCHPECI'C,P°P»C-C+PSP°, PePsPiPsPIC-PrPsPS,
PiPsP»C-PuC,PéP»PuPSPiP»C-PePsP»CH (PjP°PeCHPsPiPsP») 6000, PeCEPsC...PjP°P»CH
PeP°CHC,PsPiP»CIIPSP&PNe, PiC-PiCHPsPjPuP»PsP-P°
(PiC-PrCEPsPeCI'PéPiCHPsPiC-P»PjPuC,PéP»CtPpP»CRP»PsP-P° 50 CI'P ), PSP°C,CHC-Ch
PeCEPsC...PjP°P»CHPiP»C-PePsP»CILIC, (C,PéPi Ph), PSP°C,CEC-Ch
PeCEPsCI'PeP°CHPjPuP»PsP-P°, PeCHPuPjPSC-Ch PrC-PsPeCI'PéPr PePsP»PsC—PrPSP&PNe
P+PuP-PIPsPrPSPEPNe, PjP°PiPSC-CR CI'C,PuP°CHP°C,.

P>C-PeP°CHCI'CHPeP° C, PsCHPjP°. PyP°P+P»PuC,PePé.
PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: C,P°P+P»PuC,PePé

PiP»PsCI'PePsCtP&P»C-PSPrCHP&éC+PSPsC— C,PsCHPjPé P- CRPECIPePsCh C- C,P°CI'PePsCRh,
P+C-P»PsPiPs P°P+Ps PjP°PNeP{Pp P+C-P»PsPiPs PePsP»CHPsCHCr.

PxP°CHPjP°PePsC,PpnCHP°PiPuPIC,PéC+PSP° PiCHCIPiP°.

PuiCHPsC,PéPiCHP&éP+PePsPIC- PiCHPuPiP°CRHP°C,Pé PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCII Cr
PrPuCHPjP°C,PsP»PsPiC-C—. PuCHPsC,PéPiCHPéP+PePsPIC-B PiCHPuPiP°CREP°C,PéB PrP»ClIl
CI'P&CI'C,PpPjPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII. PyPuCHP+C-PSP°C,C-PS.

PPsPr PHPYPI DO1B AQ2.

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

PyPuCEP+C-PSP°C, C-PS C” P°P»C-P»P°PjC-PSPsPj, CLIPePéPN: PjP°C” CEPECHPsPePEPNe
CI'PiPpPeC,CH PiCRHPsC,PéPiCHP&P+PePsPIPsC— PrC-C— C%oPsPrPs C-PSC, PuPeCtC-PNe

C€PeC-CHPé, PIPsP»PsCI'CI'CII C- PSC-PiC,C-PI, CI'PiCHP&C+PéPSPuPSP&C... C,P°PePéPjPé
PrPuCHPjP°C,PsC, C-C,P°PjPe, CIIPe Trichophyton (PSP°PiCHPePeP»P°Pr T. rubrum, T.



mentagrophytes, T. verrucosum, T. tonsurans, T. violaceum), Microsporum (PSP°PiCHPéPeP»P°Pr
Microsporum canis), Epidermophyton floccosum C- PrCHC-PYPrPYPsPIC- PiCHPeP+PePe
CHPsPrCr Candida (PSP°PiCHPéPeP»P°Pr Candida albicans) C,P° Pityrosporum. PJ
PSPeP-CHPePeC... PePsPSCTPuPSC,CRHP°CtC-CLIC... C,PuCRhP+C-PSP°C,C-PS C+PePSPeC,CH
C, CrPSPiC-CtPéPrPSCr PrC-Ch PIC-PrPSPsCI'PSPs PrPuCHPjP°C,PsC,C-C,C-PI,
PiP»C-CI'PSCIIPIP&C... C- PrPuCIIPeP&C... PrPéPjPsCHC,PSPEC... PiCHPEP+C-PI.
PHPeC,PéPIPSC-CI'C,CH PIC-PrPSPsCI'PSPs PrCRC-PYPrPYPsPIPEC... PICHPéP+C-PI
P-P°P»PpPYPSPs PIC-Pr C—C...PSCHPsPiPs PIPEPTCr PjPsP{Pu P+CrC,Pé

C, CFPSPiC-CtPéPrPSPsCh P°P+Ps C,CrPSPiC-CI'C,P°C,PEC+PSPsCHh.

PyPuCHP+C-PSP°C, C-PS CI'PiPuCtPéC, C-C+PSPs CI'PiCEP&CIIC” CHP°PSPSCHPsPjCr
PuC,P°PiCt P+C-PsCI'P&PSC,PuP-Cr CI'C,PuCEP&PSC-PI Ct PeP»C-C,PEPSC- PiCHPEP+P°. P!Pu
PiCHPEP-PIPsPrPéC,CH PrPs PrPuC, C-CtPéC,Ct PuCHPiPsCI'C,PuCEPsP»Cr C- PrPs
PIPSCrC,CHC-CEPSCHPsPeP»C-C,PéPSPSPsPiPs PSP°PePsPiP&éC+PuPSPSCII CI'PePIP°P»PuPSCT,
C%oPs CI'PiCHPéC+PEPSCLIC” P-P°PiPéP+PuP»CH PeP»C-C,PéPSPé PiCHPéP+P°. P”C-CII
C,PuCHP+C-PSP°C,C-PSCt P-PrC-PNe.CI'PSCRC”C,CHCI'CII CEP»CIIC...PsPj
C-PSPiC-P+CrfPIP°PSPSCI] C,PuCHPjPuPSC,Ct CI'PePIP°P»PuPSPuPiPsPeCI PEPrP°P-Pé Cr
PeP»C-C,PéPSPSC-PNe PjPpPjP+CHP°PSC- PiCHP&P+P°. P!PuPN. C,PuCHPjPuPSC, PSPn
PSP°P»PuPYP&C,CH PrPs CI'PECI'C,PuPjPé CtP&C,PsC...CHPsPjCr P 450.

PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PIPSCrC,CHC-CEPSCHPs PiCHPuPiP°CRHP°C,
PSP°PePsPiPéC+CrC”C,CHCI'CII Cr CEPeC-CRC- Cr PePsPSCtPuPSC,CHP°CtC-CIIC..., C%oPs
P-P°P+PuP-PiPuC+CrCRC,Chb C,CrPSPiC-CtPePrPSCr PrC-Ch PiCHPuPiP°CRHP°C,Cr.

PnP°CHPjP°PePsPeC-PSPuC,PEPeP°.

P1iC-CI'P»CI] PiPuCHPsCHP°P»CHPSPsPiPs PiCHP&PNePsPjCr C,PuCHP+C-PSP°C,C-PS
PrPsP+CHEPp PICI'PjPsPeC,CrC”C,CHhCI'CII (> 70 %); P°P+CI'PsP»CRC,PSP®
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH C,PuCHP+C-PSP°C, C-PSCr, C%oPs PIC...PsPrPéC,CH PrPs
CI'PeP»P°PrCr P>P°PjC-C,PuPSCr"® PI C,P°P+P»PuC,PeP°C..., Cf CRPuP-CrP»CHC,P°C,C-
PiCHPuCI'P&CI'C,PuPjPSPsPiPs PjPuC,P°P+PsP»C-P-PjCr CI'C,P°PSPsPIPEC,CH P+P»PéP-CHhPePs
50 %. P P°P-PsPIP° PiPpuCHPsCHP°P»CHPSP° PrPsP-P° 250 PjPi C,PuCHP+C-PSP°C,C-PSCr
PiPsPeP°P-P°P»P° CI'PuCEPuPrPSC” P-PSP°C+PuPSPSCI] PiC-PePsPIPEC...
PePsPSCPuPSC,CHP°C+C-PNe Cr PiP»P°P-PjC- PeCHPsPIC- 8R“ 1,30 PjPePi/PjP» C+PuCHPpP- 1,5
PiPsPrPéPSPé PiC-CI'P»CI] PiCEP&éPNePsPjCr PiCRPuPiP°CRP°C,Cr. PuCHPé
PiPsCI'C,C-PNePSPsPjCt PiCHP&PN:PsPjC- PiPsCHC-PIPSCIIPSPs P- PsPrPSPsCHP°P-PsPIPsCh
PrPsP-PsCR, PjP°PeCI'PéPjP°P»CHPSP° PePsPSCtPuPSC,CHP°C+C-CII
C,PuCHP+C-PSP°C,C-PSCt P+CrP»P° PI CI'PuCHPpuPrPSCHPsPjCr PSP° 25 % PIPEC%oPy, P°
PiP»P°P-PjPsPIP® AUC P-P+C-P»CHCECIPIP°P»P°CI'CH Cr 2,3 CEP°P-P°. P—C-
P-P+C-P»CHCEPpPSPSCLIPj PiP»P°P-PjPsPIPsC— AUC PuC, PuPeC,PéPIPSPEPNe PiPuCHC-PsPr
PSP°PiC-PIPIP&EPIPuPrPuPSPSCII CI PeP»P°PrP°C” (~30 PiPsPrPéPS). PuCHPEPN:PsPj C—PYC-
PiCHPsCILIPIP»CLIC” PiPsPjC-CHPSP&EPN: PIP»P&PI PSP°® P+C-PsPrPsCI'C,CrPiPSC-CI'C,CHb
C,PpCHP+C-PSP°C, C-PSCf (P-P+C-P»CHCEPuPSPSCII AUC PSP° PjPuPSCEPu PSC-P 20 %), P°P»Pp
PSPp PSP°CI'C,C-P»CHsPePé, C%oPsP=+ PiPsC,CHPuP+CrPIP°C,Pé PePsCHPuPeCtC-C— PrPsP-Pé.

