PtPKPYP{P PJPsP!PtPI

PrP»CII PjPpPrPéC+PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CH>PePsPiPs P-P°CI'PsP+Cr

P+PIPSP»P°PSP-P°

(EGOLANZA®®)

PYPeP»P°Pr:

PrC-CRC#P° CEPuCPsPIPEPSP°: 1 C,P°P+P»PuC,PeP°, PIPeCEP&C,P° PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCh, PjC-CI'C,PéC,CIb 5 PjPi P°P+Ps 10 PjPi, P°P+Ps 15 PjPi, P°P+Ps 20 PjPi
PsP»P°PSP-P°PiC-PSCt (C%oPs PuPePIC-PIP°P»PuPSC,PSPs 7,03 PjPi P°P+Ps 14,06 PjPi, P°P+Ps
21,09 PjPi, P°P+Ps 28,12 PjPi PsP»P°PSP-P°PiC-PSCf PrPéPiC-PrCEPsC...P»PsCEPEPrCY
C,CRP&PiC-PrCRP°C,Ct PIC-PrPiPsPIC-PrPSPs);

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: CtPuP»CRP»PsP-P°
PjC-PeCEPsPeCHPECI'C,P°P»C-C$PSP®, P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCHP°C,,
PiC-PiCHPsP»PsP-P° (PiC-PrCHPsPeCI'PéPiCHPsPiC-P»CtPuP»CRP»PsP-P°),
PeCHPsCIPiPsPIC-PrPsPS, PjP°PiPSC-Ch CI'C,PuP°CHP°C,;

CI'PeP»P°Pr PsP+PsP»PsPSPePé: Pspadry Y-1-7000 P+C-P»P&PN: (PiC-PiCEPsPjPuP»PsP-P°,
C,P&C,P°PSCt PrC-PsPeCI'P&PT (Pe 171), PjP°PeCEPsPiPsP» 400), PiC-PiCHPsPjPuP»PsP-P°,
C...C-PSPsP»C-PSPsPIP&PNe PPsPIC,PéPNe (P 104).

P>C-PeP°C’5CfCI—bPeP° C,PsCRHPjP°. PyP°P+P»PuC,PePe, PIPeChHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCHh.

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

5 PjPi: PYPsPIC,PsPiPs PePsP»CHPsCRHCr, PiCHPsPrPsPIPiCrPIP°C,C-, PrPIPsPsPiCrPeP»C-
C,P°PxP»PuC,PePe, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCh, P+PuP- P°P£Ps
PjP°PNePqPu P+PpP- P-P°PiP°C...Cr, P: CBPéCfPePsC’B P- PsPrPSPsPiPs P+PsPeCr, P:
PiCEP°PIC-CECFPIP°PSPSCLIPj CI'C,PéP»C-P-PsPIP°PSPsC— P»C-C,PuCEPé B«P+B» C,P°
CtPéC,CHPsCh B«402B» P- C-PSC€PsPiPs P+PsPeCr;

10 PjPi: PYPsPIC,PsPiPs PePsP»CHPsCHCr, PeCHCrPiP»C-, PrPIPsPsPiCrPeP»C-
C,P°PxP»PuC,PeP¢, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCh, P+PuP- P°P£Ps
PjP°PNePYPu PxPpuP- P-P°PiP°C...Cr, P- PiCHP°PIC-CRCrPIP°PSPSCIIPj
CI'C,PéP»C-P-PsPIP°PSPsC— P»C-C,PuCEPé B«P+B» C,P° CtP&éC,CEPsCh B«404B» P-
PsPrPSPsPiPs P+PsPeCr;

15 PjPi: PYPsPIC,PsPiPs PePsP»CHPsCEHCY, PeCECIPiP»C-, PrPIPsPsPiC{PeP»C-
C,P°P+P»PuC,PePé, PIPeCEPEC, C- PiP»C-PIPePsPIPSCR PsP+PsP»PsPSPePsCR, P+PpP- P°P+Ps
PjP°PNePYPp P+PpP- P-P°PiP°C...Ct, P- PiCEP°PIC-CEC{PIP°PSPSCLIP;j
CI'C,P&P»C-P-PsPIP°PSPsC— P»C-C,PuCEPé B«P+B» C,P° CtP&C,CEHPsCh B«405B» P-



PsPrPSPsPiPs P+PsPeCr;

20 PjPi: PYPsPIC,PsPiPs PePsP»CHPsCECY, PeCECIPiP»C-, PrPIPsPsPiCIPeP»C-
C,P°P+P»PuC,PePé, PIPeCEP&C,C- PiP»C-PIPePsPIPSCR PsP+PsP»PsPSPePsCH, P-
PiCHP°PIC-CHCFPIP°PSPSCILIPj CI'C,PéP»C-P-PsPIP°PSPsC— P»C-C,PuCEPé B«P+B» C,P°
CtP&C,CEPsCR B«406B» P- PsPrPSPsPiPs P+PsPeCr.

PxP°CEPjP°PePsC,PuCHP°PiPuPIC, PéC+PSP° PiCKCIPiP°. PhPSC,PéPiCI'PEC...PsC,PECEPSC-
P-P°CI'PsP+Pé. PrsPsPr PhPyPL NO5SA HO3.

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

PhP»P°PSP-P°PiC-PS C” P°PSC,PéPiCI'PéC...PsC,PéCPSPEP;,

P°PSC,P&PjP°PSC-P°PeP°P» CHPSPEP] P»C-PeP°CECI'CHPePEP] P-P°CI'PsP+PsPj,
CI'C,P°P+C-P»C-P-CrC” PSP°CI'C,CHC-PNe, C-P- CEPECHPsPePéPj CI'PiPuPeC,CHPsPj
C,,P°CHPjP°PePsP»PsPiC-C+PSPsC— PrC-C—, P-CrPjPsPIP»PuPSP&Pj PIPiP»P&PIPsPj PSP°
CRHC-P-PSC- CHPuCtPuPiC,PsCHPé.

PJ] PrPsPeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PIPCLIPIP»PpPSP®
CI'PiPsCHC-PrPSPuPSC-CI'C,CH PsP»P°PSP°P-PiC-PSCt P- PrPuCILIPePéPjPé
CHPuCtPuPiC,PsCHP°PjPé (Ki; <100 nM) R CI'PuCHPsC,PSPSC-PSCT 5PKPY,py 05, 5-PKPY,, 5-
PkPy,; PrPsPiP°PjC-PSCf D,, D,, D,, D,, D;; C...PsP»C-PSPuCHPiC-C+PSP&PjPé
PjCrCI'PeP°CRP&PSPsPIP&PjPé CHPuCtPuPiC,PsCEP°PjPé P 1-Pm5;
P°PrCHPpPSPuCHPiC-C+PSPéPj CHPuCtPuPiC,PsCEPsPj a, C,P° PiC-CI'C,P°PjC-PSPsPIP&Pj
CHPuCtPuPiC,PsCHPsPj Pk,.

P] PiCHPsCtPuCI'C- PrPsCI'P»C-PrPIPuPSCH PiPsPIPuPrC-PSPePé C,PIP°CHPEPS, CIIPePEPj
PIPIPsPrPéP»Pé PsP»P°PSP-P°PiC-PS, PIPECIIPIP»PuPSPs P°PSC,P°PiPsPSC-P-Pj
PsP»P°PSP-P°PiC-PSCr CIIPe PrPs CI'PuCEPsC,PsPSC-PSPsPIP&C... CHPuCtPuPiC,PsCHC-PI
5PXPY, C,P°Pe C- PrPs PrPsPiP°PjC-PSPsPIP&C... C- C...PsP»C-PSPuCHPiC-CPSPéEC...
CBPuCtPuPiC,PsCRC-PI. PhP»P°PSP-P°PiC-PS PjP°C” PIPEC%oPéPNe CHC-PIPuPSCH

P-PIEF™ CIIP-CfPIP°PSPSCII P- CHPuCtPuPiC,PsCEP°PjPé CI'PuCHPsC,PsPSC-PSCT 5PkPy,,
PSC-PY P- ChPuCtPpPiC,PsChHP°PjPé PrPsPiP°PjC-PSCr D,, Cr PjPsPrPuP»CILIC... 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,CIb PjPpP-PsP»C-PjP+C-C+PSP&C... (PH10)
PrPsPiP°PjC-PSPuCHPiC-C+PSPEC... PSPuPNeCEPsPSC-PI, PIPECIIPIP»CIICRC$Pé PiCEPé
CtCHPsPjCt PSPuP-PSP°CPSP&PN: PIPiP»P&éPI PSP° CI'C,CHC-P°CHPSC- (P}9) CEP»CIIC...Pé,
PiPsPIBF™ CIIP-P°PSC- P: PjPsC,PsCHPSPsCh C,CrPSPeCtC-C”Ch. PhP»P°PSP-P°PiC-PS
PiP°P»CHbPjCrC” CPjPSPIPSP&PNe CHPuC, P»PpPeCl’ CrPSPéPePSPUPSPSCII, C%oPs
CI'PIC-PrC+PéC,CH PiCEPs PNePsPiPs P°PSC,PéPiCI'P&C...PsC,PéCPSCrt P°PeC,PéPIPSC-CI'C,CH
PiCEPé PiCEP&PNPsPjC- PI PrPsP-P°C..., PjPuPSCEP&C..., PSC-PY PrPsP-Pé&, C%oPs
CI'PiCEP&C$PEPSCLICRC,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,PECIPSPEC... P»C-PeP°CHCI'CHPePéEC...
P-P°CI'PsP+C-PI, PsP»P°PSP-P°PiC-PS PiPsCI'PéP»CRC” CHPuP°PeCtC-C— PSP°



PiPsPrCHP°P-PSPéPePé PiCKPé PiCEPsPIPUPrPuPSPSC- P°PSPeCI'C-PsP»C-C,P6C+PSPsPiPs
C,PuCI'C,Cr.

PiCHPé PsPrPSPsCHP°P-PsPIPsPjCr PiPpCHPsCHP°P»CHPSPsPjCt PiCHP&PNPsPjC- 10 PjPi
PsP»P°PSP-P°PiC-PSCt Cr PiCHPsCtPuCI'C- PiPsP-PéC,CHPsPSPSPs-PuPjC-CI'C-PNePSPsC—
C,PsPjPsPiCHP°C,C-C— (PyP+P§) P-P° CFC#P°CI'C,C- P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI P-8F™ CIICI'PSPIP°PSPs, C%oPs PsP»P°PSP-P°PiC-PS PjP°PI
P+C-P»CHCEP&PN: CRC-PIPuPSCH> P-PIsF™ CLIP-CFPIP°PSPSCII P- CRPuCtPuPiC,PsCHP°PjPé
5PKPY/,s, PSC-P{ P- PrPsPiP°PjC-PSPsPIP&PjPé CHPuCtPuPiC,PsCHP°PjPé D,. PCHC-Pj C,PsPiPs,
Cr CBPpP-CrP»CHC,P°C,C- P°PSP°P»C-P-Cr P-PsP+CHP°PYIPuPSCH, PsC,CHP&PjP°PSP&C...
PiC-Pr C+P°CI" PrPsCI'P»C-PrPYPuPSCH PiP°CtC-C”PSC,C-PI, C...PIPsCHPé&C... PSP°
C€P&P-PsC,CHEPpPSC-Ch, PjPuC,PsPrPsPj PsPrPSPsC, PsC,PsPSPSPsC— PpPjC-CI'C-PNePSPsC—
PePsPjPish™ CRC,PuCHPSPsC— C,PsPjPsPiCEP°C,C-C— (PhPrP+PmPY),

P-BR™ CLICI'CfPIP°P»PsCI'CILI, C%oPs CfCrC,P»P&PIC- PrPs PsP»P°PSP-P°PiC-PSCr
PiP°CtC-C”PSC,Pé PIPECLIPIP»CILIP»Pé PjPuPSCEP&PN. CHC-PIPUPSCH

P-PISF ™ CIIP-CfPIP°PSPSCII P-C- CI'C,CHC-P°CEPSPéPjPé D,-CHPuCtPuPiC,PsCHP°PjPé, PSC-PY
C-PSC£C- P°PSC,PéPiCI'P&C...PsC,PECPSC- C,P° CRP&CI PiPuCHPéPrPsPSC+CrC,P»PEPIC-
PiP°CtC-C”PSC,Pé PiPsCHC-PIPSCIIPSPs P- PeP»PsP-P°PiC-PSC+CrC,P»P&PIPEPjPé
PiP°CtC-C”PSC,P°PjPé.

PmP»C-PSC-C+PSP° PuC, PuPeC,PEPIPSC-CI'C.CH

PuC-Pr C4P°CI" PrPIPsC... C-P- PrPIPsC... PiP»P°CPpP+Ps-PePsPSC,CEPsP»CHbPSPIP°PSPEC. .. C-
PrPIPsC... C-P- C,CRCHbPsC... PiPsCEC-PIPSCLIP»CHPSPs-PePsPSC,CHPsP»CHPsPIP°PSPEC. ..
PrPsCI'P»C-PrPIPuPSCH P-P° CFC#P°CI'C,C- PiPsPSP°Pr 2900 C...PIPsCHPEC... PSP°

CEP&P-PsC, CEPuPSC-Ch P- PiPsP-PéC,PEPIPSPEPjPé C- PSPuPiP°C,PEPIPSPEPjPE
CI'P&PjPiC,PsPjP°PjPé PsP»P°PSP-P°PiC-PS PiPsPeP°P-P°PI CI'C,P°C,P&éCI'C,PéC4PSPs
PrPsCI'C,PsPIC-CHPSC- PrP°PSC- PiPsP»C-PiCE€PuPSPSCLI CLIPe PSPUPiP°C,P&éPIPSPEC. .., C,P°Pe
C- PiPsP-P&C,P&PIPSPEC... CI'PEPjPiC,PsPjC-PI.

P] PiCRPsCtPuCI'C- PjC-PYPSP°CHPsPrPSPé&C... PiPsPrPIC-PNePSP&C... CI'P»C-PiPéC...
PiPsCHC-PIPSCLIP»CHPSPéEC... PrPsCI'P»C-PrPIPuPSCH P-P° CrC+P°CI'C,Ch 1481
C...PIPsCEP&C... PSP° CEPEP-PsC,CHPuPSC-CR, CEPéP-PsP°C, PuPeC,PéPIPSC-CI'C,CH C,P° P-
P°CI'PsCtC-PN:PsPIP°PSP&PjPé P- CtPéPjPé C...PIPsCHPsP+P°PjPé CHPsP-P»P°PrP°PjPé P-
CHC-P-PSP&Pj CI'C,CrPiPpPSPuPj PiPsCECrCEPuPSCH, C%oPs PiPsPIBF™ CIIP-P°PSC- P-
PrPpPiCHPuCI'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—),
PiCREPsCI PiPpPeC,P&PIPSPy PIC,PsCHPEPSPSPu PrPsCI'P»C-PrPIPuPSPSCII PIC-Pr
PiPsC+P°C,PeCr PrPs PeC-PSCtCII PsCtC-PSPePé P-PjC-PS PSP°CI'C,CHPsCh
PICI'C,P°PSPsPIPéP»Ps CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPp PiPsPeCHP°C%oPuPSPSCII
(CE = 0,001) PiC-CI'P»CII 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°C+C-C”PSC,C-PI P- PjP°PSC-P°PeP°P»CHPSP&PjPé P°P+Ps P-PjC-CEP°PSP&PjPé
PpPiC-P-PsPrP°PjPé PiCEPé P+C-PiPsP»CIICEPSPsPjCt CEPsP-P»P°PrC- PsP»P°PSP-P°PiC-PS
PiCEPsPrPuPjPsPSCI'C,CECIPIP°PI PIPECI PsPeCt PuC, PuPeC,PéPIPSC-CI'C,CHb Cf
P-PSP&PYPUPSPSC- PjP°PSC-P°PeP°P»CEbPSPEC... CI'PEPjPIC,PsPjC-PI PiCEPsC,CLIPiPsPj 3
C,P8PPSC-PI PiPsCHC-PIPSCLIPSPs P- PiP»P°CtPuP+Ps C,P° PIP°P»CIhPiCEPsP°C,PsPj
PSP°C,CHC-CR (PrP&éPIP°P»PiCEPsPuPeCT’). PRP»P°PSP-P°PiC-PS C,P°PePsP{ PiPsPeP°P-P°Pl
PiPsCRC-PIPSCILIPSPSCt PuC, PuPeC,PéPIPSC-CI'C,CH CHPuP-CtP»CHbC,P°C,C-PI P-
PiP°P»PsPiPuCEP&PrPsP»PsPj Ct PiPpCEPuCEP°C...CrPIP°PSPSC- PSP® C+P°CI'C,PeCt



PiP°CtC-C”PSC,C-PI C-P- CI'P&PjPiC,PsPjP°C,PéCPSPsCR CI'C,P°PrC-C”CR CHPuPjC-CI'C-C—,
PiPsC$P&éPSP°CRC{Pé P- PjP°PSC-C— C,P° PrPuPiCEPuCI'C-C— PSP° 6 C- 12 C,P&éPYPSCIIC...
P»C-PeCrPIP°PSPSCII. PJ PiCEPsCPuCI'C- PrPsCI'P»C-PrPIPuPSPSCLI PiC-Pr C4P°CT
CI'CtPiCtC,PSCHbPsPiPs P»C-PeCfPIP°PSPSCLI P»C-C,C-C”Pj P°P+Ps PIP°P»CHbPiCEPsP°C,PsP;j
PiCEPsC,CLIPiPsPj 2 C,P&PYPSC-PI P- PrPsPrP°PIP°PSPSCIIP] PsP»P°PSP-P°PiC-PSCt PI PrPsP-C-
10 PjPi PICI'C,P°PSPsPIP»PuPSPs P-PSP°C+PSPu P-PSPEPYPuPSPSCII CI'P&PjPIC,PsPjC-PI
PjP°PSC-C— PiPsCEC-PIPSCIIPSPs P- C,P°PeP&Pj PiCEPé PjPsPSPsC,PuCEHP°PiC-C—
P»C-C,C-C”Pj P°P+Ps PIP°P»CHPiCEPsP°C,PsPj PiC-CI'P»CLI 6 C,P6PPSC-PI
P»C-PeCr-PIP°PSPSCIL.

