PtPkPYPyP PJPuP|PtPi

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

P—PhP>PhLPxP PePk PuPhLPYPy

(ZOLAFREN FAST)

PYPeP»P°Pr:
PrC-CRC1P° CBPuCtPsPIP6PSP°: PsP»P°PSP-P°PiC-PS;
1 C,P°P+P»PuC,PeP° PjC-CI'C,PEC,CH 10 PjPi P°P+Ps 20 PjPi PsP»P°PSP-P°PiC-PSCf;

PrPsPiPsPjC-PYPSC- CEPuCEPsPIPPSPé: PjP°PSC-C, (P+ 421), PeCEPsCI'PiPsPIC-PrPsPS,
P°CI'PiP°CEC,P°Pj (P+ 951), P°CEPsPjP°C,P&P-P°C,PsCE P°PiPpuP»CHCI'P&PSPSPIPEPNe,
PeCHPuPjPSC-CR PrC-PsPeCI'PEPr PePsP»PsC—PrPSP&PNe P+PpP-PIPSPrPSPEPN:, PSP°C,CEC-ChR
CI'C,PuP°CEHP&P»C,CfPjP°CEP°C,.

P>C-PeP°CHCI'CHbPeP° C,PsCEPjP°. PyP°P+P»PuC,PePé, C%oPs
PrPéCI'PiPuCEHPiCrCRC,CHCI'CII PI CHPsC,PsPIC-PNe PiPsCHPsPIPSPEPSC-.

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

C,P°P+P»PuC,PePé PiPs 10 PjPi: PJPsPIC,C-, PiP»P°CI'PeC-, PeCHCrPiP»C- C,P°P+P»PuC,PePé, P-
PsPrPSPsPiPs P+PsPeCr 8R“ PiCHP°PIC-CRPIP°PSPSCII B«10B», PrC-P°PjPuC,CHPsPj 8 PjPj,
P+PuP- PIPePrPePjPeC... PIPeCHP°PiP»PuPSCH P°P+Ps PIPeP»CRC$PuPSClb;

C,P°P+P»PuC,PePé PiPs 20 PjPi: PJPsPIC,C-, PiP»P°CI'PeC-, PeCECIPiP»C- C,P°P+P»PuC,PePé, P-
PsPrPSPsPiPs P+PsPeCrt BR” PiCEP°PIC-CRPIP°PSPSCII B«20B», PrC-P°PjPuC,CEPsPj 10 PjPj,
P+PpuP- PIPEPrP&PjPEC... PIPeCRP°PiP»PuPSCH P°P+Ps PIPeP»CRCPpPSCH.

PuP°CHPjP°PePsC,PuCEHP°PiPpPIC,PéC+PSP° PiCKHCrPiP°. PhPSC,PéPiCI'P&C...PsC,PéC+PSC-
P-P°CI'PsP+Pé. PisPsPr PhPyPI NO5A HO3.

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

PhP»P°PSP-P°PiC-PS C” P°PSC,PéPiCI'PéC...PsC,PéCPSPEP;,
P°PSC,PéPjP°PSC-P°PeP°P»CIHhPSPEP] P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPj, C,P°PePsPY
PIC-PS CI'C,P°P+C-P»C-P-CrC” PSP°CI'C,CHC-PNe, PjP°C” CI'PiPuPeC,CH
C,P°CHPjP°PePsP»PsPiC-C+PSPsC— PrC-C—, P-CrPjPsPIP»PuPSPsC— PIPiP»P&PIPsPj PSP°



CEC-P-PSC- CHPRCTPuPiC,PsCHP&.

P] PrPsPeP»C-PSC-C1PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PIPéCLIPIP»PuPSPs

P-PIBF™ CLIP-CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCt P-C- CI'PuCHPsC,PsPSC-PSPsPIP&PjPé
CEPuCtPuPiC,PsCHP°PjPé 5PkP§2Ph/2PY, 5PkPy3, 5PkPy6, PrPsPiP°PjC-PSPsPIPEPjPé
CHPuCtPuPiC,PsCRHP°PjPé D1, D2, D3, D4, D5, PjCfCI'PeP°CHP&PSPsPIPEPjPé
CBPuCtPuPiC,PsCEP°PjPé Pm1-Pm5, P°PrCHPuPSPuCEPiC-C+PSP&P] CEPuCtPpPiC,PsCHPsPj al
C- PiC-CI'C,P°PjC-PSPsPIPéPj Pk1-CHPuCtPuPiC,PsCHPsPj. P] PiCHPsCtPuCI'C-
PrPsCI'P»C-PrPPuPSCH PiPsPIPuPrC-PSPePé C,PIP°CHP&PS, CIIPeP&Pj PIPIPsPrPéP»Pé
PsP»P°PSP-P°PiC-PS, PIP&CIIPIP»PuPSPs P°PSC,P°PiPsPSC-P-Pj PsP»P°PSP-P°PiC-PSCrt CIIPe
PrPs CI'PuCEHPsC,PsPSC-PSPsPIP&C... CRPuCtPuPiC,PsCRC-PI 5P&Py, C,P°Pe C- PrPs
PrPsPiP°PjC-PSPsPIPEC... C- C...PsP»C-PSPuCHPiC-C+PSPEC... CRPuCtPuPiC,PsCHC-PI.
PhP»P°PSP-P°PiC-PS PjP°C” PIP&C%oPéPNe CHC-PIPUPSCH> P-PI8F™ CIIP-CrPIP°PSPSCII P-
CBPuCtPuPiC,PsCEP°PjPé CI'PuCEPsC,PsPSC-PSCr 5PkPy2, PSC-PY P- CHPuCtPuPiC,PsCHP°PjPé
PrPsPiP°PjC-PSCr D2, Cr PjPsPrPuP»CIIC... CIIPe in vitro, C,P°Pe C- in vivo.

P+P»PpPeC,CHPsC, C-P-C-PsP»PsPiC-CPSC- PrPsCI'P»C-PrPYPuPSPSCII PiPsPeP°P-P°P»Pé,
C%oPs PsP»P°PSP-P°PiC-PS CI'PuP»PuPeC,PéPIPSPs P-PjPuPSCECrC” P-P+CrPrP»PéPIC-CI'C,CH
PjPpP-PsP»C-PjP+C-C$PSPéEC... (Ph10) PrPsPiP°PjC-PSPuCHPiC-C+PSPEC... PSPuPN.CEPsPSC-PI,
PiCEPsCIIPIP»CIICRC$Pé PiCHPé CtCHPsPjCt PSPuP-PSP°C+PSP&PN: PIPiP»P&PI PSP°
CI'C,CHC-P°CEPSC- (PH9) CEP»CIIC...Pé, PiPsPIBF™ CLIP-P°PSC- P- PjPsC,PsCHPSPsCh

C, CrPSPeCtC-C”Ch. PhP»P°PSP-P°PiC-PS PiP°P»CHPjCIC” CrPjPsPIPSPEPNe CEPiC, P»PuPeCI’
CrPSP&PePSPuPSPSCII, C%oPs CI'PIC-PrC+P&éC,CH PiCEHPs PNePsPiPs
P°PSC,PéPiCI'P&C...PsC,PéC+PSCr P°PeC,PéPIPSC-CI'C,CH PiCHPé PiCHPEPNePsPjC- PI
PrPsP-P°C..., PjPuPSC£P&C..., PSC-PY PrPsP-Pé, C%oPs CI'PiCHP&C+PéPSCIICRC,CH
PeP°C,P°P»PpPiCI'C-CR, CLIPeP°® C” PsP-PSP°PePsCh PiPsP+C-C+PSPEC... PjPsC,PsCHPSP&C...
PuC, PuPeC,C-PI. PKP° PIC-PrPjC-PSCr PIC-Pr C-PSCEP&C... P°PSC,PEPiCI'P&C...PsC,PEC+PSPéC...
P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI, PsP»P°PSP-P°PiC-PS PiPsCI'PéP»CRC”
CHPuP°PeCtC-C— PSP° PiPsPrCRHP°P-PSP&PePé PiCHPé PiCEPsPIPuPrPuPSPSC-
P°PSPeCI'C-PsP»C-C,PéC+PSPsPiPs C,PuCI'C,Cr.

PuCHPé PsPrPSPsCHP°P-PsPIPsPjCt PiPuCHPsCHP°P»CHPSPsPjCT PiCHPéPNePsPjC- 10 PjPi
PsP»P°PSP-P°PiC-PSCt Ct PiCHPsCtPuCI'C- PiPsP-P&éC,CHPsPSPSPs-PuPjC-CI'C-PN.PSPsC—
C,PsPjPsPiCHP°C, C-C— (PuP+Py) P-P° C+fC+P°CI'C,C- P-PrPsCHPsPIP&EC...
PrPsP+CHPsPIPsP»CHCtC-PI P-8F™ CLICI'PSPIP°PSPs, C%oPs PsP»P°PSP-P°PiC-PS PjP°PI
P+C-P»CHCEPEPNe CRC-PIPPPSCH P-PIsF™ CLIP-CrPIP°PSPSCII P- CHPuCtPuPiC,PsCHP°PjPé
5PkP§2Ph, PSC-PY P- PrPsPiP°PjC-PSPsPIPéPjPé CHPuCtPuPiC,PsCHP°PjPé D2. PrCHC-Pj
C,PsPiPs, Ct CHPuP-CrP»CHC,P°C,C- P°PSP°P»C-P-Cr P-PsP+CHP°PYPuPSCH,
PsC,CHP&PjP°PSP&EC... PiC-Pr C+P°CI’ PrPsCI'P»C-PrPIPuPSCH PiP°CtC-C”PSC,C-PI,
C...PIPsCRHP&C... PSP° CEP&P-PsC, CEPuPSC-Ch PjPuC,PsPrPsPj PsPrPSPsC,PsC,PsPSPSPsC—
PuPjC-CI'C-PNePSPsC— PePsPjPisf™ CRC,PuCEPSPsC— C,PsPjPsPiCEP°C,C-C— (PhPrP«PmPY),
P-8R™ CLICI'CfPIP°P»PsCI'CLI, C%o0Ps PsP»P°PSP-P°PiC-PSC+CrC,P»PéPIC- PiP°CtC-C”PSC,Pé
PIPECIIPIP»CLIP»Pé PjPuPSCEP&PN. CHC-PIPuPSCH P-PIBF™ CLIP-CrPIP°PSPSCII P-C-
CI'C,CHC-P°CRHPSPéPjPé D2-CHPuCtPuPiC,PsCHP°PjPé, PSC-PY C-PSCEC-
P°PSC,P&PiCI'PéC...PsC,PéPe- C,P° CHPuCIPiC-CEPéPrPsPSCHCrC,P»PéPIC- PiP°CtC-C”PSC,Pé,
PiPsCHC-PIPSCIIPSPs P- PeP»PsP-P°PiC-PSC+CrC,P»P&PIP&PjPé PiP°CtC-C”PSC,P°PjPé.

PwP»C-PSC-C#PSP° PuC,PuPeC,PéPIPSC-CI'C,CH

PuC-Pr CP°CI" PrPIPsC... C-P- PrPIPsC... PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPEC... C-
PrPIPsC... C-P- C,CHCHPsC... PiPsCHC-PIPSCIIP»CHPSPs-PePsPSC,CHPsP»CHPsPIP°PSPEC. ..
PrPsCI'P»C-PrPPuPSCH P-P° CrC+P°CI'C,C- PiPsPSP°Pr 2900 C...PIPsCHP&C... PSP°
C£PéP-PsC,,CHPuPSC-Ch P- PiPsP-P&éC,PéPIPSP&PjPé C- PSPuPiP°C,PéPIPSPEPjPé



CI'P&PjPiC,PsPjP°PjPé PsP»P°PSP-P°PiC-PS PiPsPeP°P-P°PI CI'C,P°C,PéCI'C,P6C+PSPs
PrPsCI'C,PsPIC-CEPSC- PrP°PSC- PiPsP»C-PiCE€PpPSPSCII CLIPe PSPuPiP°C,PEPIPSPEC..., C,P°Pe
C- PiPsP-P&C,PéPIPSPEC. .. CI'P&PjPiC,PsPjC-PL

P] PiCEPsCtPuCI'C- PjC-PYPSP°CHPsPrPSPé&C... PiPsPrPIC-PNePSP&C... CI'P»C-PiP&C...
PiPsCEC-PIPSCLIP»CHPSP&EC... PrPsCI'P»C-PrPIPuPSCH P- CFC+P°CI'C,Ch 1484
C...PIPsCHP&C... PSP° CE€P&P-PsC,,CHPuPSC-Ch, CEPéP-PsP°C,PuPeC,P&PIPSC-CI'C,CH C,P° P-
P°CI'PsC+C-PN:PsPIP°PSP&PjPé P- CtP&PjPé C...PIPsCHPsP+P°PjPé CHPsP-P»P°PrP°PjPé P-
CHC-P-PSP&Pj CI'C,CrPiPuPSPuPj PiPsCECrCEPUPSCH, C%oPs PiPsPIBF™ CIIP-P°PSC- P-
PrPuPiCHPuCI'PEPIPSPEPjPé CI'PEPjPIC,PsPjP°PjPé (16,6 PiCFPSPeC,P° P-P° CEPeP°P»PsCh
PmPsPSC,PiPsPjPuCHC--PHCI'P+PuCHPiP° PrP»ClI PsCtC-PSPePé PrPpPiCHPuCI'C-C—),
PiCHPsCI'PiPpPeC,PEPIPSPu PIC,PsCEPEPSPSPu PrPsCI'P»C-PrPIPuPSPSCII PIC-Pr
PiPsC+P°C,PeCr PrPs PeC-PSCtCII PsCtC-PSPePé P-PjC-PS PSP°CI'C,CHPsCh PrP°P»Ps P-PjPsPiCr
PICI'C,P°PSPsPIP&C,Pé CI'C,P°C,PECI'C,PEC+PSPs P-PSP°C+CrC%oPp PiPsPeCHP°C%oPuPSPSCII
BBBBBBBBB(CE = 0,001) PiC-CI'P»CLI P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj (-6,0)
PiPsCHC-PIPSCLIPSPs P- C,P°PePéPj PiCEPé P»C-PeCrPIP°PSPSC- PiP°P»PsPiPuCHPEPrPsP»PsPj
(-3,1).

PJ PiP°CtC-C”PSC,C-PI P- PjP°PSC-P°PeP°P»CIHhPSP&PjPé P°P+Ps P-PjC-CEP°PSPEPjPé
PuPiC-P-PsPrP°PjPé PiCHPé P+C-PiPsP»CIICHPSPsPjCt CRPsP-P»P°PrC- PsP»P°PSP-P°PiC-PS
PiCEPsPrPpuPjPsPSCI'C,CHCrPIP°PI PIP&CI'PsPeCrt PuC,PuPeC,PEPIPSC-CI'C,CHs Cr
P-PSPéPYPuPSPSC- PjP°PSC-P°PeP°P»CIHhPSPEC... CI'PEPjPIC,PsPjC-PI PiCEPsC,CLIPiPsPj 3
C,PéPYPSC-PI PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPpuP+Ps C,P° PIP°P»CHPiCHPsP°C,PsPj
PSP°C,CHC-Ch. PhP»P°PSP-P°PiC-PS C,P°PePsPY PiPsPeP°P-P°PI PiPsCHC-PIPSCIIPSPSCr
PuC, PuPeC,PEPIPSC-CI'C,CH CRPuP-CtP»CHC,P°C,C-PI P- PiP°P»PsPiPuCEP&PrPsP»PsPj Cr
PiPuCHPuCHP°C...CFPIP°PSPSC- PSP° C$P°CI'C,PeCr PiP°C+C-C”PSC,C-PI P-C-
CI'P&PjPiC,PsPjP°C,PéC+PSPsChR CI'C,P°PrC-C”Ch CHPuPjC-CI'C-C—, PiPsC+PéPSP°CRCtPé P-
PjP°PSC-C— C,P° PrPpuPiCHPuCI'C-C— PSP° 6 C- 12 C,PéPYPSCIIC... P»C-PeCrPIP°PSPSCI]. P]
PiCHPsCtPuCI'C- PrPsCI'P»C-PrPIPuPSPSCII PiC-Pr C+P°CI’ CI'CrPiCtC,PSCHPsPiPs
P»C-PeCrPIP°PSPSCII P»C-C,C-C”Pj P°P+Ps PIP°P»CHPiCEPsP°C,PsPj PiICRPsC,CIIPiPsPj 2
C,PéPYPSC-PI P- PrPsPrP°PIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSCr PI PrPsP-C- 10 PjPi
PICI'C,P°PSPsPIP»PuPSPs P-PSP°C+PSPp P-PSP&PIPuPSPSCII CI'PEPjPiC,PsPjC-PI PjP°PSC-C—
PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj PiCEPé PjPsPSPsC,PuCEP°PiC-C— P»C-C,C-C”"Pj P°P+Ps
PIP°P»CIPiCRHPsP°C,PsPj PiC-CI'P»CII 6 C,PéPYPSC-PI P»C-PeCrPIP°PSPSCI].

PJ PiCRPsCtPuCI'C- 12-PjC-CI'CIIC+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII

PiCEPsC, C-P»P°PeC,PéPePé CEPuCtPEPrPEPIC-PI PjP°PSC-P°PeP°P»CHPSPEC...
PuPiC-P-PsPrC-PI Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PrPsCI'CIIPiP»Pé CHPuPjC-CI'C-C— P-P°
PrPsPiPsPjPsPiPsCh PsP»P°PSP-P°PiC-PSCr C- PI PiPsPrP°P»CHCEPsPjCt P+CrP»Pé
CBP°PSPrPsPjC-P-PsPIP°PSC- Cr PiCHCrPiPé PiCHPEPNePsPjCt PsP»P°PSP-P°PiC-PSCr P°P+Ps
PiP»P°CtPuP+Ps, PsP»P°PSP-P°PiC-PS PiCHPsPrPuPjPsPSCI'C,CHCIPIP°PI
CI'C,P°C,PéCI'C,P8C+PSPs P-PSP°C+CrC%oCr PiPuCHPuPIP°PiCr PiPsCHC-PIPSCIIPSPs P-
PiP»P°CtPpP+Ps PI PeC-PSCtPuPIC-PNe C,PsC+CtC- PeCHPEC,PuCHC-Ch PsCtC-PSPePé
CHPuCtP&PrPEPICT P+C-PiPsP»CIICHPSPsPiPs CEPsP-P»P°PrCr. PhP»P°PSP-P°PiC-PS C,P°PePsPq
PiPsPeP°P-P°PI CI'C,P°C,P&CI'C,PéC+PSPs P-PSP°C+CrC%oC- PiPuCHPuPIP°PiPé PSP°Pr
PiP»P°CtPuP+Ps PI CHP°PjPeP°C... P-P°PiPsP+C-PiP°PSPSCII CHPuCtP&PrPéPICT PjP°PSC-C—
P°P+Ps CHPuCtPéPrPéPICt PrPuPiCRPuCI'C-C—.

PJ PiCEPsCPpCI'C- PSP°CI'C,CPiPSPsPiPs 12-PjC-CI'CLIC+PSPsPiPs PrPsCI'P»C-PrP{PuPSPSCII
PiCEPsC,C-P»P°PeC,PéPePé CEPpCtPEPrPEPIC-PI PjP°PSC-P°PeP°P»CHhPSPEC. ..
PpPiC-P-PsPrC-PI Cf PiP°CtC-C”PSC,C-PI, CLIPeC- PrPsCI'CLIPiP»Pé CEPpPjC-CI'C-C— Cf
CHPpP-CFP»CHC,P°C,C- CI'CEPiCFC,PSCHbPsPiPs P»C-PeCtPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsP;



C,P° P»C-C,C-C”Pj C- P-PiPsPrPsPj P+CfP»Pé CEP°PSPrPsPjC-P-PsPIP°PSC- Cf PiCRCtPiPé
PiCHP&PN:PsPjCt PsP»P°PSP-P°PiC-PSCt P°P+Ps P»C-C,C-Ch PsPeCHPWPjPs, PsP»P°PSP-P°PiC-PS
PSPu PjP°PI CI'C,P°C,P6CI'C,PEC+PSPs P-PSP°C+CrC%oPsC— PiPpuCHPRPIP°PiPé PSP°Pr
P»C-C,C-C"Pj Cf PeC-PSCTPUPIC-PNe C,PsC+CtC- PeCHP&C,PuCEC-ChR PsC1C-PSPePé
CHPuCtP&PrP&PICT P+C-PiPsP»CLICEPSPsPiPs CRHPsP-P»P°PrCt (PsP»P°PSP-P°PiC-PS 30 %,
P»C-C,C-PNe 38,3 %, CE = 0,055).

PJ PiCRHPsCtPuCI'C- 18-PjC-CI'CIIC+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiC-Pr C+P°CI
CI'CrPiCfC,PSCHPsPiPs P»C-PeCrPIP°PSPSCII PjP°PSC-P°PeP°P»CHPSP&C... P°P+Ps
P-PjC-CEP°PSP&C... PuPiC-P-PsPrC-PI CI'C,P°PS PiP°CtC-C”PSC,C-PI
CI'C,P°P+C-P»C-P-CIPIP°P»Pé P-P° PrPsPiPsPjPsPiPsCh PsP»P°PSP-P°PiC-PSCr, CIIPe
CI'C,P°P+C-P»C-P-P°C,PsCH PSP°CI'C,CHPsCh P-P°CI'C,PsCI'PsPICIPIP°P»Pé P»C-C,C-PNe
P°P+Ps PIP°P»CHPiCHPsP°C,; PrPsPIPiPsC,CHP&PIP°P»Pu CI'CrPiCrC,PSC”
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj P- P»C-C,C-C”Pj P°P+Ps
PIP°P»CIPiCRHPsP°C,PsPj PSPu PICI'C,P°PSPsPIPéP»Ps CI'C,P°C,PéCI'C,PECPSPs
P-PSP°C+CrC%oPsC— PiPuCEPuPIP°PiPé PSP°Pr PjPsPSPsC,PuCHP°PiC-C”Ch P»C-C,C-C”Pj
P°P+Ps PIP°P»CHPiCHPsP°C,PsPj C- PIC-PrCI'C,CHPsC+PpPSPSCII CEPuCtP&PrPéPIC-PI
P+C-PiPsP»CIICRHPSPé&C... CEPsP-P»P°PrC-PI, PIP&P-PSP°C+PuPSP&C... PIC-PrPiPsPIC-PrPSPs
PrPs CI'PéPSPrCEHPsPjPSPsPiPs (PrC-P°PiPSPsCI'C,PéC+PSPsPiPs) PeCHP&C,PuCHC-CR.