PhPrPSPsC+P°CI'PSPu PIPYP&PIP°PSPSCII C—PYC- P- PIP&CI'PsPeP&Pj PIPjC-CI'C,PsPj
PIPECHC-PI CrPiPsPIC-P»CHPSCRC” PICI PjPsPeC,CrPIP°PSPSCII C,PuCEP+C-PSP°C,C-PSCF
C,P° P-P+C-P»CHCECIFC” P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCEPéP+P»P&P-PSPs PSP° 20 %.

P{PuCEP+C-PSP°C, C-PS PjC-C+PSPs P-PIBF™ CLIP-C£C”C,CHCI'CII P- P+C-P»PeP°PjPé
PiP»P°P-PjP& PeCEPSPIC- (99 %). PhP+EE ™ C”Pj CEPsP-PiPsPrC-P»Ct PiPpCEPuPIPECY%oCIC”
2000 P». P’C-PS CEPIP&PrPePs PrPéC, CtPSPrCrC” CPuCEPRP: PrPuCHPjCE C,P°



PePsPSCPuPSC,CHCEC”C,CHCI'CLI Cf P»C-PiPsC, C-P»CHPSPsP{Ct CRPsPiPsPIPsPiCr
CEP°CRHC-.

PyPuCHP+C-PSP°C, C-PS PSP°PePsPiPéC+CrC”C,CHCI'CII Cf P»C-PiPsC, C-P»CHPSPsPjCr
CHPsPiPsPIPsPjCt CEP°CHC-. PyPuCEP+C-PSP°C,C-PS C,P°PePsP{ PIPEPrC-P»CIIC”C,CHhCI'CII
Cr CEPeC-CRPSPsPjCt CI'P°P»C- C-, C,P°PePéPj C+PéPSPsPj, PrPsCI'CLIPiP°C” PIPECI PsPePéC...
PePsPSCtPuPSC,CHP°CtC-PNe Cf PIPsP»PsCI'CIIPSP&C... C,PsP»C-PeCIP»P°C..., PIPsP»PsCI'CI'C-
C,P° C€PeC-CRC-, P-P+P°PiP°C{PuPSC-PNe CEPeC-CHPSP&Pj CI'P°P»PsPj. PyP°PePsPY
PrPsPIPpPrPuPSPs, C%oPs C,PuCHP+C-PSP°C,C-PS CHPsP-PiPsPrC-P»CIIC”C,CHCI'CII Crf
PSC-PiC,CHPsPIC- PiP»P°CI'C,PéPSPePé PiCEHPsC,CLIPiPsPj PiPpCECEPéEC... C,PEPTPSC-PI
PiC-CI'P»CI] PiPsC$P°C,PeCt C,PuCHP°PiC-C—. PKPuPjP°C” PrPsCI'C,P°C,PSC-C... PrP°PSP&C...
C%oPsPrPs C,PsPiPs, C+Pé PiCHPsPSPéPeP°C” C,PuCHP+C-PSP°C,C-PS C+PuCHPuP-
PiP»P°CtPuPSC,P°CRHPSPéPN. P+P°CEBR™ C”CH. PmPuPSCEPH PSC-PY 0,2 %
PiCEP&PN.PSCILIC,PsC— PrPsP-Pé PuPeCI'PeCHPuC,CrC”C,CHhCI'CII Cr PiCRCrPrPSPu
PjPsP»PsPePs. PyPuCEP+C-PSP°C, C-PS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII CEPIP&PrPePs C,P°
PuPeCI'C,PuPSCI'PEPIPSPs P- CfCP°CI'C,ChR PiCEP&PSP°PNePjPSC- CI'PuPjPé

C-P-PsC, PuCHPjPuPSC,C-PI CYP, CI'PuCHPuPr CIIPeP&C... P°PeC,PEPIPSPs P-P°P»CrC+PuPSC-:
CYP2C9, CYP1A2, CYP3A4, CYP2C8 C- CYP2C19. P’PSP°CI'P»C-PrPsPe
P+C-PsC,CRP°PSCI'C,PsCHPjP°C+C-C— C,PuCHP+C-PSP°C,C-PSCr
CrC,PIPsCHCRCRC,CHCI'CII PjPuC,P°P+PsP»C-C,Pé, CLIPeC- PSPu PjP°CRC,CH
PiCEPsC,PéPiCHP&P+PePsPIPsC— P°PeC,PEPIPSPsCI'C,C- C- PIPEPIPsPrCLIC,CHhCI'CII
PiPuCHPuPIP°PIPSPs P:- CI'PuCtPuCRH.

P—PjC-PS Cr C,P°CHPjP°PePsPeC-PSPuC,PéCC- PiCHPuPiP°CHP°C,Ct P-P°P»PpuPYPSPs PIC-Pr
PIC-PeCr PiP°CtC-C”PSC,P°® PSPu CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CI], P°P»Pp
C€PIPEPrPeC-CI'C,CH PIPEPIPpPrPuPSPSCII PiCHPuPiP°CHP°C,Cr P- PsCHPiP°PSC-P-PjCr
PjPsPYPu P+CrC,Pé P-PSP&PIPuPSP® Cr PiP°CtC-C”PSC,C-PI P- PiPsCHCrCE€PuPSPSCIIPj
C,CIPSPeCtC-C— PSP&CHPsPe P°P+Ps PiPuC+C-PSPePé, C%oPs PiCHP&P-PIPsPrPéC,CH PrPs
PiC-PrPIPéC%oPpPSPSCII CEC-PIPSC-PI C,PuCEP+C-PSP°C,C-PSCt PI PeCHPsPIC-.

P”PsCI"P»C-PrPIPuPSPSCLI C,P°CEPjP°PePsPeC-PSPuC,PéPePé CEP°P-PsPIP&C. .. PrPsP-
C,PuCEP+C-PSP°C,C-PSCt P- CfCP°CI'C,CR PiP°CtC-C”PSC,C-PI P- PiPsCHCFCEPuPSPSCLIP]
C, CtPSPeCtC-C— PSP&CHPsPe (PeP»C-CHPuPSCI' PeCHPuP°C,PéPSC-PSCF < 50 PjP»/C...PI)
P°P+Ps P- CfPYPu C-CI'PSCFCRC$P&PjPé P-P°C...PIPSCECRPIP°PSPSCILIPjPé PiPuCC-PSPePé
PiPsPeP°P-P°P»P&, C%oPs PeP»C-CHPuPSCI" P>P°PjC-C, PuPSCF™® PjPsP{Pu P+CtC,Pé
P-PjPuPSCEPUPSPEPN: PiCEP&P+P»P&P-PSPs PSP 50 %.

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

P“CRHPéP+PePsPIC- C-PSC, PuPeCtC-C— CE€PeC-CRHPé C- PSC-PiC,C-PI, CI'PiCHP&éC+PEéPSPuPSC-
Trichophyton (PSP°PiCHPePeP»P°Pr T. rubrum,

T. mentagrophytes, T. verrucosum, T. violaceum), Microsporum canis C,P° Epidermophyton
floccosum:

- CI'C,CRP&PiCFC+PEPNe P»PECEP°PNe (C,CHPEC...PsC, C-C,C-ClI PiP»P°PrPePsC— CE€PeC-CEPé,
C,CHP&C...PsC,C-C,C-ClI PiCRPsPjPuPYP&PSPé C- PrPuCEHPjP°C,PsC, C-C,C-CLI CI'C,PsPi),
PePsP»Pé P»PsPeP°P»C-P-P°CtC-CLI CFCEP°PIPuPSPSCLI, PIPECEP°PIPuPSC-CI'C,CH P°P+Ps
PiPsCEPECRHPuPSC-CI'C,CH C-PSC, PuPeCtC-C— P-CrPjPsPIP»CRCRC,CH
PrPsCtC-P»CHPSC-CI'C,CH PiPuCEPsCEP°P»CHPSPsC— C,PuCHP°PiC-C—;



- PsPSC-C...PsPjC-PePsP-.
PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P“C-PiPuCHC+CrC,P»PéPIC-CI'C,CH PrPs C,PuCHP+C-PSP°C,C-PSCr P°P+Ps PrPs P+CrPrChb-
CLIPePéC... PrPsPiPsPjC-PYPSPé&C... CRPuC$PsPIPEPS PiCHPuPiP°CHP°C,Cr. PT CEPsPSC-C+PSC-
P°P+Ps PiPsCI'C,CRC- P-P°C...PIPsCECRPIP°PSPSCI]I PiPuC+C-PSPePé.

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-P\e.