PJ PiCEPsCtPuCI'C- 12-PjC-CI'CLIC$PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII

PiCEPsC, C-P»P°PeC,PéPePé CHPuCTPEPrPEPIC-PI PjP°PSC-P°PeP°P»CHPSPEC. ..
PpPiC-P-PsPrC-PI Cf PiP°C+C-C”PSC,C-PI, CLIPeC- PrPsCI'CILIPiP»Pé C{PuPjC-CI'C-C— P-P°
PrPsPiPsPjPsPiPsCh PsP»P°PSP-P°PiC-PSCY C- PI PiPsPrP°P»CHbCEPsPCl P+CrP»Pé
CHP°PSPrPsPjC-P-PsPIP°PSC- Ct PiCECtPiPé PiCEPEPN:PsPjCt PsP»P°PSP-P°PiC-PSCt P°P+Ps
PiP»P°C{PuP+Ps, PsP»P°PSP-P°PiC-PS PiCEPsPrPuPjPsPSCI'C,CECIPIPPI
CI'C,P°C,P&CI'C,P&C+PSPs P-PSP°C+CrC%oCt PiPpuCHPRPIP°PiCt PiPsCRC-PIPSCIIPSPs P-
PiP»P°CtPuP+Ps PI PeC-PSCtPpPIC-PNe C,PsC+CtC- PeCEP&C,PuCRHC-Ch PsCtC-PSPePé
CEPuCtP&PrP&PICE P+C-PiPsP»CIICEPSPsPiPs CRPsP-P»P°PrCr. PhP»P°PSP-P°PiC-PS C,P°PePsPY
PiPsPeP°P-P°PI CI'C,P°C,PéCI'C,PC+PSPs P-PSP°C+CrC%oC- PiPuCEPRPIP°PiPé PSP°Pr
PiP»P°C{PuP+Ps PI CEP°PjPeP°C... P-P°PiPsP+C-PiP°PSPSCLI CEPpCtPéPrP&PICK PjP°PSC-C—
P°P+Ps CEPuCtP&PrPéPICT PrPuPiCEPuCI'C-C—.

P] PiCRPsCtPuCI'C- PSP°CI'C,CIPiPSPsPiPs 12-PjC-CI'CIIC+PSPsPiPs PrPsCIP»C-PrPIPuPSPSCII
PiCHPsC, C-P»P°PeC,PéPePé CHPuCtPEPrPEPIC-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— Cf
CBPpP-CrP»CHC,P°C,C- CI'CfPiCrC,PSCHPsPiPs P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsP;
C,P° P»C-C,C-C”"Pj C- P-PiPsPrPsPj P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- Cf PiCHCrPiPé
PiCHP&PNePsPjCr PsP»P°PSP-P°PiC-PSCr P°P+Ps P»C-C,C-Ch PsPeCRPuPjPs, PsP»P°PSP-P°PiC-PS
PSPu PjP°PI CI'C,P°C,P&CI'C,P&C+PSPs P-PSP°C+CrC%oPsC— PiPuCHPuPIP°PiPé PSP°Pr
P»C-C,C-C"Pj Cr PeC-PSCtPuPIC-PNe C,PsC+CtC- PeCHP&C,PuCHC-Ch PsCtC-PSPePé
CHPuCtPEPrPéPICTr P+C-PiPsP»CILICRHPSPsPiPs CHPsP-P»P°PrCr (PsP»P°PSP-P°PiC-PS 30 %,
P»C-C,C-PNe 38,3 %, CH = 0,055).

P] PiCRHPsCtPuCI'C- 18-PjC-CI'CIIC+PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII PiC-Pr C+P°CI
CI'CrPiCtC,PSCHPsPiPs P»C-PeCrPIP°PSPSCII PjP°PSC-P°PeP°P»CIHPSPEC... 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-PSCt, CIIPe
CI'C,P°P+C-P»C-P-P°C,PsCH PSP°CI'C,CEPsCh P-P°CI'C,PsCI'PsPICtPIP°P»Pé P»C-C,C-PNe
P°P+Ps PIP°P»CIHPiCHPsP°C,; PrPsPIPiPsC,CHP&PIP°P»Pu CI'CIPiCrC,PSC”
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj C-P- P»C-C,C-C”Pj P°P+Ps
PIP°P»CIHPiCRHPsP°C,PsPj PSPy PICI'C,P°PSPsPIPéP»Ps CI'C,P°C,PéCI'C,PECPSPs
P-PSP°C+C1C%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-PrC,PuCHPjC-PSCrPIP°PSPSCII CEPuCtPEPrPEPIC-PI
P+C-PiPsP»CIICEPSP&C... CEPsP-P»P°PrC-PI, PIPEP-PSP°C+PuPSPé&C... PIC-PrPiPsPIC-PrPSPs
PrPs CI'PéPSPrCEPsPjPSPsPiPs (PrC-P°PiPSPsCI'C,PéC+PSPsPiPs) PeCHP&C,PuCHC-Ch.

P"C-C,Pe.

P”PsCI'PIC-Pr P-P°CI'C,PsCI'CtPIP°PSPSCII PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PIC-Pr 13 PrPs 17
CHPsPeC-PI) PsP+PjPuPPuPSPePNe, PIC-PrPiPsPIC-PrPSPs PrPs PsC,CHPePjP°PSPeC...
PrP°PSP&C... C%oPsPrPs PuC,PuPeC,PEPIPSPsCI'C,C- PePsCEPsC,PePsC,CHPEPIP°P»PsPiPs



P»C-PeCrPIP°PSPSCII CEP&P-PsC,CRPuPSC-C— (6 C,PEPYPSC-PI) C,P° PjP°PSC-C—,
PiPsPIB ™ CLIP-P°PSPsC— P- P+C-PiPsP»CILICEPSP&PjPé CHPsP-P»P°PrP°PjPé (3 C,PéPIPSC-), P-
CrC+P°CI'C,Ch PjPuPSCEPu PSC-PY 200 PiC-PrP»C-C,PeC-PI. PiiPsC+P°C,PePsPIP° PrPsP-P°
PsP»P°PSP-P°PiC-PSCt CI'C,P°PSPsPIPEP»P° 2,5 PjPi C,P° PrPsCI'CLIPiP°P»P° 20 PjPi/PrPsP+Cr.
PriC-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-PIPSCLIPSPs P-
PrPsCHPsCI'P»PéPjPé. P] PiC-PrP»C-C,PeC-PI CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
PiC-PrPIPEC%oPpPSPSCII CEC-PIPSC-PI P-P°PiP°P»CHPSPsPiPs C...PsP»PuCI'C,PuCEP&PSCT,
C...PsP»PuCI'C,PuCHPEPSCY P»C-PiPsPiCEPsC,PuC—PSC-PI PSP&P-CHhPePsC—
C%oC-P»CHPSPsCI'C,C-, C,CHPéPiP»C-CtPuCRHPEPTrC-PI C,P° PiCHPsP»P°PeC,PEPSCY
PiPsCEC-PIPSCIIPSPs P- PrPsCHPsCI'P»PéPjPé (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB» C,P° B«P1iPsP+C-C+PSC-
CHPuP°PeCtC-C—B»). P”P°PSC- C%oPsPrPs PiC-PrC,CHP&PjP°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-PrPYPuPSCHy, PsP+PjPuPIPuPSC- (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB» C,P° B«P1iPsP+C-C+PSC-
CHPpP°PeCtC-C—B»).

PxP°CEPjP°PePsPeC-PSPuC,PEPeP”.

PhP+CI'PsCHP+CtC-CII

PhP»P°PSP-P°PiC-PS PrPsP+CHPpu PICI'PjPsPeC,CrC”C,CHCI'CII PiC-CI'P»CI]
PiPuCHPsCHP°P»CHPSPsPiPs PiCHP&PNePsPjCr, PjP°PeCI'P&éPjP°P»CHPSP®
PePsPSCtPpPSC,CHP°CtC-CII PNePsPiPs Cf PiP»P°P-PjC- PeCHPsPIC- PrPsCI'CLIPiP°C”C,CHCI'CII
C+PuCHPpP: 5-8 PiPsPrPéPS. P'PYP&PIP°PSPSCII C—PYC- PSP PIPiP»P&PIP°C” PSP°
PICI'PjPsPeC,CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCt. PhP+CI'PsP»CRC,PSP®
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiPuCEPsCEP°P»CHPSPsC— C,PsCEHPjPé PiCHPEPNePsPjCr
PsP»P°PSP-P°PiC-PSCt PiPsCHC-PIPSCIIPSPs P- PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsCh PSPu
PICI'C,P°PSPsPIP»PuPSP°.

P PsP-PiPsPrC-P»

P C-PIPuPSCH P-PISE ™ CLIP-CfPIP°PSPSCLI PsP»P°PSP-P°PiC-PSCt P- PiCEPsC,PuC—PSP°PjPé
PiP»P°P-PjPé PeCEPsPIC- CI'C,P°PSPsPIP&PI PiCEP&P+P»P&P-PSPs 93 % PrP»ClI
PePsPSCHPuPSC,CEP°CtC-C— Cf PjPuPYP°C... PIC-Pr 7 PrPs 1000 PSPi/PjP». PhP»P°PSP-P°PiC-PS
P-PIER ™ CIIP-CfC”C,CHCI'CLI PiPpuCEPuPIP°PIPSPs P- P°P»CHbP+CrPjC-PSPsPj C- a,-
PeP&CI'P»P&Pj PiP»C-PePsPiCEPsC,PuC—PSPsP;.

P‘C-PsC,CRP°PSCI'C,PsCHPjP°CtC-CII

PhP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CC”C,CIHbCI'CLI Cf PiPuC+C-PSCTC- CEP»CIIC...PsPj
PePsPSER ™ CRPiP°CtC-C— C,P° PsPeP&CI PSPuPSPSCII. PhCI'PSPsPIPSP&P;
CtP&CHPeCIP»CRCRCHPEP] PjPuC,P°P+PsP»C-C,PsPj C” 10-N-PiP»CEPeCrCEPsPSC-Pr,
CLIPeP&PNe PSPy PiCEPsPSP&PeP°C” PeCEC-P-CHb PiPuPjP°C,PsPuPSCIPRC, P°P»C-C+PSPEPN:
P+P°CEER™C”CE. P!P&C,PsC...CEPsPjPé PA50-CYP1A2 C- PA50-CYP2D6 CI'PiCHPECLICRC,Clb
CIC,PIPsCHPUPSPSCH PjPuC,P°P+PsP»C-C,C-PI

N-PrPuP-PjPuC,P&P»Cr C,P° 2-PiC-PrCEPsPeCI'P&PjPuC,PEP»Cr, CLIPeC- PIP&CLIPIP»CLICRC,CH
P-PSP°C$PSPs PjPpPSCECT C, P°CEHPjP°PePsP»PsPiC-C+PSCT P°PeC,PéPIPSC-CI'C,CHb

in vivo, PSC-P{ PsP»P°PSP-P°PiC-PS, Cr PiCEPsCtPuCI'C- PrPsCI'P»C-PrPPuPSCH PSP°
C,PIP°CEP&PSP°C.... PuPpCHPRPIP°PIP°CRC{P° C,P°CEPjP°PePsP»PsPiC-C+PSP°



P°PeC,PéPIPSC-CI'C,CHb P-CrPjPsPIP»PpPSP° PiPpuCHPIPEPSPSP&P] PsP»P°PSP-P°PiC-PSPsP;.

P’PePIPuPrPuPSPSCII

PuC-CI'P»CII PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII CI' PuCEPuPrPSC-PNe
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII Cr P-PrPsCHPsPIP&C...
PrPsP+CEPsPIPsP»CHCTC-PI PePsP»PéPIP°PICI'CLI P-P°P»PpuPYPSPs PIC-Pr PIC-PeCr C,P°
CI'C,P°C,C-.

P] P-PrPsCHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI P»C-C,PSCHPsPiPs PIC-PeCr (PIC-PePsPj
PIC-Pr 65 CHPsPeC-PI), PiPsCHC-PIPSCIIPSPs P- PjPsP»PsPrC£P&PjPé P-P° PIC-PePsPj
PrPsP+CHPsPIPsP»CHCtCIIPjPé, CI'PuCHPuPrPSC-PNe PiPuCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII P+CrPI C,CHP&PIP°P»C-CEPEPNe (51,8 PiCRPsC,Pé

33,8 PiPsPrPéPSPé), P° PeP»C-CHPuPSCI" PiCHPuPiP°CHP°C,Cr P+CrPI P-PSPEPYPuPSPEPNe (17,5
PiCEPsC,Pé 18,2 P»/PiPsPrPéPSCY). PxP°CHPjP°PePsPeC-PSPuC,PéCPSC- PePsP»PéPIP°PSPSCI],
C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CI]I Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr,
P-PSP°C...PsPrPéP»P&CI'CII Cr PjPuPYP°C... PrC-P°PiP°P-PsPSCr, PIPEP-PSP°C+PuPSPsPiPs
PrP»CIJ PjPsP»PsPrCEP&C... PsCI'C-P+. PJ 44 C...PIPsCHP&C... PIC-PePsPj PIC-Pr 65 CHPsPeC-P],
C...PIPsCHP&C... PSP®° CE€P&P-PsC,,CHPuPSC-Ch, PrPsP-Pé PIC-Pr 5 PrPs 20 PjPi PSP° PrPsP+Cr
PSPy PIPiP»P&éPIP°P»Pé PSP° C...P°CHP°PeC,PuCH PiPsP+C-CfPSPé&C... CEPuP°PeCtC-PNe.