P”C-C,Pe

P”PsCI'PIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CEHCI' CHPePsPiPs P-P°CI'PsP+Cr
PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PIC-Pr 13 PrPs 17 CEPsPeC-PI) PsP+PjPuPIPuPSPEPNe
PIC-PrPiPsPIC-PrPSPs PrPs PsC,CHP&éPjP°PSPEC... PrP°PSP&C... C%oPsPrPs

PuC, PpuPeC,PEPIPSPsCI'C,C- PePsCHPsC,PePsC,CRHP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCII
CEP&P-PsC,,CEPuPSC-C— (6 C,PéPPSC-PI) C,P° PjP°PSC-C—, PiPsPI8F™ CLIP-P°PSPsC— P-
P+C-PiPsP»CIICKPSP&PjPé CHPsP-P»P°PrP°PjPé (3 C,PEPIPSC-), P-P° CrC$P°CI'C,C- PjPuPSCE
PSC-P 200 PiC-PrP»C-C,PeC-PI. PuPsC$P°C,PePsPIP°® PrPsP-P° PsP»P°PSP-P°PiC-PSCr
CI'C,P°PSPsPIP&P»P° 2,5 PjPi C,P° PrPsCI'CIIPiP°P»P° 20 PjPi PSP° PrPsP+Cr. PuC-Pr C+P°CI
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj PjP°CI'P° C,C-P»P° Cr PiC-PrP»C-C,PeC-PI
P-PSP°C$PSPs P-P+C-P»CHCEPEP»P°CI'CLI PiPsCHC-PIPSCILIPSPs P- PrPsCHPsCI'P»PéPjPé. PJ
PiC-PrP»C-C,PeC-PI CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiC-PrPIP&C%oPuPSPSCILI CHC-PIPSCII
P-P°PiP°P»CFbPSPsPiPs C...PsP»PuCI'C,PuCEPEPSCT, C...PsP»PuCI'C,PuCHP&PSCY
P»C-PiPsPiCRPsC,PpC—PSC-PI PSPéP-CHPePsC— C%o0C-P»CHPSPsCI'C,C-,
C,CHP&PiP»C-CtPuCHPEPrC-PI C,P° PiCEPsP»P°PeC,PéPSCT PiPsCHC-PIPSCLIPSPs P-
PrPsCHPsCI'P»PéPjPé. P”P°PSC- C%oPsPrPs PiC-PrC,CHPéPjP°PSPSCII PuC, PuPeC,Cr
P»C-PeCrPIP°PSPSCII C,P° PrPsPIPiPsC,CHP&PIP°P»P&C... PrPsCI'P»C-PrPIPuPSCH,
PsPrPuCHPYP°PSC- P- PIC-PrPeCHPEC,PEC... PSPuPePsPSC,CHPsP»CHPsPIP°PSPEC...
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrP{PuPSCH, PsP+PjPuPYPuPSC-.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PhP»P°PSP-P°PiC-PS Cr C,PsCHPjC- C,P°P+P»PuC,PsPe, C%oPs PrPéCI PiPuCHPiCrCRC,CHCI'CLI
Cr CBPsC,PsPIC-PNe PiPsCHPsPIPSPéPSC-, P+C-PsPuPePIC-PIP°P»PuPSC,PSP&PNe C%oPsPrPs
PsP»P°PSP-P°PiC-PSCt Cr C,PsCHPjC- C,P°P+P»PuC,PsPe, PIPeCHP&C,PEC...
PsP+PsP»PsPSPePsCHh, C1IPeC- PrPuPjPsPSCI'C,CRCIrCRC,CH CI'C...PsPCr
CEPIPEPrPeC-CI'C,CH C,P° CI'C,CrPiC-PSCH P°P+CI'PsCRP+CtC-C—. PhP»P°PSP-P°PiC-PS Cf
C,,PsCHPjC- C,P°P+P»PuC,PsPe, C%oPs PrPéCI PiPuCHPiCrCRC,CHCI'CII Cr CRPsC,PsPIC-PNe
PiPsCHPsPIPSPéPSC-, PjPsPYPu P-P°CI'C,PsCI'PsPICIPIP°C,PéCI'CII CIIPe
P°P»CHC,PuCEPSP°C,PEPIP° PsP»P°PSP-P°PiC-PSCr Cr C,PsCHPjC- C,P°P+P»PpuC,PsPe,
PIPeCEPé&C,PéC... PsP+PsP»PsPSPePsCHh.



PhP+CI'PsCEP+CtC-CII

PuCHPpPiP°CRP°C, PrPsP+CHPyu PICI'PjPsPeC,CrC”C,CHCI'CII PiC-CI'P»CII
PiPpCHPsCHP°P»CHPSPsPiPs PiCHPéPNePsPjCr, PNePsPiPs PjP°PeCI'P&éPjP°P»CHPSP®
PePsPSCtPuPSC,CHP°CtC-CII (C,,) Cf PiP»P°P-PjC- PeCHPsPIC- PrPsCI'CLIPiP°C”C,CHCI'CLI
CPuCRPuP- 5-8 PiPsPrPéPS. P’PIP&PIP°PSPSCII C—PYC- PSPu PIPiP»P&PIP°C” PSP°
PICI'PjPsPeC,CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr. PhP+CI'PsP»CRC,PSP®
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiPuCHPsCHP°P»CHPSPsC— C, PsCHPjPé PiCHPéPN:PsPjCr
PsP»P°PSP-P°PiC-PSCr PiPsCHC-PIPSCIIPSPs P- PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsCh PSPy
PICI'C,P°PSPsPIP»PuPSP°.

P PsP-PiPsPrC-P»

P C-PIPuPSCH P-PIEF™ CIIP-CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr P- PiCHPsC,PuC—PSP°PjPé
PiP»P°P-PjPé PeCHPsPIC- CI'C,P°PSPsPIP&PI PiCKP&P+P»P&P-PSPs 93 % PrP»CII
PePsPSCtPuPSC,CHP°CtC-C— Cr PjPuPYP°C... PIC-Pr 7 PrPs 1000 PSPi/PjP». PhP»P°PSP-P°PiC-PS
P-PIER™ CLIP-CfC”C,CHCI'CII PiPuCHPuPIP°PYPSPs P- P°P»CHP+CrPjC-PSPsPj C- al-
PeP&CI'P»PéPj PiP»C-PePsPiCHPsC,PuC—PSPsP;j.

P‘C-PsC,CEP°PSCIC,PsCEPjP°CtC-CII

PhP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CfC”C,CEbCI'CLI Cf PiPpC+C-PSCTC- CEP»CLIC...PsPj
PePsPSER ™ CRPiP°CtC-C— C,P° PsPeP&CI PSPuPSPSCII. PhCI'PSPsPIPSPEP;
PjPuC,P°P+PsP»C-C,PsPj, C%oPs CtP&CEPeCIP»CRC”, C” 10-N-PiP»CRPeCICEPsPSC-Pr,
CLIPeP&PNe PSP PiCEPsC...PsPrPéC,CHb PeCEC-P-CHb PiPuPjP°C,PsPuPSCIPuC, P P»C-C+PSPEPNe
P+P°CEEE™C”CH. P!PéC,PsC...CHPsPjPé P450-CYP1A2 C- P450-CYP2D6 CI'PiCEP&CIICRC,CH
C, PsCEPJCFPIP°PSPSCR PjPuC,P°P+PsP»C-C,C-PI N-PrPuP-PjPuC,PéP»Ct C- 2-
PiC-PrCRPsPeCI'PéPjPuC, PEP»Cr, CLIPeC- PiCEPsCLIPIP»CLICRC,CH P-PSP°C#PSPs PjPuPSCECT
C, P°CEPjP°PePsP»PsPiC-C4PSCt P°PeC,PéPIPSC-CI'C,CHb in vivo, PSC-PY PsP»P°PSP-P°PiC-PS,
Cf PICEPsCTPuCI'C- PrPsCI'P»C-PrP{PuPSCH PSP° C,PIP°CEP&PSP°C....
PuPuCEPRPIP°PIP°CRCEP° C,P°CEPjP°PePsP»PsPiC-C{PSP°® P°PeC,PEPIPSC-CI'C,CH
P-CfPjPsPIP»PuPSP° PiPpuCHPIPEPSPSP&Pj PsP»P°PSP-P°PiC-PSPsP;.

P’PéPIPuPrPuPSPSCILI

PuC-CI'P»CII PiPuCEPsCRHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI] CI'PuCRPpuPrPSC-PNe
PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII PsP»P°PSP-P°PiC-PSCr Cr
PrPsP+CHPsPIPsP»CHCtC-PI PePsP»P&PIP°PICI'CII P-P°P»PuPYPSPs PIC-Pr PIC-PeCt C,P°
CI'C,P°C,C-.

PJ P-PrPsCEPsPIPEC... PrPsP+CHPsPIPsP»CHCTC-PI P»C-C,PSCHPsPiPs PIC-PeCr (PIC-PePsPj
PIC-Pr 65 CEPsPeC-PI) PiPsCRC-PIPSCLIPSPs P- PjPsP»PsPrCEP&PjPé P-P° PIC-PePsP;
PrPsP+CHPsPIPsP»CHCTCLIPjPé CI'PuCHPuPrPSC-PNe PiPpCEHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII P+CrPI C,CEPEPIP°P»C-CEPEPNe: (51,8 PiCEPsC,Pé 33,8
PiPsPrP&PSP&), PeP»C-CRPRPSCI Ct PiP»P°P-PjC- PeCEPsPIC- P+CrPI P-PSP&PIPuPSP&PN: (17,5
PiCHPSC,Pé 18,2 P»/PiPsPr PIC-PrPiPsPIC-PrPSPs). PxP°CEPjP°PePsPeC-PSPuC,PECHPSC-
PePsP»P&PIP°PSPSCII, C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cf PrPsP+CEPsPIPsP»CHCC-PI
P»C-C,PSCHPsPiPs PIC-PeCr, P-PSP°C...PsPrCIIC,CEbCI'CII Ct PjPuPYP°C... PrC-P°PiP°P-PsPSCF
PrP»ClI PjPsP»PsPrC€P&C... PrPsP+CEPsPIPsP»CHCTC-PL. PJ 44 C...PIPsCEP&C... PSP°
CEP&P-PsC,CHPuPSC-Ch PIC-PePsPj PIC-Pr 65 CRPsPeC-PI PrPsP-CrPIP°PSPSCII PIC-Pr 5 PrPs
20 PjPi PSP°® PrPsP+Cr PSPu P+CrfP»Ps PiPsPIsR ™ CLIP-P°PSPs P- PYPsPrPSP&Pj
C...P°CEP°PeC,PuCEPSPéPj PiCEPsC, C-P»PpPj PiPsP+C-C4PSPEC... CRPRP°PeCtC-PNe.



PJ PC-PSPsPe PiPsCHC-PIPSCIIPSPs P- C{PsP»PsPIC-PeP°PjPé CI'PuCEHPuPrPSC-PNe
PiPuCEC-PsPr PSP°PiC-PIPIPEéPIPuPrPuPSPSCII P+CrPI C,CEPEPIP°P»C-CEPEPN: (36,7
PiCEPsC,Pé 32,3 PiPsPrPéPSP&) C,P° PeP»C-CEPuPSCI” Cf PiP»P°P-PjC- PeCHPSPIC- P+CrPI
P-PSP&PPuPSP&EPN: (18,9 PiCEPsC,Pé 27,3 P»/PiPsPr). PhPrPSP°Pe PsP»P°PSP-P°PiC-PS (5-20
PjPi) PiPsPeP°P-P°PI PiPsCEC-PIPSCLIPSPSP&PNe PiCEPsC, C-P»CH P+PpP-PiPpPePé CIIPe Cr
PYC-PSPsPe (n = 467), C,P°Pe C- Cr CtPsP»PsPIC-PeC-PI (n = 869).

PyP°CtC-C”PSC,Pé P- PSPéCEPePsPIPsCk PSPuPrPsCI'C,P°C,PSC-CI'C,Ch

P] PiP°CtC-C”PSC,C-PI P- PSPECHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,ChR (PeP»C-CHPuPSCI’
PeCRHPPP°C,PEPSC-PSCr < 10 PjP»/C...PI) PiPsCHC-PIPSCIIPSPs P-C- P-PrPsCRPsPIP&PjPé
PrPsP+CHEPsPIPsP»CHCTCLIPjPé PSPp P+CrP»Ps C-CI'C,PsC,PSPsC— CHC-P-PSPéCtC- Cr
PiPsPeP°P-PSP&PeP°C... CIPuCHPuPrPSCHPsPiPs PiPuCHC-PsPrCr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII (37,7 PiCHPsC,Pé 32,4 PiPsPrPéPSPé) P°P+Ps
PeP»C-CHPpPSCI'Ct Ct PiP»P°P-PjC- PeCRPsPIC- (21,2 PiCRPsC,Pé 25,0 P»/PiPsPr).
P”PsCI'P»C-PrPIPuPSPSCII PiPsPeP°P-P°P»Pé&, C%oPs PICHP&P+P»P&P-PSPs 57 %
PsP»P°PSP-P°PiC-PSCt P- CRP°PrC-PsP°PeC,PéPIPSPsCh PjC-C,PePsCh PSP°CIIPIPSC- PI
CI'PuCtC-, PiPsP»PsPIPSPé&Pj C+PéPSPsPj Cr PIPéPiP»CILIPrC- PjPuC,P°P+PsP»C-C,C-PI.

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

PJ PiCHPsCtPuCI'C- PSPuPIPuP»PéPePsPiPs PrPsCI'P»C-PrPIPuPSPSCII PIPiP»P&PICY
PiPsCHCrCEPuPSPSCII C, CrPSPeCtC-C— PiPuC+C-PSPePé Cr 6 PiP°CtC-C”PSC,C-PI C-P-
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéPj (PeP»P°CI'PEC, C-PeP°C+C-CLI PSP°PNeP»PrP°-PusF™ Ch
A (n = 5) C- B (n = 1)) CtPéCEHPsP-PsPj PIPECIIPIP»PuPSPs PSPuP-PSP°C+PSP&PNe PIPiP»P&PI
PSP° C,P°CHPjP°PePsPeC-PSPiC,PéPeCt PiPpCHPsCHP°P»CHPSPsPiPs PsP»P°PSP-P°PiC-PSCr
(2,585“7,5 PjPi), CRP°P-PsPIP°® PrPsP-P°): PiP°CtC-C”PSC,Pé P- P»PuPiPePsCh C,P°
PiPsPjC-CHPSPsCHh PrP&CI'C,CrPSPeCtC-C”Ch PiPuC+C-PSPePé PjP°P»Pé PrPuC%oPs
PiC-PrPIPEC%oPpPSPEPNe CI'PECI'C,PPjPSPEPNe PeP»C-CHPuPSCI' C- CEPIPEPTCEPEPNe
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII PiPsCEC-PIPSCIIPSPs P- PiP°C+C-C”PSC,P°PjPé
P+PpP- PiPuC+C-PSPePsPIPsC— PrPéCI'C,CrPSPeCtC-C— (n = 3). PYPuCHPpPr
PiP°Ct+C-C”PSC,C-PI C-P- CtPECHPsP-PsPj P+CrP»Ps P+C-P»CHCEPn PeCrCHCtC-PI (4/6; 67 %),
PSC-P{ CI'PuCEPpPr PiP°C+C-C”PSC,C-PI P+PuP- PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C—
PiPuC+C-PSPePé (0/3; 0 %).

PuP°CtC-C”PSC,Pe, CIIPeC- PiP°P»CIIC,CIb

PJ PSPuPeCrCHCtC-PI PiPsCRC-PIPSCLIPSPs P- PeCCRCTCLIPjPé (C+PsP»PsPIC-PePé C,P°
PYC-PSPeP&) CI' PuCEPuPrPSC-PNe PiPpCHC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII P+CrPI
C,CRP&PIP°P»C-CEPEPN: (38,6 PICHPsC,Pé 30,4 PiPsPrPéPSPé), P° PeP»C-CRPuPSCI Cr
PiP»P°P-PjC- PeCEPsPIC- P+CrPI P-PSPéPIPuPSPEPN: (18,6 PICHPSC,Pé B B B B B 27,7 P»/PiPsPr).

PP»C-CHPUPSCI" PsP»P°PSP-P°PiC-PSCY Cf PiP»P°P-PjC- PeCEPsPIC- PSP&PYCP&PN: Ct
PiP°CtC-C”PSC,C-PI P»C-C,PSCHbPsPiPs PIC-PeCt PiPsCEC-PIPSCLIPSPs P- PjPsP»PsPrCEP&PjPé
PiP°CtC-C”PSC,P°PjPé, Ct PYC-PSPsPe PiPsCEC-PIPSCLIPSPs P- C+PsP»PsPIC-PeP°PjPé C,P° Cf
PSPuPeCFCECTC-PI PiPsCEC-PIPSCLIPSPs P- PeCFCECTCLIPjP&. P+ PICI'Pu PY C,P°PeC-
C,P°PeC,PsCEPé CIIPe PIC-Pe, CI'C,P°C,CH C,P°® PiP°P»C-PSPSCII PjP°P»Ps PjPsPIC{C,CHb
PIPiP»P&PIP°C,Pé PSP° PeP»C-CEPuPSCI" PsP»P°PSP-P°PiC-PSCF Ct PiP»P°P-PjC- PeCHPsPIC-
C,P° PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPpPrPuPSPSCII PiPsCHC-PIPSCIIPSPs C-P-
P-P°PiP°P»CHPSPSCE PjC-PSP»P&PIC-CI'C,CR PjC-P{ C-PSPrP&PIC-PrCrCI-PjP°PjPé.

PJ] PiCRPsC+PuCI'C- PrPsCI'P»C-PrPYPuPSCH P- CrC+P°CI'C,Ch PiP°CtC-C”PSC,C-PI-



C”PICRPsPiPuPNeC1C-PI, PiP°C+C-C”PSC,C-PI CIIPiPsPSCI'CthPePsC— C,P°
PePé&C,P°PNeCI'CHPePsC— PSP°CtC-PsPSP°P»CIHPSPsCI'C,PuPNe PIC-PrPjC-PSPSPsCI'C,PuPNe Cr
C,,P°CHPjP°PePsPeC-PSPiC,PéCtC- PsP»P°PSP-P°PiC-PSCt PSPp PIP&CLIPIP»PuPSPs.

PyC-PrP»C-C,PePé C- PrPsCEPsCI P»C-

PuP°CEPjP°PePsPeC-PSPuC,PéPeP°® PsP»P°PSP-P°PiC-PSCY Cr PiC-PrP»C-C,PeC-PI C-
PrPsCHPsCI'P»P&C... PiPsPrC-P+PSP°. P] PiCEPsCtPuCI'C- PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPPuPSCH CI'PuCEPuPrPSC-PNe PIPiP»P&PI PsP»P°PSP-P°PiC-PSCr P+CrPI
PiCHPEP+P»P&éP-PSPs PSP° 27 % PIP&C%oPéPNe Ct PiC-PrP»C-C,PeC-PI, PSC-PY Cr
PrPsCHPsCI'P»PéC... PiP°CtC-C”PSC,C-PI. P”PuPjPsPiCHP°C, C-C+PSC- PIC-PrPjC-PSPSPsCI'C,C-
PjC-P PiC-PrP»C-C,PeP°PjPé C- PrPsCHPsCI'P»P&éPjPé PIPeP»CRCP°CRC,CH PSP&PCICr
CI'PuCHPuPrPSCHR PjP°CI'Cr C,C-P»P° C,P° PjPuPSCECT PeC-P»CHPeC-CI'C,CH PeCrCHCHC-PI
CI'PuCHPpPr PiP°C+C-C”PSC,C-PI PiC-PrP»C-C,PePsPIPsPiPs PIC-PeCr. P§P°PeC-
C,P°PeC,PsCHPé, C-PjPsPIC-CHPSPs, PIPiP»PéPIP°CRC,CH PSP° PIP&C%oP&PNe
CI'PuCHPuPrPSC-PNe PuC, PuPeC, PsP»P°PSP-P°PiC-PSCY, C%oPs CI'PiPsCI'C,PuCHC-PiP°PICI'CII
Cr PiC-PrP»C-C,PeC-PI.

PisP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsP¢P°P-P°PSPSCII.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSP&PNe PrP»ClLI P»C-PeCtPIP°PSPSCLI
CEP&P-PsC, CHPuPSC-C—.