P’PiP»PéPI C-PSCEPEC... P»C-PeP°CHCI'CHPeP&C... P-P°CI'PsP+C-PI PSP°
C,PuCEP+C-PSP°C,C-PS

PJ PjPuC,P°P+PsP»C-P-PjC- C,PuCEP+C-PSP°C,C-PSCt P+PuCHCrC,CH CrCP°CI'C,CH
C-P-PsC, PuCHPjPUPSC,Pé CP&C,PsC...CEPsPjCT P 450 (CYP450). PisP»C-CHPuPSCI
C,PuCHP+C-PSP°C,C-PSCf Cf PiP»P°P-PjC- PeCEPsPIC- PjPsPYPp P+CrC,Pé
PiC-PrPIP&C%0PuPSPEPNe PiCHPWPiP°CEP°C,P°PjPé, C%oPs C-PSPrCtPeCrCRC,CH C1C-
C,PuCEPjPRPSC,Pé, C- PjPsPYPu P+CrC,Pé P-PSPEPTPuPSPEPNe PiCHPUPIiP°CEP°C,P°PjPé, C%oPs
C-PSPiC-P+CICRC,CH CtP&C,PsC...CEPsPj P 450. P] CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C-
CI'CtPiCtC,PSCHbPsPiPs P»C-PeCrPIP°PSPSCII C,P°PePéPjPé PICHPuPiP°CEP°C,P°PjPé
PrPsP-CtPIP°PSPSCII P>P°PjC-C, PuPSCr*® PiPsC,CHC-P+PSPs PePsCHP&PiCIPIP°C,Pé
PIC-PrPiPsPIC-PrPSP&Pj C+P&PSPsP;.

P{PSPiC-P+C-C,PsCHPé C,PuCHPjPuPSC,C-PI

P!P&PjPuC,PéPrPéPS P-PSP&PICIrPIP°PI PeP»C-CRPuPSCI” C,PuCHP+C-PSP°C,C-PSCt PSP° 30 %
C,P° PiC-PrPIPéC%oCrPIP°PI AUC PSP° 34 %.

PxP»CtPePsPSP°P-PsP»B P-P+C-P»CHCECIPIP°PI PiPsPeP°P-PSP&PePé Cmax C- AUC
C,PuCEP+C-PSP°C,C-PSCY PSP° 52 % C- 69 % PIC-PrPiPsPIC-PrPSPs PIPSP°CI'P»C-PrPsPe
PiP°P»CHbPjCIPIP°PSPSCLI C, PuCEPPRPSC,C-PI CYP2C9 C- CYP3A4. P{P°PePy P
P-P+C-P»CHCEPRPSPSCII PiPsPeP°P-PSP&PeC-PI PjPsPYPu CI'PiPsCI'C,PuCHC-PiP°C,P&CI'CII
PiCEP& PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CFPIP°PSPSC- P- C,PuCEP+C-PSP°C, C-PSPsP;
PiCRPpPiP°CRP°C,C-PI, C%oPs PiCEP&PiPSC-CCICRC,CH CYP2C9 C- CYP3A4, C,P°PeP&C...
CLIPe P°P-PsP»CHPSC- C,CrPSPiC-CP&PrPé, PjP°PeCEPsP»C-PrPSC- P°PSC,PéP+C-PsC,PéPePé
P°P+Ps P°PjC-PsPrP°CEPsPS.

PtPSPrCéPeC,PsCHPé C,PuCHPjPuPSC,C-PI

P P&C, P°PjPiC-C1P&PS (C-PSPrCrPeC,PsCH CYP3A4) P-P+C-P»CHCECIPIP°PI PeP»C-CRHPuPSCT
C,PuChHP£C-PSP°C,C-PSCr PSP° 100%. PiiPsPeP°P-PSPéPePé AUC C- Cmax
P-PSP&PYCrPIP°P»P&CI'CLI PSP°® 50 % C- 45 % PIC-PrPiPsPIC-PrPSPs.

P’PiP»PéPI C,PuCEP+C-PSP°C,C-PSCé PSP° C,P°CEPjP°PePsPeC-PSPuC,PéPeCé C-PSCEPEC...
P»C-PeP°CFCI CHhPePéC... P-P°CI PsP+C-PI

PYCéP+CI'C,CEP°C,Pé CYP2D6: PrPsCI'P»C-PrPIPuPSPSCII in vitro C,P° in vivo PIPECIIPIPEP» P&,
C%oPs C,PuCHP+C-PSP°C,C-PS PiCRHP&PiPSC-C+CrC” CYP2D6. PiP°PeC-
CHPuP-CrP»CHC,P°C,Pé P+C-P»CHCEPp CI'C,PsCI'CFCRC,CHCI'CII CI'CfP+CI'C,P°PSCtC-PNe,
CIIPeC- PiPuCHPpPIP°PIPSPs PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII P-P° CfC+P°CI'C,Ch
CtCIPsPiPs C,PuCEPjPuPSC,Crt, PsCI'PsP+P»P&PIPs CIIPeC%oPs PIPsPSPé PjP°CRC,CH
PICIP-CHhPePéPNe C,PuCHP°PiPuPIC,PECEPSPEPNe PrC-P°PiP°P-PsPS (PrPéPI. CEPsP-PrC-P»



B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). P!Pu CI'C,PsCI'CrC”C,CHCI'CI],
PSP°PiCHP&éPeP»P°Pr, PrPuCIIPePéC... PICHPuPiP°CHP°C,C-PI C,P°PePéC... PeP»P°CI'C-PI:
C,CRP&CtTP&PeP»C-C+PSC- P°PSC,PEPrPuPiCHPuCIP°PSC,Pé, P+PuC,P°-P+P»PsPeP°C,PsCHPé,
CI'PuP»PpPeC,PEPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs P-P°C...PsPiP»PpPSPSCII
CI'PuCHPsC,PsPSC-PSCt, P°PSC,PéP°CHPEC,PjC-C+PSC- PiCEPuPiP°CHP°C,Pé
(PIPeP»CRCHP°CRC1Pé PeP»P°CI" 1P, 1P’ C,P° 1PY) P°P+Ps C-PSPiC-P+C-C,PsCHPé
PjPsPSPsP°PjC-PSPsPeCI'PéPrP°P-Pé C,PéPiCr B.

PjPuCHP+C-PSP°C, C-PS P-PjPuPSCECIPIP°PI PeP»C-CEPRPSCI" PrPuP-PéPiCEP°PjC-PSCT PSP°
82 %, P° AUC P-P+C-P»CIHCECIPIP°PI Cf 5 CRP°P-C-PI.

P] CEPIP&PrPeP&C... PjPuC,P°P+PsP»C-P-P°C,PsCHC-PI CYP2D6 C,PuCHP+C-PSP°C,C-PS
P-P+C-P»CHCECIPIP°PI PePsPuC,C-CtC-C”PSC, PjPuC,P°P+PsP»C-C+PSPsC—
PIP-P°C”PjPsPrC-C— PrPuPeCI'C,CHPsPjPuC,PsCHC,P°PSCt/PrPuPeCI'C,CEPsCEHC,P°PSCT PI
CI'PuC#C- Cr CI'PuCHPuPrPSCHPsPjCr PI 16—97 CRP°P-C-PI. P{Pp CI'PIC-PrC$PéC,CH PiCHPs
C,Py, C%oPs C,PuCHP+C-PSP°C,C-PS CrPiPsPIC-P»CHPSCRC” PjPuC,P°P+PsP»C-P-Pj
CI'CrP+CI'C,CRKP°C,C-PI CYP2D6 Cr CEPIPEPrPePéC... PjPuC,P°P+PsP»C-P-P°C,PsCHC-PI CYP2D6
(B«PpPeCI'C,PpPSCI'PEPIPSP&C... PjPuC,P°P+PsP»C-P-P°C,PsCHC-PIB»), C,PsP+C,Ps
PjPuC,P°P+PsP»C-P-Pj Ct CtP&C... PiP°CtC-C"PSC,C-PI PjP°PeCI'P&éPjP°P»CHPSPs
PIC-PrPiPsPIC-PrP°C” PjPuC,P°P+PsP»C-P-PjCr Cr PiPsPIC-P»CIHhPSP&C...
PjPuC,P°P+PsP»C-P-P°C,PsCHC-PI (P° CI'P°PjPu B«CI'P»P°P+PePéC...
PjPuC,P°P+PsP»C-P-P°C,PsCRC-PIB»).

PYCéP+CI'C,CFP°C,Pé C-PSCEPéEC... C,PuCEPjPuPSC,C-PI CYP450. P PpP-CrP»CHC,P°C,Pé
PrPsCI'P»C-PrPPuPSCH, PiCHPsPIPuPrPuPSP&C... in vitro C,P° P-P° CfC+P°CI'C,Ch
P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI, PiPsPeP°P-CFCRC,CH, C%oPs
C,PuCEP+C-PSP°C, C-PS PjP°C” PSPuP-PSP°C+PSP&PNe PiPsC,PpuPSCtC-P°P» PrP»CII
PiCHP&éPiPSC-C+PuPSPSCII P°P+Ps PiPsCI'PéP»PpPSPSCII PeP»C-CHPpPSCI'Cr
P+C-P»CHCEPsCI'C,C- PiICEPuPiP°CRHP°C,C-PI, CLIPeC- PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII P-
CrC+P°CI'C,Ch CI'P&CI'C,PuPjPé CtPéC,PsC...CHPsPjCr P 450 (PSP°PiCRP&PeP»P°Pr

C,PuCHC, PaPSP°PrPéPSCY, C,CHC-P°P-PsP»P°PjCt P°P+Ps PiPuCHPsCHP°P»CHPSPEC...
PePsPSC,CHP°CtPuPiC,PEPIC-PI).

