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

PrC-CRC#P° CEPuC#PsPIPEPSP°: 1 C,P°P+P»PuC,PeP° PjC-CI'C,P6C,CHb 5 PjPi P°P+Ps 10 PjPi
PsP»P°PSP-P°PiC-PSCK;

PrPsPiPsPjC-PYPSC- CEPuCtPsPIPEPSPé: P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEP°C,,
CtPuP»CRP»PsP-P° PjC-PeCEPsPeCEP&CI'C,P°P»C-C4PSP°, PSP°C,CHC-CR
PeCEPsC...PjP°P»CHbPiP»C-PePsP»CIIC, (C,P&Pi Ph), PjP°PiPSC-CR CI'C,PuP°CEP°C,;
PsP+PsP»PsPSPeP°: PiC-PrCEPsPeCI'P&PiCEPsPiC-P»PjPuC,P&P»CtPuP»CRP»PsP-P°
(PiC-PiCHPSPjPpP»PsP-P°), PiPsP»C-PuC,PéP»PpPSPiP»C-PePsP»CH (PmP°PeCEPsPiPsP») 400,
P+P°CEPIPSP&Pe Yellow No.6 Al-Lake (P+ 110), C,P6C,P°PSCF PrC-PsPeCI'P&Pr (P+ 171),
P-P°P»C-P-P° PsPeCI'P&Pr PPSPIC,PEPNe (P 172), P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEP°C,.

P>C-PeP°CHCI'CH:PeP° C,PsCHPjP°. PyP°P+P»PuC,PePé, PIPeCEP&C,C- PsP+PsP»PsPSPePsCh.

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 5 PjPi: C,P°P£P»PuC,PePé P+PuPPuPIPsPiPs PePsP»CHPsCHCT, PIPeCRP&C,C-
PsP+PsP»PsPSPePsCh, PrPIPsPsPiCtPeP»C-, P- CHPsP-PiPsPrC-P»CHCtPsCh CHP&CI'PePsCh P
PsPrPSPsPiPs P+PsPeCr, PrC-P°PjPuC,CHPsPj 7 PjPj;

C,P°P£P»PuC,PePé PiPs 10 PjPi: C,P°P+P»PnC,PePé P+PpP{PuPIPsPiPs PePsP»CEPsCHCT,
PIPeCHPéC,C- PsP+PsP»PsPSPePsCh, PrPIPsPsPiCrPeP»C-, PrC-P°PjPuC,CHPsPj 7 PjP;.

PxP°CEPjP°PePsC,PuCHP°PiPuPIC,PéC+PSP° PiCHCIPiP°.
PHPSC,P&PICI'PEC...PsC,PECEPSC- P-P°CI'PsP+Pé. PiPsPr PHP{PI NO5A HO03.B

PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CIC,PéPIPsCIC,C-.
PxP°CEHPjP°PePsPrPéPSP°PjC-PeP°.

PhP»P°PSP-P°PiC-PS C” P°PSC,P&PiCI'P&C...PsC,P6C+PSPEP;,
P°PSC,P&PjP°PSC-P°PeP°P»CHPSP&P] P»C-PeP°CHCI'CHhPeP&Pj P-P°CI'PsP+PsPj, CLIPeP&PNe
CI'C,P°P+C-P»C-P-CrC” PSP°CI'C,CHC-PNe, C-P- CEPECHPsPePéPj CI'PiPpPeC,CHPsPj

C, P°CHPjP°PePsP»PsPiC-C+PSPsC— PrC-C—, P-CrPjPsPIP»PuPSPsC— PIPiP»P&PIPsPj PSP°



CHC-P-PSC- CEPuCtPuPiC,PsCHPé. P’PéCLIPIP»PuPSPs P-PIBF™ CLIP-CfPIP°PSPSCII P
CI'PuCEHPsC,PsPSC-PSPsPIP&PjPé CEPUCTPRPIC,PSCHPPjPé 5 PP,y 05, 5 PKPY, 5 PKPY,,
PrPsPiP°PjC-PSPsPIPéPjPé CHPuCtPuPiC,PsCHP°PjPé Dy, D,, D,, D,, D,
PjCrCI'PeP°CRP&PSPsPIP&PjPé CHPuCTPuPiC,PsCHP°PjPé P, BF“Pibs,
P°PrCHPuPSPuCHPiC-C+PSPéPj CEPuCtPuPiC,PsCHPsPj a1 C- PiC-CI'C,P°PjC-PSPsPIPEPj Pk,-
CEPuCtPpPiC,PsCHPsPj. PJ C...PsPrC- PrPsCI'P»C-PrPIPuPSCH> PiPsPIPuPrC-PSPePé
C,PIP°CHPEPS, CIIPePéPj PIPIPsPrPéP»Pé PsP»P°PSP-P°PiC-PS, PIP&CLIPIP»PuPSPs
P°PSC,P°PiPsPSC-P-Pj PsP»P°PSP-P°PiC-PSCt CIIPe PrPs CI'PuCEPsC,PsPSC-PSPsPIP&C...
CBPuCtPuPiC,PsCRC-PI 5PkPy, C,P°Pe C- PrPs PrPsPiP°PjC-PSPsPIP&C... C,P°
C...PsP»C-PSPuCHPiC-C$PSP&C.... PhP»P°PSP-P°PiC-PS PjP°C” PIPEC%oPéPNe CHC-PIPuPSCH
P-PIEF™ CLIP-CfPIP°PSPSCII P- CHPuCtPuPiC,PsCEP°PjPé CI'PuCHPsC,PsPSC-PSCT 5PkPy,,
PSC-PY P- CHPuCtPuPiC,PsCHP°PjPé PrPsPiP°PjC-PSCr D,, Cf PjPsPrPuP»CIIC... CIIPe in vitro,
C,P°Pe C- in vivo. P*P»PpPeC,CHPsC, C-P-C-PsP»PsPiC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCII
PiPsPeP°P-P°P»Pé, C%oPs PsP»P°PSP-P°PiC-PS CI'PuP»PuPeC,PEPIPSPs P-PjPuPSCECIC”
P-P+CrPrP»P&PIC-CI'C,CIh PjPpP-PsP»C-PjP+C-C+PSP&C... (PH10)
PrPsPiP°PjC-PSPuCHPiC-C+PSPEC... PSPuPNeCEPsPSC-PI, PiCHPsCIIPIP»CIICRC$Pé PiCHPé
CtCIbPsPjCF PSPuP-PSP°CPSP&PN: PIPiP»P&éPI PSP° CI'C,CHC-P°CHPSC- (P}9) CEP»CIIC...Pé,
PiPsPIBF ™ CIIP-P°PSC- P: PjPsC,PsCHPSPsCh C,CrPSPeCtC-C”Ch. PhP»P°PSP-P°PiC-PS
PiP°P»CHbPjCrC” CPjPSPIPSP&PNe CHPuC, P»PpPeCl’ CrPSPéPePSPUPSPSCII, C%oPs
CI'PIC-PrC+PéC,CH PiCEPs PNePsPiPs P°PSC,PéPiCI'P&C...PsC,PéCPSCrt P°PeC,PéPIPSC-CI'C,CH
PiCEPé& PiCEP&PNPsPjC- PI PrPsP-P°C..., PjPuPSCEP&C..., PSC-PY PrPsP-Pé&, C%oPs
CI'PiCEP&CHPEPSCLICRC,CH PeP°C,P°P»PuPiCI'C-Ch, CLIPeP° C” PsP-PSP°PePsCh
PiPsP+C-C$PSP&C... PjPsC,PsCHPSP&C... PuC,PuPeC,C-PI. PkP° PIC-PrPjC-PSCr PIC-Pr
PrPuCIIPePéC... C-PSCEPEC... P°PSC,PéPICI'PEC...PsC,PEC+PSPEC... P»C-PeP°CHCI'CHPePéEC...
P-P°CI'PsP+C-PI, PsP»P°PSP-P°PiC-PS PiPsCI'PéP»CRC” CHPuP°PeCtC-C— PSP°
PiPsPrCRHP°P-PSPéPePé PiCEHPé PiCHPsPIPuPrPuPSPSC- P°PSPeCI'C-PsP»C-C,PéC+PSPsPiPs
C,PuCIC,Cr.

PuuCHPé PsPrPSPsCHP°P-PsPIPsPjCr PiCHPéPNePsPjC- 10 PjPi PsP»P°PSP-P°PiC-PSCr Cr
C...PsPrC- PiPsP-PéC,CHPsPSPSPs-PuPjC-CI'C-PNe.PSPsC— C,PsPjPsPiCEP°C, C-C— (PuP+Py) P-P°
CrC#P°CI'C,Ch PrPsP+CHPsPIPsP»CHCtC-PI P-Bf™ CLICI'PsPIP°PSPs, C%oPs
PsP»P°PSP-P°PiC-PS PjP°PI P+C-P»CHCEPEPN. CHC-PIPuPSCH P-PIsf™ CLIP-CrPIP°PSPSCII P-
CRHPuCtPpPiC,PsCRHP°PjPé 5 PkPY,;,, PSC-P{ P- PrPsPiP°PjC-PSPsPIPéPjPé
CHPuCtPpPiC,PsCHP°PjPé D,. PCRHC-Pj C,PsPiPs, Cr CHPuP-CrP»CHC,P°C,C- P°PSP°P»C-P-Cr
P-PsP+CRHP°PIPuPSCH, PsC,CHP&PjP°PSP&EC... PiC-Pr C+P°CI" PrPsCI'P»C-PrPYPuPSCH
PiP°C+C-C”PSC,C-P]I, C...PIPsCHPeC... PSP° C€PeP-PsC,CHPuPSC-CHh, PjPuC,PsPrPsPj
PsPrPSPsC, PsC,PsPSPSPsC— PuPjC-CI'C-PNePSPsC— PePsPjPisf™ CRC,PuCHPSPsC—
C,PsPjPsPiCHP°C, C-C— (PhPxP+PPy), P-8f™ CLICI'CFPIP°P»PsCI'CLI, C%oPs Cr
PiP°C+C-C"PSC,C-PI, C+CrC,P»PePIPEC... PrPs PsP»P°PSP-P°PiC-PSCr, PjPuPSCEPEPNe
CHC-PIPuPSCH P-PIsF™ CLIP-CrPIP°PSPSCII P-C- CI'C,CHC-P°CEPSPé&PjPé D,-
ChHPuCtPpPiC,PsCHP°PjPé, PSC-PY Cr C-PSC£€Pé&C... C+CrC,P»PéPIPéC... PrPs
P°PSC,PéPiCI'P&C...PsC,PéPeC-PI C,P° CRPuCI'PiC-CHPEPrPsPSCr PiP°CtC-C”PSC,C-PI,
CIIPePEPNe PiPsCHC-PIPSCIIPSPSPEPN. P- C,P°PePéPj Cr PiP°C+C-C"PSC,C-PI,
C1CrC,P»PéPIPéC... PrPs PeP»PsP-P°PiC-PSCf.

PP»C-PSC-C+PSP° PuC,PuPeC,PEPIPSC-CI'C,Clb.

P] PrPIPsC... C-P- PrPIPsC... PiP»P°CtPpP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPEC... C- PrPIPsC...
C-P- C,CECHPsC... PiPsCHC-PIPSCIIP»CHPSPs-PePsPSC,CHPsP»CHPsPIP°PSP&C...
PrPsCI'P»C-PrPYPuPSCH P- CrC+P°CI'C,Ch PiPsPSP°Pr 2900 C...PIPsCRHP&C... PSP°
C€P&éP-PsC,,CHPuPSC-CHh P- PiPsP-P&éC,PéPIPSP&PjPé C- PSPuPiP°C,PEPIPSPEPjPé



CI'P&PjPiC,PsPjP°PjPé PsP»P°PSP-P°PiC-PS PiPsPeP°P-P°PI CI'C,P°C,PéCI'C,PéC+PSPs
PrPsCI'C,PsPIC-CHPSPy PiPsP»C-PiCE€PpPSPSCII CI'C,P°PSCY PiP°CtC-C”PSC,C-PL.

P] C...PsPrC- PjC-PIPSP°CHPsPrPSP&C... PiPsPrPIC-PN:PSPs CI'P»C-PiP&C...
PiPsCHC-PIPSCLIP»CHPSP&C... PrPsCI'P»C-PrPYPuPSCH P- CrC+P°CI'C,Ch 1484
PiP°Ct+C-C”PSC,C-PI C-P- CEPEP-PsC,,CRPuPSC-C”Ch, CEP&P-PsP°C,PuPeC,PéPIPSC-CI'C,Ch C,P°
C-P- CI'PiCEP&C+PéPSPuPSPEPjPé CtP&PjPé C...PIPsCHPsP+P°PjPé CEPsP-P»P°PrP°PjPé
CHC-P-PSPsPiPs CI'C,CrPiPuPSCII, C%oPs PiPsPIER ™ CIIP-P°PSC- P- PrPuPiCHPuCI'PéPIPSP&PjPé
CI'P&PjPiC,PsPjP°PjPé (16,6 PiCrPSPeC,P° P-P° CEPeP°P»PsCh PmPsPSC,PiPsPjPuCHC- BH”
PHCI'P+PuCHPiP° PrP»CII PsCtC-PSPePé PrPuPiCHPuCI'C-C—), PiCHPsCI PiPuPeC,PEPIPSPEPN:
PIC,PsCHPEPSPSP&PNe P°PSP°P»C-P- PIC-Pr PiPsC+P°C,PeCr PrPs PeC-PSC+CII PsCtC-PSPePé
P-PjC-PS PSP°CI'C,CHPsCh PICI'C,P°PSPsPIP&PI CI'C,P°C,PECI'C,PECPSPs P-PSP°C+CrC%oPp
PiPsPeCHP°C%oPpPSPSCII (CE = 0,001) PiC-CI'P»CII P»C-PeCrPIP°PSPSCI]
PsP»P°PSP-P°PiC-PSPsPj (8F“ 6,0) PiPsCEC-PIPSCIIPSPs P- C,P°PePéPj PiCHPé
P»C-PeCrPIP°PSPSC- PiP°P»PsPiPuCHPEPTrPsP»PsPj (85“3,1).

PJ PiP°CtC-C”PSC,C-PI P- PjP°PSC-P°PeP°P»CIHPSPEPjPé P°P+Ps P-PjC-CEP°PSPEPjPé
PuPiC-P-PsPrP°PjPé PiCHPé P+C-PiPsP»CIICHPSPsPjCr CRPsP-P»P°PrC- PsP»P°PSP-P°PiC-PS
PiCHPsPrPuPjPsPSCI'C,CHCrPIP°PI PIPECI'PsPeCt PuC, PuPeC,PéPIPSC-CI'C,CH Cr
P-PSP&PPuPSPSC- PjP°PSC-P°PeP°P»CIHhPSP&C... CI'PEPjPIC,PsPjC-PI PiCHPsC,CLIPiPsPj 3
C,PéPYPSC-PI PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps C,P° PrPéPIP°P»PiCHPsPuPeCIPsP;.
P+C, PuPeC,PéPIPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCt P+CrP»P° PiPsCHC-PIPSCIIPSPSPsCH P-
PuC, PuPeC,PEPIPSC-CI'C,CR PiP°P»PsPiPuCHPEéPrPsP»Cr Ctf PiPuCHPuCHP°C...CFPSPeCr PSP°
C#P°CI'C,PeCr PiP°CtC-C”PSC,C-PI C-P- CI'PéPjPiC,PsPjP°C,PéC+PSPsCh CI'C,P°PrC-C”"Ch
CHPpPjC-CI'C-C—, PiPsC+P&PSP°CRC+Pé P- PjP°PSC-C— C,P° PrPuPiCHPuCI'C-C— PSP° 6 C- 12
C,PEPYPSCIIC... P»C-PeCrPIP°PSPSCII. PJ C...PsPrC- PrPsCI'P»C-PrPYPuPSPSCII PiC-Pr C+P°CI
CI'CIPiCrC,PSCHPsPiPs P»C-PeCrPIP°PSPSCII P»C-C,C-C”Pj P°P+Ps PIP°P»CHPiCEPsP°C,PsP;
PiCHPsC,CIIPiPsPj 2 C,P&PYPSC-PI P- PrPsPrP°PIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSCr Cr PrPsP-C-
10 PjPi PICI'C,P°PSPsPIP»PuPSPs P-PSP°C+PSPu P-PSPéPYPuPSPSCII CI'P&PjPiC,PsPjC-PI
PjP°PSC-C— PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj PiCHPé PjPsPSPsC,PuCHP°PiC-C—
P»C-C,C-C”Pj P°P+Ps PIP°P»CHPiCEPsP°C,PsPj PiC-CI'P»CII 6 C,P&PYPSC-PI.

PJ C...PsPrC- 12-PjC-CI'CIIC+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiCEPsC, C-P»P°PeC,PéPePé
CHPuCtPEPrPéPIC-PI PjP°PSC-P°PeP°P»CHPSP&EC... PuPiC-P-PsPrC-PI Cr PiP°C+C-C”PSC,C-PI],
CIIPeC- PrPsCI'CIIPiP»Pé CEPuPjC-CI'C-C— P-P° PrPsPiPsPjPsPiPsCh PsP»P°PSP-P°PiC-PSCr C-
PrP°P»C- P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr PiCHCrPiPé PiCHPEPNePsPjCr
PsP»P°PSP-P°PiC-PSCT P°P+Ps PiP»P°CtPuP+Ps, PsP»P°PSP-P°PiC-PS
PiCHPsPrPuPjPsPSCI'C,CRCrPIP°PI CI'C,P°C,PéCI'C,PECPSPs P-PSP°C+CrC%oCr
PiPuCHPuPIP°PiCt PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps PI PeC-PSCtPuPIC-PNe C,PsC+CtC-
PeCHPEC,PuCHC-Ch PsCtC-PSPePé CHPuCtPEPrPEPICT P+C-PiPsP»CILICHPSPsPiPs
CEHPsP-P»P°PrCr. PhP»P°PSP-P°PiC-PS C,P°PePsP{ PiPsPeP°P-P°PI CI'C,P°C,PECI'C,PEC+PSPs
P-PSP°C+CrC%oC- PiPpCHPuPIP°PiPé PSP°Pr PiP»P°CtPpuP+Ps Ct P-P°PiPsP+C-PiP°PSPSC-
CHPuCtPEPrPEPICT PjP°PSC-C— P°P+Ps CHPuCtP&éPrPéPICT PrPuPiCHPuCI'C-C—.