PhP»P°PSP-P°PiC-PS PuC, PuPeC,PEPIPSPEPN: PrP»CII PiC-PrC,CHP&PjP°PSPSCII
PrPsCI'CIIPiPSCrC,PsPiPs PeP»C-PSC-C+PSPsPiPs PuC, PuPeC,Cr PiC-Pr C+P°CI
C,CBHPéPIP°P»PsC— C,PuCHP°PiC-C— Cr PiP°CtC-C”PSC,C-PI, Ct CLIPePéC...
CI'PiPsCI'C,PuCRC-PiP°P»P°CI'C1I PIC-PrPiPsPIC-PrCH PSP° PiPsC+P°C,PePsPICT
C,PuCBHP°PiC-CHh.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSPEPN. PrP»CII P»C-PeCrPIP°PSPSCII
PjP°PSC-P°PeP°P»CHPSP&EC... PuPiC-P-PsPrC-PI PiPsPjC-CHPSPsPiPs C,P° C,CIIPPePsPiPs
CI'C,CrPiPpPSCII.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSPePNe. PrP»CII PICHPsC, C-P»P°PeC,PePePe
PiPsPIC,PsCHPSPEC... PSP°PiP°PrC-PI Cr PiP°CtC-C”"PSC,C-PI P- P+C-PiPsP»CLICHPSP&éPjPé
CHPsP-P»P°PrP°PjPé, Cr CIIPePéC... P=CrP»Ps PsC,CHPéPjP°PSPs PiPsP-PéC,PéPIPSCr
PIC-PrPiPsPIC-PrCH PiCHPé P»C-PeCrPIP°PSPSC- PsP»P°PSP-P°PiC-PSPsPj PjP°PSC-C—.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.
PyC-PrPIPEC%0PpPSP° C+Cr-C,P»PEPIC-CI'C,CHb PrPs PrC-CRCPsC— CHPuCPsPIPéPSPé P°P+Ps

PrPs PrPsPiPsPjC-PIPSP&C... PePsPjPiPsPSPuPSC,C-PI PiCEHPRPiP°CEP°C,Cr; PIC-PrPsPjPéPNe
CHP&P-PéPe P-P°PeCHP&C,PsPeCrC,PsPIPsC— PiP»P°CrPePsPjPé.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CHCI CHPePéPjPé P-P°CI PsP+P°PjPé C,P°



C-PSC€C- PIPéPrPe PIP-P°C”PjPsPrC-PNe.

P”PsCI'P»C-PrPYPuPSPSCII PIP-P°C”PjPsPrC-C— P- C-PSCEP&PjP& P»C-PeP°CECI'CHhPePEPjPé
P-P°CI'PsP+P°PjPé PiCHPsPIPSPrP&P»Pé C,C-P»CHhPePé P- CFC+P°CI'C,CR PrPsCBPsCI'P»P&C....

P’P-P°C”PjPsPrC-C—, C%oPs PjP°ChC,Cb PIPsC,PuPSCtC-PN.PSPEPN. PIPiP»PePI PSP°

PsP»P°PSP-P°PiC-PS

PhCI'PeC-P»CHbPePé PsP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CfC”C,CHCI'CII

C-P-PsC, PuCHPjPuPSC,PsPj CYP1A2, CEPuC+PsPIPEPSPé, CLIPeC- CI'PiPuCtPé&C,C-C+PSPs
C-PSPrCtPeCrCRC,CHCI'CII P°P+Ps C-PSPiC-P+CrCRC,CHCI'CII CtP&P;

C-P-PsC, PuCHPjPuPSC,PsPj, PjPsPICrC,CH PIPiP»PéPIP°C,Pé PSP®
C,,P°CHPjP°PePsPeC-PSPuC,PéPeCr PsP»P°PSP-P°PiC-PSCY.

PtPSPrCrPeC,PsChHPé CYP1A2

P&PUC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCr PjPsPYPu P+CrC,Pé C-PSPrCrPePsPIP°PSPEPNe
PiP°P»C-PSPSCILIPj C,P° P-P°CI'C,PsCI'CFPIP°PSPSCLIPj PeP°CEP+P°PjP°P-PuPiC-PSCH,
CLIPeP&PNe PiCEP&P-PIPsPrP&C, CHb PrPs P-PSPEPIPuPSPSCLI PePsPSCtPuPSC,CHP°CHC-C—
PsP»P°PSP-P°PiC-PSCY. PYPiPsCI'C,PuCEC-PiP°P»PsCI'CLI CI'P»P°P+PePp P°P+Ps
PiPsPjC-CEHPSPu PiC-PrPIP&C%0PuPSPSCLI PeP»C-CHPuPSCI'Ct PsP»P°PSP-P°PiC-PSCY.
PP»C-PSC-C+PSC- PIPECI'PSPsPIPePé PsP+PjPuPIPuPSC-, P°P»Pp
CRPpPePsPjPuPSPrCC”C,CHCI'CLI PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCEP&PSPi C,P°,
CLIP€C%oPs PSPuPsP+C...C-PrPSPs, P-P+C-P»CHCEPRPSPSCII PrPsP-Pé PsP»P°PSP-P°PiC-PSCY.

P1PSPiC-P+C-C,PsCHPé CYP1A2

PxP»CrPsPeCI'P°PjC-PS, CI'PiPuCtPéC,C-C+PSPéPNe C-PSPiC-P+C-C,PsCH CYP1A2,
C-CI'C,PsC,PSPs P-PSPEPYCrC” PjPuC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCT. P!Pp
PiCEP&P-PIPsPrPéC,CH PrPs CI'PuCEPuPrPSCHPsPiPs P-CHPsCI'C,P°PSPSCLI PYmax
PiC-CI'P»CII PiCHP&PN:PsPjCr C,P»CrPsPeCI'P°PjC-PSCt PSP° 54 % Cr P C-PSPsPe, CIIPeC-
PSP PiP°P»CILIC,CH, C,P° PSP° 77 % Cr C+PsP»PsPIC-PeC-PI, CIIPeC- PiP°P»CIIC,CHb.
PYPRCEPpPrPSC” P-CEPsCI'C,P°PSPSCII PiP»PsC%oC- PiC-Pr
C,,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh PeCHPEPIPsChR B«PePsPSCtPuPSC,CHP°CtC-CII-
C+P°CI'B» (AUC) PsP»P°PSP-P°PiC-PSCr CI'C,P°PSPsPIPEC,CH 52 % C,P° 108 %
PIC-PrPiPsPIC-PrPSPs. P”P»CII PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPIC*CRC,CH

C, P»CrPsPeCI'P°PjC-PS P°P+Ps P+CrPrCH-CIIPeC- C-PSCEC- C-PSPiC-P+C-C,PsCHPé CYP1A2,
PSP°PiCHP&éPeP»P°Pr CtPéPiCHPsC, P»PsPeCI'P°CtPEPS, PiPsC,CHC-P+PSPs
PiCHPEP-PSP°C+P°C,Pé P-PSPEPIPuPSC- PrPsP-Pé PsP»P°PSP-P°PiC-PSCt. PkPpPsP+C...C-PrPSPs
CHPsP-PiP»CIIPSCIC,Pé PjPsPYP»PéPIC-CI'C,CH P-PSP&PPuPSPSCII PrPsP-Pé
PsP»P°PSP-P°PiC-PSCt, CIIPeC%oPs C-PSC-CtC-PNePsPIP°PSPu P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHPsPj CYP1A2.

P—PjPuPSCE€PuPSPSCII P+C-PsPrPsCI'C,CrPiPSPsCI'C,C-

P—P°CI'C,PsCI'CrPIP°PSPSCI] P°PeC,P&PIPsPIP°PSPsPiPs PICIPiC-P»P»CII P-PSP&PICIrPIP°P»Ps
PiPuCHPsCHP°P»CHPSCT P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCHP&PN.PSCIIC,PsPiPs
PsP»P°PSP-P°PiC-PSCT PSP® 50-60 %, C,PsPjCr PNePsPiPs CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiCHPsC,CLIPiPsPj 2 PiPsPrPéPS PrPs PiCHP&éPNPsPjCr P°P+Ps CfPuCHPuP: 2 PiPsPrPéPSPé
PiC-CI'P»CI] PiCHP&PN:PsPjCt PsP»P°PSP-P°PiC-PSCT.

PxP»CrPsPeCI'PuC,PéPS (C-PSPiC-P+C-C,PsCE CYP2D6), PsPrPSPsCHP°P-PsPIP° PrPsP-P°



P°PSC,P°CtP&PrC-PI, C%oPs PjC-CI'C,CLIC,CHb P°P»CRPjC-PSC-PNe C,P° PjP°PiPSC-PNe P°P+Ps
CtPéPjPuC,PéPrPéPS, C-CI'C,PsC,PSPs PSPy PIPiP»P&PIP°P»Pé PSP°
C,P°CHPjP°PePsPeC-PSPuC,PéPeCr PsP»P°PSP-P°PiC-PSCr.

PmPsPIP»P&PIPEPNe PIPiP»P&PI PsP»P°PSP-P°PiC-PSCr PSP° C-PSC£C- P»C-PeP°CRCI'CHyPeC-

P-P°CI'PsP+Pé

PhP»P°PSP-P°PiC-PS PjPsPPu PiCHPsCIIPIP»CIIC,Pé P°PSC,P°PiPsPSC-P-Pj PrPs PuC,PuPeC,C-PI
PiCRCIIPjP&C... C,P° PSPuPiCRCIIPjPEC... P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCr.

PhP»P°PSP-P°PiC-PS PSPy PiCHP&éPiPSC-C+CrPIP°PI PsCI'PSPsPIPSC- C-P-PsC,PuCEPjPuPSC,Pé
CYP 450 (PSP°PiCHP&éPeP»P°Pr, 1A2, 2D6, 2C9, 2C19, 3A4) in vitro. PyP°PePé&Pj C{PEPSPsPj, PSPu
PsC+C-PeCrC”C,CHCI'CII PSC-CIIPeP&C... PsCI'PsP+P»P&PIP&C... PIP-P°C”PjPsPrC-PNe, C%oPs
PiC-PrC,PIPuCHPrPIPuPSPs Ct PrPsCI'P»C-PrPIPuPSPSCIIC... in vivo, PrPp PSPu
PIC-PrP-PSP°C+P°P»PsCI'CH C-PSPiC-P+CrPIP°PSPSCII PjPuC,P°P+PsP»C-P-PjCr
PsP»P°PSP-P°PiC-PSCr PiCRPé P-P°CI'C,PsCI'CrPIP°PSPSC- C,P°PePé&C... P°PeC,PéPIPSP&C...
CHPuC+PsPIP&PS: C,CHPECtPéPeP»C-C+PSC- P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé
(PiPsP»PsPIPSP&Pj C+P&PSPsPj PiCHPuPrCI'C,P°PIP»PuPSC- C-P-PsC, PuCHPjPuPSC,PsPj CYP2D6),
PIP°CHC,P°CEP&PS (CYP2C9), C,PuPsC,C-P»C-PS (CYP 1A2) P°P+Ps PrC-P°P-PuPiP°Pj (CYP 3Ph4
C,P° 2PV19).

P&Pp P+CIP»Ps P-P°C,C-PeCI'PsPIP°PSPs PIP-P°C”PjPsPrC-C— PsP»P°PSP-P°PiC-PSCT- P-
P»C-C,C-C”Pj P°P+Ps P+C-PiPuCEP&PrPuPSPsPj.

PjPuCHP°PiPuPIC,P&C+PSPEPNe PjPsPSC-C,PsCEP&PSPi CEC-PIPSCLI PIP°P»CHbPiCEPsP°C,Ct Crf
PiP»P°P-PjC- PeCEPsPIC- PSP PIP&CLIPIP&PI PSPuPsP+C...C-PrPSPsCI'C,C- PePsCEPuPeCIC-C—
PrPsP-Pé PIP°P»CHPiCEPsP°C,Ct PiCEPé CI'CrPiCtC,PSCHPsPjCt PiCEP&P-PSP°CPuPSPSC- P-
PsP»P°PSP-P°PiC-PSPsP;j.

P—P°PiP°P»CHPSP° P°PeC,PEPIPSC-CI'C,CH C%oPsPrPs CtPuPSC,CHP°P»CHPSPsC—
PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé (P!PkPY)

P— PsP+PuCEPpPYPSC-CI'C,CR CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PsP»P°PSP-P°PiC-PS
PiP°CtC-C”PSC,P°Pj, CIIPeC- PiCHP&PNPjP°CRC,CH PuC,P°PSPsP» P°P+Ps
P»C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé, C%oPs PjPsPYCrC,CH CI'PiCEP&C+PEPSPEC,Pé
PiCHP&PiPSC-C+PuPSPSCI]I PIPkPY.

PYCIPiCrC,PSC” P-P°CI'C,PsCI'CPIP°PSPSCII PsP»P°PSP-P°PiC-PSCT P-
P°PSC,PéPiP°CHPeC-PSCI'PsPSC-C+PSPé&PjPé PiCHPuPiP°CEP°C,P°PjPé PiP°CtC-C”PSC,P°Pj C-P-
C...PIPsCHPsP+PsCh PyP°CHPeC-PSCI'PsPSP° C,P° PrPuPjPuPSCtC-C”Ch PSPy
CHPpPePsPjPpPSPrCrC”C,CHCICI].

PtPSC,PuCRPIP°P» QTCI

PYP»C-Pr P- PsP+PuCHPpuPYIPSC-CI'C,Ch PiCHPEP-PSP°C+P°C,Pé PsP»P°PSP-P°PiC-PS P-
C-PSC£€PéEPjPé PiCEPuPiP°CEP°C,P°PjPé C-P- PIC-PrPsPjPéPj CHPéP-PEPePsPj
PiC-PrPIPéC%oPpuPSPSCII C-PSC,PuCHPIP°P»Ct QTCT.

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

PuC-Pr C+P°CI’ P°PSC,PéPiCI'P&C...PsC,PéC+PSPsC— C,PuCHP°PiC-C— PiPsP»C-PiCEPuPSPSCII



PeP»C-PSC-CPSPsPiPs CI'C,P°PSCt PiP°C+C-C”PSC,P° PjPsPqPu C,CHP&PIP°C,Pé PIC-Pr
PeC-P»CHbPePsC... PrPSC-PI PrPs PeC-P»CHbPePsC... C,PEPIPSC-PL. PuCHPsC,CLIPiPsPj
CtCHbPsPiPs PiPpCEC-PsPrCt CI'P»C-Pr CEPuC,PuP»CHPSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P°
PiP°CtC-C”PSC,P°PjPé.

PUCI'PéC...PsP- C,P° (P°P+Ps) CEPsP-P»P°PrPé PiPsPIPuPrC-PSPePé, PiPsPI'CLIP-P°PSC- P-
PrPuPjPuPSCtC-C"CR

PhP»P°PSP-P°PiC-PS PSPi CHPuPePsPjPRPSPrCrC”C,CHhCI'CII P-P°CI'C,PsCI'PsPIC{PIP°C,Pé
PiP°CtC-C”PSC,P°Pj P-C- CI'P&PjPiC,PsPjP°PjPé PiCI'P&C...PsP-Ct C,P°/P°P+Ps
PiPsCECrCE€PuPSPSCLIPjPé PiPsPIPuPrC-PSPePé, PiPsPI'CLIP-P°PSP&PjPé P-
PrPuPjPRPSCtC-C”CR, Cf P-PI'CLIP-PeCt P- PiC-PrPIP&C%oPuPSPSCLIP]
P»PuC,P°P»CHPSPSCI'C,C- C,P° CRP&P-PéPeCY CtPuCEPuP+CHPsPIP°CI'PeCrP»CLICEPSPEC. ..
PIP&PiP°PrPeC-PI. PJ PiCEPsCtPuCI'C- PiP»P°CPpP=+Ps-PePsPSC,CEPsP»CHPsPIP°PSPEC. ..
PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPPuPSCH (C,CEP&PIP°P»C-CI'C,CR 6-12 C,P&PIPSC-PI)
P-P° CfC$P°CI'C,C- PiP°C+C-C"PSC,C-PI P»C-C,PSCHbPsPiPs PIC-PeCt (CI'PpuCHPRPrPSC-PNe
PIC-Pe 78 CEPsPeC-PI), CLIPeC- CI'C,CEP°PYPrP°CRC,CH PSP° PiCI'P&C...PsP- C,P°/P°P+Ps
PiPsCECtCEPUPSPSCII PiPsPIPUPrC-PSPePé, PiPsPIBE ™ CLIP-P°PSC- P- PrPuPjPuPSCtC-C”CR,
PeC-P»CHPeC-CI'C,CHb P»PuC,P°P»CHPSPEC... PIPEPiP°PrPeC-PI P+CIP»P° Ct 2 CHP°P-Pé
PIP&C%oP° Ct PiP°CtC-C”PSC,C-PI, CLIPeC- PiCP&PNPjP°P»Pé PsP»P°PSP-P°PiC-PS,
PiPsCEC-PIPSCIIPSPs P- PiP»P°CPuP+Ps (3,5 % PiCEPsC,Pé 1,5 % PIC-PrPiPsPIC-PrPSPs).
P'P&CI'PsPeP° P»PuC,P°P»CHPSC-CI'C,CEHb PSPp P+CIP»P° PiPsPIEF™ CLIP-P°PSP° P-
PIPuP»P&CPEPSPSCR P-P°CI'C,PSCI'PsPIC{PIP°PSPEC... PrPsP- PsP»P°PSP-P°PiC-PSCY
(CI'PuCEPRPrPSCII PrPsP+PsPIP° PrPsP-P° CI'C,P°PSPsPIPEP»P® 4,4 PjPi) P°P+Ps P-
C,CRP&PIP°P»C-CI'C,CR P»C-PeCrPIP°PSPSCII. PxP°PeC,PsCEPé CHP&P-PéPeCr, CLIPeC-
PjPsPYCrC,CH CI'PiCEP&CPEPSPEC, Pé PiC-PrPIPEC%oPpPSPSCII P»PuC,P°P»CHPSPSCIC,C-,
PIPeP»CRC$P°CRC,CH PIC-Pe PIC-Pr 65 CEPsPeC-PI, PrPéCI'C,P°PiC-Ch, B CI'PuPrP°CtC-CH,
PSPuPrPsC—PrP°PSPSCII C,P° P-PSPUPIPSPrPSPuPSPSCLI, P»PuPiPuPSPRPIC- C...PIPSCEPsP+Pé
(PiPSPRPIPjPsPSC-CLI P- P°P+Ps P+PpP- P°CI'PiC-CEP°CtC-C—), CI'CFPiCtC,PSC”
P-P°CI'C,PsCI'CtPIP°PSPSCII P+PpPSP-PsPrC-P°P-PpPiC-PSC-PI. PuCEPsC,Pu PIPEPiP°PrPePé
P»PuC,P°P»CHPSPSCI'C,C- P+CtP»Pé PIPEC%0C- PiCEPé C,PuCEP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj, PSC-P{ PiCEPé PiCEPEPNePsPjC- PiP»P°C{PuP+Ps,
PSPP-P°P»PpPYPSPs PIC-Pr C,P°PeC,PsCEC-PI CEP&P-P&PeCE.

P] PiCHPsCtPuCI'C- CtPé&C... PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH
CI'PiPsCI'C,PuCEC-PiP°P»P&CI'CII PIPéPiP°PrPePé
CtPuCBPpP+CHPsPIP°CI'PeCrP»CLICHPSPEC... PiPsP+C-C$PSP&C... CHPuP°PeCtC-PNe
(PSP°PiCHPEéPeP»P°Pr, C-PSCI'CrP»CHhC,, C,CHP°PSP-PéC,PsCHPSPEPNe
C-C€PpPjC-CPSPEPN: C-PSCI'CIP»CHC,), Cr C,PsPjCr C+PéCI'P»C- P-
P»PuC,P°P»CHPSP&P] PSP°CI'P»C-PrPePsPj. PisC-P»CHPeC-CI'C,CH
CtPuCHPuP+CHPSPIP°CI'PeCrP»CIICHPSPEC... PiPsP+C-C$PSP&C... CRPuP°PeCtC-PNe
P+CrP»P° Cr 3 CHP°P-Pé PIPEC%o0P° Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PiCHP&PN:PjP°P»Pé
PsP»P°PSP-P°PiC-PS, PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé, CLIPeC-
PiCHP&PNPjP°P»Pé PiP»P°CtPuP+Ps (1,3 % PiCEPsC,Pé 0,4 % PIC-PrPiPsPIC-PrPSPs).
PJCI'C- PiP°CtC-C”PSC,Pé, C1IPeC- PiCHP&PNPjP°P»Pé PsP»P°PSP-P°PiC-PS P°P+Ps
PiP»P°CtPuP+Ps C- Cr CLIPePéC... CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII
CtPuCHPuP+CHPsPIP°CI'PeCrP»CIICHPSC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—,
PjP°P»Pé C,P°PeC,PsCHPé CRP&P-PéPeCrt. P’C-Pe PIC-Pr 75 CRPsPeC-PI C,P°
CI'CrPrP&éPSPSPEPNe/P-PjC-CEP°PSPEPNe C,PéPi PrPuPjPuPSCtC-C— P+CrP»Pé
C-PrPuPSC,PéC, C-PePsPIP°PSC- CIIPe C,P°PeC,PsCEPé CHP&P-PEPeCT



C+PuCHPRP+CEPsPIP°CI'PeCtP»CLICEPSPEC. .. PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe
PiCEP& C,PuCEP°PiC-C— PsP»P°PSP-P°PiC-PSPsPj. P+C, PuPeC,PEPIPSC-CI'C,CH
PsP»P°PSP-P°PiC-PSCt PSPu P+CrP»P° PICI'C,P°PSPsPIP»PuPSP® Ct PiCEPsCPuCI'C-
PrP°PSP&C... PrPsCI'P»C-PrPIPuPSCI.