PJ PYC-PSPsPe, PiPsCEC-PIPSCLIPSPs P- C4PsP»PsPIC-PeP°PjPé, CI' PuCEPuPrPSC-PNe
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCLI P+CfPI C,CEPEPIP°P»C-CEPEPNe

(36,7 PiCEPsC,Pé 32,3 PiPsPrP&PSP&), P° PeP»C-CHPUPSCI" Ct PiP»P°P-PjC- PeCEPsPIC- P+CrPI
P-PSP&PYPRPSPEPN: (18,9 PiCEPsC,Pé

27,3 P»/PiPsPrP&PSCT). PhPrPSP°Pe PsP»P°PSP-P°PiC-PS (5-20 PjPi)
PiCEPsPrPuPjPsPSCI'C,CECIPIP°PI P°PSP°P»PsPiC-C+PSP&PNe PiCEPsC, C-P»CHb P+PuP-PiPuPePé
CLIPe Cf PYC-PSPsPe (n = 467), C,P°Pe C- Cf C+PsP»PsPIC-PeC-PI (n = 869).

PuP°CtC-C”PSC,Pé P- PSPECRPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch

PJ] PiP°CtC-C”PSC,C-PI C-P- PiPsCECrCEPpuPSPSCIIPjPé C,CfPSPeCtC-C— PSPéCHPsPe
(PeP»C-CHPUPSCI" PeCHPuP°C,PEPSC-PSCT <10 PjP»/C...PI), PiPsCHC-PIPSCLIPSPs P-C-
P-PrPsCHPsPIP&PjPé PrPsP+CHPsPIPsP»CHC1CILIPjPé, P+CrP»P° PIC-PrCI'CrC,PSCII
C-CI'C,PsC,PSP° CHC-P-PSP&CtCII Cr CI'PuCHPuPrPSCH:PsPjCr PiPuCEC-PsPrC-
PSP°PiC-PIPIP&PIPuPrPuPSPSCII (37,7 PiCHPsC,Pé 32,4 PiPsPrPéPSPé) C,P° PeP»C-CHPuPSCI'C-
PiCHPpPiP°CHP°C,Cr (21,2 PiCEPsC,Pé 25,0 P»/PiPsPrPéPSCr). PhPSP°P»C-P- PjP°CI'PsPIPsPiPs
P+P°P»P°PSCI'Ct PiPsPeP°P-P°PI, C%oPs PiCHPéP+P»P&P-PSPs 57 % PsP»P°PSP-P°PiC-PSCr P
CEP°PrC-PsP°PeC,PéPIPSPsCH PjC-C,PePsCh P+CrP»Pé PSP°CIIPIPSC- Cf CI'PuCtC-,
PiPsP»PsPIPSP&Pj C+PéPSPsPj Cr PIPéPiP»CIIPrC- PjPuC,P°P+PsP»C-C,C-PI.

PuP°CtC-C”PSC,Pé P- PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch

P] PiCHPsCtPuCI'C- PrPsCI'P»C-PrPPuPSPSCII PIPiP»PEPICT PiPpC+C-PSPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- P- CrC$P°CI'C,Ch 6 PiP°CtC-C”PSC,C-PI P- PeP»C-PSC-C$PSPs
P-PSP°C$CrC%oPéPj CtPECHPsP-PsPj (PeP»P°CI" A (n = 5) C,P° B (n = 1) P-P° CEPeP°P»PsCh
PSP°PNeP»PrP°-PyisF ™ CR) P+CrP»Ps PIPECIIPIP»PuPSPs PSPuP-PSP°C+PSPéPNe PIPiP»P&éPI PSP°
C,P°CHPjP°PePsPeC-PSPuC,PéPeCr PiPpCRPsCHP°P»CHPSPs PIPIPuPrPuPSPsPiPs
PsP»P°PSP-P°PiC-PSCt (PsPrPSPsCEP°P-PsPIP°® PrPsP-P° CI'C,P°PSPsPIPEC,CH 2,5-7,5 PjPi).
PuP°CtC-C”PSC,Pé P- P»PuPiPePéPjPé C,P° PiPsPjC-CHPSP&PjPé PiPsCHCrCEPuPSPSCIIPjPé

C, CfPSPeCtC-C— PiPuC+C-PSPePé PjP°P»Pé PrPuC%oPs PiC-PrPIP&C%oPaPSPEPNe
CI'PECI'C,PpPjPSP&PNe PeP»C-CRPuPSCI’ C,P° P+C-P»CHCE CEPIPEPrPePéPNe PiPpCHC-PsPr



PIP&PIPuPrPuPSPSCII PiPsCEC-PIPSCLIPSPs P- PiP°C+C-C”PSC,P°PjPé, Cf CLIPeP&C... PSPy
P+CrP»Ps PiPsCRCICEPUPSPSCII C,CtPSPeCtC-C— PiPuC4C-PSPePé (n = 3). PYPuCHPuPr
PiP°CtC-C”PSC,C-PI C-P- CtP&CEPsP-PsPj P+CfP»Ps P+C-P»CHCEPp PeCFCECIC-PI (4/6; 67 %),
PSC-P{ CI'PuCEHPuPr PiP°CC-C”PSC,C-PI P+PyP- PiPsCECrCE€PuPSPSCII C, CrPSPeCtC-C—
PiPpC+C-PSPePé (0/3; 0 %).

PuP°C+C-C”PSC,Pe, CIIPeC- PiP°P»CIIC,Ctb

P’ PSCI'C-P+, CLIPeC- PSP PiP°P»CLIC,CHb, PiPsCEC-PIPSCLIPSPs P- PsCI'PsP+P°PjPé, CLIPeC-
PjP°CRC,CHb P-PIP&C+PeCt PiP°P»P&C,Pé (CPsP»PsPIC-PePé C- PIC-PSPeP&),
CI'PuCEPRPrPSC-PNe PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
PiPsPrPsPIPYCIPIP°PICI'CII (38,6 PiCEPsC,Pé 30,4 PiPsPrPéPSP&), P° PeP»C-CHPuPSCI Cr
PiP»P°P-PjC- PeCEPsPIC- P+CrPI P-PSPEPTPuPSPEPN: (18,6 PICHPSC,Pé 27,7 P»/PiPsPrP&PSCE).

PpP»C-CHPUPSCI" PsP»P°PSP-P°PiC-PSCt Crt PiP»P°P-PjC- PeCHPsPIC- PSPEPIC+PEPN. Cr
PsCI'C-P+ P»C-C,PSCHPsPiPs PIC-PeCr PiPsCHC-PIPSCLIPSPs P- PjPsP»PsPrPéPjPé, Cr
PYC-PSPsPe, PiPsCHC-PIPSCILIPSPs P- C+PsP»PsPIC-PeP°PjPé, C,P° PI PsCI'C-P+, CLIPeC- PSPy
PiP°P»CLIC,CH, PiPsCEC-PIPSCIIPSPs P- C,PéPjPé, C...C,Ps PjP°C” P-PIPEC+PeCr PiP°P»P&C,Pé.
PuCHPsC,Pu CI'C,CrPiC-PSCH PIPiP»P&PICY PIC-PeCt, CI'C,P°C,C- P°P+Ps PiP°P»C-PSPSCII
PSP° PeP»C-CEPpPSCI" PsP»P°PSP-P°PiC-PSCr Ct PiP»P°P-PjC- PeCHPsPIC- C,P° PiPuCHC-PsPr
PSP°PiC-PIPIP&PIPpPrPuPSPSCII PsP»P°PSP-P°PiC-PSCt PSPuP-PSP°C+PSP&PNe,
PiPsCEC-PIPSCLIPSPs P-C- P-P°PiP°P»CHPSPsCR PjC-PSP»P&PIC-CI'C,Ch PjC-Pq
C-PSPrP&PIC-PrCrCrPjP°PjPé.

PJ PiCEPsCtPuCI'C- PrPsCI'P»C-PrPIPuPSCH P-P° CFCHP°CI'C,CR PiP°C+C-C”PSC,C-PI-
C”PICEPsPiPuPNC{C-PI, PiP°CtC-C”"PSC,C-PI CLIPiPsPSCI'CHhPePsC— C,P°
PeP&C, P PNeCI'CEbPePSC— PSP°CtC-PsPSP°P»CEHbPSPSCI'C,PuPNe PIC-PrPjC-PSPSPSCI'C,PuPNe Cf
C, P°CHPjP°PePsPeC-PSPuC,P&CtC- PsP»P°PSP-P°PiC-PSCt PSPy PIPECLIPIP»PuPSPs.

P"C-C.Pé

PxP°CEHPjP°PePsPeC-PSPuC,PéPeP°® PsP»P°PSP-P°PiC-PSCr Cr PiC-PrP»C-C,PeC-PI C-
PrPsCHPsCI'P»P&C... PiPsPrC-P+PSP°. P] PiCEPsCtPuCI'C- PeP»C-PSC-C+PSP&C...
PrPsCI'P»C-PrPIPuPSCH CI'PpCHPuPrPSC-PNe PIPiP»P&PI PsP»P°PSP-P°PiC-PSCrf P+CrPI
PiCEP&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-PY PiC-PrP»C-C,PeP°PjPé C-
PrPsCHPsCI'P»P&PjPé PIPeP»CRC+P°CRC,CH PSPEPYC+Cr CI'PuCHPuPrPSCH PjP°CI'Cr 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-PeCt. PyP°PeC- C,P°PeC,PsCEPé, C-PjPsPIC-CHPSPs,
PIPiP»P&éPIP°CRC,CH PSP°® PIP&C%oP&PNe CI'PpCHPuPrPSC-PNe PuC, PpPeC,
PsP»P°PSP-P°PiC-PSCr, C%oPs CI'PiPsCI'C,PuCRC-PiP°PICI'CI]I Cr PiC-PrP»C-C,PeC-PI.

PiP»C-PSC-C+PSC- C...P°CHP°PeC,PuCEP&CI'C, PéPePé.
PuPsPeP°P-P°PSPSCII.

PhP»P°PSP-P°PiC-PS PiPsPeP°P-P°PSPéPNe PrP»CII P»C-PeCrPIP°PSPSCII
C€PeP-PsC,CHPpPSC-C—.

PhP»P°PSP-P°PiC-PS PuC, PuPeC,PéPIPSPePN. PrP»CII PiC-PrC,CHPéPjP°PSPSCII
PrPsCI'CIIPiPSCIC,PsPiPs PeP»C-PSC-C$PSPsPiPs PuC,PuPeC,Cr PiC-Pr CP°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—.

PyuCLBHPsC,PePiPsPeP°P-P°PSPSCII.

P1iC-PrPIP&C%oPuPSP°® C+CrC,P»PEPIC-CI'C,CIh PrPs PrC-CRC#PsC— CHPuCtPsPIPEPSPé P°P+Ps
PrPs P£CrPrCHb-CLIPePsC— P- PrPsPiPsPjC-PIPSPéC... ChPuC+PsPIPEPS PiCHPuPiP°CHP°C,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 CHbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSCEC- PIPéPrPé PIP-P°C” PjPsPrC-P\e.

P’C-PrPsPjPs, C%oPs PrPsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— P- C-PSCEP&PjPé
P»C-PeP°CRCI'CHPePEPjPé P-P°CI'PsP+P°PjPé PiCHPsPIPsPrPéP»Pé C,C-P»CHPePé P-
CrC+P°CI'C,Ch PrPsCRHPsCI'P»Pé&C....

P’P-P°C”PjPsPrC-C—, C%oPs PjP°ChC,CIb PiPsC,PuPSCtC-PN.PSPePN. PIPiP»P&PI PSP°

PsP»P°PSP-P°PiC-PS

PhCI'PeC-P»CHoPePé PsP»P°PSP-P°PiC-PS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII
C-P-PsC, PuCHPjPuPSC,PsPj CYP1A2, CEPuC+PsPIPEPSPé, C%oPs CI'PiPuCtPéC,C-C+PSPs
C-PSPiC-P+CrCRC,CH P°P+Ps C-PSPrCrPeCrCRC,CH CtPpPNe C-P-PsC, PuCHPjPuPSC,,
PjPsPYCrC,CH PIPiP»P&PIP°C,Pé PSP°® C,P°CHPjP°PePsPeC-PSPuC,PéPeCr
PsP»P°PSP-P°PiC-PSCr.

PtPSPrCrPeC,PsCHPé CYP1A2

PiPpC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCY PjPsPPu P+CrC,Pé C-PSPrClPePsPIP°PSPEPN:
PiP°P»C-PSPSCIIPj C,P° P-P°CI'C,PsCI'CfPIP°PSPSCLIPj PeP°CEP+P°PjP°P-PuPiC-PSCY,
CLIPeP&PNe PICRP&P-PIPSPrPéC,CHb PrPs P-PSPEPYPuPSPSCII PePsPSCPuPSC,CHP°CC-C—
PsP»P°PSP-P°PiC-PSCt. PYPiPsCI'C,PuCEC-PiP°P»PsCI'CLI CI'P»P°P+PePp P°P+Ps
PiPsPjC-CEPSPu PiC-PrPIP8C%0PuPSPSCLI PeP»C-CEPuPSCI'Ct PsP»P°PSP-P°PiC-PSCY.
P7P»C-PSC-CPSC- PIP&CI'PSPSPIPePé PsP+PjPuPIPuPSC-, P°P»Pu
CHPuPePsPjPpPSPrCIC”C,CHbCI'CLI PeP»C-PSC-CPSPEPNe 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
(PrP&PI. CRPsP-PrC-P» B«PYPIiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).

PtPSPiC-P+C-C,PsChPe CYP1A2



PxP»CrPsPeCI'P°PjC-PS, CI'PiPuCtPéC,C-C+PSPéPNe C-PSPiC-P+C-C,PsCF CYP1A2,
C-CI'C,PsC,PSPs P-PSPEPYCrC” PjPuC,P°P+PsP»C-P-Pj PsP»P°PSP-P°PiC-PSCT. P!Pu
PiCEP&P-PIPsPrPéC,CH PrPs CI'PuCEPuPrPSCHPsPiPs P-CHPsCI'C,P°PSPSCII
PjP°PeCI'P&PjP°P»CHPSPsC— PePsPSCtPuPSC,CHP°CtC-C— (C,,,,) PiC-CI'P»CI] PiCEP&éPNePsPjCr
C,P»CrPsPeCI'P°PjC-PSCr PSP° 54 % CI'PuCEPuPr PIC-PSPsPe, CIIPeC- PSP PiP°P»CIIC,CH,
C,P° PSP° 77 % CI'PuCHPuPr C+PsP»PsPIC-PeC-PI, CLIPeC- PiP°P»CIIC,CH. PYPuCHPuPrPSC”
P-CEPsCI'C,P°PSPSCII PiP»PsC%oC- PiC-Pr C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsCh
PeCHP&PIPSChR B«PePsPSCtPuPSC,CHP°CtC-CII-C+P°CI'B» (AUC) PsP»P°PSP-P°PiC-PSCIB
CI'C,P°PSPsPIP&C,CH 52 % C,P° 108 % PIC-PrPiPsPIC-PrPSPs. P”P»CII PiP°CtC-C”PSC,C-PI,
CILIPeC- P-P°CI'C,PsCI'PsPICFCRC,CH C,P»CrPsPeCI'P°PjC-PS P°P+Ps P+CrPrCH-CIIPeC-
C-PSC€C- C-PSPiC-P+C-C,PsCRHPé CYP1A2, PSP°PiCHPéPeP»P°Pr
CtPé&PiCHPsC,P»PsPeCI'P°CtPéPS, PSPuPsP+C...C-PrPSPs PiCHP&P-PSP°C+P°C,Pé
P-PSP&PYPuPSC- PrPsP-Pé PsP»P°PSP-P°PiC-PSCr. PkPuPsP+C...C-PrPSPs
CHPsP-PiP»CIIPSCIC,Pé PjPsPYP»P&éPIC-CI'C,CH P-PSP&PPuPSPSCII PrPsP-Pé
PsP»P°PSP-P°PiC-PSCY, CIIPeC%oPs C-PSC-C+C-PNePsPIP°PSPs P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHPsPj CYP1A2.

P—PSP&P{PuPSPSCII P+C-PsPrPsCI'C,CfPiPSPsCI'C,C-

P—P°CI'C,PsCI'CFPIP°PSPSCII P°PeC,PéPIPsPIP°PSPsPiPs PICIPiC-P»P»CI] P-PSP&PJCIPIP°P»Ps
PiPpCHPsCHP°P»CHPSCt P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCr PSP°

50-60 % C- PiPsPIP&PSPSPs P-P°CI'C,PsCI'PsPICIPIP°C,PéCI'CII PiCHPsC,CIIPiPsPj 2 PiPsPrPéPS
PrPs PiCHPEPNePsPjCt P°P+Ps 2 PiPsPrPéPS PiC-CI'P»CII PiCEP&PN:PsPjCr
PsP»P°PSP-P°PiC-PSCf.