PFPSCEC- PjPuC,P°P+PsP»C-C#PSC- CEP»CIIC...Pé: C,PuCEP+C-PSP°C,C-PS
P-P+C-P»CEbCECIPIP°PI PeP»C-CEPuPSCI' CtPéPeP»PsCI PiPsCEPEPSCT PSP° 15 %
(P-PjPuPSCEPPSPSCLI AUC PSP° 13 %).

PrPsPYP»P&PIC-CI'C,CH PIP-P°C”PjPsPrC-C— PjC-P§ C,PuCEP+C-PSP°C,C-PSPsPj C,P°
P°PSC,P&PePsP°PiCIP»CIIPSC,P°PjPé, C%oPs P-P°P-PIPEC+P°PNe PICHPEP-PSP°C+P°CRC,CHb, PSP
PIPEPIC+P°P»P°CI'CLI. PuC-Pr C4P°CI" PrPsCI'P»C-PrP{PuPSPSCILI P PIP°CHC, P°CEP&PSPsP;
PYPsPrPSP&C... PIP-P°C”PjPsPrC-PNe PSPy CI'PiPsCI'C,PpuCEHC-PiP°P»PsCICIL.

PuC-Pr C+P°CI" PeP»C-PSC-C+PSPéEC... PrPsCI'P»C-PrPIPuPSCH PIC-PrPiPsPIC-PrPSPsPiPs
PIPiP»P&PICt PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCrt PePs-C,CRP&PjPsPeCI'P°P-PsP»Cr
(C,CHP&PjPuC,PsPiCHPEPjCT C,P° CI'CrP»CH>C, P°PjPuC,PsPeCI'P°P-PsP»Cr),
PrPéPiPsPeCI'PéPSCY, C, P»CrPePsPSP°P-PsP»Cr, C,PuPSP°P-PsPSCY, C,PuPsC, C-P»C-PSCr
P°P+Ps P-P&éPrPsPICrPrPéPSCr PSPu PIPECIIPIP»PuPSPs.

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

P>P°PjC-C, PuPSB® PrP»ClLI PiPuCHPsCEP°P»CHPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P»PéCEPpn C,PsPrC-, PePsP»Pé PjC-CI'CtPuPIPu



P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Cr PSPuPjPsPIP»P&PIPy.
PuC3PSPeCtC-CLI PiPuC+C-PSPePé

P>P°PjC-C,PuPSB® Cf C,P°P+P»PuC,PeP°C... PiCEPsC,PéPiPsPeP°P-P°PSPEPNe PrP»Cll

B P-P°CI'C,PsCI'PsPIC{PIP°PSPSCLI PiP°CtC-C"PSC,P°Pj P- C...CEPsPSC-C+PSP&Pj P°P+Ps
PiPsCI'C,CEP&Pj P-P°C...PIPsCHCRPIP°PSPSCLIPj PiPuCtC-PSPePé. PuPuCEPuPr
PiCRP&P-PSP°CPuPSPSCIIPj P>P°PjC-C, PUPSCIB® PI C,P°P+P»PuC,PeP°C...
PSPuPsP+C...C-PrPSPs PsCtC-PSP&C,Pé PICI'C- PIPIPp C-CI'PSCICRCHC-
P-P°C...PIPsCHCRPIP°PSPSCILI PiPpC+C-PSPeP&.

PiPe PjC-PSC-PjCIPj CI'P»C-Pr PIP&P-PSP°C+P&C,Pé CEC-PIPSC- PHP>Py C,P° PhPYP§ PrP»ClI
C,PsPiPs, C%oPsP+ PsC,CEP&PjP°C,Pé PIPC...C-PrPSC- P-PSP°C+PpPSPSCII PrP»ClII
PiPsCHC-PIPSCILIPSPSCII C—C... P-C- P-PSP°C+PuPSPSCLIPjPé, CLIPeC- P+CfPrCfC,CH
PsC,CEP&PjP°PSC- PiC-Pr CP°CI* P»C-PeCtPIP°PSPSCII. PJ PiP°C+C-C”PSC,C-PI C-P- CfP{Pu
C-CI'PSCFCRC$P&PjPé P-P°C...PIPSCECRPIP°PSPSCLIPjPé PiPuCC-PSPePé PeP»C-CEPRPSCT
C,PuCEP+C-PSP°C,C-PSCr PjPsPYPp P-PSPEPICIPIP°C,PECI'CHb PiCRP&P+P»P&P-PSPs PSP° 50
%.

P“PuPiP°C,PsC,PsPeCI'PéC+PSC-CI'C,CH PjPsPPu PIPEPSP&PeP°C,Pé Cr PiP°CtC-C”PSC,C-PI P
PiPsPiPuCEPpuPrPSC-Pj P-P°C...PIPsCHCRPIP°PSPSCIIPj PiPuC+C-PSPePé C,P° P+PpP-
PSCIbPsPiPs, C,PsPjCt CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiPuCHC-PsPrPEC+PSPEPNe
PjPsPSC-C,PsCHP&PSPi C,CrPSPeCtC-C— PiPpC+C-PSPePé (C+PuCEPpP- 4-6 C,PEPIPSC-PI
P»C-PeCrPIP°PSPSCIJ). P—P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPiP°CHP°C,Ct P>P°PjC-C,PuPS"® Cr
C,P°P+P»PuC,PeP°C... CI'P»C-Pr PSPuPiP°PNePSPs PiCHP&PiPEPSPEC,Pé Ct CHP°P-C-
PiC-PrPIP&C%oPpPSPSCII P°PeC,PEPIPSPsCI'C,C- PiPsPeP°P-PSP&PeC-PI

C, CrPSPeCtC-PsPSP°P»CHPSPEC... PiPuC+C-PSPePsPIP&C... C,PuCI'C,C-PI. PJ
PiP°Ct+C-C”PSC,C-PI, CIIPeC- PiCHP&PNePjP°P»Pé C,PuCHP+C-PSP°C,C-PS Cr
C,P°P+P»PuC,PeP°C..., PrCrPYPp CHC-PrPePs P+CrP»Pé P-P°CHPuC”CI'C,CHPsPIP°PSC-
PIPEPiP°PrPePé CI'PuCHPNePsP-PSPsC— PiPuC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-
(PrPuCIIPeC- P- PSPEC... PjP°P»Pé P»PuC,P°P»CHPSPéPNe PSP°CI'P»C-PrPsPe P°P+Ps
PiPsC,CHPuP+CrPIP°P»Pé PiPuCRPuCI'P°PrPePé PiPuC+C-PSPePé). P] P+C-P»CHCEPsCI'C,C-
PIP&PiP°PrPeC-PI PiPpuC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PiP°CtC-C”PSC,Pé
PjP°P»Pé CI'PuCHPNePsP-PSC- PsCI'PSPsPIPSC- CI'PéCI'C,PuPjPSC-
P-P°C...PIPsCHCRPIP°PSPSCII (PrPéPI. CHPsP-PrC-P»Pé B«P1iCHPsC,PéPiPsPeP°P-P°PSPSCIIB»
C,P° B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»).

PuP°CtC-C”PSC,C-PI, CIIPeC- PiCHPEPN:PjP°CRC,CH P>P°PjC-C,PuPS"®, CI'P»C-Pr
PiPsPiPuCRPuPrPeC,Pé PiCRPs C,Pu, C%oPs PiPsC,CHC-P+PSPs PSPuPiP°PN.PSPs
PiPsPIC-PrPsPjPéC,Pé P»C-PeP°CHCII PiCRPs P+CrPrCH-CIIPeC- PsP-PSP°PePé P°P+Ps
CI'P&PjPiC,PsPjPé, C%oPs PIPeP°P-CrCRC,CH PSP° PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C—
PiPuC+C-PSPePé, C,P°PeC- CIIPe PiPsCI'C,C-PNePSP°® PSCrPrPsC,P°, PIC,CEP°C,P°
P°PiPuC,PéC,Cr, PYPsPIC,CIIPSPéCtCLI, P+P»CRPIP°PSPSCI], PiC-PrPIPEC%oPpPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH, PiCHP°PIPsCI'C,PsCRPsPSPSC- P+PsP»C-B Cr
PIPuCHC...PSC-PNe C+P°CI'C,PEPSC- PIP&PIPsC,P° P°P+Ps C,PpPjPSPéPNe PePsP»C-CH CI'PuC+C-
C$Pé P-PSPuP+P°CRHPIP»PuPSC- PIP&PiPsCRPsPYIPSPuPSPSCII. PuP°C+C-C”PSC,P°Pj P
C,P°PePéPjPé CI'PéPjPiC,PsPjP°PjPé CI'P»C-Pr PiCHP&PiPéPSP&C,Pé P-P°CI'C,PsCI'CIFPIP°PSPSCII
C,PuCHP+C-PSP°C,C-PSCt PiPuCHPsCHP°P»CHPSPs, P° C,CrPSPeCtC-Ch PiPuC+C-PSPePé
PiP°CtC-C”PSC,P° PiPsC,CEC-P+PSPs PSPuPiP°PN.PSPs PsCtC-PSP&C,Pé.