PI'PIPsCFPsP+P° PyP°CEPeC-PSCI PsPSP°

PkPp CHPuPePsPjPpPSPrPsPIP°PSPs P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr
Cr C,PuCHP°PiC-C— PiCI'P&C...PsP-C-PI, C%oPs P°CI'PsCtC-PNePsPIP°PSC- P-
P°PiPsPSC-CI'C,P°PjPé PrPsPiP°PjC-PSCTt PI PiP°CtC-C”PSC,C-PI C-P-
C...PIPsCEPsP+PsCh PiiP°CHPeC-PSCI'PsPSP°. P] PiCEPsCtPuCI'C-
PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPYPuPSCH PrCrPPu C+P°CI'C,Ps
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiPsPiC-CRHCE€PuPSPSCII CI'PEPjPiC,PsPjP°C,PéPePé
C...PIPsCHPsP+Pé PirP°CHPeC-PSCI'PsPSP° C,P° PiP°P»CRCtPEPSP°CtC-PNe,
C$P°CI'C,C-C€Pp, PSC-PY PiCHPé PiCHP&PN:PsPjC- PiP»P°CtPuP+Ps (PrPéPI. C,P°PePsPf
CHPsP-PrC-P» B«PyiPsP+C-C#PSC- CHPuP°PeCtC-C—B»); PiCHPé P»C-PeCrPIP°PSPSC-
PiCI'P&C...PsC,PéC+PSP&C... CI'PEPjPiC,PsPjC-PI C,PuCHP°PiC-CII
PsP»P°PSP-P°PiC-PSPsPj PSPu P+CrP»P° P+C-P»CHCE PuC, PuPeC,PEPIPSPsCh
PiPsCHC-PIPSCIIPSPs P-C- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PiP»P°CtPuP+Ps. P] CtP&C...
PrPsCI'P»C-PrPYPuPSPSCIIC... PIP&PjP°PiP°P»PsCI'CLI, C%oPsP+ CI'C,P°PS
PiP°Ct+C-C”PSC,C-PI P+CrPI CI'C,P°P+C-P»CHPSP&PNe, PePsP»Pé PIPsPSPé
PiCHP&PNPjP°P»Pé PSP°PN-PjPuPSCECY PuC, PuPeC,PEPIPSCY PrPsP-Cr
P°PSC,P&PiP°CHPeC-PSCI'PsPSC-C+PSPEC... P»C-PeP°CRHCI'CHhPePéC... P-P°CI'PsP+C-PI
(P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCr), P° C,P°PePsPY PiCHP&PNPjP°P»Pé C,C-
CI'P°PjC- P°PSC,PéPiP°CHPeC-PSCI'PsPSC-C$PSC- P»C-PeP°CHCI'CHbPeC- P-P°CI'PsP+Pé
PiCEPsC,CIIPiPsPj CrCI'CHbPsPiPs PrPsCI'P»C-PrPYPuPSPSCII. PyPuCEP°PiC-Ch
PsP»P°PSP-P°PiC-PSPsPj P+CrP»Ps CRPsP-PiPsC+P°C,Ps P- PrPsP-Pé 2,5 PjPi PSP®
PrPsP+Cr, CLIPeCt P-P+C-P»CHCECIPIP°P»Pé CEP»CLIC...PsPj C,PéC,CECIPIP°PSPSCII
PrPs PjP°PeCI'PéPjP°P»CHPSPsPiPs PiPsPeP°P-PSPéPeP° 15 PjPi PSP° PrPsP+Cr.

PKPLPNeCFPsP»PuPiC,PEC+PSPEPNe P-P»PsCIIPeC-CI'PSPéPNe CI'PEPSPrCEPsPj (PKkP—PY)

PkP—PY 8F“ CtPp PiPsC,PuPSCtC-PNePSPs P»PuC,P°P»CHPSPEPNe
CI'P&PjPiC,PsPjPsPePsPjPiP»PuPeCI’, PiPsPIER ™ CIIP-P°PSPEPNe P- PiCHPEPNePsPjPsPj
P°PSC,P&PiCI'P&C...PsC,PéC+PSP&C... PiCREPuPiP°CHP°C,C-PI. P C-PrPePs
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs PIPéPiP°PrPePé PkP—PY PiC-Pr CfP°CI’
P-P°CI'C,PsCI'CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr. PisP»C-PSC-C+PSPEPjPé
PiCHPsCLIPIP°PjPé PkP—PY C” PiC-PiPpCHPiC-CHPpuPeCI'C-ClII, Pjf™ CLIP-PsPIP®
CRPéPiC-PrPSC-CI'C,CH, PIC,CHP°C,P° CI'PIC-PrPsPjPsCI'C,C- C,P° CI'P&PjPiC,PsPjPé
CI'PpCHCtPuPIPsC— PSPuCI'C,P°P+C-P»CHPSPsCI'C,C- (PSPPCRPuPiCrP»CIICEPSC-
PiCIP»CHhCI' P°P+Ps P-PjC-PSP°® P°CHC,PuCHC-P°P»CHhPSPsPiPs C,PéCI'PeCr,
C,P°C...C-PeP°CEPrC-Cl], PiC-PrPIPEC%oPuPSPy PiPsC,PsPIPéPrC-P»PuPSPSCII C,P°
CI'PuCHCtPuPIP° P°CHP&C,PjC-CLI). P”PsPrP°C,PePsPIC- PsP-PSP°PePé PjPsPYCIC,CH
PIPeP»CRC$P°C,Pé PiC-PrPIPéC%oPuPSP&PN. CHC-PIPuPSCH
PeCHPuP°C,P&PSC-PSC,PsCI'C, PsPeC-PSP°P-P&, PjC-PsPiP»PsP+C-PSCIrCHC-Ch
(CBP°P+PrPsPjC-PsP»C-P-) C,P° PiPsCI'C,CRCt PSPECHPePsPICT
PSPuPrPsCI'C,P°C,PSC-CI'C,CH. PrsP»C-PSC-C+PSP&PNe PiCHPsCIIPI PkP—PY P°P+Ps
PSP°CIIPIPSC-CI'C,CH PiC-PiPuCHC,PuCHPjC-C— P+PuP: PeP»C-PSC-C+PSPsPiPs



PiCHPsCLIPICT PkP—PY PiPsC,CHPpP+CrC” PSPuPiP°PNePSPsC— PIC-PrPjC-PSPé
PICI'C-C... P°PSC,PéPiCI'PéC...PsC,PEC+PSP&EC... P»C-PeP°CHCI'CHPePéC...
P-P°CI'PsP+C-PI, PIPeP»CRC+P°CRC+Pé PsP»P°PSP-P°PiC-PS.

P“C-PiPuCEPiP»C-PePuPjC-CII C- CtC2PeCHPsPIPEPN. PrC-P°P+PuC,

PkPpC+P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CLI PiCHPs PiC-PiPpnCEPiP»C-PePuPjC-Ch
C,P°/P°P+Ps CHPsP-PIPéC,PsPe CtCrPeCHPsPIPsPiPs PrC-P°P+PuC,Cr P°P+Ps
PiPsPiC-CHCEPuPSPSCII PiPpuCHPpP+C-PiCt PIPfPp C-CI'PSCrCRC+PsPiPs,
P°CI'PsCtC-PNePsPIP°PSPsPiPs P- PePuC,PsP°CtPéPrPsP-PsPj P°P+Ps
PrC-P°P+PuC,PéC+PSPsCh PePsPjPsCh, P° C,P°PePsPY PiCHPs P»PuC,P°P»CHPSC-
PIPEPIP°PrPePé (PrPéPI. CHPsP-PrC-P» B«PuPsP+C-CiPSC- CEPuP°PeCtC-C—B»).
P+PSPsPrC- PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs PiPsPiPuCHPuPrPSC”
PiC-PrPIP&C%oPuPSPSCII PjP°CI'Pé C,C-P»P°, C%oPs PjPsPiP»Ps P+CrC,Pé
C,P°PeC,PsCEPsPj CHP&P-PéPeCr. P PuPePsPjPuPSPrPsPIP°PSPs PiCHPsPIPsPrPEC,Pé
PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCHP&PSPi PIC-PrPiPsPIC-PrPSPs PrPs
P-P°C,PIPuCHPrPIPuPSPEC... CEPpPePsPjPuPSPrP°CtC-PNe, P-PsPeCHPuPjP°
PIPéPjC-CECRPIP°C,Pé CHC-PIPuPSCH PiP»CRPePsP-Pé PI PeCHPsPIC- PSP°
PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCII, CPuCHPuP- 12 C,PEPIPSC-PI, P° C,P°PePsPq
C%oPsCHC-C1PSPs Cr PiPsPrP°P»CHCEPsPjCr. PuP°CtC-C”PSC,Pé, CLIPeC-
P-P°CI'C,PsCI'PsPICFfCRC,CH P°PSC,PéPiCI'P&C...PsC,PECEPSC- P»C-PeP°CHCI'CHPeC-
P-P°CI'PsP+Pé, PIPeP»CRC+P°CRC+Pé P»C-PeP°CHCI CHPePEPNe P-P°CI'C-P+
P—PsP»P°C,CHPuPS PaP°CI'C,, PiPsPIP&éPSPSC- P+CrC,Pé PiC-Pr PSP°PiP»CIIPrPsPj
C%oPsPrPs PiCHPsCLIPIC-PI PsP-PSP°Pe C,P° CI'P&PjPiC,PsPjC-PI
PiC-PiPuCHPiP»C-PePpPjC-C— (PiPsP»C-PrPéPiCI'C-ClI, PiPsP»C-CrCHC-CLI,
PiPsP»C-C, P°PiC-CII C,P° CI'P»P°P+PeC-CI'C,CH). PuP°CtC-C”PSC,C-PI C-P:
CtCrPeCHPsPIPéPj PrC-P°P+PuC,PsPj C,P° PiP°CtC-C”"PSC,C-PI C-P:
C,P°PeC,PsCHP°PjPé CHP&P-PéPeCt CHPsP-PIPEC,PeCr CtCrPeCHPsPIPsPiPs
PrC-P°P+PuC,Cr PSPuPsP+C...C-PrPSPs CEPuPiCrP»CLICHPSPs
PePsPSC,CHPsP»CRPIP°C,Pé C%oPsPrPs PiPsPiC-CHCEPpPSPSCII CHC-PIPSCII
PePsPSC,CEPsP»Ch PiP»CRPePsP-Pé. PyP°PePsPY CI'P»C-Pr CHPuPiCrP»CIICHPSPs
PePsPSC,CHPsP»CRPIP°C,Pé PjP°CI'Ct C,C-P»P°, PSP°PiCHPéPeP»P°Pr PSP°
PiPsC$P°C,PeCr P»C-PeCrPIP°PSPSCII, C+PuCEPuP- 4 C,PEPJPSC-, C+PuCHPuP- 8
C,P&PYPSC-PI C,P° C+PuCEPuP: 12 C,PEPJPSC-PI, P° C,P°PePsP] PsPrPéPS CHP°P: PSP®
PePIP°CEC,P°P» Cr PiPsPrP°P»CHCEPsPjCr.

P—PjC-PSPé PePsPSCtPuPSC,CHP°CtC-C— P»C-PiC-PrC-PI

P] PiP»P°CtPuP+PsPePsPSC,CEPsP»CHPsPIP°PSPsPjCt PeP»C-PSC-C+PSPsPjCE
PrPsCI'P»C-PrPIPuPSPSC- Cf PiP°CtC-C”PSC,C-PI, CLIPeC- P»C-PeCtPIP°P»P&CI'CLI
PsP»P°PSP-P°PiC-PSPsPj, CI'PiPsCI'C,PuCEC-PiP°P»P&CI'CLI PSPuP+P°PIP°PSC-
P-PjC-PSP& Ct PePsPSCPuPSC,CEP°C+C-C— P»C-PiC-PrC-PI (PrP&PL. CHPsP-PrC-P»
B«PyPsP+C-C4PSC- CEPuP°PeCtC-C—B»). P] CEP°P-C- PIP&CLIPIP»PuPSPSCLI P-PjC-PS
Cf PePsPSCHPUPSC,CEP°CtC-C— P»C-PiC-PrC-PI PSPuPsP+C...C-PrPSPs
PiCHPsPIPsPrP&C,Pé PIC-PrPiPsPIC-PrPSPu P»C-PeCtPIP°PSPSCLI, P-PsPeCHPuPjP° Ct
PiP°C+C-C”PSC,C-PI P- PiPsCECrCEPuPSPSCIIPjPé PsP+PjC-PSCF P»C-PiC-PrC-PI C,P°
Cr PiP°C+C-C”PSC,C-PI C-P- C,P°PeC,PsCHP°PjPé CRP&P-P&PeCt CRPsP-PIP&C, PeCr
C,P°PeP&C... PiPsCECICEPUPSCH. PuP°CC-C”PSC,P°Pj, CLIPeC-



P-P°CI'C,PsCI'PsPICYCRC,CH P°PSC,PéPiCI'P&C...PsC,PECEPSC- P»C-PeP°CHCI CHPeC-
P-P°CI'PsP+Pé, PI C,PsPjCr C+P&CI'P»C- P»C-PeP°CRCI'CHPeP&PNe P-P°CI'C-P+
P—PsP»P°C,CHPuPS PaP°CI'C,, PSPuPsP+C...C-PrPSPs CHPuPiCrP»CILICEPSPs
PePsPSC,CHPsP»CRPIP°C,Pé CHC-PIPuPSCH P»C-PiC-PrC-PI PIC-PrPiPsPIC-PrPSPs
PrPs P-P°C,PIPuCHPrPIPuPSP&C... CHPuPePsPjPpPSPrP°CtC-PNe, C%oPs
CI'C,PsCI'CrCRC,CHCI'CLI P°PSC,PéPIiCI'P&C...PsC,PéC+PSPsC— C,PuCRP°PiC-C—,
PSP°PiCRHP&PeP»P°Pr PSP°® PiPsCtP°C,PeCt P»C-PeCrPIP°PSPSCII, C+PuCHPpP- 12
C,PEPYPSC-PI, P° C,P°PePsPY Cr PiPsPrP°P»CHCEPsPjCr PePsPIPSC- 5 CHPsPeC-PI.

PPSC,P&C...PsP»C-PSPuCEPIC-C#PSP°® P°PeC,PéPIPSC-CI'C,CH

PiPsPiCHPé PIPECLIPIP»PuPSPSCII P°PSC,PéC...PsP»C-PSPuCEHPiC-C+PSPsC—
P°PeC,PéPIPSPsCI'C,C- PsP»P°PSP-P°PiC-PSCT in vitro, Ct PiCHPsCtPuCI'C-
PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH PrPsPIPuPrPuPSPs PSPEP-CHPeCr
C$P°CI'C,PsC,Ct CRPsP-PIP&éC,PeCr PiPsPIEF™ CILIP-P°PSPEC... P- PSPuCh
P°PSC,PéC...PsP»C-PSPuCRHPiC-CPSPEC... CIIPIPEC%o. PhPrPSP°Pe C+PuCHPuP-
PsP+PjPuPYPuPSPSCII PeP»C-PSC-C$PSPsPiPs PrPsCI'PIC-PrCr C%oPsPrPs
P-P°CI'C,PsCI'CFPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr PiP°CtC-C”PSC,P°Pj P-C-
CI'CrPiCrC,PSC-PjPé P-P°C...PIPsCRCRPIP°PSPSCIIPjPé CI'P»C-Pr
PrPsC,CHP&PjCrPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- PiCHPé
PiCEP&P-PSP°C+PpPSPSC- PiCHPuPiP°CRHP°C,Cr PiP°CtC-C”PSC,P°Pj C-P:
PeP»C-PSC-C+PSPs P-PSP°C+CrC%o0PsCh PiC-PiPuCEC,CHPsC,C-C”’Ch
PiCHPsCI'C,P°C,Pé, PiP°CREP°P»C-C,PéC+PSPsChR PePéCE€PePsPIPsCh
PSPuPiCHPsC...C-PrPSC-CI'C,CR P°P+Ps PiPsPrC-P+PSP&PjPé
P-P°C...PIPsCKECRPIP°PSPSCIIPjPé.

PyPsPeP°P-PSPéPePé C,CéPSPeCtC-C— PiPuCtC-PSPePé

PuCHPé P-P°CI'C,PsCI'CIPIP°PSPSC- PsP»P°PSP-P°PiC-PSCt C+P°CI'C,Ps
CI'PiPsCI'C,PuCRHC-PiP°PICI'CLI C,CHP°PSP-P&C,PsCHPSP&PNe
P°CI'PéPjPiC,PsPjP°C,PéC+PSP&PNe PiC-PrPNePsPj CHC-PIPSCII PiPpuC+C-PSPePsPIP&C...
C,CRHP°PSCI'P°PjC-PSP°P- P°P»P°PSC-PSP°PjC-PSPsC,CRHP°PSCI'C, PuCHP°P-Pé
(PHP»PhHPy) C,P° P°CI'PiP°CHC,P°C,P°PjC-PSPsC,CRHP°PSCI'C,PuCRHP°P-Pé (PHCIPHPY),
PsCI'PsP+P»P&éPIPs PSP° PiPsC+P°C,PeCrt P»C-PeCrPIP°PSPSCII. PkPuPsP+C...C-PrPSPs
PrPsC,CHP&PjCrPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- C,P°
PsCHPiP°PSC-P-CrPIP°C,Pé PiPsPrP°P»CHCEPn CI'PiPsCI'C,PuCHPuPYPuPSPSCII P-P°
PiP°CtC-C”PSC,P°PjPé P- PiC-PrPIPEC%oPpPSPéPj CHC-PIPSPuPj PHP»PhPy C,P°/P°P+Ps
PHCI'PHPY, PiP°CtC-C”PSC,P°PjPé P- PsP-PSP°PeP°PjPé C,P° CI'P&PjPiC,PsPjP°PjPé
PiPsCRHCrCEPuPSPSCII C,CtPSPeCtC-C— PiPuC+C-PSPePé. PiiP°CtC-C”PSC,P°Pj C-P-
PiC-PrPIP&C%oPuPSPéPj CHC-PIPSPuPj PP»PhHP§ C,P°/P°P+Ps PCI'PhHPY,
PsP-PSP°PeP°PjPé C,P° CI'P&PjPiC,PsPjP°PjPé PiPsCHCrCEPuPSPSCII
PrC-CLIP»CHPSPsCI'C,C- PiPuC+C-PSPePé, CI'C,P°PSPsPj, PiPsPIsf™ CIIP-P°PSP&Pj P-
PiPpC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, P° C,P°PePsPf
PiP°CtC-C”PSC,P°Pj, CLIPeC- PiCHPéPNePjP°CRC,CH> PiPsC,PpPSCtC-PN:PSPs
PiPuPiP°C,PsC,PsPeCI'PéC+PSC- PiCEPuPiP°CEP°C,Pé, PsP»P°PSP-P°PiC-PS CI'P»C-Pr
PiCEP&P-PSP°C$P°C,Pé P- PsP+PuCRHPuPIPSC-CI'C,Ch. PuCHPé PIPECLIPIP»PuPSPSC-
PiPpPiP°C,PéC,Cr (PIPeP»CRC3+P°CRhC1tPé PiPpPiP°C,PsCtPuP»ChP»CLICHPSPy,
C...PsP»PuCI'C,P°C,P6CPSPu P°P+Ps P-PjC-CEP°PSPu CtCRP°PIPpPSPSCII PiPuC+C-PSPePé)



PsP»P°PSP-P°PiC-PS PSPuPsP=+C...C-PrPSPs PIC-PrPjC-PSP&C, Pé.
PKPuPNeC,CEPsPiPuPSC-CII

PhP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs P- PsP+PuCEPuPYPSC-CI'C,Ch
PiCHPEP-PSP°C+P°C,Pé PiCHPé PSP&P-CHPePsPjCt CEC-PIPSC- P»PuPNePePsCtP&C,C-PI
C,P°/P°P+Ps PSPuPN.C,CHPsC, C-P»C-PI P- P+CrPrCH-CIIPePsC— PiCHP&C+PéPSPé
PiP°CtC-C”PSC,P°Pj, CIIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH P»C-PeP°CHCI'CHhPeC-
P-P°CI'PsP+Pé, C%oPs PjPsPYCrC,CH CI'PiCHP&éC+PEPSP&C,Pé PSPuPN.C,CHPsPiPuPSC-CHh,
PiP°CtC-C”PSC,P°Pj, CIIPeC- PjP°CRC,CH PI P°PSP°PjPSPuP-C- PjPuPrPéPeP°PjPuPSC,PsP-PSPu
PiCHP&PiPSC-C+PuPSPSCILI/C,PsPeCI'PéC+PSPu CrCHP°PIPuPSPSCII PeC-CI'C,PePsPIPsPiPs
PjPsP-PeCt, PiP°CtC-C”PSC,P°Pj C-P- PiCRHP&PiPSC-C+PuPSPSCILIPj PeC-CI'C,PePsPIPsPiPs
PjPsP-PeCr, CI'PiCHP&C+PéPSPuPSPEPj CI'CrPiCrC,PSC-PjPé P-P°C...PIPsCECRPIP°PSPSCIIPjPé,
PsPiCHPsPjC-PSPuPSPSCIIPj C+Pé C...C-PjC-PsC,PuCRP°PiC-C”Ch, C,P° PiP°CtC-C”PSC,P°Pj C-P:
PiC-PiPuCHPuPsP-PéPSPsC, C-P»C-C”Ch C,P° PjC-C”P»PsPiCHPsP»C-C, PuCHP°C,PéPIPSP&P;
P-P°C...PIPsCHCRPIP°PSPSCIIPj. PkPuPN.C,CHPsPiPuPSC-CII C” C+P°CI'C,PsCh
PiPsP+C-C#PSPsCh CHPuP°PeCtC-C”Ch PiCEPé CI'PiC-P»CHPSPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC- PIP°P»CHPiCKPsP°C,Cr C,P° PsP»P°PSP-P°PiC-PSCr (PrPéPI.
CRHPsP-PrC-P» B«PyuPsP+C-CtPSC- ChPpP°PeCtC-C—B»).

P’C-PrPjC-PSP° P»C-PeC2éPIP°PSPSCII

PiCHPé CHC-P-PePsPjCr PiCHPéPiPEPSPuPSPSC- C,PuCHP°PiC-C— CHC-PrPePs (= 0,01
% PrPs 0,1 %) PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCRHPs PiPsCI'C,CHC- CI'PéPjPiC,PsPjPé,
P-PsPeCHPuPjP° PiCHPs PSP°PrPjC-CHPSPyu PiPsC,PsPIP&PrC-P»PuPSPSCLI,
P+PuP-CI'PsPSPSCI], C,CRPuPjPsCH, PIC-PrC+CrC,C,CII CI'C,CRP°C...Cf, PSCtPrPsC,Cr
P°P+Ps P+P»CRPIP°PSPSCI].