PxP»CrPsPeCI'PuC,PéPS (C-PSPiC-P+C-C,PsCE CYP 2D6), PsPrPSPsCHP°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-PN:, P°P+Ps
CtPéPjPuC,PéPrPéPSCI C-CI'C,PsC,PSPs PSPu PIPiP»P&PIP°P»Pé PSP°

C, P°CRHPjP°PePsPeC-PSPuC,PéPeCr PsP»P°PSP-P°PiC-PSCr.

PuPsC,PuPSCtC-PNePSP° P-PrP°C,PSC-CI'C,CH> PsP»P°PSP-P°PiC-PSCr PIP-P°C”PjPsPrC-CIIC,Pé

P- C-PSC€P&PjPé P»C-PeP°CRCI CHPeP&PjPé P-P°CI'PsP+P°PjPé

PhP»P°PSP-P°PiC-PS PjPsP{Pu PIPECIIPIP»CIIC,Pé 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-PSCT.

PhP»P°PSP-P°PiC-PS PSPy PiCHP&PiPSC-C+CrPIP°PI PsCI'PSPsPIPSC- CYP 450-

C-P-PsC, PuCHPjPuPSC,Pé (PSP°PiCHPEPeP»P°Pr, 1PH2, 2D6, 2C9, 2C19, 3A4) in vitro. PyP°PeP&Pj
C$P&PSPsPj, PSPu PsC+C-PeCrC”C,CHhCI'CLI PSC-CIIPePEC... PsCI'PsP+P»P&PIPEC...
PIP-P°C”PjPsPrC-PNe, C%oPs PiC-PrC,PIPuCHPrPIPuPSPs PI PrPsCI'P»C-PrPIPuPSPSCIIC... in
vivo, Pr'Pu PSP PIC-PrP-PSP°C+P°P»PsCI'CH C-PSPiC-P+CrPIP°PSPSCII
PjPuC,P°P+PsP»C-P-PjCt PsP»P°PSP-P°PiC-PSCr PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C,P°PePéC...
P°PeC,PéPIPSP&C... CRPuC+PsPIPéPS: C,CEPéCtP&éPeP»C-CPSP&C. ..
P°PSC,PéPrPuPiCHPuCI'P°PSC,C-PI (C%oPs PICHPuPrCI'C,P°PIP»CIICRC,CH
PiPpCHPpPIP°PYPSPs CEP»CIIC... CYP2D6), PIP°CRC,P°CHPEPSCT (CYP2C9),

C,PuPsC, C-P»C-PSCr (CYP1A2) P°P+Ps PrC-P°P-PuPiP°PjCr (CYP3A4, 2C19).

PkPp P£CrP»Ps PIC-PrP-PSP°C$PuPSPs PIP-P°C”PjPsPrC-C— PsP»P°PSP-P°PiC-PSCr PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PNePsPiPs P- P»C-C,C-C”Pj P°P+Ps P+C-PiPuCHP&PrPuPSPsP;.

PyPuCEP°PiPuPIC, PECPSPEPNe PjPsPSC-C,PsCHPEPSPi CEC-PIPSCII PIP°P»CEbPiCEPsP°C,Cr Pl
PiP»P°P-PjC- PeCEPsPIC- PSP PIP&CLIPIP&PI PSPuPsP+C...C-PrPSPsCI'C,C- PePsCEPpPeCIC-C—



PrPsP-Pé PIP°P»CHPiCHPsP°C,Cr PiCHPé CI'CIPiCrC,PSCHPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P-
PsP»P°PSP-P°PiC-PSPsPj.

P—P°PiP°P»CHPSP° P°PeC,Pé6PIPSC-CI'C,CH C%oPsPrPs CtPuPSC,CHRP°P»CHPSPsC—
PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé (P!PkPY)

P— PsP+PuCHPpPYPSC-CI'C,CR CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé PsP»P°PSP-P°PiC-PS
PiP°Ct+C-C”PSC,P°Pj, CLIPeC- PiCHP&PNPjP°CRC,CH PuC,P°PSPsP» P°P+Ps
P»C-PeP°CRCI'CHbPeC- P-P°CI'PsP+Pé&, C%oPs PjPsPYCrC,CH CI'PiCHP&C+PEPSPEC,Pé
PiCHP&PiPSC-C+PuPSPSCI] PIPkPY.

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'CLI (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P+PSC,PuCHPIP°P» QTc

PYP»C-Pr P- PsP+PuCHPuPIPSC-CI'C,Ch PiCHP&P-PSP°C+P°C,Pé PsP»P°PSP-P°PiC-PS P-
C-PSC£€PéPjPé PiCHPuPiP°CEP°C,P°PjPé P- PIC-PrPsPjPéPj CHPéP-PEPePsPj
PiC-PrPIP&éC%oPuPSPSCII C-PSC,PuCHPIP°P»Cr QTc (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

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

PuC-Pr C4P°CI" P»C-PeCIPIP°PSPSCII P°PSC,P&PICI'PEC. ..PsC,PECPSPEPjPé P-P°CI'PsP+P°PjPé
PiPsP»C-PiCE€PuPSPSCLI PiCRP&PiPSC-C+PpPSPsPiPs CI'C,P°PSCt PiP°C+C-C”PSC,P°® PjPsPYPy
P-P°PNePSCIIC,Pé PIC-Pr PeC-P»CIbPePsC... PrPSC-PI PrPs PeC-P»CEbPePsC... C,PEPIPSC-PL.
PuCHPsC,CLIPiPsPj CtCHbPsPiPs PiPpuCEC-PsPrCt PSPuPsP+C...C-PrPSP&PNe
CEPuC,PuP»CEbPSPEPN: PjPsPSC-C,PsCEP&PSPi PiP°C+C-C”PSC,C-PI.

PyCI'PéC...PsP-, PiPsPI8F™ CLIP-P°PSPéPN. P- PrPuPjPuPSC+C-C”CHh C,P°/P°P+Ps
CEHPsP-P»P°PrP°PjPé PiPsPIPLPrC-PSPePé. PhP»P°PSP-P°PiC-PS PSPy PICHP&P-PSP°C+PPSPEPN:
PrP»CII P»C-PeCrPIP°PSPSCII PiCI'P&C...PsP-C-PI, PiPsPIBF™ CLIP-P°PSP&C... P-
PrPuPjPuPSCtC-C”Ch C,P°/P°P+Ps PiPsCECrCEPuPSPSCIIPjPé PiPsPIPuPrC-PSPePé, P°
C,P°PePsPY PSPu CEPuPePsPjPuPSPrCrC”C,CHCI'CII PrP»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]
PrP°PSP&Pj PiP°C+C-C”PSC,P°Pj Cr P-PIBR™ CLIP-PeCr P- PiC-PrPIPEC%oPuPSPSCIIP;
P»PuC,P°P»CHPSPsCI'C,C- C,P° CHPéP-PéPeCr CtPuCEPpP+CHPsPIP°CI'PeCrP»CLICHPSP&C...
PIP&PiP°PrPeC-PI. PJ C...PsPrC- PiP»P°CtPuP+Ps-PePsPSC,CEPsP»CHPsPIP°PSPEC. ..
PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH (C,CHPéPIP°P»C-CI'C,Ch 6-12 C,PEPPSC-PI)
P-P° CrC+P°CI'C,C- PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCrt (CI'PuCHPuPrPSC-PNe
PIC-Pe 78 CEPsPeC-PI), CIIPeC- CI'C,CHP°PIPrP°CRC,CH PSP° PiCI'P&C...PsP-Pé,
PiPsPIBR™ CLIP-P°PSC- P- PrPuPjPuPSCtC-C”Ch C,P°/P°P+Ps PiPsCRCrCE€PuPSPSCLIP;
PiPsPIPuPrC-PSPeP€, PeC-P»CHPeC-CI'C,CH P»PuC,P°P»CHPSPEC... PIP&PiP°PrPeC-PI
P+CrP»P° Cr 2 CBP°P-Pé PIPEC%oP° Cf PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEP&PNePjP°P»Pé
PsP»P°PSP-P°PiC-PS, PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPuP+Ps (3,5 % PiCHPsC,Pé 1,5 %
PIC-PrPiPsPIC-PrPSPs). P’PéCI'PsPeP° P»PuC,P°P»CHPSC-CI'C,CH PSPp P+CrP»P°

PiPsPIsE™ CIIP-P°PSP° P- PIPuP»P&C+P&éPSPsCh P-P°CI'C,PsCI'PsPICfPIP°PSP&C... PrPsP:
PsP»P°PSP-P°PiC-PSCt (CI'PuCEPuPrPSCII PrPsP+PsPIP° PrPsP-P° CI'C,P°PSPsPIP&P»P° 4,4 PjPi)



P°P+Ps P- C,CRP&PIP°P»C-CI'C,CR P»C-PeCrPIP°PSPSCI]. PrP°PeC,PsCRPé CHPEP-P&PeCT,
CIIPeC- PjPsPYCrC,CH CI'PiCHP&CtPEPSPEC,Pé PiC-PrPIPEC%oPpPSPSCII
P»PuC,P°P»CIHbPSPsCI'C,C-, PIPeP»CRC+P°CRC,CH PIC-Pe PIC-Pr 65 CHPsPeC-PI,
PrPéCI'C,P°PiC-CR,B CI'PuPrP°CtC-Ch, PSPuPrPsC—PrP°PSPSCII C,P°
P-PSPuPIPsPrPSPuPSPSCI], P»PuPiPuPSPuPIC- C...PIPsCEPsP+Pé (PiPSPuPIPjPsPSC-CII P-
P°P+Ps P+PpP- P°CI'PiC-CHP°CtC-C—), CI'CfPiCfC,PSC” P-P°CI'C,PsCI'CFPIP°PSPSCII
P+PpPSP-PsPrC-P°P-PpPiC-PSC-PI. PuCHPsC,Pp PIPEPiP°PrPePé P»PuC,P°P»CHPSPsCI'C,C-
P+CrP»Pé PIPEC%o0C- PiCHPé C,PuCHP°PiC-C— PsP»P°PSP-P°PiC-PSPsPj, PSC-P{ PiChHPé
PiCHP&PNPsPjC- PiP»P°CtPuP+Ps, PSPuP-P°P»PuPYPSPs PIC-Pr C,P°PeC,PsCHC-PI
CHP&P-P&PeCY.

P] PiCHPsCtPuCI'C- PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI PIP&PiP°PrPePé
CtPuCHPuP+CHPsPIP°CI'PeCrP»CIICEPSPEC... PiPsP+C-C+PSP&C... CEPpP°PeCtC-PNe
(PSP°PiCHP&PeP»P°Pr, C-PSCI'CFP»CHC,, C,CHP°PSP-P&C,PsCHPSP&PN: C-CEPpPjC-C+PSPEPNe
C-PSCI'CrP»CIhC,), Cr C,PsPjCt C+P&CI'P»C- P- P»PuC,P°P»CHPSPé&Pj PSP°CI'P»C-PrPePsPj.
PmC-P»CHPeC-CI'C,CH CtPuCHPuP+CHPsPIP°CI'PeCrP»CILICHPSPEC... PiPsP+C-C$PSPéEC...
CEPuP°PeCtC-PNe P=CrP»P° Ct 3 CHP°P-Pé PIP&C%oP° Ct PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCRHPEPNePjP°P»Pé PsP»P°PSP-P°PiC-PS, PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé,
CIIPeC- PiCHPEPNePjP°P»Pé PiP»P°CtPuP+Ps (1,3 % PiCHPsC,Pé 0,4 % PIC-PrPiPsPIC-PrPSPs).
PJCI'C- PiP°CtC-C”PSC,Pé, CIIPeC- PiCHPEPNePjP°P»Pé& PsP»P°PSP-P°PiC-PS P°P+Ps
PiP»P°CtPuP+Ps C- Cr CIIPePé&C... CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII
CtPuCHPpP+CHPsPIP°CI'PeCrP»CIICEPSC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, PjP°P»Pé
C,P°PeC,PsCHPé CHP&P-P&PeCt. P’C-Pe PIC-Pr 75 CRPsPeC-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
CtPuCHPpP+CHPsPIP°CI'PeCrP»CIICEPSPEC... PiPsP+C-C+PSPé&C... CRPuP°PeCtC-PNe PiCHPé
C,PuCHP°PiC-C— PsP»P°PSP-P°PiC-PSPsPj. P+C,PuPeC,PéPIPSC-CI'C,CH PsP»P°PSP-P°PiC-PSCr
PSPu P+CrP»P° PICI'C,P°PSPsPIP»PuPSP° Cr C...PsPrC- PrP°PSPEC... PrPsCI'P»C-PrPIPuPSCH.

PI'PIPsCEPsP+P° PyP°CFPeC-PSCI PsPSP°. PkPpu CHPuPePsPjPuPSPrPsPIP°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-PSCr PI
PiP°CtC-C”PSC,C-PI C-P- C...PIPsCEPsP+PsCh PiiP°CEPeC-PSCI'PsPSP®. P] PiCHPsCtPuCI'C-
PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrPYPuPSCH PrCrP{Pu C+P°CI'C,Ps
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiPsPiC-CHCEPuPSPSCII CI'P&PjPiC,PsPjP°C,PéPePé
C...PIPsCHPsP+Pé PP°CHPeC-PSCI'PsPSP° C,P° PiP°P»CRCtPéPSP°CtC-PNe, C+P°CI'C,C-C€Py,
PSC-P{ PiCEPé PiCEP&PN:PsPjC- PiP»P°CtPuP+Ps (PrPéPI. CEPsP-PrC-P» B«PPsP+C-C+PSC-
CHPpP°PeCtC-C—B»); PiCHPé P»C-PeCrPIP°PSPSC- PiCI'PEC...PsC,PECPSP&C...
CI'P&PjPiC,PsPjC-PI C,PuCHP°PiC-CLI PsP»P°PSP-P°PiC-PSPsPj PSPy P+CrP»P° P+C-P»CHCE
PuC, PuPeC,PEPIPSPsChR PiPsCRC-PIPSCIIPSPs C-P- P-P°CI'C,PsCI'CfPIP°PSPSCI]IPj
PiP»P°CtPuP+Ps. P] CtP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PIC-Pr PiP°CtC-C”PSC,C-PI
PIPEPjP°PiP°P»PsCI'CII PiPsCI'C,C-PNePSPu P-P°CI'C,PsCI'PsPICfPIP°PSPSCII
PSP°PNePjPuPSCEPsC— PuC,PuPeC,PEPIPSPsC— PrPsP-Pé
P°PSC,PéPiP°CHPeC-PSCI'PsPSC-C+PSP&EC... P»C-PeP°CHCI'CHhPePéC... P-P°CI'PsP+C-PI
(P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCr), P° C,P°PePsP P-P°CI'C,PsCI'PsPICIPIP°PSPSCII
C,PéC... CI'P°PjPéC... P°PSC,PéPiP°CEPeC-PSCI'PsPSC-C$PSP&C... P»C-PeP°CHCI'CHhPePéEC. ..
P-P°CI'PsP+C-PI C- PrPsP- PiCHPsC,CLIPiPsPj CfCI'CHPsPiPs PrPsCI'P»C-PrPYPuPSPSCII.
PyPuCHP°PiC-ChR PsP»P°PSP-P°PiC-PSPsPj P+CrP»Ps CHPsP-PiPsC+P°C,Ps P- PrPsP-Pé 2,5 PjPi
PSP° PrPsP+Cr, CIIPeCt P-P+C-P»CHCECIPIP°P»Pé CEP»CIIC...PsPj C,PéC,CHCrPIP°PSPSCII
PrPs PjP°PeCI'P&éPjP°P»CHPSPsPiPs PrPsP-Pé 15 PjPi PSP° PrPsP+Cr.