P] C...PsPrC- PSP°CI'C,CfPiPSPsPiPs 12-PjC-CI'CLIC+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCI]
PiCHPsC, C-P»P°PeC,PéPePé CRPuCtPEPrPEPIC-PI PjP°PSC-P°PeP°P»CHPSPEC...
PuPiC-P-PsPrC-PI Cr PiP°C+C-C”PSC,C-PI, CIIPeC- PrPsCI'CLIPiP»Pé CHPuPjC-CI'C-C— Cf
CEPpP-CrP»CHC,P°C,C- CI'CtPiCC,PSCHPsPiPs P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj
C,P° P»C-C,C-C"Pj C- P-PiPsPrPsPj P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cr PiCHCrPiPé
PiCRP&PNePsPjCr PsP»P°PSP-P°PiC-PSCt P°P+Ps P»C-C,C-Ch PsPeCHPuPjPs, PsP»P°PSP-P°PiC-PS
PSPy PjP°PI CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPsC— PiPuCHPuPIP°PiPé PSP°Pr
P»C-C,C-C"Pj Cr PeC-PSCtPpPIC-PNe C,PsC+CtC- PeCBHPéC,PuCHC-Ch PsCtC-PSPePé
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CHPuCtPEPrPEPICE P+C-PiPsP»CLICEPSPsPiPs CEPsP-P»P°PrCt (PsP»P°PSP-P°PiC-PS 30 %,
P»C-C,C-PNe 38,3 %; CE = 0,055).

PJ] C...PsPrC- 18-PjC-CI'CLIC+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiC-Pr CfP°CI’
CI'CrPiCrC,PSCH>PsPiPs 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-CrPIP°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'PsPICFPIP°P»Pé P»C-C,C-PNe
P°P+Ps PIP°P»CHPiCHPsP°C,. PkPp P+CrP»Ps PICI'C,P°PSPsPIP»PuPSPs
CI'C,P°C,P&CI'C,PéC+PSPs P-PSP°C+CrC%oPsC— PiPuCHPuPIP°PiPé PSP°Pr
PjPsPSPsC,PuCEP°PiC-C”"Ch P»C-C,C-C”Pj P°P+Ps PIP°P»CHPiCHPsP°C,PsPj C%oPsPrPs
PIC-PrCI'C,CHPsC+PuPSPSCII CHEPuCtP&PrPEPIC-PI P+C-PiPsP»CIICHPSPEC...
CHPsP-P»P°PrC-PI, PIP&P-PSP°C+PuPSPéEC... PIC-PrPiPsPIC-PrPSPs PrPs
CI'PEéPSPrCEPsPjPSPsPiPs (PrC-P°PiPSPsCI'C,PéC+PSPsPiPs) PeCHP&C,PuCHC-CH.

P"C-C.Pe.

P”PsCI'PIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCII PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PIC-Pr 13 PrPs 17
CHPsPeC-PI) PsP+PjPuPIPuPSPEPNe. P, PrP°PSC- PrPsCI'P»C-PrPYPuPSCH C%oPsPrPs

PuC, PuPeC,PEPIPSPsCI'C,C- PePsCRPsC,PePsC,CHPEPIP°P»PsPiPs P»C-PeCrPIP°PSPSCII
CEP&P-PsC, CEPpPSC-C— (6 C,PEPYPSC-PI) C,P° PjP°PSC-C—, PiPsPIsF™ CIIP-P°PSPsC— P-
P+C-PiPsP»CIICEPSP&PjPé CRPsP-P»P°PrP°PjPé (3 C,PEPIPSC-), P- CFfC+P°CI'C,Ch PjPuPSCE
PSC-P{ 200 PiC-PrP»C-C,PeC-PI. PuPsC$P°C,PePsPIP° PrPsP-P° PsP»P°PSP-P°PiC-PSCr
CI'C,P°PSPsPIP&P»P° 2,5 PjPi C,P° PrPsCI'CIIPiP°P»P° 20 PjPi/PrPsP+Cr. PuC-Pr C+P°CI
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj PjP°CI'P° C,C-P»P° Cr PiC-PrP»C-C,PeC-PI
P-PSP°C$PSPs P-P+C-P»CHCEP&EP»P°CI"CII PiPsCHC-PIPSCIIPSPs P- PrPsCEPsCI'P»Pé&PjPé. PJ
PiC-PrP»C-C,PeC-PI CI'PiPsCI'C,PpCHC-PiP°P»PsCI'CII PiC-PrPIPEC%oPuPSPSCII CHC-PIPSC-PI
P-P°PiP°P»CIHhPSPsPiPs C...PsP»PuCI'C,PuCEP&PSCE PSP°C,C%o0Py, C...PsP»PuCI'C,PuCHPEPSCY
P»C-PiPsPiCRPsC,PuC—PSC-PI PSP&P-CHPePsC— C%oC-P»CHPSPsCI'C,C-,
C,CHP&PiP»C-CtPuCHPEPTrC-PI C,P° PiCEPsP»P°PeC,PEPSCT (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCII, B«PyPsP+C-C$PSC-
CHPpP°PeCtC-C—B») PiPsCHC-PIPSCIIPSPs P- PrPsCHPsCI'P»PéPjPé. PkPpuPjP°C”
PePsPSC,CEPsP»CHPsPIP°PSP&C... PrP°PSP&EC... C%oPsPrPs P-P+PuCEPuPYPuPSPSCII

PuC, PuPeC,Cr P°P+Ps PrPsPIPiPsCI'C,CHPsPePsPIPsC— P+PuP-PiPuPePé (PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCI], B«PyPsP+C-C+PSC-
CHPuP°PeCtC-C—B»). PtPSC,PsCHPjP°CtC-CII PiCHPs PrPsPIPiPsCI'C,CHPsPePsPICTt
P+PpuP-PiPpPeCr PI PsCI'PSPsPIPSPsPjCt PsP+PjPuPICrC”C,CHCI'CII PrP°PSP&PjPé
PIC-PrPeCHBPé&C,P&C... PSPuPePsPSC,CHPsP»CHPsPIP°PSP&C... PrPsCI'P»C-PrPYPuPSCH.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PhP+CI'PsCRP+CtC-CII.

PuCHPpPiP°CRP°C, PrPsP+CHPyu PICI'PjPsPeC,CrC”C,CHCI'CII PiC-CI'P»CII
PiPpCHPsCHP°P»CIHPSPsPiPs PiCHPéPNePsPjCr, C,,.. PNePsPiPs Cr PiP»P°P-PjC- PeCHPsPIC-
PrPsCI'CLIPiP°C”C,CHCI'CII C+PuCHPuP- 585“8 PiPsPrPéPS. PkP° PICI'PjPsPeC,CrPIP°PSPSCII
PsP»P°PSP-P°PiC-PSCr PiCHP&PNePsPj C—PC- PSPy PIPiP»P&PIP°C”. PhP+CIPsP»CRC,PSP°
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCr PiCHPé PiPpCEPsCHP°P»CHPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PiPsCHC-PIPSCIIPSPs C-P- PIPSCIC,CHC-CEPSCHPsPIPuPSPSP&EP]
PSPu PICI'C,P°PSPsPIP»PuPSP°.



P PsP-PiPsPr'C-P».

P C-PIPpPSCH P-PIER™ CLIP-Cf-PIP°PSPSCLI PsP»P°PSP-P°PiC-PSCF P- PiCEPsC,PuC—PSP°PjPé
PiP»P°P-PjP& PeCEPsPIC- CI'C,P°PSPsPIP&PI PiCEP&P+P»P&P-PSPs 93 % PiCHPé
PePsPSCtPuPSC,CEP°CtC-C— Cr PjPuPYP°C... PIC-Pr 7 PSPi/PjP» PrPs 1000 PSPi/PjP».
PhP»P°PSP-P°PiC-PS P-PIEF™ CILIP-CfC”C,CHCI'CII PiPpuCHPuPIP°PYPSPs P-
P°P»CHP=CIPjC-PSPsPj C- a]-PeP&CI'P»P&Pj PiP»C-PePsPiCEPsC,PuC—PSPsPj.

P‘C-PsC,CRP°PSCI'C,PsCRPjP°CtC-CII.

PhP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII Cr PiPuC+C-PSCtC- CEP»CIIC...PsPj
PePsPSER ™ CRPiP°CtC-C— C- PsPeP&éCI'PSPuPSPSCII. PhCI'PSPsPIPSP&P;
PjPuC,P°P+PsP»C-C,PsPj, C%oPs CtPéCHPeCrP»CRC”, C” 10-N-PiP»CRPeCrCEPsPSC-Pr,
CIIPeP&éPNe PSPp PiCHPsC...PsPrPéC,CH PeCRC-P-CH PiPpPjP°C,PsPuPSCtPuC,P°P»C-C+PSPEPNe
P+P°CEBR™C”CH. P|P&C,PsC...CHPsPjPé P450-CYP1A2 C- P450-CYP2D6 CI'PiCHPéCIICRC,CH
C, PsCHPjCrPIP°PSPSCH PjPuC,P°P+PsP»C-C,C-PI N-PrPuP-PjPuC,PéP»Cr C- 2-
PiC-PrCRPsPeCI'PéPjPuC,PEP»Cr, CIIPeC- PiCHPsCIIPIP»CIIP»Pé P-PSP°C$PSPs PjPuPSCECT
C,P°CEHPjP°PePsP»PsPiC-C+PSCt P°PeC,PEPIPSC-CI'C,CH in vivo, PSC-P{ PsP»P°PSP-P°PiC-PS,
Cr C...PsPrC- PrPsCI'P»C-PrPIPuPSCH PSP° C,PIP°CHPEPSP°C.... PhCI'PSPsPIPSP®
C,P°CHPjP°PePsP»PsPiC-C+PSP° P°PeC,PéPIPSC-CI'C,CIh P-CrPjPsPIP»PuPSP®
PiPuCHPIPEPSPSP&Pj PsP»P°PSP-P°PiC-PSPsPj.

P’PePIPuPrPuPSPSCII.

PuC-CI'P»CII PiPuCEPsCHP°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'CI] 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-Pr 65
CEPsPeC-PI) PiPsCEC-PIPSCLIPSPs P- PjPsP»PsPrCEP&PjP& P-P° PIC-PePsP;j
PrPsP+CEPsPIPsP»CHbCHCLIPjPé CI'PuCHPRPrPSC-PNe PiPuCEC-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- P+CrPI P-PSPEPIPRPSPEPN: (17,5 PiCEPsC,Pé
18,2 P»/PiPsPr). PuP°CHPjP°PePsPeC-PSPC,PéCPSC- PePsP»PEPIP°PSPSCILI, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI Ct PrPsP+CEPsPIPsP»CHC1C-PI P»C-C,PSCHbPsPiPs
PIC-PeCt, P-PSP°C...PsPrCIIC,CEbCI'CLI Ct PjPuPYP°C... PrC-P°PiP°P-PsPSCr PjPsP»PsPrCEPEC...
PrPsP+CEPsPIPsP»CHCtC-PI. PJ 44 C...PIPSCEP&C... PSP° CEPEP-PsC,CRHPUPSC-CR PIC-PePsPj >
65 CEPsPeC-PI PrPsP-CrPIP°PSPSCILI PIC-Pr 5 PrPs 20 PjPi/PrPsP+Ct PSPp P+CrP»Ps
PiPsPIBR ™ CLIP-P°PSPs P- PYPsPrPSP&P;j C...P°CEP°PeC,PuCEPSPéPj PiCHPsC, C-P»PyP;
PSPUP+P°PYP°PSP&C... CLIPIPEC %o.

PJ PYC-PSPsPe PiPsCEC-PIPSCIIPSPs P- CiPsP»PsPIC-PeP°PjPé CI'PpCHPuPrPSC-PNe
PiPpCEHC-PsPr PSP°PiC-PIPIPEPIPRPrPUPSPSCII P+CrPI C,CEPEPIP°P»C-CEPEPN: (36,7
PiCEPsC,Pé 32,3 PiPsPrP&PSP&), P° PeP»C-CEPuPSCI" Cf PiP»P°P-PjC- P+CrPI
P-PSP&PYPLPSP&PN: (18,9 PiCEPsC,Pé 27,3 P»/PiPsPr). PAPrPSP°Pe PiCEPsC,C-P»CH
P+PpP-PiPpPePé PsP»P°PSP-P°PiC-PSCY (5820 PjPi) P+CtPI PiPsCEC-PIPSCIIPSPSP&PN: Ct
PYC-PSPsPe (N = 467) C- Ct CtPsP»PsPIC-PeC-PI (N = 869).

PuP°CtC-C”PSC,Pé P- PSPECRHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,CR.

PJ PiP°CtC-C”PSC,C-PI P- PSPECHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,ChR (PeP»C-CHPuPSCI’



PeCHPRP°C,PEPSC-PSCE < 10 PjP»/C...PI) PiPsCHC-PIPSCLIPSPs P-C- P-PrPsCEHPsPIP&PjPé
PrPsP+CHPsPIPsP»CEbCCLIPjPé PSPy P+CfP»Ps C-CI'C,PsC,PSPsC— CRC-P-PSP&CC- Cf
PiPsPeP°P-PSP&PeP°C... CI'PRCEPRPrPSCHbPsPiPs PiPpCEC-PsPrCr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI (37,7 PiCEPsC,Pé 32,4 PiPsPrPéPSP&) P°P+Ps
PeP»C-CRPRPSCI'CT Cf PiP»P°P-PjC- PeCEPSPIC- (21,2 PiCRPsC,Pé 25,0 P»/PiPsPr).
P”PsCI"P»C-PrPIPuPSPSCII PiPsPeP°P-P°P»Pé, C%oPs PiCEP&P+P»P&P-PSPs 57 %
PsP»P°PSP-P°PiC-PSCt P- CEP°PrC-PsP°PeC,PéPIPSPSCR PjC-C,PePsCH PiCEP&CI'CEC,PSC- Pl
CI'PuCiC-, PiPsP»PsPIPSP&Pj C+P&PSPsPj Cf PIP&PiP»CLIPrC- PjPuC,P°P+PsP»C-C,C-PI.

PuPsCRHCrCE€PuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé.

P&PpPIPpP»P&PePp PrPsCI'P»C-PrPYPuPSPSCII PIPiP»P&PICT PiPsCHCIrCEPuPSPSCII
C,CrPSPeCtC-C— PiPuCtC-PSPePé Cr 6 CI'CrP+BR™ C”PeC,C-PI C-P- PeP»C-PSC-C$PSPs
P-PSP°C+CrC%oPé&Pj CtPECEPsP-PsPj (PeP»P°CI'A (n =5) C-B (n = 1) P-P°

PeP»P°CI'PéC, C-PeP°CtC-C”Ch P§P°PN:P»PrP° 8" Push™ Ch) PIPECIIPIPEP»Ps
PSPuP-PSP°C+PSP&PNe PIPiP»P&PI PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
PiPuCHPsCHP°P»CHPSPsPiPs PsP»P°PSP-P°PiC-PSCr (CRP°P-PsPIP°® PrPsP-P° 2,58“7,5 PjPi):
CI'CrP+BR™ C”PeC,Pé P- P»PpuPiPePsCh C,P° PiPsPjC-CRPSPsCh PrPéCI'C,CrPSPeCtC-C”"Ch
PiPpC+C-PSPePé PjP°P»Pé PrPuC%oPs PiC-PrPIP&C%oPuPSP&PNe CI'P&CIC,PuPjPSPEPNe
PeP»C-CHPUPSCI' C- CEPIPEPrCEPEPN: PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
PiPsCHC-PIPSCIIPSPs P- CI'CfP+8R™ C”PeC,P°PjPé P+PuP- PiPuC+C-PSPePsPIPsC—
PrP&CI'C,CrPSPeCtC-C— (n = 3). PYPuCHPuPr CI'CfP+8F™ C”PeC,C-PI C-P- CtPECEPsP-PsP;
P+CfP»Ps P+C-P»CHC€Pn PeCrCRHCTC-PI (4/6; 67 %), PSC-PY CI'PuCHPuPr
CI'CfP+BR ™ C”PeC,C-PI P+PpP- PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé (0/3; 0
%).

PuP°C1C-C”PSC,Pé, CIIPeC- PiP°P»CIIC,CIb.

PJ PSPuPeCrCHC1C-PI PiPsCRC-PIPSCLIPSPs P- PeCCRC{CLIPjPé (C+PsP»PsPIC-PePé C,P°
PYC-PSPeP&) CI' PuCEPRPrPSC-PNe PiPpCHC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII P+CrPI
C,CHP&PIP°P»C-CEPEPN: (38,6 PICHPSC,Pé 30,4 PiPsPrPéPSP&), P° PeP»C-CHPuPSCI Crf
PiP»P°P-PjC- P+CIPI P-PSP&PIPUPSPEPN: (18,6 PiCEPsC,Pé 27,7 P»/PiPsPr).