PPSC,PuCEPIP°P» QT

PJ PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... P-PSP°C+PSPu PeP»C-PSC-CHPSPp
P-PSP°C4PuPSPSCII PiCEPsP»PsPSPiP°C+C-C— C-PSC,PuCEPIP°P»Cr QT Cr
PiP°Ct+C-C”PSC,C-PI, CLIPeC-

P»C-PeCrPIP°P»P&CI'CII PsP»P°PSP-P°PiC-PSPsPj (PxCHPuPrPuCHC-PeP° QT
PePsCHPpPeCtC-CII = 500 PjC-P»C-CI'PpPeCrPSPr (PjCI'PuPe) Cr P+CrPrCH-CIIPePEPNe
C$P°CI PiC-CI'P»CI]I PiPsC+P°C,PeCr C,PuCHP°PiC-C—, Cr PiP°CtC-C”PSC,C-PI P-
P+P°P-PsPIPsCh P»C-PSC-C”Ch QTcF < 500 PjCI'PuPe PrPs PiPsC+P°C,PeCr
C,PuCEP°PiC-C—), PIP6CLIPIP»CLIP»PsCI'CLI PSPuC+P°CI'C,Ps (= 0,1 % PrPs 1 %).
PuPsCEC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps PSPy PIP&CIIPIP»PuPSPs P-PSP°C+PSPsC—
CBHC-P-PSPECTC- Cf CP°CI'C,PsC,C- P°CI'PsCtC-PNePsPIP°PSP&C... PeP°CHPrC-P°P»CHPSPEC...
PiPsP+C-C$PSP&C... CEPpP°PeCtC-PNe. PhPrPSP°Pe CI'P»C-Pr P+CrC,Pé
PsP+PuCEPUPIPSPéPjPé Cf CEP°P-C- PICHP&P-PSP°C+PuPSPSCII PsP»P°PSP-P°PiC-PSCY
PsPrPSPsCHP°CI'PSPs P P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé, CLIPeC-
P-P+C-P»CHCECIFCRC,CH C-PSC,PuCEPIP°P» QTCI', PsCI'PsP+P»P&PIPs Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt, PiP°CtC-C”PSC,C-PI C-P-
PICKPsPrPIPuPSPéPj CI'PEPSPrCEPsPjPsPj QT, P-P°CI'C,C-PN.PSPsCh CI'PpCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, CI'PuCECtPuPIPsCh PiC-PiPuCHC,CEPsC,C-C”CR,
PiC-PiPsPeP°P»C-C"PjC-C”"Ch P°P+Ps PiC-PiPsPjP°PiPSPuP-PuPjC-C"Ch.

PyCEPsPjP+PsPuPjP+PsP»C-CLI



PkPpC$P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CLI PiCEHPs C,PéPjC+P°CI'PsPIPEPN:
P-PIBR™ CLIP-PsPe PjC-PY P»C-PeCrPIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSPsPj C,P°
PIP&PiP°PrPeP°PjPé CHPsP-PIP&C,PeCt PIPuPSPsP-PSPsC—
C,CRPsPjP+PsPpPjP+PsP»C-C— (= 0,1 % BH" < 1 %). PuCHP&C+P&PSPSPs-
PSP°CI'P»C-PrPePsPIPsPiPs P-PIsF ™ CIIP-PeCr PjC-P{ P»C-PeCrPIP°PSPSCIIP;
PsP»P°PSP-P°PiC-PSPsPj C,P° CHPsP-PIP&C,PePsPj PIPuPSPsP-PSPsC—
C,CHPsPjP+PsPuPjP+PsP»C-C— PSPy PICI'C,P°PSPsPIP»PuPSPs. PhPrPSP°Pe,
P+PuCRCrCtPé PrPs CrPIP°PiPé C,Pp, C%oPs Cf PiP°CtC-C”PSC,C-PI C-P-
CEPEP-PsC,,CHPuPSC-C”ChR C+P°CI'C,Ps CHPsP-PIP&PIP°C”C,CHhCI'CII
CI'C...PéP»CHPSC-CI'C,CH PrPs C,CHPsPjP+PsPuPjP+PsP»C-C—,
PSPuPsP+C...C-PrPSPs PICKP°C...PsPICfPIP°C,Pé CrCI'C- PjPsPIP»P&PIC-

C, P°PeC,PsCHPé CHP&P-PéPeCr, PSP°PiCHPéPeP»P°Pr C-PjPjPsP+C-P»C-P-P°CtC-Ch
PiP°CtC-C”PSC,P°, C,P° PIPYP&PIP°C,Pé PICI'C-C... PSPuPsP+C...C-PrPSP&C...
PiPsPiPuCHPuPrPICrPIP°P»CHPSP&EC... P-P°C...PsPrC-PI.

P—P°PiP°P»CEbPSP° P°PeC,PéPIPSC-CI'C,CEb P\PKPY

P’CEP°C...PsPICFCRC{Pé PiPuCEPuPIP° PIPSP&PNe PIPiP»P&PI PsP»P°PSP-P°PiC-PSCY
PSP° P!PkPY, PSPuPsP+C...C-PrPSPs PiCEPsPIPsPrP&C,Pé PrPsPrP°C,PePsPIC-
P-P°CI'C,PuCEPuPYPSC- P-P°C...PsPrPé PiCEPé PiCEP&PN:PsPjC- PsP»P°PSP-P°PiC-PSCY
CRP°P-PsPj P- C-PSCEP&PjPé PiCHPRPiP°CEP°C,P°PjPé CtPuPSC,CHP°P»CHPSPsC—
PrC-C—, PIPeP»CRC$P°CRC$Pé PIPJPEPIP°PSPSCII P°P»PePsPiPsP»Ch. PuCEPé
PrPsCI'P»C-PrPIPuPSPSCIIC... in vitro P- P°PSC,P°PiPsPSC-CI'C,P°PjPé PrPsPiP°PjC-PSCY
PIP&CLIPIP»PuPSPs, C%oPs PsP»P°PSP-P°PiC-PS PjPsPPu P°PSC,P°PiPsPSC-CI'C,PéC+PSPs
PIPiP»P&PIP°C,Pé PSP°® PiC, PuPeC,Pé PICECLIPP&C... C,P° PSPRPICECLIP|P&C. ..
P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCY.

PKP°PiP°PrPé CI C4PrPsPj

PhP»P°PSP-P°PiC-PS PSPpPsP+C...C-PrPSPs PsP+PuCEPRPYPSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiP°CtC-C”PSC,P°Pj P- PRPiC-P»PpPiC,PEC{PSPEPjP& PSP°PiP°PrP°PjPé PI P°PSP°PjPSPuP-C-
P°P+Ps P- C, P°PeC,PsCHP°PjPé, C%oPs P-PSPéPICICRC,CH CI'CrPrPsPjPSPEPN:
PiPsCRC-Pi. PkPuC+P°CI'C,Ps PiPsPIC-PrPsPjP»CILIP»PsCI'CLI PiCEPs PIP&PiP°PrPeP&
PpPiC-P»PpPiC,P&C+PSPEC... PSP°PiP°PrC-PI PiCHPé P»C-PeCIPIP°PSPSC-
PsP»P°PSP-P°PiC-PSPsPj. P] P+C-P»CHhCEPsCI'C,C- CtP&C... PIP&PiP°PrPeC-PI
PiP°C1C-C”PSC,Pé PjP°P»Pé PI P°PSP°PjPSPUP-C- PuPiC-P»PpuPiC,P6CPSC- PSP°PiP°PrPé
P°P+Ps CRP&P-P&Pe C—C... PIPéPSP&PePSPRPSPSCII P+CrPI PiC-PrPIPEC%oPpPSPEPN:.

PuC-P-PSCII PrPéCI'PeC-PSPuP-C-CII

P] PiCHPsC1PuCI'C- PiPsCEC-PIPSCLIP»CHPSPEC... PeP»C-PSC-C+PSP&C...
PrPsCI'P»C-PrPYPuPSCH C,CHPEPIP°P»C-CI'C,Ch 1 CHC-Pe P°P+Ps PjPuPSCEPu PiCHPé
PiCHPEPN:PsPjC- PsP»P°PSP-P°PiC-PSCt CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII
CI'C,P°C,P&CI'C,PEC+PSPs P-PSP°C+CrC%oPs PSPEPYC+P° CP°CI'C,PsC,P°
PIPEPSPéPePSPuPSPSCII PrPéCI'PeC-PSPuP-C-C—, CI'PiCHP&éC+PéPSPuPSPsC—
P»C-PeCrPIP°PSPSCIIPj. PSPuCHPuP: P-CHPsCI'C,P°CRC+PéPN. CHPEP-PéPe
CHPsP-PIP&C,PeCr PiC-P-PSCHPsC— PrPéCI'PeC-PSPuP-C-C— PiCHPé
C,CHP&PIP°P»PsPjCr PiCHPEPNePsPjC- P°PSC,P&PiCI'P&C...PsC,PECPSPEC...
PiCHPpPiP°CHP°C,C-PI PSPuPsP+C...C-PrPSPu CrP-PiPsPrPYPuPSPu P-PSPEPIPuPSPSCII



PrPsP-Pé P°P+Ps PiPsPIPSP° PIC-PrPjC-PSP° PiCHPuPiP°CRP°C,Cr PiCHPé PiPsCIIPIC- Cr
PiP°CtC-C”PSC,P° PsP-PSP°Pe C+Pé CI'P&éPjPiC,PsPjC-PI PiC-P-PSCHPsC—
PrPéCI'PeC-PSPpP-C-C—. P— C+P°CI'PsPj CtC- CI'P&PjPiC,PsPjPé PjPsPCrC,CH
PiPsPiC-CHCECIrPIP°C,PECI'CH P°P+Ps PSP°PIC-C,CH P-8|™ CLIPIP»CIIC,PéCI'CII
PiC-CI'P»CI] PiCRP&PiP6PSPuPSPSCII P»C-PeCrPIP°PSPSCI].

PhCEC,PsCI'C,P°C,PéCPSP® PiC-PiPsC,PuPSP-C-CII

P&PuC+P°CI'C,Ps PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCRHPs PIPéPiP°PrPePé
PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— Cr PiP°CtC-C”PSC,C-PI
P»C-C,PSCIbPsPiPs PIC-PeCr PI PiCHPsCtPuCI'C- PeP»C-PSC-CPSPé&C...
PrPsCI'P»C-PrPPuPSCH. PiiC-Pr C+P°CI P-P°CI'C,PsCI'CFPIP°PSPSCI]I PsP»P°PSP-P°PiC-PSCf
CBPpPePsPjPpPSPrCrC”C,CHCI'CLI PiPpCEC-PsPrPéC+PSPu PIPEPjC-CHCRPIP°PSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PiP°CtC-C”PSC,P°Pj PIC-PePsPj PIC-Pr 65
ChPsPeC-PI.

P P°PiC,PsPIP° CI PuCFCtPuPIP° CI'PjPuCEC,CH

P] PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&C... P-PIC-C,P°C... PiPsPIC-PrPsPjP»CIIP»PsCI'CII
PiCHPs PIPEPiP°PrPePé CHP°PiC,PsPIPsC— CI'PuCHCtPuPIPsC— CI'PjPuCHC,C-
PiP°CtC-C”PSC,C-PI, CIIPeC- PiCRPéPNePjP°P»Pé PsP»P°PSP-P°PiC-PS.
P’C-PrPiPsPIC-PrPSPs PrPs CRPuC,CHPsCI PiPuPeC,PéPIPSPsPiPs
PsP+CI'PuCHPIP°CtC-PNePSPsPiPs PePsPiPsCEHC,PSPsPiPs PrPsCI'P»C-PrP{PuPSPSCII
CRHPéP-PéPe CHP°PiC,PsPIPsC— CI'PuCHCtPpPIPsC— CI'PjPuCHC,C- Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCI'PsPICfPIP°P»Pé PsP»P°PSP-P°PiC-PS,
PiC-PrPIP&C%oCrPIP°PICI'CII PjP°PNePPu PIPrPIC-C#C- PiPsCHC-PIPSCIIPSPs P-
PiP°CtC-C”PSC,P°PjPé, CIIPeC- PSPu P-P°CI'C,PsCI'PsPICIPIP°P»Pé
P°PSC,P&PiCI'PéC...PsC,PéPePé. P PéP-PéPe PICRHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
PsP»P°PSP-P°PiC-PSCt PIC-PrPiPsPIC-PrP°C” C,P°PePsPjCr PiCEHPé
P-P°CI'C,PsCI'CFPIP°PSPSC- P°C,PéPiPsPIP&C... P°PSC,PéPiCI'PEC...PsC,PECHPSPEC...
P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI, C%oPs P+CrP»Pé PIPeP»CRC+PuPSC- PrPs
PsP+BR™ C”PrPSP°PSPsPiPs P°PSP°P»C-P-Cr-.

P”C-C,Pé C- PiC-PrP»C-C,PePe

PhP»P°PSP-P°PiC-PS PSPu CHPuPePsP{PuPSPrPsPIP°PSP&PN: PrP»ClI P»C-PeCrPIP°PSPSCII
PrC-C,PuPNe C,P° PiC-PrP»C-C,PeC-PI. PJ PiCHPsCtPuCI'C- PrPsCI'P»C-PrPIPuPSPSCII
PiP°Ct+C-C”PSC,C-PI PIC-PePsPj 13-17 CHPsPeC-PI P-P°C, C-PeCI'PsPIP°PSPs CHC-P-PSC-
PiPsP+C-C#PSC- CHPuP°PeCtC-C—: P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°, P-PjC-PSCf
PjPuC,P°P+PsP»C-C+PSP&C... PiP°CEP°PjPuC,CEC-PI C,P° P-P+C-P»CHCEPRPSPSCII
CRC-PIPSCLI PiCEPsP»P°PeC,PéPSCE. P PuP-CrP»CHbC,P°C,Pé, C%oPs P+CIP»Pé

PiPsPIBR™ CLIP-P°PSC- P- CtPéPjPé PiPsP+C-C+PSPePjPé PrC-CLIPjPé, PSP
PrPsCI'P»C-PrPYCrPIP°P»P&CI'CH C- P-P°P»P&CEP°CRC,CHCI'CII PSPuPIC-PrPsPjPéPjPé
(PrPéPI. CRPsP-PrC-P»Pé B«PuP°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-B» C,P°
B«PyiPsP+C-C$#PSC- CHPuP°PeCtC-C—B»).

PhCI'PiP°CFC,P°Pj

P!PuPNe PiCRPuPiP°CHP°C, PjC-CI'C,PéC,CH PrPs 1,6 PjPi P°CI'PiP°CKHC,P°PjCr PI PePsPYPSC-PNe
C,P°P£P»PuC,CtC-.



PHCI'PiP°CEC,P°Pj C” PrP{PuCEPuP»PsPj C,PuPSC-P»P°P»P°PSC-PSCY. P!Pp PjPsPYPu P+CrC,Pé
CEPeC-PrP»P&PIPEPj PrP»CLI P»CRPrPuPNe, CLIPeC- CI'C,CEP°PIPrP°CRC,CH PSP°

C, PuPSC-P»PePuC,PsPSCFCHC-CR (PxP1P]), CEC-PrPeC-CI'PSPu PiPpPSPUC, PECEPSPH
P-P°C...PIPsCHCRPIP°PSPSCII, PiCEPé CLIPePsPjCr C,PuPSC-P»P°P»P°PSC-PS
PSP°PePsPiP&C+CIC”C,CECI'CLI, PsCI'PeC-P»CHbPePé PsCEPiP°PSC-P-Pj PSPy PjPsP{Py
PN:PsPiPs PSP°P»PpuP{PSP&Pj CPEPSPsPj PIP&PrP°P»P&C, Pé.

PKP°C,CFC-Ch

P!PuPNe PiCEPRPiP°CEP°C, PjC-CI'C,PéC,CH PjPRPSCEP 1 PjPjPsP»CH PSP°C,CEC-Ch (23 PjPi)
PSP° C,P°P+P»PuC,PeCr, C,PsP+C,Ps PiCEP°PeC,PéCPSPs PSPp PjC-CI'C,PéC,CHb
PSP°C,CHC-CE.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2éPIP°PSPSCII PiCERCZPrPrCR.

P’C-PrCI'CfC,PSC- P°PrPpuPePIP°C,PSC- C- PrPsP+CHPu PePsPSC,CRPsP»CHPsPIP°PSC-
PrPsCI'P»C-PrPYPuPSPSCII PrC-C— PsP»P°PSP-P°PiC-PSCr PSP° PIP°PiC-C,PSPéC....
PuiP°CtC-C”PSC,PePé PiC-Pr C+P°CI' P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj
PiPsPIP&PSPSC- PiPsPIC-PrPsPjP&éC,Pé CI'PIPsPiPs P»C-PeP°CHCII PiCHPs
PIP°PiC-C,PSC-CI'C,CH P°P+Ps PSP°PjC-CH P-P°PIP°PiC-C,PSC-C,Pé. PhCI'PeC-P»CH>PePé
C-CI'PSCrCRC+PéPNe PrPsCI'PIC-Pr P»C-PeCrPIP°PSPSCII PIP°PiC-C,PSP&C...
PsP»P°PSP-P°PiC-PSPsPj PsP+PjPuPYIPuPSP&éPNe, P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ Cr
PiPpCHC-PsPr PIP°PiC-C,PSPsCI'C,C- PSPuPsP+C...C-PrPSPs P-P°CI'C,PsCI'PsPICrPIP°C,Pé
C,C-P»CHPePé C,PsPrC-, PePsP»Pé PsCC-PeCrPIP°PSC- CRPpP-CfP»CHC,P°C,Pé
PIPEPiCHP°PIPrPsPICFCRC,CH PjPsPYP»P&PIPEPN. CHP&P-PéPe PrP»CII PiP»PsPrpe.

P] PSPsPIPsPSP°CEPsPrPYPuPSP&C..., PjP°C,PuCEC- CIIPeP&C... PICEPEPNPjP°P»Pé
P°PSC,PéPiCI'P&C...PsC,PéPePé (PIPeP»CRCP°CRC+Pé PsP»P°PSP-P°PiC-PS) PiCEPsC,CILIPiPsPj
I1I C,CRP&PjPuCI'C,CRCY PIP°PiC-C,PSPsCI'C,C-, C-CI'PSCrC” CHP&P-PéPe
PIPEPSP&PePSPuPSPSCII PiPsP+C-C+PSPé&C... CHPuP°PeCtC-PNe, PIPeP»CRC+P°CRC$Pé
PpPeCI'C,CHP°PiC-CRP°PjC-PrPSC- PiPsCHCIrCEPuPSPSCII C,P°/P°P+Ps CI'PéPSPrCHPsP;
PIC-PrPjC-PSPé, CI'PéPjPiC,PsPjPé CIIPeP&C... PjPsPCrC,CH PiC-CI'P»CI]
PSP°CHPsPrPYPuPSPSCII P-PjC-PSCRPIP°C,PéCI'CII P-P° CI'PéP»PsCh C,P°
C,CRP&PIP°P»C-CI'C,CR. PuPsPIC-PrPsPjP»CIIP»Pé PiCHPs P°PP&C,P°CtC-CH,
P°CHC,PuCRHC-P°P»CHPSCT PiC-PiPuCHC,PuPSP-C-Ch, P°CHC,PuCHC-P°P»CHPSCY
PiC-PiPsC,PpPSP-C-CR, C,CHPuPjPsCH, CI'PsPSP»P&PIC-CI'C,CH,
CHPuCI'PiC-CHP°C,PsCHPSPEPNe PrPéCI'C,CHPuCI-CI'PéPSPrCHPsPj P°P+Ps CHPsP-P»P°Pr
C...P°CRHC#CrPIP°PSPSCI]. PyPsPjCr PSPuPsP+C...C-PrPSPs CEPuC,PuP»CHPSPs
PePsPSC,CEPsP»CRPIP°C,Pé CI'C,P°PS PSPsPIPsPSP°CHPsPrPPuPSPéEC....

PuCHPé PrPsCI'P»C-PrPIPRPSPSC- P-PrPsCEPsPIPEC. .. PIC-PSPsPe, CLIPeC- PiPsPrCrPIP°P»Pé
PiCECtPrPrCR, PsP»P°PSP-P°PiC-PS P+CfP»Ps PIP&CLIPIP»PuPSPs Ct PiCECtPrPSPsPiCY
PjPsP»PsC{C-. PYPuCEPuPrPSCLI PrPsP-P° PrP»CLI PSPuPjPsPIP»CLIC,Pé (PjPi/PePi) P+Pup-
CHP&P-P&PeCr PrP»CLI PSCHbPsPiPs PsC+C-PSCRPIP°P»P°CI'CLI CLIPe 1,8 %
PjP°C,PuCEP&PSCI'CEhPePsC— PrPsP-Pé (PjPi/PePi). PuP°C+C-C”PSC,PeP°Pj PSPy
CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PiPsPrCrPIP°C,Pé PSPuPjPsPIP»CLIC, PiCECIPrPrCR,
CLIPeC%oPs PIPsPSPé PiCEP&PN-PjP°CRC,CH> PsP»P°PSP-P°PiC-PS.



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

P”PsCI'P»C-PrPIPuPSCH PIPiP»P&PICT PsP»P°PSP-P°PiC-PSCr PSP° CEPIPEPrPeC-CI'C,CH
CHPpP°PeCtC-C— PiCHPé PePuCHCrPIP°PSPSC- P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj P°P+Ps
CBPsP+PsC,C- P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PSPn PiCHPsPIPsPrPéP»Pé.
PhCI'PeC-P»CHPePé PsP»P°PSP-P°PiC-PS PjPsPYPu CI'PiCHPEC+PéPSPEC,Pé
CI'PsPSP»P&PIC-CI'C,CH C,P° P-P°PiP°PjPsCHPsC+PuPSPSCII, PiP°CtC-C”PSC,C-PI CI'P»C-Pr
PiPsPiPuCHPpPrPéC,Pé PiCHPs PSPuP+PuP-PiPpPeCr, PiPsPIBF™ CLIP-P°PSCT P-
PpPeCIPiP»CrP°C,P°C+C-C”Ch PjPuC...P°PSC-P-PjC-PI, Cr C,.Ct.
P°PIC,PsC,CRHP°PSCI'PiPsCHC,PSP&C... P-P°CI'PsP+C-PI.