PkPuPNeCEPsP»PuPiC,PéC+PSPéPNe P-P»PsCLIPeC-CI'PSPéPNe CI PéPSPrCEPsPj (PkP—PY).
PkP—PY BR“ CtPu PiPsC,PuPSCC-PN:PSPs P»PuC,P°P»CHPSPEPNe
CI'P&PjPiC,PsPjPsPePsPjPiP»PuPeCI’, PsPiPéCI'P°PSP&PNe Ct P-PIEF™ CIIP-PeCt P-
P°PSC,PéPiCI'P&C...PsC,PECPSP&PjPé PiCHPuPiP°CHP°C,P°PjPé. P C-PrPePs
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPEPiP°PrPePé PkP—PY, PiPsPIsf™ CIIP-P°PSC- C-P:
P-P°CI'C,PsCI'CtPIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSCf. PmP»C-PSC-CPSP&PjPé
PiCHPsCILIPIP°PjPé PkP—PY C” PiC-PiPuCHPiC-CEPpuPeCI'C-CI], Pjsf™ CLIP-PsPIP°
CRPé&PiC-PrPSC-CI'C,CH, PIC,CHP°C,P° CI'PIC-PrPsPjPsCI'C,C- C,P° CI'P&éPjPiC,PsPjPé
CI'PuCHCtPpPIPsC— PSPuCI'C,P°P+C-P»CHPSPsCI'C,C- (PSPuCEPuPiCrP»CLICHPSPEPNe
PiCP»CHCI" P°P+Ps P°CHC,PuCEC-P°P»CHPSPEPNe C,PECI'Pe, C,P°C...C-PeP°CEPrC-CIJ,
PiC-PrPIP&C%oPpuPSPp PiPsC,PsPIPéPrC-P»PuPSPSCII C,P° CI'PuCECtPuPIP® P°CEP&C,PjC-CII).
P”PsPrP°C,PePsPIC- PsP-PSP°PePé PjPsPICrC,CH PIPeP»CRC+P°C,Pé PiC-PrPIPEC%oPpuPSPEPNe
CHC-PIPuPSCH PeCEPuP°C,PEPSC-PSC, PsCI'C, PsPeC-PSP°P-Pé, PjC-PsPiP»PsP+C-PSCCEC-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
PiCEPsCIIPICt PkP—PV PiPsC,CEPuP+CrC” PSPuPiP°PN.PSPsC— PIC-PrPjC-PSPé PICI'C-C...
P°PSC,PéPiCI'P&C...PsC,PéC+PSPé&C... P-P°CI'PsP+C-PI, PIPeP»CRC$P°CRCtPé
PsP»P°PSP-P°PiC-PS.

P“C-PiPuCEPiP»C-PePuPjC-CII C- CtC3PeCEPsPIPEPNe PrC-P°P+PuC,. PkPuC4P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PiC-PiPuCEPiP»C-PePuPjC-ChR C,P°/P°P+Ps
CEPsP-PIP&C,PsPe C+CIPeCHPsPIPsPiPs PrC-P°P+PuC,Crt P°P+Ps PiPsPiC-CECEPuPSPSCLI
PiPuCHPuP+C-PiCt PIPYPi C-CI'PSCICRC4PsPiPs, P°CI'PsCtC-PN:PsPIP°PSPsPiPs P-
PePuC,PsP°CP&PrPsP-PsPj P°P+Ps PrC-P°P+PuC,PéC+PSPsCR PePsPjPsCR, P° C,P°PePsP{ PiCEPs
P»PuC,P°P»CHPSC- PIP&PiP°PrPePé (PrPéPL. CEPsP-PrC-P» B«PyPsP+C-C+PSC-
CEPpP°PeCtC-C—B»). P] PrPuCLIPeP&C. .. PIPEPiP°PrPeP°C... PiPSPIC-PrPsPjP»CIIP»PsCI'CII
PiCEPs PiPsPiPpuCHPUPrPSC” PiC-PrPIP&C%oPuPSPSCII PjP°CI'Pé C,C-P»P°, C%oPs PjPsPiP»Ps
P+CfC,Pé C,P°PeC,PsCEPsPj CEP&P-P&PeCY.

P PuPePsPjPpPSPrPsPIP°PSPs PiCEPsPIPsPrPéC,Pé PIC-PrPiPsPIC-PrPSPEPNe
PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCEP&PSPi PiP°CtC-C”PSC,C-PI C-P- CtCrPeCHPsPIPEP;
PrC-P°P+PuC,PsPj C,P° PiP°C+C-C”PSC,C-PI C-P- C,P°PeC,PsCEP°PjPé CEP&P-P&PeCr
CEPsP-PIP&C,PeCt CtCIPeCEPsPIPsPiPs PrC-P°P+PuC,Cr, P-PsPeCEHPuPjP°
PIP&PjC-CECRPIP°C,Pé CEC-PIPuPSCHb PiP»CRPePsP-Pé Ct PeCEPsPIC- PSP° PiPsC+P°C,PeCt
P»C-PeCFPIP°PSPSCI], C+PuCHPuP: 12 C,PEPIPSC-PI, P° C,P°PePsPY C%oPsCEC-C+PSPs Crf
PiPsPrP°P»CHCEPsPCE. PuP°C1C-C”PSC,Pé, CIIPeC- PsC,CHP&PjCICRC,CH
P»C-PeCrPIP°PSPSCLI P°PSC,P&PiCI'P&C...PsC,P6CPSPEPjPé P-P°CI'PsP+P°PjPé,
PIPeP»CRCiP°CRCHPé PsP»P°PSP-P°PiC-PS, PiPsPIPEPSPSC- P+CrfC,Pé PiC-Pr PSP°PiP»CLIPrPsPj
PrP»CLI PIP&CLIPIP»PuPSPSCII CI'P&PjPiC,PsPjC-PI PiC-PiPuCEPiP»C-PePuPjC-C— (C,P°PePéC...
CLIPe PiPsP»C-PrPéPiCI'C-ClJ, PiPsP»C-CFCEC-CLI, PiPsP»C-C,P°PiC-CLI C,P°
CI'P»P°P+PeC-CI'C,CHb). PP°CtC-C"PSC,C-PI C-P- CtCIPeCEPsPIP&Pj PrC-P°P+PuC,PsPj C,P°
PiP°C+C-C”PSC,C-PI C-P- C,P°PeC,PsCEP°PjPé CEP&P-PéPeCt CEPsP-PIPEC, PeCr
PrC-P°P+PuC,Ct PSPuPsP+C...C-PrPSPs CEPuPiCtP»CLICEPSPs PePsPSC,CEPsP»CRPIP°C,Pé
C%oPsPr'Ps PiPsPiC-CECEPpPSPSCILI CEC-PIPSCLI PePsPSC,CHPsP»CR PiP»CRPePsP-Pé.
PYP»C-Pr CEPuPiCtP»CLICEPSPs PePsPSC,CEPsP»CRPIP°C,Pé PjP°CI'Ct C,C-P»P°,
PSP°PiCEP&PeP»P°Pr PSP® PiPsCP°C,PeCt P»C-PeCFPIP°PSPSCII, C+PUCEHPuP- 4 C,PéPYPSC-,
CPpCEPyuP- 8 C,PEPIPSC-PI C,P° C+PpCEHPuP- 12 C,PéPIPSC-PI, P° C,P°PePsPq 1 CHP°P- PSP°
PePIP°CEC,P°P» Cf PiPsPrP°P»CHCEPSPCY.

P—PjC-PSPé CEC-PIPSCII P»C-PiC-PrC-PI. PkPuP+P°PIP°PSC- P-PjC-PSPé CHC-PIPSCI]



P»C-PiC-PrC-PI CI'PiPsCI'C,PuCRHC-PiP°P»P&éCI'CII Cf PiP°Ct+C-C”PSC,C-PI, CLIPeC-
PsC,CHPé&PjCrPIP°P»Pé PsP»P°PSP-P°PiC-PS Cr PiP»P°CtPuP+Ps-
PePsPSC,CEPsP»CHPsPIP°PSPEC... PeP»C-PSC-C$PSPEC... PIPEPiCHPsP+CrPIP°PSPSCIIC...
(PrPéPI. CHPsP-PrC-P» B«PuPsP+C-C$PSC- CHPuP°PeCtC-C—B»). P—PjC-PSPé CHC-PIPSCII
P»C-PiC-PrC-PI CI'P»C-Pr PePsCHPuPiCIrPIP°C,Pé PSP°P»PuPYPSPEéPj C+PéPSPsPj Cr
PiP°CtC-C”PSC,C-PI C-P- PrPéCI'P»C-PiC-PrPpPjC-C”Ch C,P° Cr PiP°CtC-C”PSC,C-PI C-P-
C,P°PeC,PsCHP°PjPé CHP&P-PéPeCr CRPsP-PIPEC,PeCr PiPsCHCIrCEPuPSCH PsP+PjC-PSCr
P»C-PiC-PrC-PI. PuP°CtC-C”PSC,P°Pj, CIIPeC- PsC,CHP&éPjCrCRC,CH P»C-PeCrPIP°PSPSCII
P°PSC,PéPiCI'P&C...PsC,PECPSP&PjPé P-P°CI'PsP+P°PjPé, PIPeP»CRC+P°CRC+Pé
PsP»P°PSP-P°PiC-PS, PSPuPsP+C...C-PrPSPs CRPuPiCrP»CIICHPSPs PePsPSC,CHPsP»CRPIP°C,Pé
CHC-PIPuPSCH P»C-PiC-PrC-PI Ct PeCRPsPIC-, PSP°PiCRP&PeP»P°Pr PSP° PiPsC+P°C,PeCt
P»C-PeCrPIP°PSPSCII, CfPuCEPpP- 12 C,PEPYPSC-PI, P° C,P°PePsP{ PePsPIPSC- 5 CHPsPeC-PI
Cr PiPsPrP°P»CHCE€PsPjCr.

PKPSC,PéC...PsP»C-PSPuCEPiC-C#PSP° P°PeC,PéPIPSC-CI'C,CH. PuPsPiCHPé
PIPECILIPIP»PpPSPSCII P°PSC,P&C...PsP»C-PSPuCEPiC-C+PSPsC— P°PeC,PEPIPSPsCI'C,C-
PsP»P°PSP-P°PiC-PSCF in vitro, Ct PiCHPsCtPuCI'C- PeP»C-PSC-C+PSP&C...
PrPsCI'P»C-PrPYPuPSCH PrPsPIPuPrPuPSPs PSP&P-CHPeCr C+P°CI'C,PsC,Cr CHPsP-PIP&C,PeCr
PiPsPIBF ™ CLIP-P°PSP&C... P- PSPuCHR P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSPé&C... CLIPIP&C%o.
PhPrPSP°Pe C+PuCHPpP: PsP+PjPuPIPuPSC-CI'C,CH PeP»C-PSC-C+PSPsPiPs PrPsCI'PIC-PrCr
P-P°CI'C,PsCI'CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr PiP°CtC-C”PSC,P°Pj P-C-
CI'CrPiCrC,PSC-PjPé P-P°C...PIPsCHECRPIP°PSPSCIIPjPé CI'P»C-Pr P+CrC,Pé
PsP+PuCEPuPYIPSPEPjPé PiCHPé PiCHP&P-PSP°C+PpPSPSC- PiCEPuPiP°CEP°C,Cr
PiP°CtC-C”PSC,P°Pj C-P- PiC-PiPuCHC,CEPsC,C-C”Ch PiCHPsCI'C,P°C,Pé,
PiP°CHP°P»C-C,PéCtPSPsCh PePéCEPePsPIPsCh PSPuPiCHPsC...C-PrPSC-CI'C,Ch P°P+Ps
PiPsPrC-P+PSPé&PjPé CI'C,P°PSP°PjPé.

PyPsPeP°P-PSPéPePé C,C2PSPeCtC-C— PiPuC#C-PSPePé. PuCHPé P-P°CI'C,PsCI'CIPIP°PSPSC-
PsP»P°PSP-P°PiC-PSCr C+P°CI'C,Ps CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII C,CRP°PSP-PEC,PsCHPSC-
P°CI'PéPjPiC,PsPjP°C,PéC+PSC- PiC-PrPNePsPjPé CRHC-PIPSCII PiPuC+C-PSPePsPIP&C...
C,CRP°PSCI'P°PjC-PSP°P- PhP»PHPy C,P° PHCI'PhPY, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCI]. PiiP°CtC-C”PSC,P°Pj C-P- PiC-PrPIP&C%oPpPSP&Pj CHC-PIPSPuP;
PHP»PHPy C,P°/P°P+Ps PHLCI'PHPy, PsP-PSP°PeP°PjPé C,P° CI'P&PjPiC,PsPjP°PjPé
PiPsCRHCrCEPpuPSPSCII C,CrPSPeCtC-C— PiPpuC+C-PSPePé, PiP°CtC-C”PSC,P°Pj C-P-
PiPsPiPuCHPuPrPSCHPs C-CI'PSCrCRC$PéPjPé CI'C,P°PSP°PjPé, PiPsPIE ™ CIIP-P°PSP&PjPé P-
PiPuC+C-PSPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, P° C,P°PePsP{ PiP°C+C-C”PSC,P°Pj,
CIIPeC- PiCRP&PNePjP°CRC,CI PiPsC,PuPSCtC-PNePSPs PiPuPiP°C,PsC,PsPeCI PEC+PSC-
PiCEPuPiP°CHP°C,Pé, PsP»P°PSP-P°PiC-PS PiCHP&éP-PSP°C{P°CRC,CH P:
PsP+PuCEPpuPIPSC-CI'C,ChR. PiuCRPé PIPECIIPIP»PuPSPSC- PiPuPiP°C,PéC,Cr
(PIPeP»CRC+P°CRC+Pé PiPuPiP°C,PsCtPuP»CRP»CIICEPSPy, C...PsP»PuCI'C,P°C,PéC+PSPu
P°P+Ps P-PjC-CE€P°PSPu CrCRHP°PIPuPSPSCI]I PiPuC+C-PSPePé) PsP»P°PSP-P°PiC-PS
PSPuPsP=C...C-PrPSPs PIC-PrPjC-PSP&C,Pé.

PKPuPNeC,CFPsPiPuPSC-CLI. PhP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs P-
PsP+PpCHPuPIPSC-CI'C,Ch PiCEP&P-PSP°C+P°C,Pé PiCEPé PSPéP-CHPePsPjCt CHC-PIPSC-
P»PpPNePePSC1PEC,C-PI C,P°/P°P+Ps PSPRPNeC,CEPsC, C-P»C-PI P- P+CrPrChb-CLIPePsC—
PiCEP&CPEPSP8, PiP°CtC-C”PSC,P°Pj, CLIPeC- PsC,CHP&éPjCCRC,CH P»C-PeCrPIP°PSPSCII
PiCEPpPiP°CHP°C,P°PjPé, C%oPs PjPsPICrC,CH CI'PiCEPEC+PEPSPEC, Pé
PSPuPN:C,CEPsPiPpPSC-CR, PiP°CtC-C"PSC,P°Pj, CLIPeC- PjP°CRC,CH PI P°PSP°PjPSPuP-C-
PjPuPrP&PeP°PjPuPSC,PsP-PSPu PiCEP&PiPSC-C+PuPSPSCLI/C,PsPeCI'PECPSPy
CICEP°PYPRPSPSCII PeC-CI'C,PePsPIPsPiPs PjPsP-PeCt, PiP°C+C-C”PSC,P°Pj C-P-



PiCEHP&PiPSC-C+PpPSPSCIIPj PeC-CI'C,PePsPIPsPiPs PjPsP-PeCt, CI'PiCEPéC+PEPSPuPSPEP]
CI'CrPiCrC,PSC-PjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé, PsPiCRPsPjC-PSPuPSPSCILIPj CPé
C...C-PjC-PsC,PuCRP°PiC-C"CR, C,P° PiP°CtC-C”PSC,P°Pj C-P-
PiC-PiPuCHPuPsP-PEPSPsC,C-P»C-C”Ch C,P° PjC-C"P»PsPiCHPsP»C-C,PuCHP°C,PEPIPSPEP]
P-P°C...PIPsCHCRPIP°PSPSCIIPj. PkPuPN.C,CRPsPiPuPSC-CII C” C+P°CI'C,P&Pj PiPsP+C-C$PSP&P;
PuC, PuPeC,PsPj PiCRPé CI'CPjC-CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
PIP°P»CHbPiCHPsP°C,Cr C,P° PsP»P°PSP-P°PiC-PSCr (PrPéPI. CRPsP-PrC-P» B«PyPsP+C-C$PSC-
CBPuP°PeCtC-C—B»).