PP»C-CEPRPSCI" PsP»P°PSP-P°PiC-PSCY Cf PiP»P°P-PjC- PSP&PYCP&PN: Ct
PiP°C+C-C”PSC,C-PI P»C-C,PSCHbPsPiPs PIC-PeCt PiPsCEC-PIPSCLIPSPs P- PjPsP»PsPrP&PjPé, Cr
P{C-PSPsPe PiPsCFC-PIPSCLIPSPs P- CPsP»PsPIC-PeP°PjPé C,P° Ct PSPuPeCtCHCHC-PI
PiPsCBC-PIPSCIIPSPs P- PeCfCHCtCLIPjPé. Pt PICIPp P C,P°PeC- C,P°PeC,PsCHP&, CLIPe
PIC-Pe, CI'C,P°C,CH C,P° PiP°P»C-PSPSCII, PjP°P»Ps PjPsP{CIC,CHb PIPiP»P&PIP°C,Pé PSP°
PeP»C-CEPRPSCI" PsP»P°PSP-P°PiC-PSCY Cf PiP»P°P-PjC- PeCEPsPIC- C,P° PiPuCEC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI PiPsCEC-PIPSCLIPSPs C-P- PIC-PrPjC-PSPSC-CI'C,CR C1PéC...
PiPsPeP°P-PSP&PeC-PI Ct CRC-P-PSP&C... PsCI'C-Px.

PJ C...PsPrC- PrPsCI'P»C-PrPYPuPSCH P- C+C+P°CI'C,Ch PiP°CtC-C”PSC,C-PI
CILIPiPsPSCI'CHhPePsC— C,P° PeP&C,P°PNeCI"CFhPePsC— PSP°CtC-PsPSP°P»CHPSPsCI'C,PuPNe
PIC-PrPjC-PSPSPsCI'C,PuPNe Cr C, P°CEPjP°PePsPeC-PSPuC,PECtC- PsP»P°PSP-P°PiC-PSCr
PjC-PY C,CHCHPsPjP° PiPsPiCfP»CIICtC-CIIPjPé PSPy PIP&CLIPIP»PuPSPs.

P"C-C Pe.

PC-PrP»C-C,PePé (PIC-PePsPj PIC-Pr 13 PrPs 17 CHPsPeC-PI):



C,P°CHPjP°PePsPeC-PSPuC,PéPeP°® PsP»P°PSP-P°PiC-PSCr Cf PiC-PrP»C-C,PeC-PI C-
PrPsCHPsCI'P»P&C... PiPsPrC-P+PSP®. P] C...PsPrC- PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPIPuPSCH CI'PuCHPuPrPSC-PNe PIPiP»P&PI PsP»P°PSP-P°PiC-PSCrf P+CrPI
PiCHP&P+P»P&P-PSPs PSP° 27 % PIPEC%oPéPNe Cf PiC-PrP»C-C,PeC-PI.
P”PuPjPsPiCHP°C,C-C+PSC- PIC-PrPjC-PSPSPsCI'C,C- PjC-P{ PiC-PrP»C-C,PeP°PjPé C-
PrPsCHPsCI'P»PéPjPéB PIPeP»CRCHP°CRC,CH PSPéPYC+Cr CI'PuCHPuPrPSCH PjP°CI'Ct
C,C-P»P° C,P° PjPuPSCECT PeC-P»CHPeC-CI'C,CH PeCrCRCtC-PI CI'PuCHPuPr
PiP°CtC-C”PSC,C-PI PiC-PrP»C-C,PePsPIPsPiPs PIC-PeCr. PyP°PeC- C,P°PeC,PsCHPE,
PNePjPsPIC-CEPSPs, CI'PiCEP&éCILICRC,CH PIP&C%oPsPjCt CI'PuCHPuPrPSCHPsPjCrt

PuC, PuPeC,Cr PsP»P°PSP-P°PiC-PSCY, C%oPs CI'PiPsCI'C,PuCHC-PiP°PICI'CI]I Cr
PiC-PrP»C-C,PeC-PI.

B
P”PsPeP»C-PSC-CtPSC- PrP°PSC- P- P+PuP-PiPuPePé

P“PsCI'C,CHP° (PsPrPSPsCRP°P-PsPIP°) C,PsPeCI'P&éC+PSC-CI'C,CH

PhP-PSP°PePé PiPuCHPsCHP°P»CHPSPsC— C,PsPeCI'PEC+PSPsCI'C,C- Cf PiCHP&P-CFPSC-PI
P+CrP»Pé C...P°CHP°PeC,PuCHPSP&PjPé PrP»CII PiPsC,CrPIPSPEC...
PSPpPNeCEPsP»PpPiC,PéC+PSP&C... CI'PiPsP»CrPe: PiC-PiPsP°PeC,PéPIPSC-CI'C,CH, PePsPjP°,
C,CHPuPjPsCBH, PeP»PsPSC-C+PSC- CI'CrPrPsPjPé, CI'P»P&PSPsPIP&éPrC-P»PpuPSPSCII C,P°
P-PSP&PIPuPSPEPN: PSP°P+C-CH PIP°PiPé. PYPuCEPuPrPSC- P»PuC,P°P»CHPSC- PrPsP-Pé
CI'C,P°PSPsPIP&éP»Pé PICHPéP+P»P&P-PSPs 210 PjPi/PePi (PjPéCEC-) C- 175 PjPi/PePi
(C%oCICEPé). PYPsP+P°PePé PiPuCEPpPSPsCI'PéP»Pé CEP°P-PsPIC- PiPpCHPsCHP°P»CHPSC-
PrPsP-Pé PrPs 100 PjPi/PePi P+PuP- P»PuC,P°P»CHPSPEC... PSP°CI'P»C-PrPeC-PI.
PP»C-PSC-C+PSC- PsP-PSP°PePé PIPeP»CRC+P°P»Pé CI'PuPrP°C+C-Ch, P°C,P°PeCI'C-CRE,
C,CHPuPjPsCH, PiCHP&CI PePsCHPuPSPu CI'PuCHCtPuP+P&C,C,ClLI, CrC,CHCrPrPSPuPSPu
PrP&C...P°PSPSCI]I, PjC-PsP: C,P° P°PSPsCEHPuPeCI'C-Ch. PJ PjP°PIPi PsPrPSPsCHP°P-PsPIC-
PiPuCHPsCHP°P»CHPSC- PrPsP-Pé PrPs 100 PjPi/PePi PiCEP&P-PIPsPrPéP»Pé PrPs
PiCHPsCI'C,CHP°C+C-C—, P° P+C-P»CHC€ PIP&CI'PsPeC- PrPsP-Pé BR” PrPs
PSP°PiC-PIPSPuPiCHP&C,PsPjPSPsPiPs CI'C,P°PSCY.

PyPsPeCI'PéCPSC-CI'C,CH PiPsPIC,PsCRPSPsPiPs PIPIPuPrPuPSPSCII

PJ PrPsCI'P»C-PrPYPuPSPSCIIC... C,CHPEPIP°P»C-CI'C,Ch PrPs 3 PjC-CI'CLICtC-PI (PSP®
PjPECEP°C...) C- PrPs 1 CHPsPeCr (PSP° C%oCrCHP°C... C,P° CI'PsP+P°PeP°C...)
PiPpuCHPpPIP°PIPSP&PjPé PuC, PpPeC,P°PjPé P+CrP»Pé PiCEP&PiPSC-C+PpuPSPSCII
CtPuPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé (P!PkPY),
P°PSC,PéC...PsP»C-PSPuCRHPiC-C+PSC- PuC,PuPeC,Pé C,P° PiPuCHPEC, PuCHPECHPSC-
PiPuPjP°C,PsP»PsPiC-C+PSC- CHPsP-P»P°PrPé. PYPiPsCI'C,PuCHC-PiP°PICI'CLI CEPsP-PIP&C,PsPe
C,PsP»PuCHP°PSC,PSPsCI'C,C- PrPs PiCEP&PiPSC-C+PuPSPSCII P!PkPY. PiP°CHP°PjPuC,CHPé
CRPsCI'C,Ct P+CrP»Pé P-PSPEPYPuPSC- PiCHPé PIPECI PsPeP&C... PrPsP-P°C....
PhP+PsCHPsC,PSC- PuC, PuPeC,Pé, C%oPs PIC-PrPiPsPIC-PrP°P»Pé PiC-PrPIPEC%oPuPSPsPjCr
CBC-PIPSCHR PiCHPsP»P°PeC,PéPSCT Ct C%oCrCHC-PI, PIPeP»CRCFP°P»Pé
P-PjPpPSCEPpuPSPSCII PjP°CI'Pé CLIC”C+PSPéPeC-PI C- PjP°C,PePé C,P°

PjPsCHC, PsP»PsPiC-C+PSC- P-PjC-PSPé PIP°PiC-PSP°P»CHPSPsPiPs PuPiC-C,PuP»C-Ch C,P°
PjPsP»PsC+PSPsC— P-P°P»PsP-Pé.

P“PuPjP°C,PsP»PsPiC-C+PSP° C,PsPeCI'PEC+PSC-CI'C.CH

P'PiP»P&PI PSP° PiPpPjP°C,PsP»PsPiC-C+PSC- PiP°CHP°PjPuC,CHPé P+CIP»Ps



PIPECILIPIP»PpuPSPs Cr PePsPYPSPsPiPs PIPEPrCr, P-PsPeCHPuPjP° P-P°P»PuP{PSPu PIC-Pr
PrPsP-Pé P-PSPéPYPuPSPSCII CHC-PIPSCII CtPéCEPeCrP»CRPIP°P»CHPSPEC...
P»PpPNePePsCtP&C,C-PI Cr PjPéCEPuPNe C- PSPuCI'PiPuCtPéC, C-C+PSPp P-PSPéPYPuPSPSCII
CHC-PIPSCII CtPECHPeCIP»CRPIP°P»CHPSPEC... P»PuPNePePsCtPEC,C-PI Cf C%oCrCHC-PI;
PsPrPSP°Pe PrPsPeP°P-C-PI CtP&C,PsC,PsPeCI'PEC+PSPsCI'C,C- PeC-CI'C,PePsPIPsPiPs
PjPsP-PeCt PSPy PIP&CIIPIP»PuPSPs. PhP+PsCHPsC,PSP° PSPuPNeC,CHPsPiPpPSC-CIJ,
C,CHPsPjP+PsCtP&C,PsPiPpPSC-CII P°P+Ps P°PSPuPjC-CLI CHPsP-PIPéPSCrP»P°CI'CH Cr
PeC-P»CIHbPePsC... CI'PsP+P°Pe, CLIPeC- PsC,CHPEPjCIPIP°P»Pé 8 P°P+Ps 10
PjPi/PePi/PrPuPSCH (P-P°PiP°P»CHPSP° PuPeCI PiPsP-P&éC+C-CILI PsP»P°PSP-P°PiC-PSCr
[PiP»PsC%oP° PiC-Pr PeCHP&PIPsCR] Cr 128515 CEP°P-C-PI P+C-P»CHCEP°, PSC-PY Cr
P»CRPrPéPSPé, CLIPeP° PsC,CEP&PjCIPIP°P»P° PrPsP-Cr 12 PjPi). P] CI'PsP+P°Pe P
CtP&éC,PsPiPpPSC-C”Ch PSPp P+CrP»Ps PiPsP+C-C+PSP&C... PuC,PuPeC,C-PI PSP°
PeP»C-C,PéPSPé-PiPsPiPuCHPuPrPSPéPePé C,P° PiCHPsP»C-C, PuCHCIrPIP°P»CHPSC-
PeP»C-C,PéPSPé PI PeC-CI'C,PePsPIPsPjCr PjPsP-PeCr.

P PuPiCRPsPrCrPeC,P&PIPSP° C,PsPeCI'PéC+PSC-CI'C,.CH

PhP»P°PSP-P°PiC-PS PSPy PjP°PI C,PuCHP°C,PsPiPuPSPSPsC— PrC-C—. PYPuPrP°CtC-CII
PIPiP»P&PSCrP»P° PSP° PiCHPsPrCrPeC,PéPIPSC-CI'C,CH CI'PiP°CEPsPICIPIP°PSPSCII
CI'P°PjCtC-PI C%o0CrCHC-PI. P”PsP-Pé 1,1 PjPi/PePi (Cf 3 CHP°P-Pé PiPuCEPuPIPEC%0CrPIP°P»Pé
PjP°PeCI'PéPjP°P»CHHPSCT PrPsP-Cr PrP»CILI P»CRPrPéPSPé) PIPiP»P&PIP°P»Pé PSP®
PuCI'C,CRHP°P»CHPSPEPNe CTP&PeP» Cf C%oCrCHC-PI, P° PrPsP-Pé 3 PjPi/PePi (PI1 9 CRP°P-C-PI
PiPuCHPpPIPEC%0CrPIP°P»Pé PjP°PeCI'PEPjP°P»CHPSCT PrPsP-Ct PrP»CII P»CRPrPéPSP8)
PIPiP»P&PIP°P»Pé PSP° PiP°CHP°PjPuC,CHPé PIC-PrC,PIPsCHPuPSPSCI]. P] PiPsC,PsPjCI'C,PIP®
C%oCrCHC-PI, CIIPeC- PsC,CHP&PjCrPIP°P»Pé PsP»P°PSP-P°PiC-PS,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CILI P-P°C,CHP&PjPeP®
PIPSCrC,CHC-CEPSCHPsCrC,CHPsP+PSPsPiPs CHPsP-PIPEC,PeCr C,P° C,PéPjC+P°CI'PsPIPu
P-PSP&PPuPSPSCII CRC-PIPSCII P°PeC,PéPIPSPsCI'C,C- PiPsC,PsPjCI'C,PIP°.

PmCrC,P°PiPuPSPSC-CI'C.CH

PhP»P°PSP-P°PiC-PS PSPu P+CrPI PjCrC,P°PiPpPSPSP&Pj P°P+Ps PeP»P°CI'C,PsPiPpPSPSPéPj Cr
PiPsPIPSPsPjCt CI'PiPuPeC,CHC- CI'C,P°PSPrP°CRC,PSPéC... C,PuCI'C,C-PI, CI'PuCHPpPr
CIIPePEC... C,PuCI'C,Pé PSP° P+P°PeC,PuCRC-P°P»CHPSCT PjCrC,P°CtC-Ch C- C,PuCI'C,Pé in
vitro C,P° in vivo PSP° CI'CI'P°PICtCIIC....

PBP°PSCtPuCHPsPiPuPSPSC-CI'C,CH

P&P° PiC-PrCI'C,P°PIC- CEPuP-CtP»CHbC,P°C,C-PI PrPsCI'P»C-PrP{PuPSCH PSP° PjP&CEP°C...
C- C%oCIrCRP°C... P+CrP»Ps P-CHPsP+P»PuPSPs PIPECI' PSPsPIPsPe, C%oPs PsP»P°PSP-P°PiC-PS
PSPu C” PeP°PSCtPuCEHPsPiPuPSPSPEP).

PBP»C-PSC-CiPSC- C...P°CHP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSP&PNe PrP»CLI P»C-PeCtPIP°PSPSCII
C€P&P-PsC, CHPuPSC-C—.

PhP»P°PSP-P°PiC-PS PuC,PpuPeC,PEPIPSPEPNe PrP»CII PiC-PrC,CHP&PjP°PSPSCII
PrPsCI'CIIPiPSCrC,PsPiPs PeP»C-PSC-C+PSPsPiPs PuC, PuPeC,Cr PiC-Pr C+P°CI



C,CHP&PIP°P»PsC— C,PuCHP°PiC-C— Cr PiP°CtC-C”PSC,C-PI, Cr CIIPePéC...
CI'PiPsCI'C,PuCRC-PiP°P»P°CI'C1I PIC-PrPiPsPIC-PrCH> PSP° PiPsC+P°C,PePsPICT
C,PuCHP°PiC-CR.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSP&PN. PrP»CII P»C-PeCrPIP°PSPSCII
PjP°PSC-P°PeP°P»CHPSP&EC... PuPiC-P-PsPrC-PI PiPsPjC-CHPSPsPiPs C,P° C,CIIP{PePsPiPs
CI'C,CrPiPuPSCII.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSPePNe. PrP»CII PICHPsC, C-P»P°PeC,PéPePe
PiPsPIC,PsCHPSPEC... PSP°PiP°PrC-PI Cr PiP°CtC-C”PSC,C-PI P- P+C-PiPsP»CLICHPSP&éPjPe
CHPsP-P»P°PrP°PjP¢é, 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—.

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

P1iC-PrPIP&C%oPuPSP°® C+CrC,P»PEPIC-CI'C,CIh PrPs PrC-CRC+PsC— CHPuCtPsPIPEPSPé P°P+Ps
PrPs PrPsPiPsPjC-PYPSP&C... PePsPjPiPsPSPuPSC,C-PI P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr;
PIC-PrPsPjPéPN. ChPeP-PéPe P-P°PeCHPEC,PsPeCrC,PsPIPsC— PiP»P°CrPePsPjPé.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI CHhPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSCEC- PIPéPrPé PIP-P°C” PjPsPrC-P\e.

P”PsCI'P»C-PrPYPuPSPSCILI 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....

PsP»P°PSP-P°PiC-PS.

PhCI'PeC-P»CHhPePé PsP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CrC”"C,CHCICII

C-P-PsC, PuCEPjPRPSC,PsPj CYP1A2, CEPuCtPsPIP&PSP&, CLIPeC- CI'PiPuCtP&C,C-C+PSPs
C-PSPrCfPeCICRC,CHhCI'CII P°P+Ps C-PSPiC-P+CrCRC,CHCI'CLI CtP&P]

C-P-PsC, PuCEPjPUPSC,PsPj, PjPsPYICIC,Clb PIPiP»P&PIP°C,Pé PSP°

C, P°CEPjP°PePsPeC-PSPuC,PEPeCT PsP»P°PSP-P°PiC-PSCE.

PtPSPrCrPeC,PsChPé CYP1A2.