P PuP°PeCtC-C— PiC-PiPuCECC3éC,P»PéPIPsCI'C,C-/CI PUuCEPNePsP-PSC- C€PeC-CFHPSC-
CBHPuP°PeCtC-C—



P”CtPYPu CBC-PrPePs PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PiPsCLIPICY
CI'PuCEPNePsP-PSP&C... CHPuP°PeCtC-PNe P- P+PsPeCrt CEPeC-CEPé (C,P°PePéC... CIIPe
CI'PéPSPrCEHPsPj PYC,C-PIPuPSCI'P°-P”PPsPSCI'PsPSP°, C,PsPeCI'PéC+PSPEPNe
PuPiC-PrPuCEPjP°P»CHPSPéPNe PSPuPeCHPsP»C-P-, PIP&CI'PéPiP°PSPSCI] P-
PuPsP-PéPSPsC, C-P»C-C”Ch C,P° CI'PéCI'C,PuPjPSPéPjPé CI'P&PjPiC,PsPjP°PjPé [DRESS-
CI'PéPSPrCEPsPj]) Ct PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
C,PuCBEP+C-PSP°C, C-PS Cr C,P°P+P»PuC,PeP°C.... PiPe C- CE€PeC-CHPSC- CHPuP°PeCtC-C—
C,P° PuPsP-PéPSPsC, C-P»C-CIJI, DRESS-CI'PéPSPrCHPsPj PjPsPYPpu PsC...PsPiP»CRPIP°C,Pé
PsPrPéPS P°P+Ps P+C-P»CHCEPp PsCHPiP°PSC-PI, CI'PiCHPECPEPSCIICRCtPé PiPuPiP°C,PéC,,
C-PSC,PuCECI'C,PéCtC-P°P»CHPSPEPNe PSPUC, CHPEC,,
C-PSC,PuCHCI'C,PéC+C-P°P»CHPSPEPNe PiPSPuPIPjPSPSC-C,, PjC-PsPeP°CHPrPEC,,
PiPpuCHPEPeP°CHPrP&C,. P] CHP°P-C- PIPEPSPEPePSPuPSPSCII PiCHPsPiCHPuCI CrCRCHPEC. ..
PIP&CI'PEPiP°PSCH> PSP°® CE€PeC-CHC- P°P+Ps C-PSCEPEC... PjPsPIP»PEéPIP&C...
CI'P&éPjPiC,PsPjC-PI PiC-PiPuCHC+CrC,P»PéPIPsCI'C,C- B P»C-PeCrPIP°PSPSCII

P>P°PjC-C, PuPSPsPjB® Cr C,P°P+P»PuC,PeP°C... PiPsC,CHC-P+PSPs PiCHP&PiPéPSPEC, Pé.

P§PuCEPIPsPSPéPNe PIPsPICEP® Pe/PiCI PsCFC-P°P-

P>P°PjC-C, PuPS"® CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch
PiP°CtC-C”PSC,P°Pj C-P- PiCI'PsCHC-P°P-PsPj C+Pé CE€PeC-CHPSP&Pj P°P+Ps
CI'PECI'C,PuPjPSPéPj C+PuCEPIPsPSPEPj PIPsPIC+P°PePsPj, PsCI'PeC-P»CIHhPePé
PSP°PrC...PsPrPéP»Pé PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PIPéPiP°PrPePé
P-P°PiPsCI'C,CEPuPSPSCII CtP&C... P-P°C...PIPsCHCRPIP°PSCH.

P“PuPjP°C,PsP»PsPiC-C$PSC- PuC,PuPeC,Pé.

P”CrPYIPu CHC-PrPePs PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PiP°C,PsP»PsPiC-C+PSC-
P-PjC-PSPé P- P=PsPeCr PeCHPsPIC- (PSPuPN.C,CHPsPiPuPSC-CII, P°PiCHP°PSCrP»PsCtP&éC,PsP-,
C,CHPsPjP£PsCtPeC,PsPiPuPSC-CI], PiP°PSCtPeC,PsPiPuPSC-CII) Cr PiP°CtC-C”PSC,C-PI],
CILIPeC- PsC,CHPéPjCrPIP°P»Pé C,PuCHP+C-PSP°C,C-PS Cr C,P°P+P»PuC,PeP°C....
PkPuPsP+C...C-PrPSPs PsCtC-PSPéC,Pé PiCHPeCPEPSCr PIPEPSPEPePSPuPSPSCII P+CrPrChb-
CILIPePsC— PiP°C,PsP»PsPiC-C{PSPsC— P-PjC-PSPé P- P£PsPeCr PeCHPsPIC- Cr
PiP°C+C-C"PSC,C-PI C- CHPsP-PiP»CIIPSCrC,Pé PiPéC,P°PSPSCII C%oPsPrPs PjPsPIP»PEPIPsC—
P-PjC-PSPé CHPuPYP&PjCr P»C-PeCrPIP°PSPSCI], Cr C,PsPjCr C+PECI'P»C-
PiPuCHPuCHPEPIP°PSPSCII P»C-PeCrPIP°PSPSCII PiCRPpuPiP°CRHP°C,PsPj P>P°PjC-C, PuPS"® Cr
C,P°P£P»PuC,PeP°C....

P”PsCI'P»C-PrPIPuPSPSCII C,P°CEPjP°PePsPeC-PSPUC,PéPePé CHP°P-PsPIPsC— PrPsP-Pé
PiCRPRPiP°CEP°C,Cr Ct PiP°C+C-C”PSC,C-PI C-P- P-P°C...PIPsCHCRPIP°PSPSCLIPjPé
PiPuC$C-PSPePé PiPsPeP°P-P°P»P&, C%oPs PeP»C-CRPuPSCI' C,PuCEP+C-PSP°C,C-PSCY
PjPsPYPp P+CrC,Pé CI'PePsCHPsC+PuPSPEPN: PiCEP&P+P»P&P-PSPs PSP° 50 %.

PXPéCEPePsPIP°® C,CéPSPeCtC-CII.

P—P°CI'C,PsCI'CFPIP°PSPSCII P>P°PjC-C,PuPSCr*® PI C,P°P+P»PuC,PeP°C... PiP°CtC-C”PSC,P°Pj
P- PiPsCHCrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSPECHPsPe (PeP»C-CHPuPSCI
PeCHPpP°C,PEPSC-PSCt PjPuPSCEPy 50 PjP»/C...PI P°P+Ps CEC-PIPuPSCH
PeCHPpP°C,PEPSC-PSCr PI CI'PECHPsPIP°C,CtC- PeCRHPsPIC- P+C-P»CHCEPu 300
PjPePjPsP»CHy/P») PSPy P+CrP»Ps PIPEPIC+PuPSPs PSP°P»PpuPYPSP&Pj C+PEPSPsPj C- C,PsPjCr
PSPp CHPuPePsPjPuPSPrCrC”C,CHCI'CI].

P’P-P°C”PjPsPrC-C—



P”PsCI'P»C-PrPYPuPSPSCII in vitro C,P° in vivo PIPECIIPIP&P»Pé&, C%oPs C,PuCHP+C-PSP°C, C-PS
C” C-PSPiC-P+C-C,PsCHPsPj PiPpC+C-PSPePsPIPsPiPs C,PpCHPjPuPSC,Ct CYP2D6. PYP»C-Pr
CBPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé CI'C,P°PS PiP°CtC-C”PSC,C-PI, CIIPeC%oPs
PIPsPSPé PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICFCRC,CH PiCHPuPiP°CHP°C,Pé, CIIPeC-
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CII PiPuCRPuPIP°PYPSPs P-P° CrC+P°CI'C,Ch
C,PuCEPjPaPSC,Ct CYP2D6 (PSP°PiCEPéPeP»P°Pr C,CHP&CtPéPeP»C-C+PSC-
P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé, P+PuC,P°-P+P»PsPeP°C,PsCHPé, CI'PuP»PuPeC,PéPIPSC-
C-PSPiC-P+C-C,PsCEPé P-PIPsCHPsC,PSPsPiPs P-P°C...PsPiP»PuPSPSCII
CI'PuCHPsC,PsPSC-PSCY, P°PSC,PéP°CHPEC,PjC-C+PSC- PiCHPuPiP°CHP°C,Pé
(PIPeP»CRC+P°CRC$Pé PeP»P°CI" 1P}, 1P’ C,P° 1PY) P°P+Ps C-PSPiC-P+C-C,PsCHPé
PjPsPSPsP°PjC-PSPsPeCI'PéPrP°P-Pé C,PéPiCr B), PsCI'PsP+P»P&PIPs CIIPeC%oPs C1C-
PiCHPpPiP°CRHP°C,Pé Pé PjP°CRC,CH PICIP-CHPeP&éPNe C,PuCHP°PiPpPIC,PECPSPEPNe
PrC-P°PiP°P-PsPS (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClLI P- C-PSC€P&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

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

P”PsCI'P»C-PrPIPuPSPSCII CHPuPiCHPsPrCrPeC,PéPIPSPsC— C,PsPeCI'PéC+PSPsCI'C,C- PSP®
C,PIP°CEP&PSP°C... PiPsPeP°P-P°P»Pé, C%oPs CEP&P-PéPe PrP»CIJ PiP»PsPrP°
PIC-PrCI'CfC,PSC-PNe, PsPrPSP°Pe PePsPSC,CEPsP»CHPsPIP°PSC- PeP»C-PSC-C$PSC-
PrPsCI'P»C-PrPPuPSPSCII P-P° CrC+P°CI'C,Ch PIP°PiC-C,PSP&C... PJC-PSPsPe PSPu
PiCHPsPIPsPrPéP»P&CI'CII. PiP»C-PSC-C+PSPEPNe PrPsCIPIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCI]
P>P°PjC-P-PéP»CIB® PIP°PiC-C,PSPéPj PYC-PSPeP°Pj PrCrPPu PsP+PjPpPYIPaPSPéPNe, C,PsPjCr
P>P°PjC-C,PuPSB® PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-Pr C+P°CI’
PIP°PiC-C,PSPsCI'C,C-, PsPeCHC-Pj PIP&PiP°PrPeC-PI CIIPIPSPsC—
PSPuPsP+C...C-PrPSPsCI'C,C-.