PyCEPéPiP6PSPuPSPSCII C,PuCEP°PiC-C—. PCEPé CHP°PiC,PsPIPsPjCr
PiCEHP&PiPéPSPuPSPSC- C,PuCEP°PiC-C— PrCrPIPu CRHC-PrPePs (20,01 % C,P° 0,1 %)
PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PiPsCI'C,CHC- CI'P&PjPiC,PsPjPé, P-PsPeCEPuPjP° PiCEPs
PSP°PrPjC-CEPSPu PiPsC,PsPIPEPrC-P»PuPSPSCLI, P+PuP-CI'PsPSPSCLI, C,CEPuPjPsCH,
CEPsP-PrCHP°C,PsPIP°PSC-CI'C,CH, PSCIPrPsC,Ct P°P+Ps P+P»CRPIP°PSPSCIL

PtPSC,PuCHPIP°P» QT.

P] PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPp
PiPsPrPsPIPPuPSPSCILI C-PSC,PuCHPIP°P»Cr QTc (PePsCHPuPeCtC-CII QT P-P°
PxCHC-PrPuCHC-PePsPj (QTcF) = 500 PjC-P»C-CI'PuPeCrPSPr (PjCI'PuPe) Ct P+CrPrCH-
CIIPePEPNe C+P°CI PiC-CI'P»CI] PiPsC+P°C,PeCr C,PuCHP°PiC-C— Cr PiP°CtC-C”PSC,C-PI C-P-
PIPEC...C-PrPSPé&Pj QTcF < 500 PjCI'PpPe PrPs PiPsC$P°C,PeCr C,PuCEHP°PiC-C—) Cr
PiP°CtC-C”PSC,C-PI, CLIPeC- P»C-PeCrPIP°P»P&CI'CLI PsP»P°PSP-P°PiC-PSPsPj
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PSPuC+P°CI'C,Ps (PIC-Pr 0,1% PrPs 1%).
PiPsCHC-PIPSCIIPSPs P- PiP»P°CtPpP+Ps PSPu PIPECIIPIP»PuPSPs P-PSP°C+PSPsC—
CHC-P-PSP&CtC- Cf C£P°CI'C,PsC,C- P°CI'PsCtC-PNePsPIP°PSP&C... PeP°CHPrC-P°P»CHPSP&C...
PiPsP+C-C+PSPé&C... CEPuP°PeCtC-PNe. PhPrPSP°Pe, PiICHP&P-PSP°C$P°C,Pé PsP»P°PSP-P°PiC-PS
Cr PePsPjP+C-PSP°CtC-C— P- PiCRPuPiP°CEP°C,P°PjPé, C1IPeC- PjPsPYCrC,CH
CI'PiCHPEC$PEPSPEC,Pé PiCHPsP»PsPSPiP°CtC-Ch C-PSC,PuCRPIP°P»Cr QTCI, CI'P»C-Pr P-
PsP+PuCHPuPIPSC-CI'C,Ch, PsCI'PsP+P»P&PIPs PiP°Ct+C-C”PSC,P°Pj P»C-C,PSCHPsPiPs
PIC-PeCt, PiP°CtC-C”PSC,P°Pj C-P- PICEPsPrPIPuPSP&Pj CI'PéPSPrCHPsPjPsPj
PiCEPsP»PsPSPiP°CtC-C— C-PSC,PuCHPIP°P»Cr QT, P-P°CI'C,C-PN:PSPsCh CI'PuCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, PiC-PiPuCHC,CHPsC,C-C”"Ch CI'PuCECtClI,
PiC-PiPsPeP°P»C-C”PjC-C”Ch P°P+Ps PiC-PiPsPjP°PiPSPuP-C-C”PjC-C”Ch.

PyCEPsPjP+PsPuPjP+PsP»C-CII. PkPuC$P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
C,PéPjC+P°CI'PsPIPéPNe P-PIsF™ CLIP-PsPe PjC-P{ P»C-PeCrPIP°PSPSCIIPj
PsP»P°PSP-P°PiC-PSPsPj C,P° PIPéPiP°PrPeP°PjPé CEPsP-PIP&C,PeCr PIPuPSPsP-PSPsC—
C,CHPsPjP+PsPuPjP+PsP»C-C— (= 0,1 % BB“ < 1 %). PuCHP&C+P&PSPSPs-
PSP°CI'P»C-PrPePsPIPEPNe P-PI8H ™ CLIP-PsPe PjC-P{ 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+PuCHCrC1Pé
PrPs CfPIP°PiPé C,Pu, C%oPs Ct PiP°CtC-C”PSC,C-PI C-P- CEPEP-PsC,CHEPuPSC-C”Ch
C#P°CI'C,Ps CRPsP-PIP&PIP°C”C,CHCI'CII CI'C...PéP»CHPSC-CI'C,CH PrPs
C,CHPsPjP+PsPuPjP+PsP»C-C—, PSPuPsP+C...C-PrPSPs PICHP°C...PsPICfPIP°C,Pé CrCI'C-
PjPsPYP»P&PIC- C,P°PeC,PsCEPé CRHP&P-PéPeCr, PSP°PiCEP&PeP»P°Pr
C-PjPjPsP+C-P»C-P-P°C+C-Ch PiP°CtC-C”PSC,P°, C,P° PIPfP&PIP°C,Pé PICI'C-C...
PSPpPsP+C...C-PrPSPEC... PiPsPiPpCHPuPrPICrPIP°P»CHPSPEC... P-P°C...PsPrC-PI.

P—P°PiP°P»CHbPSP°® PrC-CII PSP° P\PkPY. P’"CRHP°C...PsPICFfCRC+Pé PiPuCHPuPIP°PIPSPEPNe
PIPiP»Pé&PI PsP»P°PSP-P°PiC-PSCr PSP° P!PkPY, PSPuPsP+C...C-PrPSPs PiCHPsPIPsPrP&C,Pé
PrPsPrP°C,PePsPIC- P-P°CI'C,PuCRPuPIPSC- P-P°C...PsPrPé PiChPé PiCHP&PN:PsPjC-



PsP»P°PSP-P°PiC-PSCt PI PiPsC”PrPSP°PSPSC- P- C-PSCEP&PjPé PiCEPuPiP°CEP°C,P°PiPé
CtPuPSC,CHP°P»CHPSPsC— PrC-C—, PIPeP»CRC+P°CRCEPé PIPYP&PIP°PSPSCII
P°P»PePsPiPsP»Ch. PuCEPé PrPsCI'P»C-PrPIPuPSPSCILIC... in vitro P-
P°PSC,P°PiPsPSC-CI'C,P°PjPé PrPsPiP°PjC-PSCt PIP&CLIPIP»PuPSPs, C%oPs
PsP»P°PSP-P°PiC-PS PjPsPYPp P°PSC,P°PiPsPSC-CI'C,P6C+PSPs PIPiP»P&PIP°C,Pé PSP

PuC, PuPeC,Pé PiCECLIP{P&C. .. C,P° PSPuPiCECLIPP&C... P°PiPsPSC-CI'C,C-PI PrPsPiP°PjC-PSCE.

P+PiC-P»PuPiC,PéCPSC- PSP°PiP°PrPé. PhP»P°PSP-P°PiC-PS PSPuPsP+C...C-PrPSPs P:
PsP+PuCHPpuPIPSC-CI'C,CR P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiP°CtC-C”PSC,P°Pj P
PuPiC-P»PpuPiC,PEC+PSPEPjPé PSP°PiP°PrP°PjPé PI P°PSP°PjPSPuP-C- P°P+Ps
PiP°Ct+C-C”PSC,P°Pj, Cr CLIPeP&C... PSP°CIIPIPSC- C,P°PeC,PsCRPé, C%oPs P-PSPEPICrCRC,CH
CI'CrPrPsPjPSP&PNe PiPsCHC-Pi. PkPuC+P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PIP&PiP°PrPePé PuPiC-P»PuPiC,PECPSPEC... PSP°PiP°PrC-PI PiCRPé P»C-PeCrPIP°PSPSC-
PsP»P°PSP-P°PiC-PSPsPj. P] P+C-P»CHCEPsCI'C,C- CtP&C... PIP&PiP°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 CHP&P-PéPe
C—C... PIPéPSP&PePSPuPSPSCI] P+CrPI PiC-PrPIPEC%oPpPSPEPN..

PuC-P-PSCII PrPéCI PeC-PSPuP-C-CII. P] PiCEPsCtPuCI'C- PiPsCEC-PIPSCIIP»CHPSPEC...
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH C,CHPEPIP°P»C-CI'C,CR 1 CHC-Pe P°P+Ps
PjPpPSC€Pp PiCHPé PiCHPEPNePsPjC- PsP»P°PSP-P°PiC-PSCr CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII
CI'C,P°C,PéCI'C,PéC+PSPs P-PSP°C+CrC%oPs PSPéPYC+P° CP°CI'C,PsC,P°
PIP&PSPéPePSPuPSPSCII PrPéCI PeC-PSPuP-C-C—, CI'PiCHPEC+PEéPSPuPSPsC—
P»C-PeCrPIP°PSPSCIIPj. PSPuCEPuP: P-CHPsCI'C,P°CRC$PéPN. CEP&P-PéPe CHPsP-PIPEC,PeCr
PiC-P-PSCHPsC— PrPéCI'PeC-PSPuP-C-C— PiCEPé C,CHPEPIP°P»PsPjCt PiCHPéPNePsPjC-
P°PSC,PéPiCI'P&C...PsC,PEC+PSPé&C... PICHPuPiP°CHP°C,C-PI PSPuPsP+C...C-PrPSPu
CrP-PiPsPrPIPuPSPu P-PSPEPYPuPSPSCII PrPsP-Pé P°P+Ps PiPsPIPSP° PIC-PrPjC-PSP®
PiCEPpPiP°CHP°C,Cr PiCHPé PiPsCIIPIC- Cr PiP°C+C-C”PSC,P° PsP-PSP°Pe C1Pé
CI'PéPjPiC,PsPjC-PI PiC-P-PSCHPsC— PrPéCI'PeC-PSPuP-C-C—. P— C$P°CI'PsPj CtC-
CI'PéPjPiC,PsPjPé PjPsPYCrC,CH PiPsCI'PéP»CRPIP°C,PéCI'CLI P°P+Ps PSP°PIC-C,CH
P-8F™ CLIPIP»CIIC,PECI'CII PiC-CI'P»ClLI PiCHPéPiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII.

PhCEC,PsCI'C,P°C,PéCPSP° PiC-PiPsC,PuPSP-C-CII. PkPuC$P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs PIPéPiP°PrPePé PsCHC,PsCI'C,P°C,PéC+PSPsC—
PiC-PiPsC,PuPSP-C-C— Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr PI PiCEPsCtPuCI'C-
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPYPuPSCH>. PC-Pr C+P°CI' P-P°CI'C,PsCI'CFPIP°PSPSCII
PsP»P°PSP-P°PiC-PSCr CRPuPePsPjPuPSPrCrC”C,CHCI'CII PiPuCHC-PsPrPéC+PSPu
PIPéPjC-CHCRPIP°PSPSCII P°CHC,PuCHC-P°P»CHPSPsPiPs C,PECI'PeCt PiP°CtC-C”PSC,P°Pj
PIC-PePsPj PIC-Pr 65 CHPsPeC-PI.B

P P°PiC,PsPIP° P-C2PiPéPSPeP° CI'PuCFCtCII. P] PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIP&C. ..
P-PIC-C,P°C... PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCHPs PIP&PiP°PrPePé CHP°PiC,PsPIPsC—
CI'PuCHCtPpPIPsC— CI'PjPuCHC,C- PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHP&PN:PjP°P»Pé
PsP»P°PSP-P°PiC-PS. P’C-PrPiPsPIC-PrPSPs PrPs CHPuC,CHPsCI PiPpuPeC,PéPIPSPsPiPs
PsP+CI'PuCHPIP°C1+C-PNePSPsPiPs PePsPiPsCEHC,PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCI],
CHPEP-PéPe CHP°PiC,PsPIPsC— CI'PuCHCtPpuPIPsC— CI'PjPuCHC,C- Cr PiP°CtC-C”PSC,C-PI,
CILIPeC- P-P°CI'C,PsCI'PsPICFPIP°P»Pé PsP»P°PSP-P°PiC-PS, PiC-PrPIP&C%oCrPIP°PICICII
PjP°PNePYPp PIPrPIC-C#C-, PiPsCHC-PIPSCIIPSPs P- PiP°CtC-C”PSC,P°PjPé, CIIPeC- PSPu
P-P°CI'C,PsCI'PsPICFPIP°P»Pé P°PSC,PéPiCI'PéC...PsC,PéPePé. P PéP-PéPe PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PsP»P°PSP-P°PiC-PSCr PIC-PrPiPsPIC-PrP°C” C,P°PePsPjCr PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- P°C,PéPiPsPIP&C... P°PSC,PéPiCI'PéC...PsC,PéCEPSP&C...
P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI, C%oPs P+CrP»Pé PIPeP»CRC$PuPSC- PrPs



PsP+8H™ C”"PrPSP°PSPsPiPs P°PSP°P»C-P-Cr.
P”C-C,Pe C- PiC-PrP»C-C,PePé

PhP»P°PSP-P°PiC-PS PSPn ChPpuPePsPjPuPSPrPsPIP°PSPEPN. PrP»CII P»C-PeCrPIP°PSPSCII
PrC-C,PpPNe C,P° PiC-PrP»C-C,PeC-PL. P PICEPsCPuCTC- PrPsCI'P»C-PrPIPuPSPSCII
PiP°Ct+C-C”PSC,C-PI PIC-PePsPj 13-17 CEPsPeC-PI P-P°C, C-PeCI'PsPIP°PSPs CHC-P-PSC-
PiPsP+C-C+PSC- CRPUP°PeCtC-C—: P-P+C-P»CHCEPUPSPSCII PjP°CI'Pé C,C-P»P°, P-PjC-PSCY
PjPuC,P°P£PsP»C-C+PSPeC... PiP°CHP°PjPuC,CHC-PI C,P° P-P=C-P»CHCEPuPSPSCII
CHC-PIPSCLI PiCHPsP»P°PeC,PEPSCr (PrPéPI. ChPsP-PrC-P»Pé
B«PxP°CHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-B» C,P° B«PyPsP+C-C$PSC-
CRPpP°PeCtC-C—B»).

PsP°PeC,PsP-P°. PuCHPuPiP°CHP°C, PjC-CI'C,PéC,CH P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCHP°C,,
C,PsPjCr PNePsPiPs PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé C...PIPsCEP&Pj, CIIPeC-
PjP°CRC,CH CI'PiP°PrPePsPICr PSPuPiPuCHPuPSPsCIPEPjC-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'PsCRHP+CtC-C—.

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

P’P°PiC-C,PSC-CI'C,CH

P’'C-PrCI'CfC,PSC- P°PrPuPePIP°C,PSC- C- PrPsP+CEPp PePsPSC,CHPsP»CHPsPIP°PSC-
PrPsCI'P»C-PrPIPuPSPSCLI PrC-C— PsP»P°PSP-P°PiC-PSCt PSP° PIP°PiC-C,PSP&C....
PuP°CtC-C”PSC,PePé PiC-Pr C+P°CI" P»C-PeCtPIP°PSPSCLI PsP»P°PSP-P°PiC-PSPsPj
PiPsPIP&PSPSC- PiPsPIC-PrPsPjPéC,Pé CI'PIPsPiPs P»C-PeP°CECLI PiCEPs
PIP°PiC-C,PSC-CI'C,Cb P°P+Ps PSP°PjC-CF P-P°PIP°PiC-C,PSC-C,P&. PhCI'PeC-P»CHPePé
C-CI'PSCFCRC1P&PNe PrPsCI'PIC-Pr P»C-PeCrPIP°PSPSCILI PIP°PiC-C,PSPéEC...
PsP»P°PSP-P°PiC-PSPsPj PsP+PjPuPIPuPSP&PNe, PsP»P°PSP-P°PiC-PS Ct PiPuCEC-PsPr
PIP°PiC-C,PSPsCI'C,C- PSPuPsP=+C...C-PrPSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé C,C-P»CHPePé
C,PSPrC-, PePsP»Pé PsC+C-PeCIPIP°PSC- CHPuP-CrP»CHC,P°C,Pé
PIP&PiCEP°PIPrPsPICFCRC,CH PjPsPYP»P&PIP&PNe CEP&P-PéPe PrP»CLI PiP»PsPrPe.