PwPuC,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°PSPSCIIPj PeP°CEP+P°PjP°P-PpPiC-PSCT,
CLIPeP&PN: PiCHP&P-PIPsPrPéC,CH PrPs P-PSPEPIPuPSPSCII PePsPSCtPuPSC,CEP°CtC-C—
PsP»P°PSP-P°PiC-PSCt. PYPiPsCI'C,PpuCHC-PiP°P»PsCI'CII CI'P»P°P+PePp P°P+Ps
PiPsPjC-CHPSPyu PiC-PrPIPEC%oPuPSPSCII PeP»C-CHPuPSCI'Ct PsP»P°PSP-P°PiC-PSCF.
PmP»C-PSC-C+PSC- PIP&CI'PSPsPIPePé PsP+PjPuPYPuPSC-, P°P»Pp
CHPpPePsPjPuPSPrCrC”C,CHCI'CII PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCHPEPSPi C,P°,
CLIPeC%oPs PSPuPsP+C...C-PrPSPs, P-P+C-P»CHCEPuPSPSCLI PrPsP-Pé PsP»P°PSP-P°PiC-PSCr
(PrPéPL. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-Pé).

P1PSPiC-P+C-C,PsCHPé CYP1A2.

PxP»CrPsPeCI'P°PjC-PS, CI'PiPuCtPéC,C-C+PSP&PNe C-PSPiC-P+C-C,PsCH CYP1A2,



C-CI'C,PsC,PSPs P-PSP&PYCIC” PjPuC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCt. P!Pp
PiCEP&P-PIPsPrP&C,CH PrPs CI'PuCEPuPrPSCHbPsPiPs P-CEPsCI'C,P°PSPSCILI PV, PiC-CI'P»CII
PiCEP&PNePsPjCt C, P»CrPsPeCI'P°PjC-PSCT PSP° 54 % Cr PYC-PSPsPe, CLIPeC- PSPy
PiP°P»CLIC,CH, C,P° PSP°® 77 % Cf C+PsP»PsPIC-PeC-PI, CLIPeC- PiP°P»CLIC,CHb.
PYPRCHPRPrPSC” P-CEPsCI'C,P°PSPSCLI AUC PsP»P°PSP-P°PiC-PSCY CI'C,P°PSPSPIPEC,CH 52 %
C,P° 108 % PIC-PrPiPsPIC-PrPSPs. P”P»ClI PiP°C+C-C”PSC,C-PI, CLIPeC-
P-P°CI'C,PsCI'PsPIC*CRC,CHb C,P»CrPsPeCI'P°PjC-PS P°P+Ps P+CrPrCH-ClIPeC- C-PSCEC-
C-PSPiC-P+C-C,PsCEPé CYP1A2, PSP°PiCEP&PeP»P°Pr CtPEPiCEPsC, P»PsPeCI PP C1PEPS,
PSPuPsP+C...C-PrPSPs PiCRP&P-PSP°C+P°C,Pé P-PSPEPPuPSC- PrPsP-Pé PsP»P°PSP-P°PiC-PSCY.
P&PpPsP+C...C-PrPSPs CEPsP-PiP»CIIPSCIC,Pé PjPsPIP»P&PIC-CI'C,CH P-PSPEPIPRPSPSCII
PrPsP-Pé PsP»P°PSP-P°PiC-PSCY, CLIPeC%oPs C-PSC-CtC-PNePsPIP°PSPs P»C-PeCIPIP°PSPSCII
C-PSPiC-P+C-C,PsCHPsPj CYP1A2.

P—PjPuPSCEPUPSPSCII P+C-PsPrPsCI'C,CrPiPSPsCI'C,C-.

PHPeC,PEPIPsPIP° PSPy PICFPiC-P»P»CII P-PSP&PYCIPIP°P»Ps PiPpCHPsCHP°P»CHPSCY
P+C-PsPrPsCI'C,CfPiPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCr PSP° 508F“60 % BE” PNePsPiPs
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-P° 2 PiPsPrPéPSPé PrPs PiCKP&PN:PsPjC P°P+Ps
C$PuCHPuP: 2 PiPsPrPéPSPé PiC-CI'P»CII PiCHP&PNePsPjCt PsP»P°PSP-P°PiC-PSCT.

PxP»C1PsPeCI'PuC,PéPS (C-PSPiC-P+C-C,PsCE CYP2D6), CHP°P-PsPIP°® PrPsP-P°
P°PSC,P°CtP&PrC-PI, C%oPs PjC-CI'C,CLIC,CH P°P»CRPjC-PSC-PNe C,P° PjP°PiPSC-PNe, P°P+Ps
C1P&PjPuC,PEPrP&PS, C-CI'C,PsC,PSPs PSPy PIPiP»P&PIP°P»Pé PSP°

C, P°CHPjP°PePsPeC-PSPuC,PéPeCt PsP»P°PSP-P°PiC-PSCE.

P’PiP»Pé&PI PsP»P°PSP-P°PiC-PSCrf PSP° C-PSCEC- P»C-PeP°CRHCI'CHPeC- P-P°CI'PsP+Pé.

PhP»P°PSP-P°PiC-PS PjPsP{Pu PiCHPsCLIPIP»CIIC,P€ P°PSC,P°PiPsPSC-P-Pj PrPs PuC, PuPeC,C-PI
PiCRCILIPjP&C... C,P° PSPuPiCHCIIPjP&C... P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCr.

PhP»P°PSP-P°PiC-PS PSP PiCHP&PiPSC-C+CrPIP°PI PsCI'PSPsPIPSC- C-P-PsC, PuCHPjPuPSC,Pé
CYP 450 (PSP°PiCEP&PeP»P°Pr, 1A2, 2D6, 2C9, 2C19, 3A4) in vitro. PyP°PePéPj C+P&éPSPsPj, PSPp
PsC$C-PeCrC”C,CHCI'CLI PSC-CIIPeP&C... PsCI'PsP+P»P&PIP&C. .. PIP-P°C”PjPsPrC-PNe, C%oPs
PiC-PrC,PIPuCHPrPYPuPSPs Ct PrPsCI'P»C-PrPIPuPSPSCLIC... in vivo, PrPp PSPp
PIC-PrP-PSP°C+P°P»PsCI'CH C-PSPiC-P+CrPIP°PSPSCII PjPuC,P°P+PsP»C-P-PjCrf
PsP»P°PSP-P°PiC-PSCt PiCHP& P-P°CI'C,PsCI'CFPIP°PSPSC- C,P°PeP&C... P°PeC,PEPIPSPEC...
CBPuCEPsPIP&PS: C,CEPECTPEPeP»C-C+PSPEC... P°PSC,PEPrPuPiCHPuCIP°PSC,C-PI
(PiPsP»PsPIPSP&Pj CP&PSPsPj PiCHPUPrCI'C,P°PIP»PpPSC- C-P-PsC, PuCHPjPuPSC,PsPj CYP2D6),
PIP°CHC, P°CBP&PSCY (CYP2C9), C,PpPsC,C-P»C-PSCt (CYP 1A2) P°P+Ps PrC-P°P-PuPiP°PjCr
(CYP 3Ph4 C,P° 2PY19).

PkPp P£CrP»Ps PIC-PrP-PSP°C$PuPSPs PIP-P°C”PjPsPrC-C— PsP»P°PSP-P°PiC-PSCr PiCHPé
PiCHPeP-PSP°C+PuPSPSC- B P- P»C-C,C-C”Pj P°P+Ps P+C-PiPuChHPePrPuPSPsP;.

PjPuCHP°PiPuPIC,PEC+PSPEPNe PjPsPSC-C,PsCHP&PSPi CEC-PIPSC-PI PIP°P»CHPICHPsP°C,Cr
Cr PiP»P°P-PjC- PeCRPsPIC- PSPy PIPECLIPIP&PI PSPuPsP+C...C-PrPSPsCIC,C-
PePsCHPuPeCtC-C— PrPsP-Pé PIP°P»CHPICEPsP°C,Cr PiCEPé CI'CIPiCIC,PSCHPsPjCT
PiCHP&P-PSP°CPUPSPSC- P- PsP»P°PSP-P°PiC-PSPsPj.

P—P°PiP°P»CHPSP° P°PeC,PEPIPSC-CI'C,CH> C%oPsPrPs P{PkPY

P— PsP+PuCEPuPYIPSC-CI'C,CR CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé PsP»P°PSP-P°PiC-PS



PiP°CtC-C”PSC,P°Pj, CLIPeC- PiCHPEPN.PjP°CRC,CH PuC,P°PSPsP» P°P+Ps
P»C-PeP°CRHCI'CHhPeC- P-P°CI'PsP+Pé, C%oPs PjPsPYCrC,CH CI'PiCHPéC+PEPSP&C,Pé
PiCHP&PiPSC-C+PuPSPSCII CtPuPSC,CHP°P»CHPSPsC— PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé
(P!P&PY).

PYCrPiCrC,PSC” P-P°CI'C,PsCI'CFPIP°PSPSCLI PsP»P°PSP-P°PiC-PSCT P-
P°PSC,PéPiP°CHPeC-PSCI'PsPSC-C+PSPéPjPé PiCHPuPiP°CRHP°C,P°PjPé PiP°CtC-C”PSC,P°Pj C-P-
C...PIPsCEPsP+PsCh PP°CHPeC-PSCI'PsPSP° C,P° PrPuPjPuPSCtC-C”CR PSPu
CHPuPePsPjPuPSPrCrC”C,CHCI'CII (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCII).

PtPSC,PuCRPIP°P» QTCI.

PYP»C-Pr P- PsP+PuCEPpPYIPSC-CI'C,Ch PiCHPEP-PSP°C+P°C,Pé PsP»P°PSP-P°PiC-PS P-
C-PSC£PéPjPé PiCEPuPiP°CEP°C,P°PjPé, CLIPeC- PjPsPYCrC,CH PiC-PrPIPEC%oCrPIP°C,Pé
C-PSC,PuCHPIP°P» QTCI (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CFPIP°PSPSCII).

PtPSPiC-P+C-C,PsCEPé CYP 2D6. PuP»CrPsPeCI'PuC,PéPS (60 PjPi PSP° PsPrPéPS
PiCEP&PNPsPj P°P+Ps 60 PjPi C%oPsPrPuPSPSPs PiCHPsC,CLIPiPsPj 8 PrPSC-PI)
CI'PiCHPéCHP&PSCIIC” CI'PuCEPpuPrPSC” P-CHPsCI'C,P°PSPSCII
PjP°PeCI'PéPjP°P»CHPSPsC— PePsPSCtPuPSC,CHP°CtC-Ch PsP»P°PSP-P°PiC-PSCr PSP®
16 % C,P° CI'PuCHPuPrPSC” P-PSP&PPuPSPSCII PeP»C-CHPuPSCI'Cr
PsP»P°PSP-P°PiC-PSCt PSP° 16 %. P—PSP°C$PuPSPSCILI PIPiP»PéPICT CtP&C...

C, P°PeC,PsCHC-PI PjP°P»Pp PiPsCHC-PIPSCLIPSPs C-P- PIC-PrPjC-PSPSC-CI'C,Ch
CtP&C... PiPsPeP°P-PSPéPeC-PI Ct CRC-P-PSPEC... PsCI'C-P+, C,PsPjCr P-PjC-PSPé
PrPsP-CrPIP°PSPSCII P-P°P-PIP&C+P°PNe PSPp CHPuPePsPjPpPSPrPsPIP°PSC-.

P—PrP°C,PSC-CI'C,CH PsP»P°PSP-P°PiC-PSCé PIP-P°C”PjPsPrC-CILIC ,Pé P- C-PSCEPéPjPé
P»C-PeP°CHCI CHhPePéPjPé P-P°CI PsP+P°PjPé.

PHPSC,PéPiC-PiPuCEC,PuPSP-PéPIPSC- P-P°CI'PsP+Pé. PhP»P°PSP-P°PiC-PS C{PuCHPuP:
PiPsC,PuPSCtC-PNePSCr P-PrP°C,PSC-CI'C,CH P-PSPéPYCIPIP°C,Pé
P°CRC,PpCRHC-P°P»CHPSPEPN: C,PECI'PeB PjPsP{Ppu PiPsCI'PéP»CRPIP°C,Pé

PuC, PpuPeC,Pé PiPuPIPSPéEC... P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSP&C...
P-P°CI'PsP+C-PL.

P>PuPIPsPrPsPiP° C,P° P°PiPsPSC-CI'C,Pé PrPsPiP°PjC-PSC#. PhP»P°PSP-P°PiC-PS PjPsP{Py
PiCHPsCLIPIP»CLIC,Pé P°PSC,P°PiPsPSC-P-Pj PrPs PuC,PuPeC,C-PI P»PuPIPsPrPsPiPé
C,P° P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCF.

PtPjC-PiCHP°PjC-PS. P P°P-PsPIC- PrPsP-Pé PsP»P°PSP-P°PiC-PSCr PSPu
PIPiP»PEPIP°CRC,CH PSP° C,P°CHPjP°PePsPeC-PSPuC,PéPeCr C-PjC-PiCHP°PjC-PSCr
P°P+Ps PNoPsPiPs P°PeC,PEPIPSPePNe PjPuC,P°P+PsP»C-C, PrPpP-PePiCHP°PjC-PS.

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

PuC-Pr CP°CI" P»C-PeCrPIP°PSPSCII P°PSC,PéPiCI'P&C...PsC,PEC{PSPEPjPé P-P°CI'PsP+P°PjPé
PiPsP»C-PiC€PuPSPSCII PeP»C-PSC-C+PSPsPiPs CI'C,P°PSCr PiP°CtC-C”PSC,P° PjPsPYPu



P-P°PN.PSCILIC,P€ PIC-Pr PeC-P»CHPePsC... PrPSC-PI PrPs PrPuPeC-P»CIbPePsC...
C,PEPYIPSC-PI. PuCHPsC,CIIPiPsPj CtCHPsPiPs PiPpCRHC-PsPrCr PSPuPsP+C...C-PrPSPEPNe
CHPuC,PuP»CHPSPePN. PjPsPSC-C,PsCHPePSPi PiP°C+C-C”PSC,C-PI.

PyCI'PéC...PsP-, PiPsPIgF™ CLIP-P°PSPéPNe P- PrPuPjPuPSCC-C”CR C,P°/P°P+Ps
CTEPsP-P»P°PrP°PjPé PiPsPIPuPrC-PSPePé.

PhP»P°PSP-P°PiC-PS PSPp PiCHP&P-PSP°C+PaPSPéPN. PrP»CI] P»C-PeCrPIP°PSPSCII
PiCI'PéC...PsP-C-PI, PiPsPIsf™ CLIP-P°PSP&C... P- PrPuPjPuPSCtC-C”Ch C,P°/P°P+Ps
PiPsCHCrCEPpuPSPSCILIPj PiPsPIPpPrC-PSPePé, P° C,P°PePsPY PSPu
CHPuPePsPjPuPSPrCrC”C,CHCI'CII PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCII PrP°PSPéEPj
PiP°CtC-C”PSC,P°Pj Cr P-PISF™ CIIP-PeCr P- PiC-PrPIP&C%oPaPSPSCIIP;j
P»PuC,P°P»CHPSPsCI'C,C- C,P° CEPéP-PEPeCt CtPuCHPuP+CEPsPIP°CI'PeCrP»CLICEPSPEC...
PIPéPiP°PrPeC-PI. PJ C...PsPrC- PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSP&C...
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH (C,CHPéPIP°P»C-CI'C,Ch 6 BB 12
C,PéPYPSC-PI) P- C+C$P°CI'C,Ch PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr
(CT'PuCEPuPrPSC-PNe PIC-Pe 78 CHPsPeC-PI), CIIPeC- CI'C,CRP°PYPrP°CRC,CH PSP°
PiCI'P&C...PsP-Pé, PiPsPIB™ CLIP-P°PSC- P- PrPuPjPpPSC+C-C”Ch C,P°/P°P+Ps
PiPsCECrCEPuPSPSCIIPj PiPsPIPuPrC-PSPePé, PeC-P»CHPeC-CI'C,CH P»PuC,P°P»CHPSPEC...
PIPEPiP°PrPeC-PI P+CrP»P° Cr 2 CHP°P-Pé PIPEC%o0P° Cr PiP°CtC-C”PSC,C-PI, CLIPeC-
PiCHPEPN:PjP°P»Pé PsP»P°PSP-P°PiC-PS, PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps (3,5 %
PiCEPsC,Pé 1,5 % PIC-PrPiPsPIC-PrPSPs). P’PECI'PsPeP°® P»PuC,P°P»CHPSC-CI'C,CH PSPu
P+CrP»P° PiPsPIs™ CIIP-P°PSP° P- PIPuP»P&C+P&PSPsChR P-P°CI'C,PsCI'PsPICIPIP°PSP&C...
PrPsP- PsP»P°PSP-P°PiC-PSCr (CI'PuCHPuPrPSCII PrPsP+PsPIP°® PrPsP-P° CI'C,P°PSPsPIP&C,CH
4,4 PjPi) P°P+Ps P- C,CHP&PIP°P»C-CI'C,CR P»C-PeCrPIP°PSPSCII. PuP°PeC,PsCHPé
CHPEP-P&PeCYt PiC-PrPIP&C%oPuPSPSCII P»PuC,P°P»CHPSPsCI'C,C- PIPeP»CRC+P°CRC,CH
PIC-Pe PIC-Pr 65 CEPsPeC-PI, PrPECI'C,P°PiC-Ch, P-P°CI'PiPsPePsC”PSPSCI],
PSPuPrPsC—PrP°PSPSCII C,P° P-PSPuPIPsPrPSPuPSPSCILI, P»PuPiPpPSPuPIC- CI'C,P°PSPé
(PiPSPuPIPjPsPSC-CI], P- P°CI'PiC-CRP°CtC-C”Ch P°P+Ps P+PuP-), CI'CfPiCrC,PSC”
P-P°CI'C,PsCI'CfPIP°PSPSCII P+PuPSP-PsPrC-P°P-PuPiC-PSC-PI. PuCEPsC,Pu
P»PuC,P°P»CHPSC-CI'C,CH P+CrP»P° PIPEC%0PsCh PiCHPé C,PuCEP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj, PSC-PY PiCHPé PiCHP&PNPsPjC- PiP»P°CtPpP+Ps,
PSPuP-P°P»PuPYPSPs PIC-Pr C,P°PeC,PsCHC-PI CHP&éP-P&PeCY.