PkPuP-PSP°C$PSP°® PeC-P»CHPeC-CI'C,CH C,PuCHP+C-PSP°C, C-PSCr PiCHPsPSP&PeP°C” Cr
PiCHCrPrPSPu PjPsP»PsPePs, C- C,PsPjCr PIC-PSPeP¢, CLIPeC- PiPsPrCrChC,CH PiCHCrPrPrCh,
PSPy PiPsPIPEPSPSC- PsC,CHPéPjCrPIP°C,Pé P»C-PeCrPIP°PSPSCII P>P°PjC-C, PuPSPsPjB®.

P—PrP°C,PSC-CI'C,CEb PIPiP»PéPIP°C,PéB PSP° CE€PIPSPrPeC-CI'C,CH CEPuP°PeCtC-C—
PiCEPé PePuCEC4PIP°PSPSC- P°PIC,PsC,CFP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPEP;Pé
PjPuC...P°PSC-P-PjP°PjPé.

P’'C-PrPiPsPIC-PrPSC- PrPsCI'P»C-PrPIPuPSPSCILI PSPy PiCEPsPIPsPrPéP»P&CICL.
PuP°CtC-C”PSC,P°Pj, Ct CLIPeP&C... P-ER™ CLIPIP»CILIC”C,CHhCI'CLI
P-P°PiP°PjPsCRPsC+PuPSPSCII C,P° PiPsCHCrCEPpPSPSCII P-PsCHCT CLIPe
PSPuP+P°PYP°PSP&PNe PuC, PpPeC, PSP° P-P°CI'C,PsCI'CIPIP°PSPSCII PiCEPuPiP°CEP°C,Cr
(PrP&PI. CRPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»), CI'P»C-Pr CrPSP&PeP°C,Pé
PePuCHCIPIP°PSPSCII C,CEP°PSCI PiPsCEC,PSP&PjPé P-P°CI'PsP+P°PjPé C,P° CEPsP+PsC,Pé P-
C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.

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

PyCEPpPiP°CHP°C, PiCEP&P-PSP°C+PuPSPEPNe PrP»ClI PiPuCEHPsCEHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CtPIP°PSPSCII. PyP°P+P»PuC,PePé PiPsC,CHC-P+PSPs PePsPIC,P°C,Pé,
P-P°PiPéPIP°CRC4Pé PIPSPrPsCR, P+P°PYP°PSPs PI PsPrPéPS C- C,PsPNe PPp CP°CI* PrPsP+Pé.
PjP°P+P»PuC,PePé PjPsPIPSP® PiCHP&PN:PjP°C,Pé PSPuP-P°P»PuPPSPs PIC-Pr PiCEP&PNePsPjCr
C—PC-.



P”PsCEHPsCI'P»P&Pj PiCEP&P-PSP°C+P°CRC,CH PiPs 1 C,P°P+P»PuC,CtC- 250 PjPi 1 CHP°P- PSP°
PrPsP+Cr.

PyCHP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII P-P°P»PpPYP&C,CH PIC-Pr
C...P°CHP°PeC,PuCHCT C- C,CIIPPePsCI'C,C- PiPpCEPuP+C-PiCr P-P°C...PIPsCHCRPIP°PSPSCI].
PYP»C-Pr CI'C,PuPYP&C,Pé P-P° C,PéPj, C%oPsP+ P»C-PeCrPIP°PSPSCII P+CrP»Ps
PiCEPsPIPuPrPuPSPu PiCEPsC,CLIPiPsPj PSP°P»PuP{PSPsPiPs PiPpCHC-PsPrCr C+P°CI'Cr.
PkPpPSP°P»PpuPYPSP° C,CRP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII C,P°/P°P+Ps
PSPuCHPpPiCrP»CLICHPSPp P-P°CI'C,PsCI'CFPIP°PSPSCII P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Cr PjPsPYPu PiCRP&P-PIPuCI'C,Pé PrPs CHPuCtPéPrPePICr C-PSC,PpPeCtC-C—.
PYP»C-Pr PrPsC,CHP&PjCIPIP°C,PéCI'CLI PiCHP°PIP&P» PsCI'PsP+P&CI'C,PsC— PiC-PiC-C”PSPé
PrP»CI] PiPsPiPuCHPuPrPIPuPSPSCII CHPuC-PSC,C-PeCrPIP°PSPSCII (P- PSPEPIPSCHPsC—
P+C-P»P&P-PSPé&, CEPeP°CHPiPuC,PsPe, PIP-CrC,C,CII C,PsC%oPs).

P PuPePsPjPuPSPrPsPIP°PSP°® C,CHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCIJ:

B-  PrPuCHPjP°C,PsC,C-C,C-CLI CI'C,PsPi (PjC-PYPiP°P»CHCtPuPIP®,
PiC-PrPsCEPsPIPSP®/C,P&PiCt B«PjPsPeP°CI'PEPSPEB») BF" 2-6 C,PéPIPSC-PI;

B-  C,CHP&C...PsC,C-C,C-CII PiP»P°PrPePsC— CEPeC-CHPé 8R” 4 C,P&PIPSC-;
B- C,CHPé&C...PsC,C-C,C-CLI PiCRPsPjPuPIPéPSPé 65“B PIC-Pr 2 PrPs 4 C,P&PYPSC-PI.
B-  CEPeC-CHPSP&PNe PeP°PSPrP&PrPsP- 8 PIC-Pr 2 PrPs 4 C,P&PPSC-PI;

B- C,CRPéC...PsC,C-C,C-CII PIPsP»PsCI'PéCI'C,PsC— C+P°CI'C,PéPSPé PiPsP»PsPIPé sR“ 4
C,PéPYPSC-;

B-  PsPSC-C...PsPjC-PePsP-, CI'PiCEP&C+PEPSPUPSPEPNe PrPUCEPjP°C,PsC,C-C,P°PjPé BR"
6—12 C,P8PYPSC-PI. P‘C-P»CEbCE C,CEP&PIP°P»Py P»C-PeCFPIP°PSPSCII PjPsP{Pu P+CrC,Pé
PiPsC,CEC-P+PSPy PiP°C+C-C”PSC,P°Pj C-P- PiPsPIC-P»CHPSP&Pj CEPsCI'C,PsPj PSC-PiC,C-PI.

PtPSC,PpPeCtC-C— PSC-PiC,C-PI: Cf P+C-P»CHCEPsCI'C,C- PIPEPiP°PrPeC-PI
PrPsCI'C,P°C,PSCHPs 6 C,PéPIPSC-PI P»C-PeCrPIP°PSPSCI].

PtPSC, PuPeCtC-C— PIPuP»P&PePsPiPs PiP°P»CHC1CLI PSPsPiPé: Ct P+C-P»CHCEPSCI'C,C-
PIP&PiP°PrPeC-PI PrPsCI'C,P°C,PSCHPs 12 C,PEPIPSC-PI P»C-PeCrPIP°PSPSCII.

PJ] CHP°P-C- PiCHP&P+PePsPIP&C... C-PSC, PpPeCtC-PNe PSC-PiC,C-PI PeP»C-PSC-C+PSPEPNe
PuC, PpuPeC, PSP°CI'C,P°C” P-P°P-PIPEC+P°PNe C+PuCHPuP: PeC-P»CHPeP® PjC-CI'CLICTC-PI
PiC-CI'P»CII PjC-PePsP»PsPiC-C+PSPsPiPs P»C-PeCrPIP°PSPSCII. P!Pu PiPsPIBR™ CLIP-P°PSPs P-
PIC-PrCHPsCI'C,P°PSPSCIIPj P-PrPsCHPsPIPsPiPs PSC-PiC,CII.

PHCI PsP+P»PéPIC- PiPsPiCéP»CLICtC-C—.