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

P”PsCEPsCIP»C-

PEPéP-PsC,,CEPuPSC-CII. P PuPePsPjPuPSPrPsPIP°PSP° PiPsCP°C,PePsPIP° PrPsP-P°
PsP»P°PSP-P°PiC-PSCr CI'C,P°PSPsPIP&C,CH 10 PjPi 1 CHP°P- PSP°® PrPsP+Cr.

PrP°PSC-P°PeP°P»CHbPSC- PuPiC-P-PsPrPe. P PuPePsPjPuPSPrPsPIP°PSP° PiPsC$P°C,PePsPIP®
PrPsP-P° PsP»P°PSP-P°PiC-PSCr CIIPe PjPsPSPsC,PuCHP°PiC-C— CI'C,P°PSPsPIP&C,CH

B B B B 15 PjPi PSP° PrPsP+Cr P°P+Ps 10 PjPi PSP° PrPsP+Cr PiChHPé
PePsPjP+C-PSPsPIP°PSPsPjCr P»C-PeCrPIP°PSPSC-.

PuCFEPsC, C-P»P°PeC,PéPeP° PiPsPIC,PsCEPSPéC... PSP°PiP°PrC-PI Cé PiP°CtC-C”PSC,C-PI P-
P+C-PiPsP»CLICEPSPéPjPé CEPsP-P»P°PrP°PjPé. P PuPePsPjPuPSPrPsPIP°PSP°
PiPsC+P°C,PePsPIP°® PrPsP-P° CI'C,P°PSPsPIP&C,CH 10 PjPi PSP°® PrPsP+Cr. PuP°CtC-C”PSC,Pé P-
P+C-PiPsP»CLICEPSPéPjPé CHPsP-P»P°PrP°PjPé, CLIPeC- PsC,CHP&PjCIPIP°P»Pé
PsP»P°PSP-P°PiC-PS PrP»CII P»C-PeCrPIP°PSPSCII PjP°PSC-P°PeP°P»CHPSPEC...
PuPiC-P-PsPrC-PI, PiCHPsPrPsPIPYCfCRC,CH PsC,CHP&PjCIPIP°C,Pé PsP»P°PSP-P°PiC-PS Cf
C,PsPjCr P PrPsP-CrPIP°PSPSC- C- PrP»CII PiCEPsC, C-P»P°PeC,PéPePé PiPsPIC,PsCHPSPEC...
PSP°PiP°PrC-PI. P—P° CfPjPsPIPé CEPsP-PIP&C,PeCr PSPsPIPsPiPs
PjP°PSC-P°PeP°P»CHhPSPsPiPs, PrPuPiCEPuCI PEPIPSPsPiPs P°P+Ps P-PjC-CEP°PSPsPiPs
PuPiC-P-PsPrCr P»C-PeCrPIP°PSPSCII PSPuPsP=C...C-PrPSPs PiCKPsPrPsPIPYCrPIP°C,Pé (Cr
CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- PsPiC,P&éPjC-P-CrPIP°PICEP& PrPsP-Cr) CEP°P-PsPj C-P-
PiC-PrC,CHPéPjCrCRC+PsCh C,PuCHP°PiC-C”Ch PrP»CII P»C-PeCrPIP°PSPSCII
CI'PéPjPiC,PsPjC-PI PiPsCECrCEPuPSPSCII PSP°CI'C,CEPsCh, CLIPeC%oPs C” PeP»C-PSC-C$PSP®
PSPuPsP+C...C-PrPSC-CI'C,CH.

P>C-PeC#PIP°PSPSCII CEPEP-PsC, CFPuPSC-C—, PjP°PSC-P°PeP°P»CEbPSPEC. .. PuPiC-P-PsPrC-PI
C,P° PiPsPiPuCFPuPrPIPuPSPSCLI CEPLCtPEPrPEPIC-PI P+C-PiPsP»CLICEPSPsPiPs
CEPsP-P»P°PrCé. POPsPrPuPSPSCT PrPsP-Ct CI'P»C-Pr PIP6P-PSP°C+P°C,Pé PSP°
PiC-PrCI'C,P°PIC- PeP»C-PSC-C+PSPsPiPs CI'C,P°C,CrCI'Ct PI PrC-P°PiP°P-PsPSC- PIC-Pr 5 PrPs
B B B B B 20 PjPi PSP°® PrPsP+Cf. P—P+C-P»CHhCEPuPSPSCII CHPuPePsPjPuPSPrPsPIP°PSPsC—
PiPsC$P°C,PePsPIPsC— PrPsP-Pé PiCEPsPIPSPrP&C,Pé P- C-PSC,PuCEPIP°P»P°PjPé PSPy
PjPuPSCEPy 24 PiPsPrPéPS P»P&CEPy PiC-CI'P»CII PeP»C-PSC-C+PSPsPiPs
PsP+CI'C,PpuPYPuPSPSCII. PhP»P°PSP-P°PiC-PS PiPsC,CRC-P+PSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PSPuP-P°P»PuPYPSPs PIC-Pr PIPYP&PIP°PSPSCII C—P9C-, PsCI'PeC-P»CHPePé C—PqP° PSPy
PIPiP»P&PIP°C” PSP° P°P+CI'PsCEP+CtC-Ch PiCEPuPiP°CHP°C,Cr. PuCEPé PIC-PrPjC-PSC-



PiCRPuPiP°CEP°C,Crt P-P°PIPuCECEPRPSPSCII C,PuCHP°PiC-C— PiPsC,CRC-P+PSPs
PiCRPsPIPsPrP&C,Pé PiPsCI'C,CIPiPsPIPs.

PyP°P+P»PuC,PeCr, C%oPs PrPéCI'PiPuCHPiCIrC”C,CHCI'CII PI CHPsC,PsPIC-PNe
PiPsCEPsPYPSP&éPSC-, PSPuPsP+C...C-PrPSPs PiPsPjC-CI'C,P&éC,Pé Ct CEPsC,, PrPp PIPsPSP®
CEPIP&PrPePs CHPsP-PiP°PrP°C”C,CHCI'CII. PhCI'PeC-P»CHPePé C,P°P+P»PuC,PeP°, C%oPs
PrPéCI'PiPuCHPiCrC”C,CHCI'CII PI CHPsC,PsPIC-PNe PiPsCRPsPYPSPEPSC-, PeCEP&C...PeP°,
C—C— CI'P»C-Pr PiCHP&PNePjP°C,Pé PIC-PrCHP°P-Cr PiC-CI'P»CII PIC-PrPeCHPEC,C,CII
P+P»C-CI'C,PuCHP°. PHP»CHC,PuCHPSP°C,PéPIPSPs, P+PuP-PiPsCI' PuCHPuPrPSCH:Ps
PiPuCHPpPr P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,P°P+P»PuC,PeP° PjPsP{Pu P+CrC,Pé
CHPsP-CPEPSPuPSP° Crf PiPsPIPSC-PNe CI'PeP»CIIPSCtC- PIPsPrPé P°P+Ps C-PSCEPsPiPs
PSP°PiPsCh (P°PiPuP»CHCI'PéPSPsPIPEPNe CI'C-Pe, CIIP+P»CrC+PSP&PN: CI'C-Pe, PjPsP»PsPePs
P°P+Ps PeP°PIP°).

PhCI PsP+P»PéPIC- PiCFCéPiPé PiP°CtC-C”PSC,C-PI
PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC?é

PiiCHPEP-PSP°C+PuPSPSCII PjPuPSC£PsC— PiPsC1P°C,PePsPIPsC— PrPsP-Pé (5 PjPi PSP°
PrPsP+Cr) P-P°P-PIP&C+P°PNe PSPy PiPsC,CEC-P+PSPu. PkPpuPsP+C...C-PrPSC-CI'C,CH
PiCRHP&P-PSP°C+PpuPSPSCII PjPuPSCE€PsC— PiPsC+P°C,PePsPIPsC— PrPsP-Pé
PiPsC,CHC-P+PSPs CHPsP-PiP»CIIPrP°C,Pé PrP»CII PiP°CtC-C”PSC,C-PI PIC-PePsPj
PIC-Pr 65 CEPsPeC-PI PiCREPé PSP°CIIPIPSPsCI'C,C- PeP»C-PSC-C+PSPé&C...
PiPsPeP°P-P°PSCIb (PrPéPIL. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PyP°CtC-C”PSC,Pé P- PSPECEPePsPIPsCE C,P°/P°P+Ps PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR

PmPuPSCECT PiPsC$P°C,PePsPICT PrPsP-Cr (5 PjPi PSP° PrPsP+Cr) PjPsP{PSP®
PiCHPEP-PSP°C$P°C,Pé C,P°PeP&Pj PiP°CtC-C”PSC,P°Pj. P] CRP°P-C-
PSP°CILIPIPSPsCI'C,C- PiPsPjC-CHPSPsC— PiPuC+C-PSPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (CtPECHPsP:, PeP»P°CI'Pé PSPuPrPsCI'C,P°C,PSPsCI'C,C-
Ph P°P+Ps P’ P-P° CEPeP°P»PsCh P§P°PN:P»PrP° PysF™ Ch) PiPsC+P°C,PePsPIP° PrPsP-P°
PiPsPIPEPSPSP° CI'C,P°PSPsPIPEC,Pé 5 PjPi, PiC-PrPIPEC%0CrPIP°C,Pé PrPsP-Cr
PSPuPsP+C...C-PrPSPs P- PsP+PuCHEPuPYPSC-CI'C,CR.

PYC,P°C,CH

PrPSCEPpPeCtC-CLI PrPsP-Pé P-P°P»PuPYPSPs PIC-Pr CI'C,P°C,C- PiP°C{C-C”PSC,P°
PSPp PiPsC,CEC-P+PSP°.

PyP°CtC-C”PSC,Pe, CIIPeC- PiP°P»CIIC,CH

PuPsC+P°C,PePsPIP° PrPsP-P° C,P° PePsP»P&PIP°PSPSCILI PrPsP-Pé PSPy PiPsPIPéPSPSC-
P-PjC-PSCRPIP°C,P&éCI'CLI CECIC,PE6PSPSPEPj C+PEPSPsPj P-P°P»PuPYPSPs PIC-Pr
PSP°CLIPIPSPsCI'C,C-/PIC-PrCI'CrC,PSPsCI'C,C- P-PIPEC+PePé PrPs PiP°P»C-PSPSCII.
PmPpC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCr PjPsP{Pu P+CrC,Pé
C-PSPrCrPePsPIP°PSP&PN. PiP°P»C-PSPSCILIPj C,CRC,CRPSCT.

P PuPePsPjPuPSPrCrC”C,CHCI'CLI PjPsPSC-C,PsCHPéPSPi PeP»C-PSC-C+PSPsPiPs
CI'C,P°PSCY, Cf CHP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- 8B CHPsP-PiP»CLIPr



P-P+C-P»CHCEPUPSPSCII PrPsP-Pé PsP»P°PSP-P°PiC-PSCr (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI' CHPeP&PjPé P-P°CI'PsP+P°PjPé
C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»). PIPeC%oPs PSP°CIIPIPSP&PN:
P+C-P»CHCEPn PSC-PY PsPrPéPS C,P°PeC,PsCH, CIIPeP&PN: PjPsPPu
PIPiP»P&éPSCrC,Pé PSP° CI'PiPsPIC-P»CHPSPuPSPSCII PjPuC,P°P+PsP»C-P-PjCr
(PYC-PSPsC$P° CI'C,P°C,CH, PiPsC...PéP»P&PN. PIC-Pe, PIC-PrCI'CrC,PSC-CI'C,CH
P-PIPéCtPePé PrPs PiP°P»C-PSPSCILI), CI'P»C-Pr CEPsP-PiP»CLIPrP°C,Pé PjPsPP»P&PIP
P-PSPéPYPuPSPSCII PiPsC+P°C,PePsPIPsC— PrPsP-Pé. PyiC-PrPIPEC%oPuPSPSCII
PrPsP-Pé PiCRPé PiPsPeP°P-P°PSPSCIIC... PrPs CtCHPsPiPs CI'P»C-Pr
PiCEPsPIPsPrPéC,Pé PePsPSCI'PuCHPIP°C,PéPIPSPs. P] PIPEPiP°PrPeP°C..., PePsP»Pé
PiC-PrPIP&C%oPuPSPSCII PrPsP-Pé PSP® 2,5 PjPi PIPIP°PIP°C”C,CHCI'CII
PSPuPsP+C...C-PrPSPé&Pj, CI'P»C-Pr PIPéPePsCHP&CI'C,PsPICIPIP°C,Pé C-PSCEC-
P»C-PeP°CRCI'CHPeC- C,PsCEPjPé PsP»P°PSP-P°PiC-PSCY, CLIPeC-
PrPsP-PIPsP»CIICRC,CH PrPsP-CrPIP°C,Pé 2,5 PjPi.

P”C-C,Pé

PhP»P°PSP-P°PiC-PS PSPu CHPuPePsPjPuPSPrCrC”C,CHhCICII
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PrC-C,CIIPj PIC-PePsPj PrPs 18 CHPsPeC-PI, PsCI'PeC-P»CHPePé
PSPuPjP°C” PrPsCI'C,P°C,PSC-C... PrP°PSP&C... C%oPsPrPs P+PuP-PiPuPePé C,P°

PuC, PuPeC,PEPIPSPsCI'C,C- PNePsPiPs P-P°CI'C,PsCI'CPIP°PSPSCI].

PuPuCEHPuPrPsP-CePIP°PSPSCII.

P”CrPYPp PiPsCEP8CHPuPSPEPjPé CI'PEPjPiC,PsPjP°PjPé PiPuCHPuPrPsP-CrPIP°PSPSCI]
(>10 %) C” C,P°C...C-PeP°CRPrC-CIJ, P°PIP&C,P°C+C-CLI/P°PiCHPuCI PEPIPSC-CI'C,CI,
PrP&P-P°CHC,CHC-CII, CRC-P-PSC- PuPeCI'C,CEP°PiC-CHP°PjC-PrPSC-
CI'P&PjPiC,PsPjPé C,P° P-PSP&EPIPuPSP&PN. CHC-PIPuPSCH> CI'PIC-PrPsPjPsCI'C,C-,
C%oPs PIP°CHC-CRC”C,CHhCI'CII PIC-Pr CI'PpPrP°CtC-C— PrPs PePsPjPé.

PtPSC£P&PjPé P-PSP°C+PSPEPjPé CrCI'PeP»P°PrPSPuPSPSCIIPjPé
PiPuCHPpPrPsP-CrPIP°PSPSCII C” PrPpP»C-CHC-PNe, CI'CrPrPsPjPé, PePsPjP°,
PjPsPYP»P&PIC-CI'C,CH PSPuPN.CEPsP»PuPiC,PéC+PSPsPiPs P-P»PsCIIPeC-CI'PSPsPiPs
CI'PéPSPrCHPsPjCr, PiCHPéPiPSC-C+PuPSPSCII PrPéC...P°PSPSCI],
P°CI'PiC-CHP°CtC-ClI, P°CHC,PuCHC-P°P»CHPSP® PiC-PiPuCEC,PpPSP-C-CII P°P+Ps
PiC-PiPsC,PuPSP-C-ClI, CI'PuCHC1PuPIP® P°CHPEC,PjC-ClI (< 2 % PIP&PiP°PrPeC-PI
PiPuCHPuPrPsP-CrPIP°PSPSCI]) C,P° PeP°CHPrC-PsPiCrP»CHPjPsPSP°P»CHPSP&PNe
C€PsPe. P>PuC,P°P»CHPSC- PSP°CI'P»C-PrPePé PIC-PrP-PSP°C+P°P»P&CI'CLI PiChPe
PiPsCI'C,CEPsPjCt PiPpCHPuPrPsP-CrPIP°PSPSC- PSP° CEC-PIPSC- PrPs 450 PjPi,
P°P»Pp P+CrP»Pé PNe PIPEPiP°PrPePé PIPEPIPEPIP°PSPSCII PiC-CI'P»CI]
PiPsCI'C,CEPsPiPs PiPpuCHPuPrPsP-CrPIP°PSPSCII PiC-CI'P»CII PiCEP&PN-PsPjCrf B 2 Pi
PsP»P°PSP-P°PiC-PSCr PiPuCHPsCHP°P»CHPSPs.

P>C-PeCZPIP°PSPSCII



PYPiPpCtP&C, C-C+PSPsPiPs P°PSC,P&PrPsC,Ct PSPuPjP°C”. PkPu
CRPpPePsPjPpPSPrCrCRC,CHCI'CLI PiCEPRPiP°CEHP°C,Pé, C%oPs
CI'PiCHP&CtP&PSCLICRC,CH P+P»CRPIP°PSPSCII. P PuPePsPjPuPSPrPsPIP°PSPs
CI'C,P°PSPrP°CEC,PSC- PiCEPsCtPuPrCfCEPé PiCEPé PiPuCEPuPrPsP-CtPIP°PSPSC-
(PSP°PiCEP&PeP»P°Pr, PiCEPsPjPéPIP°PSPSCLI CEP»CIPSPeP?, PiCEPEPN:PsPj
P°PeC,P&PIPSPIP°PSPsPiPs PICEPiC-P»P»CLI). P”PsPIPuPrPuPSPs, C%oPs
CI'CfPiCfC,PSC-PNe PiCEP&PN-PsPj P°PeC,P&PIPsPIP°PSPsPiPs PICPiC-P»P»ClLI
P-PjPuPSCECIC” P+C-PsPrPsCI'C,CPiPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCt PiCEHPé
PiPuCEPsCEP°P»CHPSPsPjCt PiCHP&PNePsPjC- PSP° 50-60 %.

P’C-PrPiPsPIC-PrPSPs PrPs PeP»C-PSC-C+PSP&C... PiCHPsCIIPIC-PI CI'P»C-Pr
PSP°P»P°PiPsPrPéC,Pé CI'PéPjPiC,PsPjP°C,PéC+PSPu P»C-PeCrPIP°PSPSCII C,P°
PjPsPSC-C,PsCRP&PSPi PIP&C,C,C"PIPs PIP°PIP»P&PIPEC... C,CIPSPeCTC-PNe,
PIPeP»CRC$P°CRC$Pé P»C-PeCrPIP°PSPSCII P°CHC,PuCHC-P°P»CHPSPsC—
PiC-PiPsC,PuPSP-C-C— C,P° CtPéCHPeCIrP»CLIC,PsCHPSPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-, P° C,P°PePsPY PiC-PrC,CHP&PjP°PSPSCI]
PrPéC...P°PSPSCII. PkPp P-P°CI'C,PsCI'PsPICIPIP°C,Pé P°PrCHPuPSP°P»C-PS,
PrPsPiP°PjC-PS C,P° C-PSCEC- CI'PéPjPiP°C,PsPjC-PjPuC,PéPePé P- PrC-C”CHh,
C...P°CRHP°PeC,PuCHPSPsCh PrP»CII P+PuC,P°-P°PiPsPSC-CI'C,C-PI,
PsCI'PeC-P»CHPePé P+PuC,P°-CI'C,PéPjCrP»CIICTC-CLI PjPsPYPpu PiPsPiC-CHCEPEC,Pé
PiCHPsCIIPIPé PiC-PiPsC,PsPSC-C—. P”P»CII PIP&CLIPIP»PuPSPSCII PjPsPIP»P&éPIPsC—
P°CHPEC,PjC-C— PSPuPsP+C...C-PrPSP&PN: PjPsPSC-C,PsCRP&PSPi CI'PuCHCtPuPIPs-
CI'CrPrPéPSPSPsC— CI'PECI'C,PuPjPé. P PuC,PuP»CIHPSPEPN: PiPuPrPéC+PSPEPN:
PSP°PiP»CIIPr C,P° PjPsPSC-C,PsCRP&PSPi PiPsPIP&PSPuPS C,CHPEPIP°C,Pé PrPs
PiPsPIPSPsPiPs PsPrCrPYP°PSPSCII PiP°C+C-C”PSC,P°.

PuPsP+C-C#PSC- CEPuP°PeCtC-C—.

P&kP°PNeC$P°CI'C,C-C£C- PiPsP+C-C$PSC- CHPpuP°PeCtC-C— (CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII
Cr = 1 % PiP°CtC-C”PSC,C-PI), PiPsPIsF™ CLIP-P°PSC- P-C- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
PsP»P°PSP-P°PiC-PSCr PI PiCEPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrP{PuPSCH:
CI'PsPSP»P&PIC-CI'C,CH, P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°,

PuPsP-PEPSPsC, C-P»C-CII, PiC-PrPIP&C%oPpPSPSCII CEC-PIPSCII PiCHPsP»P°PeC,P&PSCY,
C...PsP»PuCI'C,PuCHPsP»Ct (C...PsP»PuCI'C,PuCHP&PSCY), PiP»CRPePsP-Pé C,P°
C,CHP&PiP»C-CtPuCHP&PrC-PI Cr PeCHPsPIC-, PiP»CRPePsP-CrCHC-CII,
PiC-PrPIPEC%oPpPSPSCII P°PiPuC,PéC,Cr, P-P°PiP°PjPsCHPsC+PuPSPSCII, P°PeP°C,PéP-C-ClJ,
PiP°CHPeC-PSCI'PsPSC-P-Pj, P»PuPNePePsPiPuPSC-CLI, PSPuPN.C,CHPsPiPuPSC-CI],
PrPéCI'PeC-PSPuP-C-CII, PsCRHC,PsCI'C,P°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CIJ,
P°PSC,PéC...PsP»C-PSPuCRPiC-C+PSC- PuC,PpPeC,Pé, C,CEP°PSP-P&C,PsCRPSPu
P°CI'PéPjPiC,PsPjP°C,PéC+PSPyu PiC-PrPIPEC%oPuPSPSCII PiPuC+C-PSPePsPIPEC...
C,CHP°PSCI'P°PjC-PSP°P-, PIPECI'PEPiP°PSPSCII, P°CI'C,PpPSC-CII, PiC-PrPIP&C%oPpuPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CH, PiC-PiPuCHC,PuCEPjC-CLI, P°CEC,CEP°P»PiC-Cl,
PiC-PrPIP8C%oPpPSPSCILI CEC-PIPSCLI P°P»PeP°P»C-PSC, PsCI'C, P°C,P°P-Pé,
PiP°PjPjP°PiP»CrC,P°PjC-P»C,CHP°PSCI'C,PuCHP°P-Pé&, CI'PuC+PsPIPsC— PeP&éCI'P»PsC,Pé,
PeCEPpP°C,PEPSC, PsCI'C, PsPeC-PSP°P-Pé C,P° PSP°P+CHCIIPePé.