P] C...PsPrC- PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrP{PuPSCH CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CII
PIPEPiP°PrPePé CtPuCHPpP+CHPsPIP°CI'PeCrP»CIICHPSPEC... PiPsP+C-C+PSP&C...
CHPpP°PeCtC-PNe (C-PSCI'CrP»CHC,, C,CHP°PSP-P&C,PsCHPSPEPNe C-CEPpPjC-C+PSPEPNe
C-PSCI'CP»CIhC,), Ct C,PsPjCr C{PECI'P»C- P- P»PuC,P°P»CHPSP&Pj PSP°CI'P»C-PrPePsP;.
PBC-P»CHPeC-CI'C,CH CtPuCHPuP+CHPsPIP°CI'PeCrP»CLICHPSPEC... PiPsP+C-C$PSPEC...
CBPpP°PeCtC-PNe P+CIP»P° Cr 3 CEP°P-Pé PIPEC%o0P° Ct PiP°CtC-C”PSC,C-PI, CLIPeC-
PiCEP&PNPjP°P»Pé PsP»P°PSP-P°PiC-PS, PiPsCEC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps (1,3 %
PiCEPsC,Pé 0,4 %). PJCI'C- PiP°CtC-C”PSC,Pé, CIIPeC- PiCHPEPNePjP°P»Pé PsP»P°PSP-P°PiC-PS
P°P+Ps PiP»P°CtPpuP+Ps C- Cr CLIPeP&C... 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 CRHP&P-P&PeCt. P’C-Pe PIC-Pr 75 CHPsPeC-PI C,P°
CI'CrPrP&PSPSPEPNe/P-PjC-CEP°PSPEPNe C,PéPi PrPpuPjPuPSCTC-C— P+CrP»Pé

C-PrPuPSC,PéC, C-PePsPIP°PSC- CIIPe C,P°PeC,PsCEPé CHP&P-P&PeCY
CtPuCHPuP+CRPsPIP°CI'PeCrP»CLICHPSPEC... PiPsP+C-C$PSPEC... CHPuP°PeCtC-PNe PiCHP&
C,PuCHP°PiC-C— PsP»P°PSP-P°PiC-PSPsPj. P+C,PuPeC,PéPIPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCr
PSPp P+CrP»P° PICI'C,P°PSPsPIP»PuPSP® Cr C...PsPrC- PrP°PSPéC... PrPsCI'P»C-PrPIPuPSCH.



PI'PIPsCEPsP+P° PyP°CFPeC-PSCI PsPSP°. PkPp CHPuPePsPjPuPSPrPsPIP°PSPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCt Cf C,PuCRP°PiC-C— PiCI'P&C...PsP-C-P],
C%oPs P°CI'PsCtC-PNePsPIP°PSC- P- P°PiPsPSC-CI'C,P°PjPé PrPsPiP°PjC-PSCf. PkPu
CEPpPePsPjPuPSPrPsPIP°PSPu CI'CrPiCFC,PSC” P-P°CI'C,PsCI'CfPIP°PSPSCII
PsP»P°PSP-P°PiC-PSCr C,P° PiCHPsC,PéPiP°CHPeC-PSCI'PsPSC-C+PSP&C...
P»C-PeP°CHCI'CHPeP&C... P-P°CI'PsP+C-PI PiP°CtC-C”PSC,P°Pj C-P- C...PIPsCEPsP+PsCh
PiP°CHPeC-PSCI'PsPSP° C,P° PrPuPjPuPSCtC-C”CHh. PJ C...PsPrC- PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPIPuPSCH PrCrPYPu C+P°CI'C,Ps CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CI]
PiPsPiC-CRHCEPuPSPSCII CI'P&PjPiC,PsPjP°C,PéPePé C...PIPsCHPsP+Pé PyiP°CHPeC-PSCI'PsPSP®
C,P° PiP°P»CRCtP&PSP°CtC-PNe, C{P°CI'C,C-C£€Py, PSC-PY PiCEHPé PiCHP&PNPsP;jC-
PiP»P°CtPpP+Ps; PiCHPé P»C-PeCrPIP°PSPSC- PiCI'P&C...PsC,PéCPSP&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,PEPIPSPsChR PiPsCRHC-PIPSCIIPSPs C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj

B PiP»P°CtPuP+Ps. P— CI'P°PjPsPiPs PiPsC+P°C,PeCr CtP&C... PrPsCI'P»C-PrPPuPSCH PIC-Pr
PiP°Ct+C-C”PSC,C-PI PIPEPjP°PiP°P»PsCI'CLI PiPsCI'C,C-PNePSPp P-P°CI'C,PsCI'PsPICFPIP°PSPSCII
PSP°PNePjPuPSCEPsC— PuC,PuPeC,PéPIPSPsC— PrPsP-Pé
P°PSC,PéPiP°CHPeC-PSCI'PsPSC-C+PSP&C... P»C-PeP°CHCI'CHhPePéC... P-P°CI'PsP+C-PI
(P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCTf), P° C,P°PePsP{ P-P°CI'C,PsCI'PsPICIPIP°PSPSCII
C,PéC... CI'P°PjP&C... P°PSC,PéPiP°CHPeC-PSCI'PSPSC-C$PSPEC... P»C-PeP°CHCI'CHhPeP&EC...
P-P°CI'PsP£C-PI C- PrPsP- PiCHPsC,CIIPiPsPj C*CI'CHhPsPiPs PrPsCI'P»C-PrPPuPSPSCI].
PyPuCHP°PiC-ChR PsP»P°PSP-P°PiC-PSPsPj P+CrP»Ps CHPsP-PiPsCtP°C,Ps P- PrPsP-Pé 2,5
PjPi/PrPsP+Cr, CLIPeCt P-P+C-P»CHCECIPIP°P»Pé CEP»CIIC...PsPj C,P&éC,CECIPIP°PSPSCLI PrPs
PjP°PeCI'P&éPjP°P»CHbPSPsPiPs PiPsPeP°P-PSP&PeP° 15 PjPi/PrPsP+Cr.

PXPuPNeCFPsP»PuPiC,PéC+PSPéPNe P-P»PsCIIPeC-CI'PSPéPNe CI PéPSPrCEPsP;.
PkPpPNeCHPsP»PpuPiC,PEC+PSPEPNe P-P»PsCIIPeC-CI'PSPéPNe CI'PéPSPrCHPsPj (PkP—PY) BH”
C1Pp PiPsC,PpPSCtC-PNePSPs P»PiC,P°P»CHPSPEPNe CI'P&éPjPiC,PsPjPsPePsPjPiP»PuPeCr,
PiPsPIBR™ CIIP-P°PSP&PN: P- P°PSC,P&PiCI'P&C...PsC,PéCPSP&PjPé PiCHPuPiP°CRP°C,P°PjPé.

P C-PrPePs PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs PIP&PiP°PrPePé PkP—PY PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PsP»P°PSP-P°PiC-PSCr. PP»C-PSC-C+PSP&PjPé PiCHPsCIIPIP°PjPé
PkP—PV C” PiC-PiPuCHPiC-CHPuPeCI'C-CII, Pjsf™ CLIP-PsPIP° CHP&PiC-PrPSC-CI'C,CHb,
PIC,CRP°C,P° CI'PIC-PrPsPjPsCI'C,C- C,P° CI'P&PjPiC,PsPjPé CI'PuCHCtPpPIPsC—
PSPuCI'C,P°P+C-P»CHPSPsCI'C,C- (PSPuCEPuPiCrP»CILICHPSC- PiCtP»CHCI' P°P+Ps
P-PjC-PSP° P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr, C,P°C...C-PeP°CRPrC-CI],
PiC-PrPIP&C%oPpuPSPp PiPsC,PsPIPEPrC-P»PuPSPSCII C,P° CI'PuCECtPuPIP°® P°CEP&C,PjC-CII).
P”PsPrP°C,PePsPIC- PsP-PSP°PePé PjPsPICrC,CH PIPeP»CRCHP°C,Pé PiC-PrPIPEC%oPuPSPEPNe
CHC-PIPuPSCH PeCEPuP°C,PEPSC-PSC, PsCI'C, PsPeC-PSP°P-Pé, PjC-PsPiP»PsP+C-PSCfCEC-Ch
(CBP°P+PrPsPjC-PsP»C-P-) C,P° PiPsCI'C,CHCt PSPéCHPePsPICY
PSPuPrPsCI'C,P°C,PSC-CI'C,CH. P1sP»C-PSC-C$PSPEPNe PiCHPsCLIPI PkP—PY P°P+Ps
PSP°CIIPIPSC-CI'C,CH PiC-PiPuCEC,PuCHPjC-C— P+PuP- PeP»C-PSC-C$PSPsPiPs
PiCHPsCILIPICt PkP—PY PiPsC,CHPuP+CrC” PSPuPiP°PNePSPsC— PIC-PrPjC-PSPé PICI'C-C...
P°PSC,PéPiCI'P&C...PsC,PéC+PSP&C... P-P°CI'PsP+C-PI, PIPeP»CRC$P°CRCtPé
PsP»P°PSP-P°PiC-PS.B B

P“C-PiPuCEPiP»C-PePuPjC-CII C- CtC3PeCHPSPIPEPNe PrC-P°P+PuC,. PkPuC4P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs PiC-PiPpCEHPiP»C-PePuPjC-Ch C,P° CEPsP-PIP&C,PsPe
CtCFPeCHPsPIPsPiPs PrC-P°P+PuC,Cr P°P+Ps PiPsPiC-CECEPRPSPSCLI PiPpuCHPuP+C-PiCrt
PIPYPp PSP°CLIPIPSPsPiPs CtCtPeCHPsPIPsPiPs PrC-P°P+PuC,Cr, P°CI'PsCtC-PN:PsPIP°PSPsPiPs
P- PePpC,PsP°C1PPrPsP-PsPj P°P+Ps PrC-P°P+PuC,PéC{PSPsCR PePsPjPsCh, P° C,P°PePsPf
PiCEPs P»PuC,P°P»CHbPSC- PIPEPiP°PrPePé. PtPSPsPrC- PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs
PiPsPiPuCHPuPrPSC” PiC-PrPIPEC%0PuPSPSCII PjP°CI'Pé C,C-P»P°, C%oPs PjPsPiP»Ps P+CrC,Pé



C,P°PeC,PsCEPsPj CEP&P-P&PeCE.

P PuPePsPjPuPSPrPsPIP°PSPs PiCEPsPIPsPrPéC,Pé PIC-PrPiPsPIC-PrPSPEPN:
PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCEP&PSPi PiP°C+C-C”PSC,C-PI P- CtCfPeCHPsPIPEP;
PrC-P°P+PuC,PsPj C,P° PiP°CtC-C”PSC,C-PI P- C,P°PeC,PsCRP°PjPé CEP&P-P&PeCY
CEPsP-PIP&C,PeCt CtCPeCHPsPIPsPiPs PrC-P°P+PuC,Cr, P-PsPeCHPuPjP°
PIP&PjC-CECRPIP°C,Pé CEC-PIPRPSCH PiP»CHRPePsP-Pé PI PeCEPsPIC- PSP° PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCLI, C{PRCEPRP: 12 C,PéPIPSC-PI, P° C,P°PePsPY C%oPsCHC-C4PSPs
PSP°PrP°P»C-. PuP°C+C-C”PSC,Pé, CIIPeC- PsC,CHP&PjCFCRC,CH P»C-PeCrPIP°PSPSCII
P°PSC,P&PIiCI'P&C...PsC,P6C+PSPEP}Pé P-P°CI'PsP+P°PjPé, PIPeP»CRCtP°CRC{Pé
PsP»P°PSP-P°PiC-PS, PiPsPIPéPSPSC- P+CrC,Pé PiC-Pr PSP°PiP»CIIPrPsPj CI'C,PsCI'PsPIPSPs
PiCHPsCLIPIC-PI PiC-PiPuCEPiP»C-PePpPjC-C— (C,P°PeP&C... CLIPe PiPsP»C-PrP&PiCI'C-Cll,
PiPsP»C-CfCEHC-ClI, PiPsP»C-C, P°PiC-CII C,P° CI'P»P°P+PeC-CI'C,CHb). PyP°C+C-C”PSC,C-PI P-
C1CFPeCEPsPIP&Pj PrC-P°P+PyuC,PsPj C,P° PiP°CtC-C”PSC,C-PI P- C,P°PeC,PsCHP°PjPé
CRP&P-P&PeCt CRPsP-PIPEC,PeCt PrC-P°P+PuC,Ct PSPuPsP+C...C-PrPSPs
CHPpPiCFP»CLICEPSPs PePsPSC,CEPsP»CRPIP°C,Pé C%oPsPrPs PiPsPiC-CECEPuPSPSCII
CRC-PIPSCLI PePsPSC,CEPsP»Ch PiP»CRPePsP-Pé. PYP»C-Pr CEPuPiCIP»CLICEPSPs
PePsPSC,CEPsP»CRPIP°C,Pé PjP°CI'Ct C,C-P»P°, PSP°PiCEP&PeP»P°Pr PSP® PiPsC+P°C,PeCt
P»C-PeCrPIP°PSPSCLI, C+PRCEPuP- 4 C,PEPIPSC-, CtPuCEPP- 8 C,PéPTPSC-PI C,P° C4PuCHPuP-
12 C,PEPIPSC-PI, P° C,P°PePsPY PsPrPéPS CEP°P- PSP° PePIP°CHC,P°P» PSP°PrP°P»C-.

PHPSC,PéC...PsP»C-PSPuCEPiC-CtPSP° P°PeC,PéPIPSC-CI'C,CH. P] C...PsPrC-
PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPYPuPSCH PIPéCLIPIP»PuPSPs PSPéP-CHPeCr
C$P°CI'C,PsC,Ct CHPsP-PIP&C,PeCrt P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPé&C...
CIIPIP&C%o. PhPrPSP°Pe C+PuCHPuP: PsP+PjPuPIPuPSPSCII PeP»C-PSC-C+PSPsPiPs
PrPsCI'PIC-PrCr C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr
PiP°CtC-C”PSC,P°Pj C-P- CI'CfPiCrC,PSC-PjPé P-P°C...PIPsCRCRPIP°PSPSCIIPjPé
CI'P»C-Pr P+CrC,Pé PsP+PuCHPpuPIPSPEéPjPé PiCHPé PiCHPEP-PSP°C+PuPSPSC-
PiCHPpPiP°CHP°C,Cr PiP°CtC-C”PSC,P°Pj C-P- PiC-PiPuCHC,CHPsC,C-C”Ch
PiCHPsCI'C,P°C,P¢é, PiP°CRP°P»C-C,PéC{PSPsCR PeP&éCE€PePsPIPsCh
PSPuPiCHPsC...C-PrPSC-CI'C,Ch P°P+Ps PiPsPrC-P+PSP&PjPé CI'C,P°PSP°PjPé.

PuPsPeP°P-PSPéPePé PiPuC+C-PSPePsPIPsC— C,CéPSPeCtC-C—. PuChHPée
P-P°CI'C,PsCI'CFPIP°PSPSC- PsP»P°PSP-P°PiC-PSCt C+P°CI'C,Ps
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII C,CHP°PSP-P&C,PsCHPSPu
P°CI'P&PjPiC,PsPjP°C,PéC+PSPyu PiC-PrPIPEC%oPuPSPSCII CRHC-PIPSCII
PiPuC+C-PSPePsPIPEC... C,CRP°PSCI'P°PjC-PSP°P-
P°P»P°PSC-PSP°PjC-PSPsC,CEP°PSCI'C, PuCHP°P-Pé (PHP»PhHP¥) C,P°
P°CI'PiP°CHC,P°C,P°PjC-PSPsC,CHP°PSCI'C,PuCHP°P-Pé (PHCI'PHPy), PsCI'PsP+P»P&PIPs
PSP° PiPsC$P°C,PeCt P»C-PeCrPIP°PSPSCII. PiP°Ct+C-C”PSC,P°Pj C-P-
PiC-PrPIP8C%oPuPSPéPj CHC-PIPSPuPj PhP»PHPy C,P°/C+Pé PHCI'PHPY, PsP-PSP°PeP°PjPé
C,P° CI'PéPjPiC,PsPjP°PjPé PiPsCHCrCEPuPSPSCII PrC-CLIP»CHPSPsCI'C,C-
PiPC$C-PSPePé, CI'C,P°PSP°PjPé, PiPsPIBF ™ CLIP-P°PSP&PjPé P- PiPuC+C-PSPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,CR, P° C,P°PePsP{ PiP°CtC-C”PSC,P°Pj, CLIPeC-
PiCHPEPN:PjP°CRC,CH PiPsC,PuPSCtC-PNePSPs PiPuPiP°C,PsC,PsPeCI'PEC+PSC-
PiCHPpPiP°CHP°C,Pé, PsP»P°PSP-P°PiC-PS CI'P»C-Pr PiCHPéP-PSP°C$P°C,Pé P-
PsP+PuCEPuPYPSC-CI'C,Ch. PuCHPé PIPECLIPIP»PpPSPSC- PiPpPiP°C,PéC,Cr
(PIPeP»CRC$P°CRC$Pé PiPpPiP°C,PsCtPuP»CRP»CIICHPSPy,
C...PsP»PuCI'C,P°C,PéC+PSPn C+Pé P-PjC-CEP°PSPu CrCHP°PYPuPSPSCII



PiPuC+C-PSPeP€) PsP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs PIC-PrPjC-PSPeC,Pe.