PyP°Ct+C-C”PSC,Pé P- PiPsCRCrCEPuPSPSCILIPj C, CrPSPeCtC-C— PiPuC+C-PSPePé
P>P°PjC-C,PuPSB® Cr C,P°P+P»PuC,PeP°C... PiCHPsC,PéPiPsPeP°P-P°PSP&PNe
P-P°CI'C,PsCI'PsPICPIP°C,Pé PiP°CtC-C”PSC,P°Pj C-P: C...CBHPsPSC-C$PSP&Pj P°P+Ps
PiPsCI'C,CHPé&Pj P-P°C...PIPsCECRPIP°PSPSCIIPj PiPpnC+C-PSPePé.

PuP°CtC-C”PSC,Pé P- PiPsCHCrCE€PuPSPSCLIPj C,CrPSPeCtC-C— PSPECHPsPe



P—P°CI'C,PsCI'CFPIP°PSPSCI] P>P°PjC-C,PuPSCIB® PI C,P°P+P»PuC,PeP°C...
PiP°Ct+C-C”PSC,P°Pj P- PiPsCRCIrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSPéCHPsPe PSPp P+CrP»Ps
PSP°P»PuPYPSP&Pj C+PéPSPsPj PIPEPIC+PuPSPs C- C,PsPjCr PSPy
CHPuPePsPjPuPSPrCrC”C,CHCI'CII C+C-PNe PICRHCrPiC- C...PIPsCRHP&C....

PyP°CtC-C"PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr

P”PsPeP°P-C-PI C,PsPiPs, C%oPs PiP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr
PIP&PjP°PiP°CRC,CH P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP- P»C-PeP°CECI'CHhPePsPiPs
P-P°CI'PsP+Cf, CIIPeC- PIC-PrCHC-P-PSCILICRC,CHCI'CII PIC-Pr C,P°PePéC... Cr
PiP°Ct+C-C”PSC,C-PI PjPsP»PsPrC€PsPiPs PIC-PeCr, PSPuPjP°C”. P] C+C-PNe PIC-PePsPIC-PNe
PiCHCIPiC- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PiCHPuPiP°CHP°C,Cr CI'P»C-Pr PIP-CIIC,Pé PrPs
CrPIP°PiPé PjPsPP»P&PIC-CI'C,CH PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé
P°P+Ps PSPECHPsPe.

PyCEPsCPpPrCrCRP° Ct CRP°P-C- PICRPsPiCICI' PeCt PICHP&PNePsPjCT PrPsP-Pé

PiPeC%oPs PiP°CtC-C”PSC, P-P°P+CrPI PiCHPEPN.PSCIIC,Pé C+PuCHPiPsPICt PrPsP-Cr,
PSP°CI"C,CfPiPSCrF PrPsP-Ct CI'P»C-Pr PiCBP&PN:PSCIIC,Pé CIIPePsPjPsPiP° CEPIPEPrCEPy,
CIIPe C,C-P»CHPePé PIC-PS PiCEPs CtPp P-PiP°PrP°C”. PhPrPSP°Pe, PICEP°C...PsPICFfCRC$Pé
C,P°CHPjP°PePsPeC-PSPuC,PéC+PSC- PIP»P°CI"C,PéPIPsCI'C,C- C,PuCHP+C-PSP°C,C-PSCT,
PiCHPsPiCIrC%oPuPSCr PrPsP-Cr PSPp CI'P»C-Pr PiCEP&PNePjP°C,Pé, CLIPeC%oPs
C-PSC,PuCHPIP°P» PjC-Pq PiCHP&éPNPsPjPsPj PiCHPsPiCtC%oPuPSPsC— PrPsP-Pé C-
PiCEP&PNPsPjPsPj PSP°CI'C,CrPiPSPsC— PrPsP-Pé CI'C,P°PSPsPIP&C,CH PjPuPSC£Pp 4
PiPsPrPéPS.

P”C-C,Pe.

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCI] PiCHPuPiP°CHP°C,Ct PrC-C,CIIPj
PsP+PjPuPYPuPSC-, C,PsPjCr PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PSPu
CBPuPePsPjPuPSPrCrC”C,CHCI'CII CtC-PNe PIC-PePsPIC-PNe PeP°C,PuPiPsCHC-C—
PiP°CtC-C”PSC,C-PI.

PyPuCEPuPrPsP-CéPIP°PSPSCII.

P’C-PrPsPjPs PiCEPs PeC-P»CHPeP° PIPEPiP°PrPeC-PI PiPuCHPuPrPsP-CrPIP°PSPSCII
(PiCHPEPNePsPj PIPSCIC,CHC-CEPSCHPs PrPs 5 Pi C,PuCEP+C-PSP°C,C-PSCr). PuCEPé
CtCHbPsPjCt PIC-PrP-PSP°C+P°P»P&CI'CI]I PiPsP»PsPIPSP&PNe P+C-P»CH, PSCIPrPsC,P°,
P+C-P»CH PI PuPiC-PiP°CI'C,CEC-C— C- P-P°PiP°PjPsCHPsC+PuPSPSCI]I. P>C-PeCrPIP°PSPSCI],
CIIPePp CHPpPePsPjPpPSPrCrC”C,CHCICII Cf CRP°P-C- PiPuCHEPuPrPsP-CrPIP°PSPSCI],
PIPeP»CRC$P°C” PIP&PIPuPrPuPSPSCII PiCEPuPiP°CHP°C,Cr, Cf PiPuCHCECT C+PuCHPiCt, P-P°
PrPsPiPsPjPsPiPsCh P°PeC,PéPIPsPIP°PSPsPiPs PICfPiC-P»P»CII C,P°, Ct CHP°P-C-
PSPuPsP=+C...C-PrPSPsCI'C,C-, P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéPjPiC,PsPjP°C,PéC+PSPsC—
PiC-PrC,CRHP&PjCrfCRC$PsC— C,PuCRHP°PiC-C—.

PyPsP+C-CiPSC- CHPuP°PeCtC-C—.

P”P»CLI PsCtC-PSPePé C+P°CI'C,PsC,Pé PIPEéPSP&PePSPuPSPSCILI CHC-P-PSP&C...
PiPsP+C-C+PSPé&C... CEPuP°PeCtC-PNe PIPéPePsCHP&CI'C,P°PSPs C,P°PeCr

PeP»P°CI'PéC, C-PeP°CtC-Ch: PrCrPIPu C+P°CI'C,Ps ( = 1/10); C+P°CI'C,Ps (= 1/100, []1/10);

B PSPuC+P°CI'C,Ps (=1/1000, []1/100); CHC-PrPePs (=1/10000, [J1/1000); PrCrPYPu CEC-PrPePs
(01/10000), C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSP PjPsPYPSP° PICI'C,P°PSPsPIP&C,Pé PSP®
PsCI'PSPsPIC- PSP°CLIPIPSPEC... PrP°PSP&C...).



P PsP-P»P°PrPé P- P+PsPeCé PeCEPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI'C,PuPjPé

PkPuC+P°CI'C,Ps PHPSPuPjC-CII.

P”CrPYPu CHC-PrPePsPkPuPN.C,CEPsPiPuPSC-CII, P°PiCHP°PSCIP»PsCtP&C,PsP:,
C,CRPsPjP+PsCtP&C,PsPiPuPSC-CI], PiP°PSCtPEC,PsPiPuPSC-CI].

P PsP-P»P°PrPé P- P+PsPeCé C-PjCéPSPSPsC— CI'PECI'C,PuPjPé

P”CrPYPu CBC-PrPePsPHPSP°C, C-P»P°PeC,PsC—PrPSC- CEPpP°PeCtC-C— (Crf C,PsPjCr
C$P&CI'P»C- PSP°P+CHCIIPe PPIC-PSPePy),
PiCHPsPiCRPuCI'CPIP°PSPSCII C,P° P-P°PiPsCI'C,CHPuPSPSCII
C€PeC-CRHPSPsPiPs C- CI'P&CI'C,PuPjPSPsPiPs C+PuCHPIPsPSPsPiPs
PIPsPIC$P°PeP°.

P§P°CI'C,PsC,P° PHPSP°C, C-P»P°PeC,PéC+PSP° CHPuP°PeCtC-CII, CHPuP°PeCtC-C—,

PSPuPIC-PrPsPjP®  PiPsPrC-P+PSC- PrPs CI'P&éPjPiC,PsPjC-PI CI'PéCHPsPIP°C,PePsPIPsC—
C...PIPsCHPsP+Pé (PI C,.Ct. PIPECI'PEéPiP°PSPSCI], CI'PIPuCHP+C-P1,
PeCHPsPiPéPIER™ CLIPSPeP°, PSP°P+CHCIIPe, P°CHC,CRHP°P»PiC-CI],
PiP°CRCILIC+PeP° C,P° PSP°P+CHCILIPe P»C-PjC,PsPICIP-P»C-PI).

P PsP-P»P°PrPé PjPuC,P°P+PsP»C-P-PjCé C,P° PYPéPIP»PuPSPSCII

P”CrPYPp C+P°CI'C,Ps P'C,CHP°C,P° P°PiPuC,PéC,C¥.