P] PSPsPIPsPSP°CHPsPrPIPuPSPEC..., PjP°C,PuCHC- CIIPeP&C... PiCHPEPNePjP°P»Pé
P°PSC,P&PiCI'PéC...PsC,PéC+PSC- P»C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé (PIPeP»CRCtP°CRCtPé
PsP»P°PSP-P°PiC-PS) PiCHPsC,CILIPiPsPj PtPtPt C,CHP&PjPuCI'C,CHCr PIP°PiC-C,PSPsCI'C,C-,
C-CI'PSCrC” CHPéP-PéPe PIPEPSPéPePSPuPSPSCII PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe,
PIPeP»CRC$P°CRC$Pé PpuPeCI'C,CHP°PiC-CHP°PjC-PrPSC- PiPsCHCrCEPuPSPSCII C,P°/P°P+Ps
CI'PEPSPrCEHPsPj PIC-PrPjC-PSPé, CI'P&éPjPiC,PsPjPé CIIPeP&C... PjPsPYCrC,CH PiC-CI'P»CII
PSP°CEPsPrPYPuPSPSCII P-PjC-PSCRPIP°C,PéCI'CII P-P° CI'PéP»PsCh C,P°
C,CHP&PIP°P»C-CI'C,Ch. PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs P°P{P&C,P°C+C-Ch,
P°CHC,PuCHC-P°P»CHPSCT PiC-PiPpuCHC,PuPSP-C-Ch, P°CHC,PuCEC-P°P»CHPSCY
PiC-PiPsC,PuPSP-C-CR, C,CHPuPjPsCH, CI'PsPSP»PEPIC-CI'C,CH,
CHPuCI'PiC-CHP°C,PsCHPSPéPNe PrPECI'C,CHPuCI-CI'PéPSPrCRPsPj P°P+Ps CHPsP-P»P°PrPé
C...P°CRHCtCrPIP°PSPSCII. PyPsPjCr PSPuPsP+C...C-PrPSPs PePsPSC,CHPsP»CRPIP°C,Pé
CI'C,P°PS PSPsPIPsPSP°CHPsPrPIPuPSPéC....

PuPuCHC-PsPr PiPsPrCéPIP°PSPSCII PiCHCéPrPrCh



PiiCHPé PrPsCI'P»C-PrPIPuPSPSC- P-PrPsCEPsPIPEC... PIC-PSPsPe, CLIPeC- PiPsPrCrPIP°P»Pé
PiCECtPrPrCR, PsP»P°PSP-P°PiC-PS P+CfP»Ps PIP&CLIPIP»PuPSPs Ct PiCECtPrPSPsPiCr
PjPsP»PsCtC-. PYPuCHPRPrPSCLI PrPsP-P° PrP»CII PSPuPjPsPIP»CLIC,Pé (PjPi/PePi) P+PpP-
CHP&P-P&éPeCY PrP»CLI PSCHPsPiPs PsCtC-PSCRPIP°P»P°CI'CLI CLIPe 1,8 % PIC-Pr
PjP°C,PuCEP&PSCI'CHhPePsC— PrPsP-Pé (PjPi/PePi). PuP°CtC-C”PSC,PeP°Pj PSPy
CHPpPePsPjPpPSPrCIC”C,CHhCI'CLI PiPsPrCPIP°C,Pé PSPuPjPsPIP»CILIC, PiICECIPrPrCR,
CLIPeC%oPs PIPsPSPé PiCEP&PNePjP°CRC,CH PsP»P°PSP-P°PiC-PS.

PxPuCEC,PéP»CHPSC-CI'C,CH

P’PiP»P&PI PSP° C,PuCHC,PéP»CHPSC-CI'C,CH PSPuPIC-PrPsPjP&PNe.

P—PrP°C,PSC-CI'C,CH PIPiP»P&PIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC3PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPEP;Pé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI'P»C-PrPIPuPSCH> PIPiP»P&PICt PsP»P°PSP-P°PiC-PSCt PSP° CEPIPEPrPeC-CI'C,CH
CBPpP°PeCtC-C— PiCEHPé PePpCHCIPIP°PSPSC- P°PIC,PsC,CEP°PSCI'PiPsCHC,PsPj P°P+Ps
CHPsP+PsC,C- P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PSP PiCEPsPIPsPrPéP»PsCI'CI].
PhCI'PeC-P»CHPePé PsP»P°PSP-P°PiC-PS PjPsPPu CI'PiCHPéC+PEPSPEC,Pé
CI'PsPSP»P&PIC-CI'C,CH C,P° P-P°PiP°PjPsCHPsC+PuPSPSCI], PiP°C+C-C”PSC,C-PI CI'P»C-Pr
PiPsPiPuCEPpuPrPéC,Pé PiCHPs PSPuP+PuP-PiPpPeCr, PiPsPIB™ CIIP-P°PSCT P-
PuPeCI'PiP»CrP°C,P°CtC-C”Ch PjP°CEPEPS, PIPeP»CRCtP°CRC$Pé
P°PIC,PsC,CHP°PSCI'PiPsCEC,PSC- P-P°CI'PsP+Pé.

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

P"PsCRHPsCI'P»C-

PEPéP-PsC,CEPuPSC-CII. P PuPePsPjPuPSPrPsPIP°PSP° PiPsC+P°C,PePsPIP° PrPsP-P°
PsP»P°PSP-P°PiC-PSCt CI'C,P°PSPsPIPEC,CH 10 PjPi 1 CEP°P:- PSP° PrPsP+Cr.

ProP°PSC-P°PeP°P»CIEbPSC- PuPiC-P-PsPrPé. P PuPePsPjPuPSPrPsPIP°PSP°B PiPsC$P°C,PePsPIP°
PrPsP-P° PsP»P°PSP-P°PiC-PSCr CIIPe PjPsPSPsC,PuCHP°PiC-C— CI'C,P°PSPsPIP&C,CH

15 PjPi PSP°® PrPsP+Cr P°P+Ps 10 PjPi PSP° PrPsP+Cr PiCHPé PePsPjP+C-PSPsPIP°PSPsPjCr
P»C-PeCrPIP°PSPSC- (PrPéPI. CHPsP-PrC-P» B«PxP°CHPjP°PePsPrPéPSP°PjC-PeP°B»).

PuCEPsC,C-P»P°PeC,PéPeP° PiPsPIC,PsCEPSPéEC... PSP°PiP°PrC-PI Cé PiP°Ct+C-C”PSC,C-PI P-
P+C-PiPsP»CIICHPSPéePjPe CHPsP-P»P°PrP°PjPe. P PuPePsPjPuPSPrPsPIP°PSP°
PiPsC$P°C,PePsPIP° PrPsP-P° CI'C,P°PSPsPIP&C,CH 10 PjPi PSP° PrPsP+Cr. PyuP°C+C-C”PSC,Pé P:
P+C-PiPsP»CIICRHPSPéPjPé CHPsP-P»P°PrP°PjP€, CLIPeC- PsC,CHPEPjCrPIP°P»Pé
PsP»P°PSP-P°PiC-PS PrP»CII P»C-PeCrPIP°PSPSCII PjP°PSC-P°PeP°P»CHPSPEC...
PuPiC-P-PsPrC-PI, PiCRPsPrPsPIPCrCRC,CH PsC,CHPEPjCrPIP°C,Pé PsP»P°PSP-P°PiC-PS Cr
C,PsPjCr PY PrPsP-CrPIP°PSPSC- C- PrP»CILI PiCHPsC,C-P»P°PeC,PéPePé PiPsPIC,PsCHPSPEC...
PSP°PiP°PrC-PI. P—P° CrPjPsPIPé CHPsP-PIPEC,PeCr PSPsPIPsPiPs
PjP°PSC-P°PeP°P»CHPSPsPiPs, PrPuPiCHPuCI PEPIPSPsPiPs P°P+Ps P-PjC-CEP°PSPsPiPs
PuPiC-P-PsPrCr P»C-PeCrPIP°PSPSCII PSPuPsP=C...C-PrPSPs PiCHPsPrPsPIPCrPIP°C,Pé (Cr
CHP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- PsPiC,PéPjC-P-CrPIP°PICEPé PrPsP-Cr) CHP°P-PsPj C-P-
PiC-PrC,CHPEPjCrCRCtPsCh 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,Clb.

P>C-PeC2PIP°PSPSCII CE€PéP-PsC,,CEPuPSC-C—, PjP°PSC-P°PeP°P»CHPSPéC... PuPiC-P-PsPrC-PI
C,P° PiPsPiPuCEPuPrPIPuPSPSCII CFPuCtPéPrPéPIC-PI P+C-PiPsP»CIICFHPSPsPiPs
CEPsP-P»P°PrCé. POPsPrPuPSPSCr PrPsP-Cr PIPéP-PSP°C+P°CRC,CH PSP° PiC-PrCI'C,P°PIC-
PeP»C-PSC-C$PSPsPiPs CI'C,P°C,CrCI'Cr PI PrC-P°PiP°P-PsPSC- PIC-Pr 5 PrPs 20 PjPi PSP°
PrPsP+Cr. P—P+C-P»CHCEPpPSPSCII CHPuPePsPjPuPSPrPsPIP°PSPsC— PiPsC+P°C,PePsPIPsC—
PrPsP-Pé PiCHPsPIPsPrPéC,Pé P- C-PSC,PuCRPIP°P»P°PjPé PSPu PjPuPSCEPu

24 PiPsPrPéPS P»PéC£Pn PiC-CI'P»CII PeP»C-PSC-C+PSPsPiPs PsP+CI'C,PuP{PuPSPSCII.
PhP»P°PSP-P°PiC-PS P-P°CI'C,PsCI'PsPICfPIP°C,Pé PSPuP-P°P»PpuPYPSPs PIC-Pr
PIPIPEPIP°PSPSCLI C—PYC-, PsCI'PeC-P»CHPePé PIPYPéPIP°PSPSCII C—PYC- PSPu
PIPiP»P&PIP°C” PSP°® P°P+CI'PsCRP+CtC-Ch PiCRPuPiP°CREP°C,Cr. PuCHPé PIC-PrPjC-PSC-
PiCHPpPiP°CHP°C,Ct P-P°PIPuCHCEPuPSPSCII C,PuCHP°PiC-C— CI'P»C-Pr PiCHPsPIPsPrPéC,Pé
PiPsCI'C,CrPiPsPIPs.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCé. PiCHPEP-PSP°C+PuPSPSCII PjPuPSCEPsC—
PiPsC$P°C,PePsPIPsC— PrPsP-Pé (5 PjPi PSP° PrPsP+Cr) P-P°P-PIP&C+P°PN. PSPu
PiPsC,CHC-P+PSPu. PkPpPsP+C...C-PrPSC-CI'C,CH PiCHP&P-PSP°C+PpuPSPSCII PjPpuPSCEPsC—
PiPsC$P°C,PePsPIPsC— PrPsP-Pé PiPsC,CHC-P+PSPs CHPsP-PiP»CIIPrP°C,Pé PrP»ClI
PiP°CtC-C”PSC,C-PI PIC-PePsPj PIC-Pr 65 CHPsPeC-PI PiCEPé PSP°CIIPIPSPsCI'C,C-
PeP»C-PSC-C$PSP&C... PiPsPeP°P-P°PSCH (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PyP°CtC-C”PSC,Pé P- PSPECEHPePsPIPsCE 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) PjPsPYPSP° PiCHP&P-PSP°C+P°C,Pé C,P°PePéPj PiP°CtC-C”PSC,P°Pj. P] CHP°P-C-
PSP°CIIPIPSPsCI'C,C- PiPsPjC-CHPSPsC— PiPuC+C-PSPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (CtPéCHPsP:, PeP»P°CI'Pé PSPuPrPsCI'C,P°C,PSPsCI'C,C- Ph
P°P+Ps P’ P-P° CEPeP°P»PsCh P§P°PNeP»PrP°-Pus] ™ Ch) PiPsCP°C,PePsPIP° PrPsP-P°
PiPsPIPEPSPSP® CI'C,P°PSPsPIP&C,Pé 5 PjPi, PiC-PrPIPéC%o0CrPIP°C,Pé PrPsP-Cr
PSPuPsP+C...C-PrPSPs P- PsP+PuCHPuPYPSC-CI'C,CR.

PyP°CtC-C”PSC,Pé, CLIPeC- PiP°P»CLIC,CH. P1sPsCHPpPeCtC-CLI PrPsP-Pé P-P°P»PpuPYPSPs
PIC-Pr PSP°CLIPIPSPsCI'C,C-/PIC-PrCI'CtC,PSPsCI'C,C- P-PIPéC+PePé PrPs PiP°P»C-PSPSCII
PSPp PiPsC,CHC-P+PSP°.

PCCEC-PSPSCLI PjPsPYPu CI'C,PéPjC{P»CRPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj
PsP»P°PSP-P°PiC-PSCY. P PuPePsPjPuPSPrPsPIP°PSPs P-PrC-PN.CI'PSCRPIP°C,Pé
PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCEP&PSPi C- Ct CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C-
CEPsP-PiP»CIIPSCIC,Pé PjPsPP»P&PIC-CI'C,CHb P-P+C-P»CHbCEPRPSPSCII PrPsP-Pé
PsP»P°PSP-P°PiC-PSCY (PrP&PL. CEPsP-PrC-P» B«P’P-P°C"PjPsPrC-CLI P- C-PSCEP&P}Pé
P»C-PeP°CECI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPSPrC-PN:B»).

PmPPPSCECT PiPsC+P°C,PePsPICT PrPsP-Cr PjPsPYPSP° PiCEP&P-PSP°CHP°C,Pé
PiP°CtC-C”PSC,P°Pj C-P- PePsPjP+C-PSP°CtC-C”Ch C,P°PeC,PsCHC-PI (PC-PSPsCtP°
CI'C,P°C,CH, P»C-C,PSC-PN. PIC-Pe, PIC-PrCI'CfC,PSC-CI'C,CH P-PIPEC+PePé PrPs
PiP°P»C-PSPSCII), CLIPeC- PjPsPYCrC,CH P-PSPEPYCIrPIP°C,Pé PjPuC,P°P+PsP»C-P-Pj
PsP»P°PSP-P°PiC-PSCt. PiC-PrPIPEC%0PpPSPSCII PrPsP-Pé C,P°PePéPj PiP°CtC-C”PSC,P°Pj,
CLIPeC%oPs CtPp PiPsPeP°P-P°PSPs, PiPsC,CHC-P+PSPs P-PrC-PN.CI'PSCRPIP°C,Pé
PePsPSCI'PuCHPIP°C,P6PIPSPs (PrPéPI. CEPsP-PrC-P»Pé B«P'P-P°C”PjPsPrC-CLI P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»



C,P° B«PuP°CHPjP°PePsPeC-PSPuC,PePeP°B»).

P"C-C,Pe.