P¥PuPNeC,CHPsPiPuPSC-CII. PhP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs
PiCHP&P-PSP°C$P°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch PiCHPé PSP&P-CHPePsPjCr
CHC-PIPSC- P»PpuPNePePsCtP&C,C-PI C,P°/P°P+Ps PSPuPN.C,CHPsC, C-P»C-PI P-
P+CrPrCH-CIIPePsC— PiCHPEC+PEPSPé PiP°CtC-C”PSC,P°Pj, C1IPeC-
PsC,CHPéPjCrCRC,CH P»C-PeCrPIP°PSPSCII PiCHPuPiP°CRHP°C,P°PjPé, C%oPs
PjPsPYCrC,CH CI'PiCEP&C+PEPSP&C,Pé PSPuPN.C,CHPsPiPuPSC-CH,
PiP°CtC-C”PSC,P°Pj, C1IPeC- PjP°CRC,CH PI P°PSP°PjPSPuP-C-
PjPuPrPéPeP°PjPuPSC,PsP-PSPp PiCRP&PiPSC-C+PuPSPSCII/C,PsPeCI'PECEPSPu
CIrCHP°PIPuPSPSCII PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr, PiP°CtC-C”PSC,P°Pj C-P-B
PiCHPéPiPSC-C+PuPSPSCILIPj PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr,
CI'PiCHP&C+P&PSPuPSPéPj CI'CrPiCrC,PSC-PjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé,
PsPiCHPsPjC-PSPuPSPSCIIPj CtPé C...C-PjC-PsC,PuCRHP°PiC-C”CR, C,P°B
PiP°CtC-C”PSC,P°Pj C-P- PiC-PiPuCHPuPsP-PéPSPsC,C-P»C-C"Ch C,P°
PjC-C”P»PsPiCHPsP»C-C,PuCRP°C,PéPIPSP&Pj P-P°C...PIPsCRCRPIP°PSPSCIIP;.
PkPuPNeC,CHPsPiPpPSC-CII C” C+P°CI'C,PéPj PiPsP+C-C+PSPéPj PuC, PuPeC,PsPj PiCHPé
CI'CrPjC-CI'PSPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- PIP°P»CHPiCRHPsP°C,Cr C,P°
PsP»P°PSP-P°PiC-PSCT.

PyCHPéPiP6PSPuPSPSCII C,PuCEP°PiC-C—. PuCHPé CHC-P-PePsPjCr
PiCRP&PiPEPSPuPSPSC- C,PuCHP°PiC-C— CHC-PrPePs (= 0,01 % 8H” < 0,1 %)
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PiPsCI'C,CHC- CI'P&PjPiC,PsPjPé, P-PsPeCHPuPjP°
PiCEPs PSP°PrPjC-CHEPSPp PiPsC,PsPIPEPrC-P»PpPSPSCII, P+PuP-CI'PsPSPSCI],
C,CRPuPjPsCH, CRPsP-PrCEP°C,PsPIP°PSC-CI'C,CH, PSCrPrPsC,Cr P°P+Ps
P+P»CRPIP°PSPSCI].

QT-C-PSC,PuCHPIP°P». P] PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrP{PuPSPSCIIC...
PIPECIIPIP»PuPSPs PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPp PiPsPrPsPIPPuPSPSCII
C-PSC,PuCRHPIP°P»Cr QTc Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PiICHPEPNePjP°P»Pé
PsP»P°PSP-P°PiC-PS (QTcF [P PiPsPiCHP°PIPePsCh P-P° C,PsCHPjCrP»PsCh
PxCHP&éPrPuCHPEPeP°] = 500 PjC-P»C-CI'PuPeCrPSPr [PjCI'] Cf P+CrPrCH-CIIPePéPNe
C$P°CI" PiC-CI'P»CI] PiPsC$P°C,PeCt PrPsCI'P»C-PrPIPuPSPSCII PrP»CI]
PiP°CtC-C”PSC,C-PI C-P- QTcF < 500 PjCI"' PSP° PiPsC$P°C,PeCt
PrPsCI'P»C-PrPYPuPSPSCII P+CrPI PSPuC+P°CI'C,PéPj 8R” PIC-Pr 0,1 % PrPs < 1%).
P1iPsCHC-PIPSCLIPSPs P- PiP»P°CtPuP+Ps PSPu P+CrP»Ps CI'CfC,C,C"PIP&C...
PIC-PrPjC-PSPSPsCI'C,PuPNe Ct C+P°CI'C,PsC,C- PiPsP+C-C+PSP&C... PuC, PuPeC,C-PI P-
P+PsPeCr CI'PuCHCTCLI. PhPrPSP°Pe CI'P»C-Pr P+CrC,Pé PsP+PuCHPuPIPSPEPjPé PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- PsP»P°PSP-P°PiC-PSCT P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé, CLIPeC- PiPsPrPsPIPICrCRC,CH
C-PSC,PuCEPIP°P» QTc, 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- PICEPsPrP{PuPSP&Pj CI'P&éPSPrCEPsPjPsPj
PiPsPrPsPIPYPuPSPsPiPs C-PSC,PuCHPIP°P»Cr QT, P-P°CI'C,C-PNePSPsCh CI'PuCRCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, PiC-PiPuCHC,CEPsC,C-C"Ch CI'PuCHCtCILI P°P+Ps
P-PSP&PYPuPSP&Pj CHC-PIPSPuPj PeP°P»C-Ch CiPé PjP°PiPSC-Ch PI PeCHPsPIC-.

PyCEPsPjP+PsPuPjP+PsP»C-CII. PiCHPé P»C-PeCrPIP°PSPSC- PsP»P°PSP-P°PiC-PSPsPj
PSPuC$P°CI'C,Ps PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCRHPs PIPEPiP°PrPePé



CBPsP-PIPEC,PeCt PIPpPSPsP-PSPsC— C,CHPsPjP+PsPuPjP+PsP»C-C— (= 0,1 % BR” < 1
%). PuCHP&C+PEPSPSPs-PSP°CI'P»C-PrPePsPIPsPiPs P-PIsF™ CLIP-PeCrt PjC-Pq
P»C-PeCrPIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSPsPj C,P° CHPsP-PIP&C,PePsPj
PIPpPSPsP-PSPsC— C,CHPsPjP+PsPuPjP+PsP»C-C— PSPp PICI'C,P°PSPsPIP»PuPSPs.
PhPrPSP°Pe, P+PuCHCrC+Pé PrPs CrPIP°PiPé C,Py, C%oPs Cr 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- PjPsPP»P&PIC-
C,P°PeC,PsCEPé CHPEP-PEPeCr, 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-PrPSPéC...
P-P°PiPsP+C-PYPSP&C... P-P°C...PsPrC-PIL.

P—P°PiP°P»CHPSP° PrC-CII PSP° C1PuPSC,CEP°P»CEbPSCé PSPuCEPIPsPICé CI'PéCI'C,PuPjCé.
P’CHP°C...PsPICFCRCtPé PiPuCHPuPIP°PIPSPEPN. PIPiP»PEPI PsP»P°PSP-P°PiC-PSCr PSP°
P!PkPV, PSPuPsP+C...C-PrPSPs PIPJP&PIP°C,Pé PrPsPrP°C,PePsPIC- P-P°PiPsP+C-PPSC-
P-P°C...PsPrPé PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PsP»P°PSP-P°PiC-PSCt CEP°P-PsPj P-
C-PSC£PéPjPé PiCHPuPiP°CREP°C,P°PjPé CtPuPSC,CHP°P»CHPSPsC— PrC-C—,
PIPeP»CRC+P°CRC+Pé PIPJPEPIP°PSPSCII P°P»PePsPiPsP»CHh.

PKP°PiP°PrPé CI'C4PrPsPj. PhP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs P-
PsP+PuCHPuPYPSC-CI'C,CR P-P°CI'C,PsCI'PsPICIPIP°C,Pé, CLIPeC%oPs PI
P°PSP°PjPSPuP-C- PiP°CtC-C”PSC,P° C” PuPiC-P»PuPiC,PéC+PSC- PSP°PiP°PrPé, P°P+Ps
P-P° PSP°CLIPIPSPsCI'C,C- C,P°PeC,PsCEC-PI, C%oPs P-PSPEPICrCRC,CH PiPsCHC-Pi
CI'CrPrPsPjPSPsC— PiPsC,PsPIPSPsCI'C,C-. PKPpC+P°CI'C,Ps
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPéPiP°PrPePé PuPiC-P»PuPiC,PEC+PSP&C...
PSP°PiP°PrC-PI PiCHPé P»C-PeCrPIP°PSPSC- PsP»P°PSP-P°PiC-PSPsPj. P]
P+C-P»CHCEPsCI'C,C- CtPéC... PIPEPiP°PrPeC-PI PiP°CtC-C”PSC,Pé PjP°P»Pé PI
P°PSP°PjPSPuP-C- PuPiC-P»PpPiC,PéC+PSC- PSP°PiP°PrPé P°P+Ps CHPéP-PéPe C—C...
PIPEPSP&PePSPuPSPSCII P+CrPI PiC-PrPIPEC%oPuPSPEPNe.

PyC-P-PSCII PrPéCI'PeC-PSPuP-C-CII. P] C...PsPrC- PeP»C-PSC-C$PSPéC...
PrPsCI'P»C-PrPPuPSCH C,CHP&PIP°P»C-CI'C,Ch 1 CRC-Pe P°P+Ps PjPuPSC£Pyu PiCHPé
PiCHPEPN:PsPjC- PsP»P°PSP-P°PiC-PSCt CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
CI'C,P°C,P&CI'C,PEC$PSPs P-PSP°C+CrC%oPn P-PSPEPIPuPSPSCII C+P°CI'C,PsC,Pé
PIPEPSPéPePSPuPSPSCII PrPéCI' PeC-PSPuP-C-C—, CI'PiCHPéC+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»PsPjCt PiCHPéPNePsPjC- P°PSC,P&PiCI'P&C...PsC,PECPSPEC...
PiCHPuPiP°CHP°C,C-PI PSPuPsP+C...C-PrPSPu PIC-PrPiPsPIC-PrPSPp
P-PSPEPYPuPSPSCII PrPsP-Pé P°P+Ps PiPsPIPSP°® PIC-PrPjC-PSP° PiCHPuPiP°CEP°C,Cr
PiCEPé PiPsCIIPIC- Cr PiP°CtC-C”PSC,P° PsP-PSP°Pe C+Pé CI'P&PjPiC,PsPjC-PI
PiC-P-PSCHPsC— PrPéCI'PeC-PSPuP-C-C—. P— C$P°CI'PsPj C+C- CI'P&PjPiC,PsPjPé
PjPsPYCrC,CH PiPsPiC-CHCECIPIP°C,PéCI'CH P°P+Ps PSP°PIC-C,CH

P-8f™ CIIPIP»CIIC,PECI'CII PiC-CI'P»CII PiCHP&éPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCI].

PRCEC,PsCI'C,P°C,P6CEPSP® PiC-PiPsC,PuPSP-C-CII. PkPuC+P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCEPs PIP&PiP°PrPePé PsCRC,PsCI'C,P°C,PéC+PSPsC—
PiC-PiPsC,PuPSP-C-C— Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCHbPsPiPs PIC-PeCr- PI



C...PsPrC- PeP»C-PSC-CfPSP&C... PrPsCI'P»C-PrPIPuPSCH. PIPe C- PiCHPé
P»C-PeCrPIP°PSPSC- C-PSCEP&PjPé P°PSC,PéPiCI'P&C...PsC,PéPeP°PjPé, PiC-Pr C+P°CI’
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCt CRPuPePsPjPuPSPrCrC”C,CHCI'CII
PiPuCHC-PsPrPéC+PSPu PIPéPjC-CRCRPIP°PSPSCII P°CRHC,PuCHC-P°P»CHPSPsPiPs
C,PECI'PeCr PiP°CtC-C”PSC,P°Pj PIC-PePsPj PIC-Pr 65 CHPsPeC-PI.

P P°PiC,PsPIP° CI'PuCECtPuPIP° CI'PjPuCHC,CH. P] PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&EC...
P-PIC-C,P°C... PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPEPiP°PrPePé CHP°PiC,PsPIPsC—
CI'PuCHCtPpPIPsC— CI'PjPuCHC,C-. P’C-PrPiPsPIC-PrPSPs PrPs
CHPuC,CHPsCI'PiPuPeC,PéPIPSPsPiPs PsP+CI'PuCHPIP°CtC-PN:PSPsPiPs
PePsPiPsCHC,PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII, CEPéP-PéPe CHP°PiC,PsPIPsC—
CI'PuCHCtPpPIPsC— CI'PjPuCHC,C- Cr PiP°CtC-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj,
PiC-PrPIP&C%o0CrPIP°PICI'CII PjP°PN-PYPp PIPrPIC-C+C- PiPsCHC-PIPSCLIPSPs P-
PiP°CtC-C”PSC,P°PjPé, CIIPeC- PSPu P-P°CI'C,PsCI'PsPICIPIP°P»Pé
P°PSC,PéPICI'PEC...PsC,PéPePé. P P&éP-PéPe PiCRPé P-P°CI'C,PsCI'CFPIP°PSPSC-
PsP»P°PSP-P°PiC-PSCt PIC-PrPiPsPIC-PrP°C” C,P°PePsPjCr PiCRHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- P°C,PéPiPsPIP&C... P°PSC,PéPiCI'PéC...PsC,PéCtPSPEC. ..
P-P°CI'PsP+C-PI, C%oPs P+CrP»Pé PIPeP»CRCPuPSC- PrPs PsP+8R™ C”PrPSP°PSPsPiPs
P°PSP°P»C-P-Cr.

P>P°PeC,PsP-P°. P>C-PeP°CHCI'CHhPeP&PNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> P»P°PeC,PsP-Cf,
C,PsPjCrt PNePsPiPs PSPy PjPsPPSP° PiCEP&P-PSP°C+P°C,Pé C...PIPsCHP&Pj, CLIPeC-
PjP°CRC,CH CI'PiP°PrPePsPICt PSPuPiPuCHPuPSPsCI'PéPjC-CI'C,CH P»P°PeC,PsP-Pé,
PrPuC,C-CtPéC, P»P°PeC,P°P-Pé P°P+Ps CI'PéPSPrCHPsPj PiP»CRPePsP-Ps-
PiP°P»P°PeC,PsP-PSPsC— PjP°P»CHP°P+CI'PsCHP+CtC-C—.

P”PsPiP°PjC-PSPUCEPIC-CtPSPéPNe P°PSC,P°PiPsPSC-P-Pj. PAP»P°PSP-P°PiC-PS in vitro
PiCEHPsCLIPIP»CLIC” P°PSC,P°PiPsPSC-P-Pj PrPs PrPsPiP°PjC-PSCt C,P°
C,PuPsCEPuC,PECPSPs PjPsPYPy PiCEPsC,PéPrC-CLIC,Pé PuC, PuPeC,P°Pj
P»PpPIPsPrPsPiPé C,P° P°PiPsPSC-CI'C,P°Pj PrPsPiP°PjC-PSCY, C,P°Pe CI'P°PjPs ClIPe
C-PSCEC- P°PSC,P&PiCI'P&C...PsC,PEC+PSC- P-P°CI'PsP+P&.

P“P»CRPePsP-P°. P] C...PsPrC- PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrP{PuPSCH (PrPs 52
C,P&PYPSC-PI) PsP»P°PSP-P°PiC-PS CI'PiCEP&C+P&PSCIIPI P+C-P»CHCEC- P-PjC-PSPé
CRC-PIPSCI]I PiP»ChPePsP-Pe PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP=Ps.

P C-P-PSPéCtCII Cr P-PjC-PSP°C... P-PSP°C{PuPSCH PjC-PY PsP»P°PSP-P°PiC-PSPsPj
C,P° PiP»P°CtPuP+Ps P+CrP»P° P+C-P»CHCEPsCh Cr PiP°CtC-C”PSC,C-PI C-P-
CI'PéPjPiC,PsPjP°PjPé PrPéP-CHPuPiCrP»CILICtC-C— PiP»CRPePsP-Pé PI
P°PSP°PjPSPuP-C- (PIPeP»CRC3+P°ChCtPé PiP°CtC-C”"PSC,C-PI P- CtCrPeCHPsPIPéPj
PrC-P°P+PnC,PsPj P°PxPs PiP°CtC-C”PSC,C-PI C-P- PiCHPsCIIPIP°PjPe
PiC-PiPuCHPiP»C-PePuPjC-C—). P] CtPéC... PiP°CtC-C”PSC,C-PI
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PSP°C+PSPu PiC-PrPIPéC%oPuPSPSCII HbA1CT
PiPsCHC-PIPSCIIPSPs P- PiCHCrPiPsCh PiP»P°CtPuP+Ps.

P’C-PrCI'PsC,PePsPIPp CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PiP°CtC-C”PSC,C-PI, Cr CLIPePéC...
P-PjC-PSP&PICI'CII CRC-PIPuPSCH PiP»CRPePsP-Pé P- PSPsCHPjP°P»CHPSPsPiPs P°P+Ps
PiCRP°PSP&C$PSPsPiPs PrPs PIPECI'PsPePsPiPs, PiPsCI'C,C-PNePSPs



P-P+C-P»CHCECIPIP°P»PsCI'CLI.