PkPpuC$P°CI'C,Ps P’C,CHP°C,P° PjP°CI'Pé C,C-P»P° (PIPSP°CI'P»C-PrPsPe
PrPéCI'PiPpPIP-C-C—).
PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCRPs C,CLIPfPeC- PsPeCEPuPjC-
PIP&PiP°PrPePé P-PjPuPSCEPuPSPSCII PIPYPEPIP°PSPSCII C—P9C-, C%oPs
PiCRP&P-PIPsPrPéP»Ps PrPs P-PSP°C+PSPsC— PIC,CHP°C,Pé PjP°CI'Pé

) C,C-P»P°.
PuCrI" PéC ...C-CtPSC- CHPsP: P»P°PfP{é
P§P°CI'C,Ps P”PpPiCHPuCI'C-CI].

P&kPuC+P°CI'C,Ps P&PuCI'PiPsPeC-PNe.

P PsP-P»P°PrPé P- P+PsPeCé PSPuCEPIPsPIPsC— CI'PéCIC,PuPjPé

P"CtPYPu CP°CI'C,Ps P“PsP»PsPIPSPEPN. P+C-P»Chb.

P§P°CI'C,Ps P—P°PiP°PjPsCHPsC+PpPSPSCI]I, PrPéCI'PiPuPIP-C-CII P°PY PrPs
PIC,CHP°C,Pé CI'PjP°PeCt. PiPsCHCrCEPuPSPSCII PIC-PrC+CrC,C,CII
CI'PjP°PeCrt, Crf C,PsPjCr C{P&CI'P»C- PIC,CHP°C,P° CI'PjP°PeCrF,
P-P°P-PIPEC$P°PNe PIC-PrPSPsPIP»CRC”C,CHCI'CLI PiC-CI'P»CII
PiCHP&PiPéPSPuPSPSCII PiCHP&PN:PsPjCr PiCHPuPiP°CRHP°C,Cr.

PkPpuC$P°CI'C,Ps PuuP°CHPuCI'C,PpuP-C-CII, PiC-PiPuCI'C,PpuP-C-CII.

P”CrPYPu CHC-PrPePsPYC,C-PN:PeP° PrP&CI'PiPpuPIP-C-CII.

P§P°CI'C,PsC,P° P“C-PiPsCI'PjC-ClI, P°PSPsCI'PjC-ClI, PIPeP»CRC$P°CRC+Pé

PSPuPIC-PrPsPjP°  PiPsCI'C,C-PNePSCr P°PSPsCI'PjC-Ch.

P PsP-P»P°PrPé P- P+PsPeCé PsCEPiP°PSC-PI P-PsCFC?

P§P°CI'C,Ps PiPsCRCrCEPpPSPSCII P-PsCHCY.

P§P°CI'C,PsC,P° PkPuC+C-C,PePéPNe P-C-CB, P-PSPEPYPuPSPSCI]I PiPsCI'C,CHPsC,Pé

PSPuPIC-PrPsPjP°  P-PsCHCY.

P PsP-P»P°PrPé P- P+PsPeCé PsCFPiP°PSC-PI CI'P»C4C...Cé C,P° CEC-PIPSPsPIP°PiPé

PkPpuC$P°CI'C,Ps PECTPj Cr PICIC...P°C....

P§P°CI'C,PsC,P° PyCrPiPsPICIC...C-CI'C,CHb.

PSPuPIC-PrPsPjP°

P PsP-P»P°PrPé P- P+PsPeCé CI' C2PrPéPS

P§P°CI'C,PsC,P° P'P°CI'PeCIP»C-C,.

PSPpPIC-PrPsPjp°

P PsP-P»P°PrPé P- P+PsPeCé CE€P»CéPSPePsPIPs-PePéCEPePsPIPsPiPs C,CHP°PeC,Cé

P”CrPYPp C+P°CI'C,Ps P’C-PrC+CrC,C,CII PiPuCHPuPiPsPIPSPuPSPSCII CEP»CrPSPeP®,
PrPéCI'PiPpPiCI'C-CI], PSCrPrPsC,P°, PiPsPjC-CHPSPEPNe P+C-P»CH> Cr
PrC-P»CIIPSCtC- PYP&PIPsC,P°, PrC-P°CHPuCII.

P§P°CI'C,PsC,P° PuP°PSPeCRPuP°C,PéC,.

PSPpPIC-PrPsPjP°

P PsP-P»P°PrPé P- P+PsPeCé PiPuC+C-PSPePé C,P° PPsPIC+PsPIPEPIC-PrPSPéC... CEP»CIIC...C-PI



P C-PrPePs PuPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CIb,
PiC-PrPIP&C%oPpPSPSCII CHC-PIPSCII C,PuCHPjPuPSC,C-PI
PiPpC+C-PSPePé, PYPsPIC,CIIPSP&CtCI], C...PsP»PuCI'C,P°P- C-
PiPuPiP°C,PéC, (PIPeP»CRC+P°CRCtPé PIP&PiP°PrPePé
PiPpC+C-PSPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- P
P»PuC,P°P»CHPSPé&Pj PSP°CI'P»C-PrPePsPj P°P+Ps PIPéPiP°PrPePé, C%oPs
PiPsC,CHPpP+CrPIP°P»Pé PiPuCHPuCI'P°PrPePé PiPpC+C-PSPePé, PrPépl.
CRHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P PsP-P»P°PrPé P- P+PsPeCé C€PeC-CEFPé C,P° PiC-PrC€PeC-CFPSPsC— PeP»C-C,PePsPIPéPSPé

P”CrPYPp C+P°CI'C,Ps P’PéCI'P&éPiP°PSPSCI], PeCRPsPiPéPIsR ™ CIIPSPeP°.

PkPuC+P°CI'C,Ps PxPsC,PsC+CrC,P»PéPIC-CI'C,Clb.

P”CrPYPp CHC-PrPePsPHP»PsPiPuCtC-CIJ, PiCI'PsCHC-P°P-PsPiPsPrC-P+PSC-
PIPECI'PEPiP°PSPSCII P°P+Ps P-P°PiPsCI'C,CHEPuPSPSCII
PiCI'PsCEC-P°P-Ct, C,PsPeCI'PéPePsPrPuCHPjC-CI],
PuPeCI'C,PsP»C-P°C,PEPIPSPEPNe C,P° P+CrP»CIHhPsP-PSPEPNe
PrPuCHPjP°C,PEC,, PjCrP»CHC,PEC, PsCRHPjPSP° PuCHEP&C,PuPjP°,
CI'PéPSPrCHPsPj PYC,C-PIPpuPSCI'P® 8R" P”PPsPSCI'PsPSP®,
CI'P6PSPrCEHPsPj P>P°PNeC”"P»P»P° (C,PsPeCI'PEC+PSPEPNe
PuPiC-PrPuCEPjP°P»CHPSPEPNe PSPuPeCHPsP»C-P-), PiPsCI'C,CEP&PNe
PiPpPSPuCHP°P»C-P-PsPIP°PSPEPNe PuPeP-P°PSC,PuPjP°C,PsP-PSPEPNe
PiCrCI'C,CtP»CHbPsP-.

P§P°CI'C,PsC,P° PmPpPrPéPeP°PjPuPSC,PsP-PSPu PIPECI'PEPiP°PSPSCII P-

PSPuPIC-PrPsPjP°  PuPsP-PéPSPsC,C-P»C-C”Ch C,P° CI'PECI'C,PuPjPSP&PjPé
CI'P&PjPiC,PsPjP°PjPé.

P PsP-P»P°PrPé P- P+PsPeC?é CI PePuP»PuC,PSPs-PjeF™ CLIP-PsPIPsC— CI'PéCI'C,PuPjPé C,P°

CI'PiPsP»CéC+PSPsC— C,PeP°PSPéPSPé

P”CrPYPp C+P°CI'C,Ps PLCEC,CHP°P»PiC-CII, PjC-P°P»PiC-CI].

P§P°CI'C,PsC,P° P P°P+PrPsPjC-PsP»C-P:, PiC-PrPIPEC%oPuPSPSCII CHC-PIPSCII

PSPuPIC-PrPsPjP®  PeCHPuP°C,PéPSC,PsCI'C,PsPeC-PSP°P-Pé.

P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé C,P° CEPuP°PeCtC-C— Cé PjC-CI'CtC- PIPIPuPrPuPSPSCII

P§P°CI'C,Ps. P'PéCTPSP°PIPuPSC-CI'C,Chb.
PkPuC$P°CI'C,Ps P“P°CRCLIC{PeP°.
P§P°CI'C,PsC,P° P“CBP&PiPsPiPsPrC-P+PSC- P-P°C... PIPsSCRCRPIP°PSPSCI].

PSPpPIC-PrPsPjP°

B PyPuCEPjC-PS PiCEPéPrP°C,PSPsCI'C,C-. 3 CHPsPePé.

PJPjPsPIPé P-P+PuCEHC-PiP°PSPSCII. P’ PsCHP&PiC-PSP°P»CHPSC-PNe CIPiP°PePsPICtC-
PiCHPé C,PpPjPiPuCHP°C,CrCHC- PSPu PIPEC%oPp 25 *PY. P—P+PuCHC-PiP°C,Pé Cr
PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.
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P+CIPrP&PSPsPe 7, PiPsPIPUCEC... 3, PICEP&PjC-C%oPpPSPSCII 18.