P] C,P°P+P»P&CtC- 1 PiC-PrCI'CfPjPsPIP°PSPs PsCI'PSPsPIPSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C— C,P° C—C...PSCII C+P°CI'C,PsC,P°, PIPEP-PSP°C+PuPSC- Cr PiCHPsCtPuCI'C-



PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrPYPuPSCH C,P°/P°P+Ps PSP° PsCI'PSPsPIC-
PiPsCI'C,PjP°CRPePuC,PéPSPiPsPIPsPiPs PrPsCIPIC-PrCr.

P”CfPYPp C+P°CI'C,Ps (= 1/10), C+P°CI'C,Ps (= 1/100 C,P° < 1/10), PSPuC+P°CI'C,Ps (= 1/1000
C,P° < 1/100), CHC-PrPePs (= 1/10000 C,P° < 1/1000), PrCrPYPu CHC-PrPePs (< 1/10000),
C$P°CI'C,PsC,P°® PSPuPIC-PrPsPjP° (C+P°CI'C,PsC,Ct PSP PjPsPYPSP° PICI'C,P°PSPsPIP&C,Pé
PSP° PsCI'PSPsPIC- PSP°CIIPIPSP&C... PrP°PSPéEC...).

BBEBBBBBBBBEBBBEBBBBBBBBEBBBEBBEBBBEBBBBBBBEBEBBBEBBBBBBBB
BEBBBBBBBBBBBEBBEBBBEBBBBBBBBEBBBEBBEBBBEBBBBBBBBBBBB
BBBBEBBBBBBBEBBBBBBBBBBBBB BBBBBBBBBBBPyP’P+P»PeCtCII 1

P”CtPPu CP°CI'C,Ps P§P°CI'C,Ps

P— P+PsPeCr CI'PECI'C,PuPjPé PeCHPsPIPsC,PIPsCHPUPSPSCII C,P° P»C-PjC,P°C,PECPSPsC— CI'P&CI'C,PuPjPé

P+PsP-P&PSPsC,C-P»C-ClJ,

P»PuPNePePsPiPuPSC-CII",

PSPuPNeC,CHPsPiPuPSC-CII"
P— P+PsPeCrt C-PjCFPSPSPsC— CI'P&CI'C,PuPjPé

P— P+PsPeCr PsP+PjC-PSCt CHPuC#PsPIP&PS C,P° C,CHP°PIP»PuPSPSCII
P—P+C-P>CHCEPUPSPSCII  PyC-PrPIP8C%0PuPSPSCLI CRC-PIPSCII
PjP°CI'Pé C,C-P»P°! C...PsP»PuCI'C,PuCEPEPSCr>’,
PiC-PrPIP&C%oPpuPSPSCII CHC-PIPSCII
PiP»CRPePsP-Pé’,
PiC-PrPIP&C%0PuPSPSCII CHC-PIPSCII
C,CBP&PiP»C-CtPuCHP&PrC-PI*?,
PiP»CBPePsP-CfCBC-CIJ,
PiC-PrPIP&C%oPuPSPSCLI P°PiPuC,PC,CF
P— P+PsPeCt PSPUCEPIPsPIPsC— CI'P&CI'C,PuPjPé
PYPsPSP»P&PIC-CI'C,CH P—P°PiP°PjPsCRPsCPuPSPSCI],
P°PeP°C,P&P-C-CLI°,
PiP°CHPeC-PSCI'PsPSC-P-Pj°,
PrP&CI'PeC-PSPuP-C-CII°

P— P+PsPeCt CI'PuCHCPuPIPsC— CI'P&CI'C,PuPjPé

P— P+PsPeCrt CI'CFPrPEPSPSPsC— CI'PECT'C,PuPjPé
PhCBC,PsCI'C,P°C,P&C+PSP°
PiC-PiPsC,PpPSP-C-CII"

PkPuC+P°CI'C,Ps

P“C-PiPuCEC+CrC,P»PéPIC-CI'C,CH"!

P PsP-PIP&C,PsPe P°P+Ps
P-P°PiPsCI'C,CBPuPSPSCII
PrC-P°P+PuC,Cr, C-PSPsPrC-
P°CI'PsCtC-PN-PsPIP°PSPsPiPs P-
PePuC,PsP°CtPéPrPsP-PsPj P°P+Ps
PePsPjPsCh, PIPeP»CRC$P°CRC$Pé
P»PuC,P°P»CHPSC-
PSP°CI'P»C-PrPePé"

P+PiC-P»PpPiC,P&CPSC-
PSP°PiP°PrPé, C%oPs Cr
P+C-P»CHCEPSCIC,C-
PIP&PiP°PrPeC-PI P+CiP»Pé PI
P°PSP°PjPSPUP-C- P°P+Ps P-P°
PSP°CIIPIPSPsCI'C,C-

C, P°PeC,PsCHC-PI CBP&P-P&PeCr"”,
PrP&CI'C,PsPSC-CII
(PIPeP»CRC1PSPs P-
PsPeCrP»CLICEPSP&P
CI'P&PjPiC,PsPjPsPj)"!, PiC-P-PSCII
PrP&éCI'PeC-PSPuP-C-CII",
P°PjPSPuP-C-CIJ’,
PrP&P-P°CHC,CHC-CIL],
P-P°C—PeP°PSPSCIJ,
CI'P&éPSPrCHPsPj
PSPuCI'PiPsPeC-PN:PSP&C... PSC-Pi

P‘CHP°PrPéPeP°CHPrC-ClJ,
PiCHPsP»PsPSPiP°Ct+C-CII
C-PSC,PuCBPIP°P»Cr QT

PyCHPsPjP+PsPuPjP+PsP»C-CII
(PIPeP»CRCHP°CRCPé
PuPjP+PsP»C-Ch
P»PpPiPuPSPUPIPSC—
P°CHC,PuCHC-C— C,P°
C,CEPSPjP+PsP- PiP»PéP+PsPeP&C...
PIPUPS)

P C-PrPePs P§P°CI'C,PsC,P° PSPUPIC-PrPsPjP°

PyCHPsPjP+PsCtP&C,PsPiPu-PSC-CII'"

P“C-PiPsC,PuCHPjC-CII*

P&PUPNeCEPsP»PUPiIC,PEC-PSPEPNe
P-P»PsCLIPeC-CI'PSP&PNe
CI'P&éPSPrCHPsPj (PkP—PY)",
CI'P&PSPrCHPsPj PIC-PrPjC-PSP&™"

P’PpPSC,CHPEPeCrP»CLICH-PSP°
C,P°C...C-PeP°CHPrC-CLl/
C,C-P+CEHPéP»CIICtC-CI],
CHP°PiC,PsPIPEPNe
P»PuC,P°P»CHPSPEPNe
PSP°CI'P»C-PrPsPe"

P— P+PsPeCr PrPéC...P°P»CHPSPsC— CI'PECI'C,PuPjPé, PsCRHPiP°PSC-PI PiCHCIPrPSPsC— PeP»C-C,PePé C,P° PjPuPrC-P°CI'C,P8PSP°P»CHPSC- PiPsCHCFCEPUPSPSCII

P— P+PsPeCr CEP»CrPSPePsPIPs-PeP6CE€PePsPIPsPiPs C,CHP°PeC,Cr
P>PuPiPeC-, C,PéPjC+P°CI'PSPIC-
P°PSC,P&C...PsP»C-PSPUCHPIC-C4PSC-
PuC,PuPeC,Pé, PIPeP»CRCP°CRCPE
P-P°PiPsCH C,P° CI'CFC...C-CI'C,CH Cf
CBPsC,C-

P— P+PsPeCt PiPpPiP°C,PsP+C-P»C-P°CRHPSPsC— CI'P&éCI'C,PuPjPé
P{#CEP°PSP-P&C,PsCHPSC-,
P°CI'PPjPiC,PsPjP°C,P&C4PSC-
PePsP»P&PIP°PSPSCLI CBC-PIPSCLI
PiPuC#C-PSPePsPIPEC. ..
C,CBP°PSCI'P°PiC-PSP°P: (PhP»PhP§ C,P°
PHCI'PHPY), PsCI'PsP+P»P&PIPs PSP°
PiPsC$P°C,PeCt P»C-PeCIPIP°PSPSCII

P— P+PsPeCr CE€PeC-CHPé C,P° PiC-PrC€PeC-CBPSPsC— C,PeP°PSPEPSPé
P’P8CI'P&PiP°PSPSCII

PCHPsPIPsC,PuCtP® P- PSPsCIP**
P—PrCrC,C,CII PJP&PIPsC,P°’,

PiC-PiPuCHCT PpPeCBPRCIC-CII
CI'P»P&PSPé

P PuP°PeCtC-C—

CI'PIC-C,P»PsC+CrC,P»P&PIPsCI'C,C-,

P°P»PsPiPuCtC-CII

P— P+PsPeCt CI'PePpP»PuC,PSPs-PjgR™ CLIP-PsPIPSC— C,P° CI'PiPsP»CfCPSPsC— CI'PECI'C,PuPj

PHCHC,CBP°P»PiC-CI] °

P— P+PsPeCt PSPECHPsPe C,P° CI'PuC4PsPIP&PrC-P»CHPSPsC— CI'P&CI'C,PuPjPé

P&PuC,CBP&PjP°PSPSCII CI'PuCC-,
P-P°C,CHP&PjPeP° CI'PuC4C-,
CfC,CHCIPrPSPUPSPu
CI'PuC#PsPIPEPiCFCI'PeP°PSPSCII"

P’P°PiC-C,PSC-CI'C,CH, PiC-CI'P»CIICHPsPrPsPIPEPNe C,P° PiPRCEP&PSP°C,P°P»CHPSPEPNe PiPuCHC-PsPr

PyP°PSPeCRPRP°C,PéC,"

P“PpPiP°C,PéC,
(PIPeP»CRCtP°CRCtPé
PiPuPiP°C,PsCtPuP»Ch-P»CIICHPSPy,
C...PsP»PuCI'C,P°C,PéC+PSPy P°P+Ps
P-PjC-CEP°PSPy
CrC€PePsPrPIPuPSPSCII
PiPuC+C-PSPePé)"

P PuP°PeCtC-CII PSP°
P»C-PeP°CECI'CHPeP&PNe
P-P°CI'C-P% P-
PuPsP-P&PSPsC,C-P»C--

C”Ch C- P-P°PiP°P»CHPSP&PjPé
CI'P&PjPiC,PsPjP°PjPé B DRESS

P P°P+PrPsPjC-PsP»C-P-"

PYP&PSPrCHPsPj PIC-PrPjC-PSPé
Cf PSPSPIPSPSP°CHPsPr-
PYPUPSPEC...



P— P+PsPeCt CEPuPICHPsPrCiPeC,PEPIPSPsC— CI'PECI'C,PuPjPé C,P° PiPsP»PsC+PSPEC... P-P°P»PsP-

P+CHPpuPeC,PEP»CHPSP° PHPjPuPSPsCHPuCII, PyCHC-P°PiC-P-Pj”
PrPéCI'C,CfPSPeCtC-CII Cf P-P+C-P»CHCEPUPSPSCIL

C$PsP»PsPIC-PeC-PI, P-PSPEPIPUPSPSCII  PiCHCIPrPuPNe,

P»C-PxC-PrPs Cr PYC-PSPsPe C,P° PiP°P»P°PeC,PsCRHPuCII Cr

C4PsP»PsPIC-PeC-PI PYC-PSPsPe,

PiC-PSPuPePsPjP°CI'C,C-CLI/
P-P+C-P»CHCEPPPSPSCII
PiCBCfPrPuPNe Ct
C+PsP»PsPIC-PeC-PI
P—P°PiP°P»CHPSC- CEPsP-P»P°PrPé C,P° PsCI'PsP+P»P&PIPSCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCII
PHCI'C,PaPSC-CIJ,
PiC-PrPIP&C%oPpPSP°
PIC,PsPjP»CRPIP°PSC-CI'C,CHb,
PSP°P+CHCIIPeP8, PiC-CHPuPeCI'C-CII"
P”C-P°PiPSPsCI'C,PéC+PSC- PrPsCI'P»C-PrPIPuPSPSCII
PyuC-PrPIP8C%oPuPSPSCII  PuC-PrPIP&C%o0PuPSPSCII CRC-PIPSCII PuC-PrPIP&C%oPuPSPSCII
PePsPSCTPpPSC,CHP°CC-C—P°P»PeP°P»C-PS- C,PsCI'C,P°C,P°P-P&", CBC-PIPSCI] P-P°PiP°P»CHPSPsPiPs
PiCBPsP»P°PeC,PEPSCF Cf  PiC-PrPIP&C%0PpPSPSCII P+C-P»C-CHCrP£C-PSCF
PiP»P°P-PjC- PeCHPSPIC-*  PeCHPuP°C,PéPSC,PsCI'C,PsPeC-PSP°-P-P&",
PiC-PrPIP&C%oPUPSPSCLI CHC-PIPSCII
PiP°PjPjP°PiP»CIC,P°PjC-P»-
C,CBP°PSCI'C,PuCHP°P-P&",
PiC-PrPIPC%oPuPSPSCLI CHC-PIPSCII
CI'PuC+PsPIPsC— PeP&CI'P»PsC,Pé"

' P1eP»C-PSC-C+PSPs P-PSP°C+CrC%oPp P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PI C+CI'C-C... PeP°C,PuPiPsCHC-PNe PiP°CtC-C”PSC,C-PI P-P°
PtPwPy (C-PSPrPuPeCI’ PjP°CI'Pé C,C-P»P°). PuC-CI'P»CII PePsCHPsC,PePsC+P°CI'PSPsPiPs
P»C-PeCrPIP°PSPSCII (CI'PuCEPuPrPSCII C,CHP&PIP°P»C-CI'C,CH CI'C,P°PSPSPIPEP»P° 47
PrPSC-PI) P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P° PSP° = 7 %
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PrCrPYPp C+P°CI'C,Ps (22,2 % PIPéPiP°PrPeC-PI), PSP°® = 15 %
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII C+P°CI'C,Ps (4,2 % PIPéPiP°PrPeC-PI), PSP° = 25 %
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PSPuC+P°CI'C,Ps (0,8 % PIPEPiP°PrPeC-PI). PJ
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé C,CHPEPIP°P»Cr C,PuCHP°PiC-Ch
(PiCHPEPSP°PNPjPSC- PiCEPsC,CIIPiPsPj 48 C,PEPIPSC-PI), P-P+C-P»CHCEPUPSPSCII PjP°CI'Pé
C,C-P»P° PSP° = 7 %, = 15 %, = 25 % CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII PrCfPYPu CP°CI'C,Ps
(Cr 64,4 %, 31,7 %, 12,3 % PIP&PiP°PrPeC-PI PIC-PrPiPsPIC-PrPSPs).

? PYPRCHPRPrPSC- PiC-PrPIP&C%0PpuPSPSCII CHC-PIPSCII P»C-PiC-PrC-PI PSP°C,C%oPp
(P-P°PiP°P»CIHhPSP&PNe C...PsP»PuCI'C,PuCREPsP», P>PuPkP© C- C,CHP&PiP»C-CtPuCHPEPIPé)
P+CrP»Pé P+C-P»CHCE P-PSP°C$PSC- Cr PiP°CtC-C”PSC,C-PI, Ct CLIPePéC... PrPs
PiPsC$P°C,PeCrt P»C-PeCrPIP°PSPSCII PSPy CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
P»C-PiC-PrPSPsC— PrPéCI'CHPuPiCrP»CIICtC-C—.

3 PYPiPsCI'C,PpuCHC-PiP°P»PsCI'CII Cr PiP°CtC-C”PSC,C-PI P- PSPsCEPjP°P»CIHPSP&Pj
PiPsC+P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%oPp (< 5,17 PjPjPsP»CHb/P»), CLIPeP&éPNe
PiC-PrPIPEC%oCrPIP°PICI'CII PrPs PIP&CI'PsPePsPiPs (= 6,2 PjPjPsP»CH/P»). P”CIrPYPu
C$P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs CRHC-P-PePu PiC-PrPIP&C%oPuPSPSCII
CHC-PIPSCII P-P°PiP°P»CHPSPsPiPs C...PsP»PuCI'C,PuCHPsP»Cr PSP°C,C%oPp P-
PiPsC+P°C,PePsPIPsPiPs CHC-PIPSCII (= 5,17 - < 6,2 PjPjPsP»CH/P») PrPs PIP&CI PsPePsPiPs
CBC-PIPSCIIBBBBBBBBBBBBBBB (= 6,2 PjPjPsP»CH/P»).

* PYPiPsCI'C,PpuCEC-PiP°P»PsCI'CII Cf PiP°CC-C”PSC,C-PI P- PSPSCEPjP°P»CHhPSP&P;
PiPsC+P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%oPy (< 5,56 PjPjPsP»CHb/P»), CLIPEPEPNe
PiC-PrPIP&C%0CI-PIP°PICI'CLI PrPs PIP&CI'PsPePsPiPs (= 7 PjPjPsP»CHb/P»). P"CfPPu C+P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs CEC-P-PePp PiC-PrPIP&C%oPuPSPSCLI CEC-PIPSCII
PiP»CRPePsP-Pé PSP°C,C%oPp P- PiPsC4P°C,PePsPIPsPiPs CEC-PIPSCII (= 5,56 - < 7
PjPjPsP»CHb/P») PrPs PIP&CI'PsPePsPiPs CEC-PIPSCLI (= 7 PjPjPsP»CHb/P»).

5 PYPiPsCI'C,PuCHC-PiP°P»PsCI'CLI Cf PiP°CtC-C”PSC,C-PI P- PSPsCEPjP°P»CHhPSP&P;
PiPsC$P°C,PePsPIP&Pj CRC-PIPSPuPj PSP°C,C%oPp (< 1,69 PjPjPsP»CHb/P»), CLIPeP&PNe
PiC-PrPIP&C%oCrPIP°PICI'CII PrPs PIP&CI'PsPePsPiPs (= 2,26 PjPjPsP»CH/P»). P’CIPYPp



C$P°CI'C,Ps PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs CEC-P-PePp PiC-PrPIPEC%oPuPSPSCII
CHC-PIPSCLI C,CHP&PiP»C-CtPuCEP&PrC-PI PSP°C,C%0Pp P+ PiPsC+P°C,PePsPIPsPiPs
CHC-PIPSCLI (= 1,69 - < 2,26 PjPjPsP»CHh/P») PrPs PIP&CI PsPePsPiPs CFC-PIPSCII (= 2,26
PjPjPsP»CHb/P»).

® PiC-Pr C$P°CI PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH C+P°CI'C,PsC,P°
PIP6PSP&éPePSPuPSPSCII PiP°CHPeC-PSCI'PsPSC-P-PjCr C- PrPéCI'C,PsPSC-C— Cr
PiP°Ct+C-C”PSC,C-PI, CIIPeC- PsC,CHP&éPjCIPIP°P»Pé P»C-PeCrPIP°PSPSCI]
PsP»P°PSP-P°PiC-PSPsPj, P+CrP»P° PIP&C%oP°, P°P»Pp PeP»C-PSC-C+PSPs PSPuP-PSP°C$PSPs,
PiPsCHC-PIPSCIIPSPs P- PiICHCIPiPsCh, C%oPs PsC,CEP&PjCFPIP°P»P° PiP»P°CtPpP+Ps.
P§P°CI'C,PsC,P° PIPEPSPéPePSPuPSPSCII PiP°CHPeC-PSCI'PsPSC-P-PjCr, P°PeP°C,PéP-C-C— C-
PrPéCI'C,PsPSC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCrPIP°P»Pé
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj, P+CrP»P° PSP&PYC+P°, PSC-PY PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- C,PéC,CHPsPIP°PSP&C... PrPsP- PiP°P»PsPiPuCHPEPrPsP»Cr.
P§PuCHPuP- PIC-PrCI'CrC,PSC-CI'C,CH C-PSC, PsCHPjP°CtC-C— PiCHPs PSP°CIIPIPSC-CI'C,CH
PI P°PSP°PjPSPuP-C- PiPsCI'C,CHP&C... P°P+Ps PiC-P-PSC-C...
PuPeCI'C,CHP°PiC-CHP°PjC-PrP°P»CHPSPEC... CECIC...PsPIPEC... PiPsCRCrCEPuUPSCH PSPp
PjPsPYPSP° PICI'C,P°PSPsPIP&C,Pé&, C%oPs PsP»P°PSP-P°PiC-PS PjPuPSCEPu
CI'PiCHPECHP&PSCIIC” PiC-P-PSChR PrPéCI'PeC-PSPuP-C-Ch C,P°/P°P+Ps C-PSCEC- PiC-P-PSC-
PpPeCI'C,CHP°PiC-CEP°PjC-PrP°P»CHPSC- CI'PéPSPrCHPsPjPé.

’ P] PIP&PiP°PrPeCt CHC-P-PePsPiPs PiCHPéPiP6PSPuPSPSCII C,PuCEP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs PiPsCI'C,CHC- CI'P&éPjPiC,PsPjPé:
PiC-PrPIP&C%oPpuPSPp PiPsC,PsPIPéPrC-P»PpPSPSCII, P+PuP-CI'PsPSPSCII, C,CHPuPjPsCE,
PIC-PrCCrC,C,CII CI'C,CEP°C...Cf, PSCIPrPsC,Ct C- P+P»CRPIP°PSPSCII.