P’ P°PSP°P»C-P-P°C... PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEPsPN:CEP»Pé& 98F“12-PjC-CI'CLIC+PSCF
C,PuCHP°PiC-Ch PsP»P°PSP-P°PiC-PSPsPj, PiC-PrPIP&éC%oPuPSPéPNe CHC-PIPuPSCH
PiP»CRPePsP-Pé Cr PeCEPsPIC- P-PSPéPCrPIP°PICI'CLI C+PuCHPuP- 6 PjC-CI'CLICtC-PL.

P—PjC-PSPé CEC-PIPSCII P»C-PiC-PrC-PI. PKPuP+P°PYP°PSC- P-PjC-PSPe CHC-PIPSCII
P»C-PiC-PrC-PI PjPsPYCrC,CH CI'PiPsCI'C,PuCHC-PiP°C,PéCI'CII Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- P»C-PeCrCRC,CHCI'CLI PsP»P°PSP-P°PiC-PSPsP;.
P—PjC-PSPé CHC-PIPSCI]I P»C-PiC-PrC-PI CI'P»C-Pr P»C-PeCrPIP°C,Pé
PSP°P»PuPYPSP&Pj C+PéPSPsPj Cr PiP°C+C-C”PSC,C-PI C-P-
PrP&éCI'P»C-PiC-PrPpuPjC-C”"Ch C,P° Cr PiP°CtC-C”PSC,C-PI C-P- C,P°PeC,PsCEP°PjPé
CRP&P-PéPeCr CRPsP-PIPEC,PeCt PiPsCHCrCEPuPSCH PsP+PjC-PSCr P»C-PiC-PrC-PI.
PuP°CtC-C”PSC,P°Pj, CLIPeC- PsC,CRPéPjCFCRC,CH P»C-PeCrPIP°PSPSCII
P°PSC,PéPiCI'P&C...PsC,PECPSP&PjPé P-P°CI'PsP+P°PjPé, PIPeP»CRCtP°CRCfPé
PsP»P°PSP-P°PiC-PS, PSPuPsP+C...C-PrPSPs CHPuPiCP»CIICHPSPs
PePsPSC,CHPsP»CRPIP°C,Pé CHC-PIPSC- P»C-PiC-PrC-PI Ct PeCHPsPIC-,
PSP°PiCRP&PeP»P°Pr PSP° PiPsC+P°C,PeCrt P»C-PeCrPIP°PSPSCII, C+PuCEPpP- 12
C,P&PPSC-PI, P° C,P°PePsP] PePsPIPSC- 5 CHPsPeC-PI PSP°PrP°P»C-.

PJ C...PSPrC- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH, C%oPs C,CHP&EPIP°P»Pé
P+C-P»CHCEPp 12 C,PEPIPSC-PI, Cf PiP°CtC-C”PSC,C-PI, CLIPeC- PICEPEPNePjP°P»Pé
PsP»P°PSP-P°PiC-PS, CI'PiPsCI'C,PpuCEC-PiP°P»PsCI'CLI PiC-PrPIP&C%oPpPSPSCLI CEC-PIPSCII
P-P°PiP°P»CHbPSPsPiPs C...PsP»PuCI'C,PuCEPEPSCY, P»C-PiPsPiCEPsC,PuC—PrC-PI
PSP&P-CHhPePsC— C%oC-P»CHPSPSCI'C,C- (P>PuPkP©) C- C,CRP&PiP»C-CtPuCEPEPrC-PI
PiPsCEC-PIPSCIIPSPs P- PiCECtPiPsCR PiP»P°CPpP=+Ps.

P—PSP°C$PSPp PiC-PrPIPEC%oPpPSPSCII CHC-PIPSCII P»C-PiC-PrC-PI (P-P°PiP°P»CHPSPsPiPs
C...PsP»PuCI'C,PuCHPEPSCY, P»C-PiPsPiCHPsC,PuC—PrC-PI PSPéP-CHPePsC—
C%0C-P»CHPSPsCI'C,C-, C,CHPéPiP»C-CtPuCEP&PrC-PI) CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
C$P°CI'C,C-C€Py Cf PiP°CtC-C”PSC,C-PI P+PpuP- PiPsCHCIrCEPuPSPSCII PsP+PjC-PSCr
P»C-PiC-PrC-PI PI P°PSP°PjPSPuP-C-.

P&Pyu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI CI'C,P°C,PECI'C,PECHPSPs
PiC-PrC,PIPuCHPrPIPuPSP&C... PIC-PrPjC-PSPSPsCI'C,PuPNe PiC-PrPIP&C%oPuPSPSCII
P»C-PiPsPiCHPsC,PuC—PrC-PI PIPECI'PsPePsC— C%oC-P»CHPSPsCI'C,C- (P>PiP’P©) PjC-P
PiP°Ct+C-C”PSC,P°PjPé, CLIPeC- PiCEP&PN:PjP°P»Pé PsP»P°PSP-P°PiC-PS, C,P°
PiP°CtC-C”PSC,P°PjPé, CIIPeC- PiCEP&PN:PjP°P»Pé PiP»P°CtPuP+Ps.

PmC-P»CHPeC-CI'PSPu CI'PiC-PIPIC-PrPSPsCE£PuPSPSCI] PiP°CtC-C”PSC,C-PI, Cr CIIPePéC...
P-PjC-PSP&PICI'CLI CHC-PIPuPSCH P-P°PiP°P»CHbPSPsPiPs C...PsP»PuCI'C,PuCHPEPSCE,
P»C-PiPsPiCRPsC,PuC—PrC-PI PSPéP-CHPePsC— C%oC-P»CHPSPsCI'C,C- P°P+Ps
C,CHPéPiP»C-CtPuCHP&PrC-PI P- PSPsCHPjP°P»CHPSPsPiPs P°P+Ps PiCEP°PSP&C+PSPsPiPs
CHC-PIPSCII PrPs PIP&CI'PsPePsPiPs P°P+Ps P-PjC-PSP&PICI'CII CHC-PIPuPSCH
P»C-PiPsPiCHPsC,PuC—PrC-PI PIP&CI'PsPePsC— C%oC-P»CHPSPsCI'C,C- P-
PSPsCHPjP°P»CHPSPsPiPs P°P+Ps PiCHP°PSPéC+PSPsPiPs PrPs PSP&éP-CHPePsPiPs, P+CrP»Ps
P+C-P»CHCEP&Pj Cr C...PsPrC- PrPsPIPiPsC,CHPEPIP°P»P&C... PrPsCI'P»C-PrPIPuPSCH (PSPu
PjPuPSC€Pp 48 C,PEPYPSC-PI) PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj PiCHPé
PePsCHPsC,PePsC,PuCHPjC-PSPsPIP&C... PrPsCI'P»C-PrPYPuPSPSCIIC.... P] PiP°Ct+C-C”PSC,C-PI,
CIIPeC- PiCHPsPN:CEP»P¢é 12-PjC-CI'CLIC$PSCr C,PuCRP°PiC-Ch, CRC-PIPuPSCH
P-P°PiP°P»CIbPSPsPiPs C...PsP»PuCI'C,PuCHPEPSCTr PSPu P-CHPsCI'C,P°PI PiC-CI'P»CII 48 “6



PjC-CI'CLICtC-PI.

PYCsC—CtPéPr. PmPsPYP»P&PIC-CI'C,CH CI'PiCHPsP+ CI'CfC—CtPéPrCr
PiCHPEC,P°PjP°PSPSP° CIIPe PiP°CtC-C”PSC,P°Pj C-P- CEP&P-PsC,CHPuPSC-C”CHh,
C,P°Pe C- PiP°CtC-C”PSC,P°Pj C-P- P+C-PiPsP»CILICHPSP&Pj CHPsP-P»P°PrPsPj I
C,PéPiCr, Cr P-PIBF™ CLIP-PeCr P- C$PéPj PiPsC,CRHC-P+PSPs CHPuC,PuP»CHPSPs
CI'PiPsCI'C,PuCEC-PiP°C,Pé P-P° PiP°CtC-C”PSC,P°PjPé, CIIPeC- PjP°CRC,CH
PIP&CI'PsPePéPNe CHPEP-PéPe CI'CFC—C1PEPrCr C,P° PsC,CEPéPjCFCRC,CHb
C,PuCHP°PiC-Ch PsP»P°PSP-P°PiC-PSPsPj. P— PjPuC,PsCh P-PSP&PPuPSPSCII
PjPsPYP»P&PIPsCI'C,C- PiPpCHPuPrPsP-CrPIP°PSPSCII PiPsC,CHC-P+PSPs
PIPéPiPECI'CrPIP°C,Pé PsP»P°PSP-P°PiC-PS Cf C,P°P+P»PuC,PeP°C... PjP°P»P&PjPé
PeC-P»CHPePsCI'C,CIIPjPé, PrPsCI'C,P°C,PSC-PjPé PrP»CII P-P°P+PpP-PiPuC+PuPSPSCII
PSP°P»PuPYPSPsPiPs P»C-PeCrPIP°P»CHPSPsPiPs PuC, PuPeC,Cr.

PrwP°CI'P° C,C-P»P°. PuPUCEPpPr PiPsCP°C,PePsPj C,PuCEP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj CI'P»C-Pr PICEP°C...PsPIC{PIP°C,Pé PiPsC,PuPSCTC-PN:PSC-
PSP°CI'P»C-PrPePé PiC-PrPIPEC%PuPSPSCII PjP°CI'Pé C,C-P»P° PiP°CC-C"PSC,P°.
PyP°CtC-C”PSC,Pé, CIIPeC- PsC,CEP&PjCFCRC,CH P»C-PeCrPIP°PSPSCII
PsP»P°PSP-P°PiC-PSPsPj, PiPsPIP6PSPSC- PiCEPsC...PsPrPéC,Pé
CEPpPiCIP»CIICEPSP&PNe PjPsPSC-C,PsCEP&PSPi PjP°CI'Pé C,C-P»P°.

PwPsPSPsC,PuCHP°PiC-CII PsP»P°PSP-P°PiC-PSPsPj PrPsCHPsCI'P»P&C.... PiiC-Pr C+P°CT
P°PSP°P»C-P-Cr 13 PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHhPsPIP°PSP&C... PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPIPuPSCH P+CrP»Ps PIPECIIPIP»PuPSPs, C%oPs CfB PiP°CtC-C”PSC,C-PI,
CIIPeC- PsC,CHP&PjCIPIP°P»Pé C,PuCHP°PiC-Ch PsP»P°PSP-P°PiC-PSPsPj,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PI CI'PuCEPuPrPSCH-PsPjCr PiC-PrPIPEC%oPuPSPSCII
PjP°CI'Pé C,C-P»P° PSP® 2,6 PePi PiPsCRC-PIPSCIIPSPs P- PIC,CHP°C,PsCh PjP°CI'Pé C,C-P»P° PI
CI'PuCHPuPrPSCHPsPjCr PSP° 0,3 PePi Ct PiCHCIPiC- PiP»P°CtPuP+Ps PiCEPé PjPuPrC-P°PSC-
P-P°CI'C,PsCI'CtPIP°PSPSCII 6 C,PéPYPSC-PI; Cr 22,2 % PiP°CtC-C”PSC,C-PI C-P- C,PéC...,
CIIPeC- PsC,CHP&PjCIPIP°P»Pé C,PuCHP°PiC-Ch PsP»P°PSP-P°PiC-PSPsPj,
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiC-PrPIPEC%oPpPSPSCII PjP°CI'Pé C,C-P»P° PSPu
PjPuPSC€Pp PSC-PY PSP° 7 % PjP°CI'Pé PSP° PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCI]
PiPsCHC-PIPSCIIPSPs P- 3 % PiP°CtC-C”PSC,C-PI PiCRCrPiPé PiP»P°CtPuP+Ps PiCHPé
PjPpPrC-P°PSC- P-P°CI'C,PsCI'CfPIP°PSPSCII 8 C,PéPYPSC-PI; Cr 4,2 % PiP°C+C-C”PSC,C-PI
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé C,C-P»P°
PiCEP&PSP°PNPjPSC- PSP® 15 % PjP°CI'Pé PSP° PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCII
PiPsCHC-PIPSCIIPSPs P- 0,3 % PiP°CtC-C”PSC,C-PI PiCHCrPiPé PiP»P°CtPpP+Ps PiCRPé
PjPuPrC-P°PSC- P-P°CI'C,PsCI'CfPIP°PSPSCI] 12 C,PéPYPSC-PI. P:P»C-PSC-C+PSPs
P-PSP°C+CrC%oPp P-P+C-P»CHCEPPPSPSCII PjP°CI'Pé C,C-P»P°
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr PICI'C-C... PeP°C,PuPiPsCHC-PNe PiP°CtC-C”PSC,C-PI P-P°
PtPmPy (C-PSPrPpuPeCI’ PjP°CI'Pé C,C-P»P°). PuCHP&PiPéPSPuPSPSCII C,PuCRHP°PiC-C—
C$PuCHPuP: P-P+C-P»CHCEPUPSPSCII PjP°CI'Pé C,C-P»P° PIC-PrP+CrP»PsCI'CII Cf 0,2 %
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé P»C-PeCrPIP°PSPSCI]
PsP»P°PSP-P°PiC-PSPsPj, PiPsCHC-PIPSCIIPSPs P- 0 % PiP°CtC-C”PSC,C-PI P- PiCRHCrPiPé
PiP»P°CtPuP+Ps.

PJ C...PsPrC- PrPsPIPiPsC,CHP&PIP°P»P&C... PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSCH
(PSP PjPuPSC£Pp 48 C,PéPYPSC-PI) CI'PuCHPuPrPSC” P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé
C,C-P»P° Cr PiP°CtC-C”PSC,C-PI P+CrP»Ps 5,6 PePi (PiCHPé PjPpPrC-P°PSC-
P-P°CI'C,PsCI'CfPIP°PSPSCI]I 573 PrPSC-; N = 2021). PiC-P»CHPeC-CI'C,CH



PiP°Ct+C-C”PSC,C-PI, Cf CLIPeP&C... CI'PiPsCI'C,PuCRHC-PiP°P»PsCI'CLI P-P+C-P»CHCEPuPSPSCII
PjP°CI'Pé C,C-P»P° PSP PjPuPSC€ PSC-PY PSP°® 7 %, 15 % P°P+Ps 25 % PiPsC+P°C,PePsPIPsC—
PjP°CI'Pé, PiICRPé PrPsPIPiPsC,CHPEPIP°P»PsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
PsP»P°PSP-P°PiC-PSCr CI'C,P°PSPsPIPEP»P° 64 %, 32 %B C,P° 12 % PIC-PrPiPsPIC-PrPSPs.
PuCHPEPiPEPSPuPSPSCII C,PuCHP°PiC-C— C+PuCHPpP: P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé
C,C-P»P° PIC-PrP+CrP»PsCI'CII Cr 0,4 % PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj PiCEPsC,CIIPiPsPj PSPu PjPuPSC€ PSC-PY 48
C,PéPYPSC-PI.

P”PéCI'C,P°PiC-CII. PiPsCHCrCE€PuPSPSCII PuP-PsC, P°PiP°P»CHPSPsC—
PjPsC,PsCRP&PePé C,P° P-P°PrPEéCEPeP° P+CrP»Pé P°CI'PsCtC-PNePsPIP°PSC- P
PiCHPEPNePsPjPsPj P°PSC,PéPICI'PEC...PsC,PECPSPEC... P-P°CI'PsP+C-PI.
PHCI'PiC-CHP°CtC-PNePSP° PiPSPuPIPjPsPSC-CII P+CrP»P° C{P°CI'C,PsCh
PiCHPéC+PéPSPsChH P-P°C...PIPsCRCRPIP°PSPsCI'C,C- C,P° P»PuC,P°P»CHPSPsCI'C,C-
Cr PiP°CtC-C”PSC,C-PI C-P: C...PIPsCHPsP+PsCh PhP»CHCtPiPpPNePjPuCHP°.
PhP»P°PSP-P°PiC-PS PSPy CI'C...PIP°P»PuPSP&PNe PrP»CLI P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI C-P- C...PIPsCHPsP+PsCh PhP»CHCtPiPuPNePjPuCHP°.

P PuPiCéP»CIICtC-CII C,PuPjPiPuCEP°C,C3CEPé C,C-P»P°. PiPsCRHCIrCEPUPSPSCII
P-PrP°C,PSPsCI'C,C- C,C-P»P° P-PSPEPYCIPIP°C,Pé CI'PIPsCh C,PuPjPiPpuCHP°C,CrCHCY
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr P-PIBF™ CIIP-PeCr C-P- P-P°CI'C,PsCI'CtPIP°PSPSCI]IPj
P°PSC,PéPiCI'P&C...PsC,PéPeC-PI. P PuPePsPjPuPSPrPsPIP°PSPs P-PIP°PYP°C,Pé PSP® CtPuPNe
C,P°PeC, PiCHPé PiCHP&P-PSP°C+PpPSPSC- PsP»P°PSP-P°PiC-PSCr PiP°C+C-C”PSC,P°Pj, CLIPeC-
P-PSP°C...PsPrCIIC,CHCI'CII PI CtPjPsPIP°C..., C%oPs PjPsPYCrC,CH PiCRP&P-PIPuCI'C,Pé PrPs
PiC-PrPIP&C%oPuPSPSCII C,PuPjPiPpuCHP°C,CFCHPé C,C-P»P°, C,P°PePéC... CLIPe
PiPsCI'PéP»PuPSC- C,CEPpPSCrPIP°PSPSCI], PiPuCHPuP+CrPIP°PSPSCII PI CfPjPsPIP°C...
PuPeCI'C,CHPuPjP°P»CHPSPEC... C,PuPjPiPuCREP°C,CrCH, CI'CrPiCrC,PSC”
P-P°CI'C,PsCI'CfPIP°PSPSCII P-P°CI'PsP+C-PI P- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPsCh
P°PeC,P8PIPSC-CI'C,CR P°P+Ps CI'C,P°PS PrPuPiC-PrCEP°C,P°C+C-C—.

P—P°CI'C,PsCI'C4PIP°PSPSCII PiP°CtC-C”PSC,P°Pj, CIIPeC- PjP°CEC,CH CI'C4PiC4C,PSC-
P-P°C...PIPsCECRPIP°PSPSCII. P1sP»C-PSC-C+PSPEPN. PrPsCI'PIC-Pr
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCrt PiP°CtC-C”PSC,P°Pj C-P- PiPuPIPSPé&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIJIPjPé PsP+PjPuPYPuPSPéPNe. PhP»P°PSP-P°PiC-PS PiPsCI'PéP»CRC”
in vitro P°C, C-PSPSC-CI'C,CH PrPs PjCtCI'PeP°CHP&PSPsPIP&C... ChPuCtPuPiC,PsCEC-PI. P]
C...PsPrC- PiCEPuPjP°CEPePuC,PéPSPiPsPIP&C... PeP»C-PSC-CPSPéEC...
PrPsCI'P»C-PrPPuPSCH PsP»P°PSP-P°PiC-PSCr PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
P+CrP»Ps P°CI'PsCtC-PNePsPIP°PSPu C-P- P-P°PiPsCHP°PjPé, PIC-PrC+CrC,C,CIIPj
CI'CfC...PsCI'C,C- PI CRPsC,C-, C,P°C...C-PeP°CRPrC-C”Ch C,P° C-PSCEP&PjPé
PiPsP+C-C+PSP&PjPé CIIPIPEC%oP°PjP&, C%oPs, PjPsPIP»P&PIPs, PiPsPIsF ™ CIIP-P°PSC- P
C...PsP»C-PSPuCHPiC-C+PSP&Pj P°PSC,P°PiPsPSC-P-PjPsPj. PiuPsPrC-P+PSC- PiPsP+C-C$PSC-
CEPpP°PeCtC-C— PSPuCHP°CI'C,Ps PIPEPjP°PiP°P»Pé PiCHP&PiPéPSPuPSPSCII C,PpuCHP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj, P°P»Pu PSPuPsP+C...C-PrPSPs P- PsP+PuCHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PsP»P°PSP-P°PiC-PS PiP°CtC-C”PSC,P°Pj C-P- PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oPsCh PiC-PiPuCREC,CHPsC,C-C”Ch PiCEPsCI'C,P°C,Pé,
PICP-CHPePsPeCrC,PsPIPsCh PiP»P°CrPePsPjPsCh, PiP°CHP°P»C-C,PéC+PSPsCh
PSPuPiCEHPsC...C-PrPSC-CI'C,ChR PeP&éCE€PuC+PSPéPeCr PI P°PSP°PjPSPuP-C- P°P+Ps P-C-
CI'PiPsCHC-PrPSPuPSPEPjPé CI'C,P°PSP°PjPé, CI'PiCHP&C+PéPSPuPSPEPjPé
C...PsP»C-PSPuCHPiC-C+PSP&Pj P°PSC,P°PiPsPSC-P-PjPsPj, C1IPeC- PjPsPYCIC,CH
PiPsPiC-CHCECIPIP°C,PéCI'CII Ct PiCHP&CI'CrC,PSPsCI'C,C- PsP»P°PSP-P°PiC-PSCft. P]
C...PsPrC- 5 PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPEC... PrPsCI'P»C-PrPIPuPSCH



PsP»P°PSP-P°PiC-PSCr Cr PiP°Ct+C-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr C-P-
PiCI'P&C...PsP-PsPj, PiPsPIF™ CLIP-P°PSP&Pj P- PrPuPjPuPSCtC-C”Ch (n = 1184),
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII C,P°PeC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—,

PiPsPIB™ CLIP-P°PSC- C-P- C,PuCHP°PiC-C”"CHh, C-P- C+P°CI'C,PsC,PsCh
PIPEPSPéPePSPuPSPSCII PSPy PjPuPSCEPp 2 %, CLIPeP°® P-PSP°C+CrC%oPs
PiPpCHPuPIPEC%0CrPIP°P»P° C,P°PeCr Cr PiP°CtC-C”PSC,C-PI PiCRHCrPiPé PiP»P°CtPuP+Ps:
PiP°PrC-PSPSCII, CI'PsPSP»P&éPIC-CI'C,CH, PiPuCHP&C, PuCHP&C+PSC- PSP°P+CHCIIPePé,
PiPsCECrCEPpuPSPSCII C...PsPrPé, PSPuC,CHP&PjP°PSPSCII CI'PuC+C-, P»PuC,P°CHPIC-CIJ,
P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé C,C-P»P°, P°CI'C,PuPSC-CLI, PiC-CHPuPeCI'C-CI],
PiPSPuPIPjPsPSC-CII, PIC-PrC+CrC,C,CII CI'CfC...PsCI'C,C- PI CRPsC,C- C,P° P-PsCHPsPIC-
PiP°P»CRCtPéPSP°CtC-C—. P§P°CI'C,PsC,P° PiCHP&PiPéPSPuPSPSCII C,PuCEP°PiC-C—
C1PpCHPpP: PiPsP+C-C+PSC- CLIPIPEC%o0P° P+CrPI PIPEC%o0PEPNe Cr PiICKCFPiC-, CLIPeP®
PsC,CHP&PjCrPIP°P»P° PsP»P°PSP-P°PiC-PS, PiPsCHC-PIPSCLIPSPs P- PiP»P°CtPuP+Ps (13 %
PiPsCHC-PIPSCIIPSPs P- 7 %). P] PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt C-P-
PiCI'P&C...PsP-PsPj, PiPsPIsF ™ CLIP-P°PSP&Pj P- PrPuPjPpPSCt+C-C”CHh, CLIPeC-
PsC,CHPéPjCrCRC,CH PsP»P°PSP-P°PiC-PS, PIPEC%oPéPNe CHC-PIPpPSCH
P»PuC,P°P»CHPSPsCI'C,C- PiPsCHC-PIPSCLIPSPs P- PiCHCrPiPsCh PiP»P°CtPuP+Ps.
PhP»P°PSP-P°PiC-PS PSPj PiPsPeP°P-P°PSP&PNe PrP»CILI P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr C-P- PiCI'P&C...PsP-PsPj,

PiPsPIB™ CLIP-P°PSPé&Pj P- PrPuPjPuPSCtC-C”CHh. PhP»P°PSP-P°PiC-PS PSPy
P-P°CI'C,PsCI'PsPICFPIP°PICI'CII PI PrPsCI'C,P°C,PSC-PNe PeC-P»CHPePsCI'C,C-
PIPéPiP°PrPeC-PI PiP°CtC-C”PSC,P°Pj P- PSPuC%oPsPrP°PIPSC-Pj C-PSC, P°CHPeC,PsPj
PjC-PsPeP°CHPrP° P°P+Ps PSPuCI'C,P°P+C-P»CHPSP&Pj CI' PuCEHCtPuPIP&P;
P-P°C...PIPsCHCRPIP°PSPSCIIPj. PiiP°CtC-C”PSC,Pé P- PIPEC%oPpuPIPeP°P-P°PSPEPjPé
PrC-P°PiPSPsP-P°PjPé P+CrP»Pé PIPéPeP»CRCPuPSC- P- PiCHPuPjP°CHPePuC,PEPSPiPsPIPEC. ..
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH. PYP»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PsP»P°PSP-P°PiC-PS PrP»CII P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI C-P- CI'PuCECtPuPIP&PjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé C+PuCHPuP:
CHPEP-PéPe PIPEPSPEPePSPIPSPSCII PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C—.

P>P°P+PsCEP°C,PsCEPSC- PrPsCI'P»C-PrPIPuPSPSCII. P PuPePsPjPuPSPrCiC”C,CHCICII
PePsPSC,CHPsP»CRPIP°C,Pé PiP»CRPePsP-Cr PSP°C,C%oPp C,P° P»C-PiC-PrPSP&PNe
PiCEPsC, C-P»CH PSP° PiPsCP°C,PeCrt P»C-PeCIPIP°PSPSCII C,P° PiPuCHC-PsPrP&éC+PSPs
PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCIL.

P“C-PiPuCBPiCFPsP»P°PeC,PéPSPuPjC-CLI. PIPe C- C-PSCEC- P-P°CI'PsP+Pé P-
PIP»P°CI'C,PéPIPsCI'C,CIIPjPé P°PSC,P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSPsPIP&C...
CBPuCtPpPiC,PsCHC-PI D,, PsP»P°PSP-P°PiC-PS PiC-PrPIPéC%oCrC” PI PeCEPsPIC-
CEC-PIPSC- PiCEPsP»P°PeC,PéPSCY, C- CtPp PiC-PrPIPEC%oPuPSPSCII
P-P+PuCHC-PiP°C”C,CHCI'CII PiCRPé C,CHPEPIP°P»PsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-.
P“C-PiPuCHPICEPsP»P°PeC,PéPSPuPjC-CII PjPsPPu PiCHPéPiPSC-C+CrPIP°C,Pé
PiC-PiPsC,P°P»P°PjC-C$PSPéPNe PiPsCHPjPsPS GnRH, CHPuP-CrP»CHC,P°C,PsPj
C$PsPiPs C” P-PSPéPYPuPSPSCII CI'PuPeCHPuCtC-C— PiC-C,CrC—C,P°CEPSPsPiPs
PiPsPSP°PrPsC,CHPsPiC-PSCt. P!Py, PI CI'PIPsCh C+PuCHPiCr, PjPsPPu
C-PSPiC-P+CrPIP°C,Pé CHPuPiCHPsPrCrPeC,P&PIPSCT C,CrPSPeCtC-Ch CEP»CIIC...PsPj
PiPsCHCIrCEPuPSPSCII PiPsPSP°PrPSPsPiPs CI'PiPuCHPjP°C,PsPiPuPSPuP-Cr CIIPe Crf
C$PsP»PsPIC-PeC-PI, C,P°Pe C- Cr PJC-PSPsPe. PuPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PiP°P»P°PeC,PsCHPuCH, P°PjPpPSPsCHPuCH, PiC-PSPuPePsPjP°CI'C,C-Ch C,P°
C-PjPiPsC,PpPSCtC-Ch Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CRP&PjCrPIP°P»Pé
PiCHPuPiP°CHP°C,Pé&, C%oPs PiC-PrPIP&C%oCrPIP°P»Pé CHC-PIPpPSCH



PiCHPsP»P°PeC,PéPSCY. P”PsPIPiPsC,CRHP&PIP°P»P°
PiC-PiPuCHPiCHPsP»P°PeC,PéPSPuPjC-CLI, P°CI'PsCtC-PNePsPIP°PSP° C-P-
PiC-PiPsPiPsPSP°PrPéP-PjPsPj, PjPsPYPu PiCHP&éP-PIPuCI'C,Pé PrPs P-PSPéPYPuPSPSCII
C%oC-P»CHPSPsCI'C,C- PeC-CI'C,PsPe CI1IPe Ct C+PsP»PsPIC-PeC-PI, C,P°Pe C- Cr

P9 C-PSPsPe.

P”PsPrP°C,PePsPIC- PrPsCI'P»C-PrPIPuPSPSCLI/ P»P°P+PsCEP°C,PsCEPSC- PrP°PSC-.
P‘PuCHCIC1Pé PrPs CFPIP°PiPé, C%oPs Cr C...PsPrC- PrPuCILIPeP&C... PrPsCI'P»C-PrPIPuPSCH
PSP° C,PIP°CEP&PSP°C... CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CLI PSPRPNeC,CEPsPiPpPSC-CLI,
P°CI'PsCtC-PN:PsPIP°PSP° C-P- PiCEP&PN:PsPjPsPj C-PSCEP&C... PiCI'P&C...PsC,CHPsPiPSPéC...
PePsPjPiPsPSPRPSC,C-PI, C,P° P»PuPNePePsPiPuPSC-CII, P°CI'PsCtC-PNePSPIP°PSP® C-P-
PiCEP&PN:PsPjPsPj PsP»P°PSP-P°PiC-PSCt (PrPéPI. B«P§PsPeCI'P&PePsP»PsPiC-C+PSC-
PrPsCI'P»C-PrPIPuPSPSCII PSP°® C,PIP°CEP&PSP°C...B» PSPEPICEPp),
PiPpPjP°C,PsP»PsPiC-C+PSC- PiP°CEP°PjPuC,CEPé PsC1C-PSCRPIP°P»P&CI'CH P-
PsCI'PsP+P»P&PIPsChR CrPIP°PIPSC-CI'C,Ch Ct PiCHPuPjP°CHPePuC,PEPSPiPsPIPEC...
PrPsCI'P»C-PrPIPuPSPSCILIC... PsP»P°PSP-P°PiC-PSCY. P] C1P&C...
PrPsCI'P»C-PrPYPuPSPSCIIC... PSPu P+CtP»Ps PIP&CLIPIP»PuPSPs CEP&P-P&PeCt
PIP&PSP&PePSPRPSPSCII PeP»C-PSC-CPSPs P-PSP°C4ClC%oPsC— PSPuPNeC,CHPsPiPpPSC-C—,
PiPsPIBR ™ CIIP-P°PSPsC— P- P»C-PeCrPIP°PSPSCLIPj PsP»P°PSP-P°PiC-PSPsPj.

PyPsCI'C,PjP°CEFPePuC,PéPSPiPsPIC- P-PIC-C,Pé.

P—PIC-C,Pé PiCEPs PiPsP+C-C+PSC- CFPuP°PeCtC-C— P- PjPsPjPuPSC,Ct PIP&C...PSPrCrt
PsP»P°PSP-P°PiC-PSCt PSP° CEP&PSPsPe, CLIPeC- P+CtP»Pé P-P° C+P°CI'PsPj

PiPsPIER™ CLIP-P°PSC- (P°P»Pp PSPu PsP+PsPIBE ™ CLIP-PePsPIPs CI'PiCEP&C{P&PSPuPSC-) P-
C,PuCEP°PiC-C”"CR PsP»P°PSP-P°PiC-PSPsPj, PIPeP»CRC$P°P»Pé PSPRPNeC,CEPsPiPuPSC-CE.

PyjPsPeCI'P6PePsP»PsPiC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCLI PSP° C,PIP°CEPSPSP°C....

PuC-Pr C+P°CI" PrPsCI'P»C-PrPYPuPSCH PsP»P°PSP-P°PiC-PSCt PSP° C,PIP°CHP&PSP°C...
PsCI'PSPsPIPSP&PjPé PiPuPjP°C,PsP»PsPiC-C+PSP&PjPé PiPsCHCrCEPuPSPSCLIPjPé P+CrP»Pé
PsP+PsCRPsC,PSP° PiPuCHPé&C, PuCRHPEC+PSP° CtP&C,PsPiPuPSC-CII PI PsPeCHPuPjPéEC...
PsCI'PsP+P&PS CI'PsP+P°Pe PiCHPé PrPsP-CrPIP°PSPSC- 10 PjPi/PePi (Cr 17 CRP°P-C-PI
P+C-P»CHCEPy P-P° PjP°PeCI'PEPjP°P»CHPSCI CHPuPePsPjPuPSPrPsPIP°PSCt PrPuPSPSCr
PiPnCHPsCHP°P»CHPSCT PrPsP-Ct PrP»CII P»CRPrPéPSPé PiCHPé CHPsP-CHP°C...CrPSPeCr
PrPsP-Pé Cr PjPi/Pj* PiPsPIPuCEC...PSC- C,C-P»P°), PrPsP-PsP-P°P»PuP{PSPu P-PSPéPYPuPSPSCII
PeC-P»CHPePsCI'C,C- P»C-PjC,PsCtPéC,C-PI C- PSPuPNeC,CHPsC,C-P»C-PI Cr PjP&CEPPNe C-
P»C-PjC, PsPiPuPSC-CII Cf C%o0CrCHC-PI. P] PeC-P»CHPePsC... CI'PsP+P°Pe, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé PrPsP-Pé 10 PjPi/PePi, CRPsP-PIPEPSCrP»P°CI'CH PsP+PsCHPsC,PSP°
PSPuPNeC,CHPsPiPuPSC-CII C,P°/P°P+Ps PsP+PsCEHPsC,PSP°® PiPuPjPsP»C-C,PéC{PSP°
P°PSPuPjC-CII Cr PiPuCRC-PsPr PjC-PY 1 C- 10 PjC-CI'CIICtCILIPjPé P»C-PeCrPIP°PSPSCI].
P”PsP-PsP-P°P»PuPYPSPu P-PSPéPYPuPSPSCII PeC-P»CHPePsCI'C,C- P»C-PjC,PsCtP&éC,C-PI C-
PSPuPN:C,CRPsC, C-P»C-PI PIC-PrP-PSP°C+P°P»PsCI'CII PI PjPECEPuPNe, C%oPs
PsC,CHPé&PjCrPIP°P»Pé PrPsP-Cr 10 PjPi/PePi (PrPsCHC-PIPSCRC” PrPIPsCHP°P-PsPIC-PNe
PjP°PeCI'P&PjP°P»CIHPSC-PNe CHPuPePsPjPuPSPrPsPIP°PSC-PNe C%oPsPrPuPSPSC-PNe
PiPpCHPsCHP°P»CHPSC-PNe PrPsP-C- PrP»CII P»CRPrPéPSPé PiCHPé CHPsP-CHP°C...CrPSPeCr
PrPsP-Pé Cr PjPi/Pj* PiPsPIPuCHC...PSC- C,C-P»P°) Cr C...PsPrC- PrPsCI'P»C-PrPIPuPSCH
C,CRPEPIP°P»C-CI'C,Ch 3 PjC-CI'CIICtC-. PkPuCI'PiPuCtPéC, C-C+PSP° P»C-PjC,PsPiPpPSC-CI],
PIC-PrPiPsPIC-PrPSPs PrPs P-PS