® P PiCEPsCHPRCI'C- PeP»C-PSC-C4PSP&C... PrPsCI'P»C-PrPYPuPSCH (PrPs 12 C,PéPPSC-PI)
PIP&P-PSP°C$PpPSPs, C%oPs PePsPSCtPuPSC,CEP°CC-CII PiCEPsP»P°PeC,P&PSCY Cr
PiP»P°P-PjC- PeCEPsPIC- PiPpCHPRPIPEC%0CIPIP°P»P® PIPLCEC...PSC-PNe P»C-PjC-C,
PSPsCEPjPé Cr 30 % PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCI PsPICIPIP°P»Pé
PsP»P°PSP-P°PiC-PS, C,P° PI CIIPeP&C... PePsPSCTPPSC,CEP°CtC-CLI PiCEPsP»P°PeC,PEPSCY
PSP° PiPsC+P°C,PeCr PrPsCI'P»C-PrPIPuPSPSCII PIC-PrPiPsPIC-PrP°P»P° PSPSCEPiC-. PJ
P+C-P»CEbCEPSCI'C,C- PiP°CtC-C”PSC,C-PI C,P°PePp PiC-PrPIPEC%oPuPSPSCLI P+CrP»Ps
PiPsPjC-CEPSP&Pj C- P-P°P»P&CEP°P»PsCI'CLI PI PjPuPYP°C... P-PSP°C+PuPSCHb, Ct PrPIP°
CEP°P-Pé PSP&PYCPEC... PIC-Pr PIPUCEC...PSCHPsPiPs CEC-PIPSCLI PSPsCEHPjPé.

? PuPsP+C-C+PSC- CEPuP°PeCtC-C— PIP&P-PSP°C4PpPSPs PI CRPuP-CIP»CHC,P°C,C-
PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPUPSCH PI C-PSC,PuPiCEPsPIP°PSC-PNe P+P°P-C-
PrP°PSP&C... PsP»P°PSP-P°PiC-PSCY.

' PhCTC-PSPeP® PIP&PjC-CRCIIPSPEC... P-PSP°C+PuPSCH> PIPEP-PSP°C+PuPSP® PI
CHPuP-CrP»CHC,P°C,C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPPuPSCH PI
C-PSC,PuPiCHPsPIP°PSC-PNe P+P°P-C- PrP°PSPEC... PsP»P°PSP-P°PiC-PSCT.

"' PuPsP+C-C#PSC- CHPuP°PeCtC-C— PIP&P-PSP°C+PuPSPs P-C- CI'PiPsPSC,P°PSPSPéEC...
PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&C... P-PIC-C,C-PI P- PiPuCHC-PsPrPéC+PSC-CI'C,Ch, C%oPs
PICI'C,P°PSPsPIP»PuPSP°® PSP° PsCI'PSPsPIC- C-PSC,PuPiCHPsPIP°PSPsC— P+P°P-Pé
PrP°PSPEC... PsP»P°PSP-P°PiC-PSCr.

"2 PPsP+C-C+PSC- CEPuP°PeCtC-C— PIP&P-PSP°C+PuPSPs P-C- CI'PiPsPSC,P°PSPSPEC...
PiPsCI'C,PjP°CHPePuC,PEPSPiPsPIPEC... P-PIC-C,C-PI P- PiPuCRC-PsPrPéC+PSC-CI'C,Ch, C%oPs
PsCtC-PSPuPSP° P- PIPéPePsCHPECI'C,P°PSPSCLIPj PrPsPIC-CHC$PsPiPs C-PSC,PuCEPIP°P»Cr PI



PIPuCRC...PSCHPsPjCr P»C-PjC-C,C- PSPsCEHPjPé (95 %) PSP° PsCI'PSPsPIC-
C-PSC,PuPiCHPsPIP°PSPsC— P+P°P-Pé PrP°PSPéC... PsP»P°PSP-P°PiC-PSCT.

P’PiP»PéPI PiCRPé PrPsPIPiPsC,CRPéPIP°P»PsPjCé P-P°CI C,PsCI'CSPIP°PSPSC- (PSPu
PjPuPSC£Pyu 48 C.PéPIPSC-PI)

P'C-PrCI'PsC,PsPe PiP°C+C-C”PSC,C-PI, Cf CLIPeP&C... PIC-PrP-PSP°C+P°P»P&CI'CLI
PiPsP+C-CPSC- CRPuP°PeCC-C— Cf PIP8PiP»CLIPrC- PeP»C-PSC-C+PSPs CI'C+C,C,C”PIPsPiPs
PiC-PrPIP&C%0PuPSPSCII PjP°CI'Pé C,C-P»P°, P-PjC-PSPé CRC-PIPSCLI PiP»CRPePsP-Pé,
P-P°PiP°P»CEbPSPsPiPs C...PsP»PuCI'C,PuCEP&PSCE/P>PPkP©/P>PuP’P© P°P+Ps
C,CEP&PiP»C-CtPuCEPEPrC-PI, PiPsCI'C,C-PN-PSPs P-P+C-P»CHCECIPIP°PICI'CLL. PJ
PrPsCEPsCI'P»P&C... PiP°C1C-C”PSC,C-PI, CLIPeC- P-P°PeC-PSCP&P»Pé 9-12-
PjC-CI'CLIC+PSP&PN. PeCFCRCI' C,PuCEP°PiC-C—, C,PuPjPi PiC-PrPIP&C%0PuPSPSCII
CHC-PIPSCLI PiP»CRPePsP-Pé PI PeCEPsPIC- PSP°C,C%oPy Cf-PiPsPIC-P»CHPSPEPICI'CLI
PiCHP&P+P»P&P-PSPs PiC-CI'P»CLI 6 PjC-CI'CLIC+C-PI P»C-PeCfPIP°PSPSCLI.

PyPsP+C-C#PSC- CHEPuP°PeCtC-C— PI PsPeCHPuPjPéC... PiPsPiCéP»CIICtC-CIIC...

P] PiCBPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPPuPSCH Cr PiP°CtC-C”PSC,C-PI
P»C-C,PSCHPsPiPs PIC-PeCr P- PrPuPjPuPSCtC-C”Ch C,PuCHP°PiC-CII PsP»P°PSP-P°PiC-PSPsPj
P+CrP»P° PiPsPIBF™ CIIP-P°PSP® P- PiC-PrPIP&C%oPuPSPéPj CHC-PIPSPuP;
P»PuC,P°P»CHPSPEC... PIPEPiP°PrPeC-PI C,P° CtPuCHPuP+CHPsPIP°CI'PeCrP»CIICEPSP&PjPé
PiPsP+C-C+PSPéPjPé CHPuP°PeCtC-CLIPjPé PiPsCEC-PIPSCLIPSPs P- C,P°PePéPj Cr PiCHCrPiC-
PiP»P°CtPuP+Ps. P”CrPPn PiPsCEPECHPuPSP&PjPé PiPsP+C-C+PSPéPjPé CHPuP°PeCtC-CLIPjPé,
PiPsPIBF ™ CLIP-P°PSP&PjPé P-C- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSCY, Cr
PrP°PSPsC— PiCRHCrPiPé PiP°CtC-C”PSC,C-PI P+CrP»Pé PiPsCHCrCEPuPSPSCII C...PsPrPé C,P°
PiP°PrC-PSPSCII. P§P°CI'C,Ps CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CLI PiPSPuPIPjPsPSC-CIJ,
PiC-PrPIP&C%oPuPSPSCII C,PuPjPiPuCHP°C,CFCHPé C,C-P»P°, P»PuC,P°CHPiC-CI],
PuCHPEC,PuPjP°, P-PsCREPsPIC- PiP°P»CRCtPEPSP°CtC-C— C,P° PSPuC,CHPEPjP°PSPSCII
CI'PuC#C-.

PJ PiCRHPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH CI'PuCHPuPr
PiP°C+C-C”PSC,C-PI C-P- PjPuPrPéPeP°PjPuPSC,PsP-PSPs C-PSPrCrPePsPIP°PSP&Pj
(P°PiPsPSC-CI'C, PrPsPiP°PjC-PSCr) PiCI'PéC...PsP-PsPj, PiPsPIBf™ CIIP-P°PSP&Pj C-P-
C...PIPsCHPsP+PsCh PiiP°CHPeC-PSCI'PsPSP°, PiPsPiC-CHCEPuPSPSCII
PiP°CHPeC-PSCI'PsPSC-PICI'CHhPePsC— CI'PéPjPiC,PsPjP°C,PéPePé C,P°
PiP°P»CRC1PéPSP°C1tC-C— PIC-PrP-PSP°C$P°P»PsCI'CLI PrCrPPu C+P°CI'C,Ps, C+P°CI'C,C-C£EPy,
PSC-P{| Ct PiCHCrPiC- PiP»P°CtPuP+Ps.

P] PiCEPsCtPuCI'C- PsPrPSPsPiPs PeP»C-PSC-C+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII Cr 4,1 %
PiP°Ct+C-C”PSC,C-PI C-P- P+C-PiPsP»CLICHPSPsCh PjP°PSC-C”Ch PI CEPuP-CrP»CHC,P°C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCt Cf PePsPjP+C-PSP°CtC-C— P-
PIP°P»CIPiCRHPsP°C,PsPj CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PSPuPNeC,CHPsPiPuPSC-CIJ;
PjPsPYP»P&PIPsCR PiCHP&C+PEPSPsCH PjPsPPp P+CrC,Pé PiC-PrPIPEC%oPuPSPSCII
CBC-PIPSCII PIP°P»CHPICHPsP°C,Cr Cr PiP»P°P-PjC- PeCEPsPIC-. P] CBPuP-CrP»CHC,P°C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr P P»C-C,C-C”Pj P°P+Ps
PIP°P»CHPiCHPsP°C,PsPj Cr = 10 % CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII C,CEPuPjPsCH,
CI'CfC...C-CI'C,CH Cr CHPsC,C-, PiC-PrPIPéC%oPuPSPSCII P°PiPuC,PéC,Cr,
P-P+C-P»CHCEPUPSPSCII PjP°CI'Pé C,C-P»P°. P§P°PePsPY PiPsPIC-PrPsPjP»CLIP»PsCI'CLI
PiCHPs PiPsCHCrCEPuPSPSCII PjPsPIP»PuPSPSCII. PuC-Pr C+P°CI' C,PuCHP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj Cr PePsPjP+C-PSP°CtC-C— P- P»C-C,C-C”Pj P°P+Ps
PIP°P»CHPiCHPsP°C,PsPj CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé



C,C-P»P° = 7 % PtPwPy Cr 17,4 % PiP°CtC-C”PSC,C-PI PiC-Pr C4P°CI
C-PSC,PuPSCI'PEPIPSPsC— C,PpuCHP°PiC-C— (PrPs 6 C,PéPTPSC-PI). P”PsPIPiPsC,CHP&PIP°P»Pp
P»C-PeCIPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj (PrPs 12 C,PEPYPSC-PI) PrP»CII
PiPsPiPpCHPuPrPYPuPSPSCLI CEPuCtPEPrPEPIC-PI Cf PiP°C+C-C”PSC,C-PI C-P-
P+C-PiPsP»CLICHPSP&PjPé CEPsP-P»P°PrP°PjPé P+CrP»Ps PiPsPIsf™ CLIP-P°PSPs P-
PiC-PrPIP&C%oPpPSPSCLIPj PjP°CI'Pé C,C-P»P°

> 7 % PtPmPy Cr 39,9 % PiP°CtC-C"PSC,C-PI.

P’C-C.pe

PhP»P°PSP-P°PiC-PS PSPu PiPsPeP°P-P°PSP&PNe PrP»CII P»C-PeCrPIP°PSPSCII PrC-C,PuPNe
C,P° PiC-PrP»C-C,PeC-PI PIC-PePsPj PrPs 18 CEPsPeC-PI. PmP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPYPuPSCH, CIIPeC- PiPsCHC-PIPSCRPIP°P»Pé P+ P-P°CI'C,PsCI'CrPIP°PSPSCII
PsP»P°PSP-P°PiC-PSCt Ct PiC-PrP»C-C,PeC-PI C,P° PrPsCEPsCI'P»Pé&C..., PSPu
PiCREPsPIPsPrPéP»P&. PhPrPSP°Pe PrP°PSC- P- PrPsCI'P»C-PrPYPuPSCH P-P° CfC+P°CI'C,C-
PrC-C,PuPNe PiPsCHC-PIPSCRPIP°P»P&CI'CII P- CRPuP-CrP»CHC,P°C,P°PjPé
PrPsCI'P»C-PrPPuPSCH P-P° CrC#+P°CI'C,C- PrPsCHPsCI'P»PéC....

PkP&PYC+Pp PiPsPrP°PSPs PiPsP+C-C+PSC- CHPuP°PeCtC-C—, C%oPs
P-CfCI'C,CHC-C$P°P»P&CI'CH C$P°CI'C,C-C£€Py Cr PiC-PrP»C-C,PeC-PI (PIC-PePsPj PIC-Pr 13-17
CHPsPeC-PI), PSC-PY Ct PrPsCHPsCI'P»P&C..., P°P+Ps PiPsP+C-C+PSC- CHPuP°PeCtC-C—,
C%oPs P+CrP»Pé PIPECIIPIP»PuPSC- C,C-P»CHPePé PiC-Pr C+P°CI’
PePsCHPsC,PePsC,CHPEPIP°P»P&C... PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH Cr
PiC-PrP»C-C,PeC-PI. PP»C-PSC-C+PSPs P-PSP°C+CrC%oPu P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé
C,C-P»P° (= 7 %) C+P°CI'C,C-C€Ppu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH Cr PiC-PrP»C-C,PeC-PI,
PiPsCHC-PIPSCIIPSPs P- PrPsCHPsCI'P»Pé&PjPé. PuC-Pr C+P°CI" PrPsPIPiPsC,CHP&PIP°P»PsPiPs
P»C-PeCrPIP°PSPSCII (PSPp PjPuPSCEPH 24 C,P&PYPSC-PI) PeP»C-PSC-C+PSPs
P-PSP°C+CfC%oPp P-P+C-P»CHCEPPPSPSCII PjP°CI'Pé C,C-P»P° P+CrP»Ps PIPEC%oPéPj, PSC-PY
PiC-Pr C+P°CI PePsCEPsC,PePsC,CHPEPIP°P»PsPiPs P»C-PeCrPIP°PSPSCI].

P§P°CI'C,PsC,Ct PiPsP+C-C4PSP&C... CRPuP°PeCtC-PNe, P-P°P-PSP°C+PpPSP&C... PSPEPYCP
P-P° P-PjPuPSCEPPSPSCILIPj C+P°CI'C,PsC,Pé PiCEPsCLIPIC-PI, PIP&P-PSP°CP°CRC,CH
C,P°PeP&Pj C+PEPSPsPj: PrCrPYPu CP°CI'C,Ps (= 1/10), C+P°CI'C,Ps (= 1/100 PrPs < 1/10).

P— P+PsPeCrt PsP+PjC-PSCr CEPuC+PsPIP&PS C,P° C,CEP°PIP»PuPSPSCII
P”CfPYPu C$P°CI'C,Ps: P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°",
PiC-PrPIPEC%0PuPSPSCII CRC-PIPSCII C,CHP&PiP»C-CtPuCHP&PrC-PI™,
PiC-PrPIP&C%0oPpPSPSCII P°PiPuC,Pé&C,Cr.

P§P°CI'C,Ps: PiC-PrPIP&C%oPuPSPSCII CRC-PIPSCII C...PsP»PuCI'C,PuCHP&PSCr".
P— P+PsPeCr PSPUCEPIPsPIPsC— CI'PéCI'C,PpPjPé ,

P”CfPPu C+P°CI'C,Ps: CI'PuPrp°CtC-CII (Cr C,PsPjCf C{PéCIP»C-
PiC-PiPuCHCI PsPjPSC-CI], PjP»CILIPIC-CI'C,CH, CI'PsPSP»P&éPIC-CI'C,CHb).

P— P+PsPeCt CEP»CrPSPePsPIPs-PePéCEPePsPIPsPiPs C,CHP°PeC,Cr

P§P°CI'C,Ps: CI'CrC...C-CI'C,CH» Cr CRPsC,C-.

P— P+PsPeCr PiPuPiP°C,PsP+C-P»C-P°CEPSPsC— CI'P&CI'C,PuPjPé

P"CfP{Pu C$P°CI'C,Ps: PiC-PrPIPEC%oPpPSPSCII CHC-PIPSCII PIPuC#C-PSPePsPIPEC...
C,CHP°PSCI'P°PjC-PSP°P- (PLP»PHPy C,P° PLCIPHPY;




P”C-P°PiPSPsCI'C,PéC+PSC- PrPsCI'P»C-PrPIPuPSPSCII

P”CrPYPu CP°CI'C,Ps: P-PSPEPIPuPSPSCII CRHC-PIPSCII P-P°PiP°P»CHPSPsPiPs
P+C-P»C-CHCIP+C-PSCt, PiC-PrPIP&C%oPuPSPSCII CHC-PIPSCII
PiP°PjPjP°PiP»CrC,P°PjC-P»-C,CHP°PSCI'C, PuCEP°P-P¢, PiC-PrPIPEC%0oPpPSPSCII
CHC-PIPSCII PiCKPsP»P°PeC,PEPSCY Cr PiP»P°P-PjC- PeCRHPsPIC-"°.

PP1iC-CI'P»CII PePsCHPsC,PePsC+P°CI'PSPsPiPs P»C-PeCrPIP°PSPSCII (CI'PuCHPuPrPSCII
C,CHP&PIP°P»C-CI'C,CH CI'C,P°PSPsPIPEP»P° 22 PrPSC-) P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé
C,C-P»P° PSP°® = 7% CI'PiPsCI'C,PuCEHC-PiP°P»PsCI'CII PrCrP{Pu CP°CI'C,Ps (40,6 %
PIPéPiP°PrPeC-PI), PSP° = 15 % CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII C+P°CI'C,Ps (7,1 %
PIPéPiP°PrPeC-PI) C,P° PSP° B B B B B = 25 % Cr 2,5 % PIPéPiP°PrPeC-PI. PiuC-Pr CfP°CI
PrPsPIPiPsC,CHPEPIP°P»PsPiPs P»C-PeCIrPIP°PSPSCII (PSPu PjPuPSCEPH 24 C,PEPYPSC-PI) Cr
89,4 % PiP°CtC-C”PSC,C-PI CI'PiPsCI'C,PpCRHC-PiP°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII
PjP°CI'Pé C,C-P»P° PSP° = 7 %, Cr 55,3 % BB PSP° = 15 % C,P° Cr 29,1 % BB PSP° = 25 %.

4 PYPiPsCI'C,PpCHC-PiP°P»PsCI'CLI Ct PiP°CtC-C”PSC,C-PI P- PSPsCEPjP°P»CHPSPEP]
PiPsC$P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%0Pu (< 1,016 PjPjPsP»CHb/P»), CLIP€PEPN:
PiC-PrPIP8C%oCrPIP°PICI'CLI PrPs PIP&CI'PsPePsPiPs (= 1,467 PjPjPsP»CHb/P»), C,P° CHC-P-PePp
PiC-PrPIPéC%oPUPSPSCILI CEC-PIPSCII C,CHP&PiP»C-CtPuCEPEPrC-PI PSP°C,C%0Pp P-
PiPsC#P°C,PePsPIPsPiPs CFC-PIPSCII (= 1,016 PrPs < 1,467 PjPjPsP»CHb/P») PrPs
PIP&CI'PsPePsPiPs CRC-PIPSCII (= 1,467 PjPjPsP»CHb/P»).

5 pYPiPsCI'C,PpuCHC-PiP°P»PsCI'CII Cf PiP°C+C-C”PSC,C-PI P- PSPsCEPjP°P»CIHPSPEPj
PiPsC+P°C,PePsPIP&Pj CEC-PIPSPuPj C...PsP»PuCI'C,PuCEPsP»CF PSP°C,C%oPp P-
PiPsC+P°C,PePsPIPsPiPs CEC-PIPSCLI (< 4,39 PjPjPsP»CHb/P») PrPs PIP&CI'PsPePsPiPs
CEC-PIPSCII (= 5,17 PjPjPsP»CHb/P»). P”CFPPu C+P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII
PiCEPs CRC-P-PePp PiC-PrPIPéC% PuPSPSCII CEC-PIPSCII P-P°PiP°P»CHPSPsPiPs
C...PsP»PuCI'C,PuCEPsP»Ct PSP°C,C%oPp P- PiPsCP°C,PePsPIPsPiPs CEC-PIPSCII (= 4,39 PrPs <
5,17 PjPjPsP»CHb/P») PrPs PIP&CI PsPePsPiPs CHC-PIPSCII (= 5,17 PjPjPsP»CHb/P»).

'* P] 47,4 % PiC-PrP»C-C,PeC-PI CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiC-PrPIP&C%oPuPSPSCII
CHC-PIPSCI] PiCHPsP»P°PeC,PéPSCr Cr PiP»P°P-PjC- PeCEPsPIC-.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 2 ChPsPePé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII. P—P+PuCHC-PiP°C,Pé PI
PsCHPéPiC-PSP°P»CHPSC-PNe CrPiP°PePsPICtC-, PiCHPé C,PuPjPiPuCEP°C,CrCHC- PSPp
PIP6C%oPp 25 2PV,

P—P+PuCHC-PiP°C,Pé Ct PSPuPrPsCI'C,CIPiPSPsPjCt PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°. PyPs 7 C,P°P+P»PuC,PsPe Ci P+P»C-CI'C,PuCEC-. PyPs 4
P+P»C-CI'C,PuCEHPé Ci PeP°CEC,PsPSPSC-PNe PePsCEPsP+C1C-.

BB B B B B B B PisP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCt. P—P° CEPuCtPuPiC,PsPj.

BBBBBBBB



BB BB BB BB P'PéCHPsP+PSPéPe.
BBBBBBBB PhPj B«PhPrP°PjPuPr PxP°CHPjP°B», PuPsP»CHC%oP°.
BBB BBEBBBBBBBBBBBBBBBB

PmC-CI'CtPpP-PSP°C...PsPrPTPpPSPSCII PIP6CEPsP+PSP&éPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCEPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.

BB BBBBB BPICP». PEP°CRCE. P”PY. PuC-P»CI'CrPrCI'CHPePsPiPs 5, 95-200,
PuP°P+'CIIPSC-CtPy, PuPsP»CHC%oP°.