PhP»P°PSP-P°PiC-PS PSPu CHPuPePsPjPuPSPrCrC”C,CHCI'CLI P-P°CI'C,PsCI'PsPICFPIP°C,Pé
PrC-C,CIIPj PIC-PePsPj PrPs 18 CRPsPeC-PI, PsCI'PeC-P»CHPePé PSPuPjP°C”
PrPsCI'C,P°C,PSC-C... PrP°PSP&C... C%oPsPrPs P+PuP-PiPuPePé C,P° PuC,PpuPeC,PéPIPSPsCI'C,C-
PNePsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII. P] PiCHPsCtPuCI'C-
PePsCEHPsC,PePsCI'C,CEPsPePsPIP&C... PrPsCI'P»C-PrPIPuPSCH Cr PiP°CtC-C”PSC,C-PI
PiC-PrP»C-C,PePsPIPsPiPs PIC-PeCr PIC-PrP-PSP°C$P°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII
PjP°CI'Pé C,C-P»P°, P-PjC-PSPé CHC-PIPSCII PiCEPsP»P°PeC,PEPSCT C,P° P»C-PiC-PrC-PI
PiPsCEC-PIPSCIIPSPs P- PrPsCEPsCI'P»PéPjPé (PrPéPI. CHPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB», B«P1iPsP+C-C+PSC-
CBPuP°PeCtC-C—B» C,P° B«PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-B»).

PuPuCEPuPrPsP-C4PIP°PSPSCII.

PYPéPjPiC,PsPjPé. P”CPYPu PiPsCEPECHPuPSC- (>10 % PIP&PiP°PrPeC-PI) BR“
C,P°C...C-PeP°CRHPrC-CIJ, P°PP&C,P°C+C-CLI/P°PiCHPuCI'PEPIPSC-CI'C,CIb,
PrPéP-P°CEC,CHC-CII, CRC-P-PSC- PuPeCI'C,CHP°PiC-CRHP°PjC-PrPSC- CI'P&PjPiC,PsPjPé C,P°
P-PSPEPYPuPSPéPNe CHC-PIPuPSCH CI'PIC-PrPsPjPsCI'C,C-, C%oPs PIP°CHC-CRC”C,CHCI'CII
PIC-Pr CI'PuPrP°CtC-C— PrPs PePsPjPé.

PtPSCEPEPjPé P-PSP°C+PSPéPjPé CrCIPeP»P°PrPSPuPSPSCIIPjPé PiPuCHPuPrPsP-CrPIP°PSPSCII
C” PrPuP»C-CHC-PNe, CI'CrPrPsPjPé, PePsPjP°, PjPsPYP»P&PIC-CI'C,CH PIPEPSP&PePSPuPSPSCII
PkP—PY, PiCEP&PiPSC-C+PuPSPSCII PrPéC...P°PSPSCII, P°CI'PiC-CHP°CtC-CIJ,
P°CRHC,PuCHC-P°P»CHPSP° PiC-PiPuCHC,PuPSP-C-CII P°P+Ps PiC-PiPsC,PuPSP-C-CI],
CI'PuCHCHPuPIP® P°CHP&EC,PjC-CII (<2 % PIP&PiP°PrPeC-PI PiPuCHPuPrPsP-CrPIP°PSPSCI]) C,P°
PeP°CRPrC-PsPiCrP»CHPjPsPSP°P»CHPSPEPNe CEPsPe. P>PuC,P°P»CHPSC- PSP°CI'P»C-PrPePé
PIC-PrP-PSP°C+P°P»P&CI'CII PiCRPé PiPsCI'C,CHPsPjCr PiPuCHPuPrPsP-CrPIP°PSPSC- PSP®
CEC-PIPSC- 450 PjPi, P°P»Pp P+CrP»Pé PNe PIPEPiP°PrPePé PIPEPPEPIP°PSPSCII PiC-CI'P»CI]
PiPsCI'C,CHPsPiPs PiPuCRPuPrPsP-CrPIP°PSPSCII PiC-CI'P»CII PiCHP&PNePsPjCr 2 Pi
PsP»P°PSP-P°PiC-PSCt PiPuCHPsCHP°P»CHPSPs.

P>C-PeC8PIP°PSPSCII. PYPiPuCtP&C, C-CPSPEPNe P°PSC,PEPrPsC, PsP»P°PSP-P°PiC-PSCE
PIC-PrCI'C£C,PSC-PNe. PkPp CEPuPePsPiPuPSPrCfC”C,CHbCI'CLI PIP&PeP»PEPEP°C, P
P+P»CRPIP°PSPSCII. P PuPePsPjPuPSPrPsPIP°PSPs CI'C,P°PSPrP°CEC,PSC-
PiCEHPsCPuPrCrCEPé PiCEPé PiPuCEPuPrPsP-CLPIP°PSPSC- (PSP°PiCEP&PeP»P°Pr,
PiCEPsPjP&PIP°PSPSCILI CEP»CPSPeP®, PiCEPEPNePsPj P°PeC,PéPIPsPIP°PSPsPiPs
PICFPiC-P»P»ClLI). P‘CP»Ps PIP&CLIPIP»PuPSPs, C%oPs CI'CFPiCtC,PSC-PNe PiCEP&EPNePSP;
P°PeC,P&PIPSPIP°PSPsPiPs PICFPiC-P»P»CLI P-PjPuPSCECEC” P+C-PsPrPsCI'C,CFPiPSC-CI'C,CH
PsP»P°PSP-P°PiC-PSCF PiCRPé PiPpCEPsCEP°P»CHPSPsPICt PiCEP&PN-PsPjC- PSP°® 50-60 %.

P’C-PrPiPsPIC-PrPSPs PrPs PeP»C-PSC-C+PSPé&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,PsCHP&éPSPi PIP&C,C,C”PIPs PIP°PP»P&PIPEC... C,CrPSPeCtC-PNe,
PIPeP»CRC+P°CRCtPé P»C-PeCrPIP°PSPSCII P°CHC,PuCHC-P°P»CHPSPsC—
PiC-PiPsC,PuPSP-C-C— C,P° CtPéCHPeCrP»CIIC,PsCHPSPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-, P°



C,P°PePsP{ PiC-PrC,CHPéPjP°PSPSCI] PrPéC...P°PSPSCII. PkPp CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PuPiC-PSPuC,CRHPEPS, PrPsPiP°PjC-PS C,P° C-PSC£C-
CI'P&PjPiP°C,PsPjC-PjPuC,PéPePé P- PrC-C”CH, C...P°CHP°PeC,PuCEPSPsCh PrP»CII P+PuC,P°-
P°PiPsPSC-CI'C,C-PI, PsCI'PeC-P»CHPePé P+PuC,P°-CI'C,PéPjCrP»CLICtC-CLI PjPsPYPu
PiPsCI'PéP»P&C,Pé PiCHPsCIIPIPé P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C—.
P”P»CII PIPECIIPIP»PuPSPSCII PjPsPYP»P&éPIPsC— P°CHP&C,PjC-C— PSPuPsP+C...C-PrPSPEPNe
PjPsPSC-C,PsCHP&PSPi CI'PuCHCTPuPIPs-CI'CrPrPéPSPSPsC— CI'PECI'C,PuPjPé.

P PuC,PuP»CHPSPEPNe PjPpPrPéC+PSP&PN: PSP°PiP»CLIPT C,P° PjPsPSC-C,PsCHPEPSPi PjP°C”
C,CRP&PIP°C,Pé PrPs PiPsPIPSPsPiPs PsPrCrPIP°PSPSCII PiP°CtC-C”PSC,P°.

PyPsP+C-C#PSC- CEPuP°PeC+C-C—.
PPsCEPsC,PePéPNe PsPiPéCI* PiCEPsC, C-P»Ch P+PuP-PiPuPePé

P’PsC BPSCF Px»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
Cf =1 % PiP°CtC-C”PSC,C-PI), PiPsPIBf™ CIIP-P°PSC- C-P- P-P°CI'C,PsCI'C+PIP°PSPSCIIPj
PsP»P°PSP-P°PiC-PSCr PI PiCEPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrP{PuPSCH:
CI'PsPSP»PéPIC-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»PpuCI'C,PuCHPsP»Crt (C...PsP»PuCI'C,PuCHP&PSCY), PiP»CRPePsP-Pé C,P°
C,CHP&PiP»C-CtPuCHP&PrC-PI Cr PeCHPsPIC- (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»), PiP»CRPePsP-CrCHC-CLI,
PiC-PrPIP&C%oPpPSPSCII P°PiPuC,PéC,Cr, P-P°PiP°PjPsCHPsC+PpPSPSCII, P°PeP°C,PéP-C-Cl],
PiP°CHPeC-PSCI'PsPSC-P-Pj, P»PuPNePePsPiPpPSC-CILI, PSPuPN.C,CEPsPiPuPSC-CII (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»),
PrPéCI'PeC-PSPuP-C-CIJ, PsCEC,PsCI'C,P°C,PEC+PSP°® PiC-PiPsC,PuPSP-C-CI],
P°PSC,PéC...PsP»C-PSPuCHPiC-CPSC- PuC,PuPeC,Pé, C,CHP°PSP-P&C,PsCRHPSPu
P°CI'P&PjPiC,PsPjP°C,P&C+PSPy PiC-PrPIPEC%oPuPSPSCII PiPuC+C-PSPePsPIPEC. ..
C,CBP°PSCI'P°PjC-PSP°P- (PrPéPI. CRPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»), PIPECI'PEPiP°PSPSCII, P°CI'C,PuPSC-CI],
CI'C,PsPjP»CRPIP°PSC-CI'C,CH, PiC-PiPuCHC,PuCEPjC-CII, P°CEC,CEP°P»PiC-CI],
PiC-PrPIP&éC%oPuPSPSCII CEC-PIPSCII P°P»PeP°P»C-PSC, PsCI'C, P°C,P°P-P§,
PiP°PjPjP°PiP»CrC,P°PjC-P»C,CRHP°PSCI'C,PuCHP°P-Pé, CI'PuC+PsPIPsC— PeP&CI'P»PsC,Pé,
PeCHPuP°C,PEPSC, PsCI'C, PsPeC-PSP°P-Pé C,P° PSP°P+CHCIIPePé.

PyP°P+P»PeC$PSPePNe PIPUCHPuP»C-Pe PiPsP+C-CtPSPéC... CHPuP°PeCtC-PN\e

P] C,P°P+P»P&CtC- PiC-PrCI'CfPjPsPIP°PSPs PsCI'PSPsPIPSC- PiPsP+C-C+PSC-
CHPpP°PeCtC-C— C,P° P»P°P+PsCHP°C,PsCRPSC- PrPsCI'P»C-PrPIPuPSPSCI],
PIPéP-PSP°C+PuPSC- Cr PiCHPsCtPuCI'C- PeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH C,P°
PSP° PsCI'PSPsPIC- PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs PrPsCI'PIC-PrCr.

P] PjPuPYP°C... PePsPIPSPsC— PiCHCrPiPé C+P°CI'C,PsC, PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PiCEPpPrCI'C,P°PIP»PuPSC- PI PiPsCHCLIPrPeCrt P-PjPuPSCEPuPSPSCII
CI'PuCHPNePsP-PSPsCI'C,C-.

P§P°CI'C,PsC,P° PIP&PSP&PePSPuPSPSCII PiPsP+C-C+PSP&C... CEPuP°PeCC-PNe
PeP»P°CI'PéC,C-PeCrC”C,CHCI'CII C,P°PePéPj C+PéPSPsPj: PrCrPYPu C+P°CI'C,Ps (=1/10),



C+P°CI'C,Ps (PIC-Pr =1/100 PrPs <1/10), PSPuC#P°CI'C,Ps (PIC-Pr =1/1000 PrPs <1/100),
CHC-PrPePs (PIC-Pr =1/10000 PrPs <1/1000), PrCP{Pu CEC-PrPePs (<1/10000), C+P°CI'C,PsC,P°
PSPuPIC-PrPsPjP° (C+P°CI'C,PsC,Ct PSPp PjPsPIPSP° PICI'C,P°PSPsPIPEC,Pé PSP° PsCI'PSPsPIC-

PSP°CIIPIPSPeC.

.. Pr'P°PSPeC...).

P”CrPPp C+P°CI'C,Ps

|P§P°CFC,PS

IPI’{P}lCiP”CFC,Ps

IP C-PrPePs

[PSP°CI'C,PsC,P°
PSPuPIC-PrPsPjP°

P— P+PsPeCr CI'PECI'C,PuPjPé PeCHPsPIPsC,PIPsCEPuPSPSCII C,P° P»C-PjC,P°C,PéC{PSPsC— CI'PECI'C,PuPjPé

[P+ PsP-PEPSPsC, C-P»C-CIL],
P»PpPNePePsPiPpuPSC-CII",
PSPUPNeC,CEPsPiPuPSC-CLI"

PyCHPsPjP+PsCTP&C,PsPiPu-PSC-CII"

P— P+PsPeCr C-PjCrPSPSPsC— CI'P&CI'C,PuPjPé

P“C-PiPpCHCCrC,P»P&PIC-CIC,
CH'"

PriPsCHCrCEPUPSPSCII PsP+PjC-PSCr CEPuCPsPIPEPS C,P° CHPsP-P»P°PrPé C,CHP°PIP»PuPSPSCII

P—P+C-P>CIbCEPRPSPSCLI
PiP°CI'Pé C,C-P»P°!

[PiC-PrPIP&C%0PuPSPSCII
CHC-PIPSCII
C...PsP»PuCI'C,PuCHP&PSCr™’,
PiC-PrPIP&C%oPuPSPSCII
CEC-PIPSCI] PiP»CRPePsP-P&’,
PiC-PrPIP&C%0PuPSPSCII
CHC-PIPSCII
C,CHP&PiP»C-CtPuCHPEPrC-PI*
, PiP»CRPePsP-CrCHC-CIJ,
PiC-PrPIP&C%oPuPSPSCII
P°PiPuC,P&C,CF

P PsP-PIP&C,PsPe P°P+Ps
P-P°PiPsCI'C,CHPuPSPSCII
PrC-P°P+PuC,Ct, CEC-PrPePs
PiPsPIsR ™ CLIP-P°PSPsPiPs P-
PePuC,PsP°CPEPrPsP-PsPj
P°P+Ps PePsPjPsCHh,
PIPeP»CRCP°CRCEPé
PrPuCILIPeC-
P»PuC,P°P»CHPSC-
PIP&PiP°PrPeP&"

P“C-PiPsC,PuCRPjC-CII"

P— P+PsPeCr PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé

PYPSPSP»P&PIC-CI'C,CH

[P—P°PiP°PjPsCEPsCPuPSPSCI],
P°PeP°C,P&P-C-CII°,
PiP°CEPeC-PSCI'PsPSC-P-Pj’,
PrP&CI'PeC-PSPuP-C-CII°

P+ PiC-P»PPiC,P&C+PSC-
PSP°PiP°PrPé, C%oPs P+CrP»Pé
PI P°PSP°PjPSPuP-C- P°P+Ps
P+CrP»Pé PSP°CIIPIPSC-
C,P°PeC,PsCHPé
CRP&P-PéPeCr",
PrP&CI'C,PsPSC-CII
(PIPeP»CRC$PSPs P-
PsPeCIP»CLICHPSP&P;
CI'P&PjPiC,PsPjPsPj)",
PiC-P-PSCII
PrP&CI'PeC-PSPuP-C-CII",
P°PjPSPUP-C-CII’,
PrPéP-P°CHC,CHC-CI],
P-P°C—PeP°PSPSCII",
CI'PéPSPrCEPsPj
PIC,PsPjP»PuPSP&C... PSC-Pi "'

PkPPPN.CRPsP»PPiC,P&Ci-

PSP&PNe P-P»PsCIIPeC-CI'PSP&PNe
CI'P&PSPrCHPsPj'”’, CI'PEPSPrCHPsPj
PIC-PrPjC-PSP&™"

P— P+PsPeCr CIPUCHCTPUPI

PsC— CI'PECI'C,PuPjPé

P'CHP°PrP&PeP°CHPIC-Cl],
PiCEPsP»PsPSPiP°C1C-CII
C-PSC,PuCHPIP°P»Cr QTc

P'PuPSC,CHP&PeCIP»CLICHPSP®
C,P°C...C-PeP°CEPrC-ClLI/C, C-P+-
CHP&P»CLICTC-CLI, CEP°PiC,PsPIP®
CI'PjPuCHC,CH"

P— P+PsPeCr CI'CrPrPEPSPSPsC— CI'PECI'C,PuPjPé

PLCHC,PsCI'C,P°-C,PECTPSP°
PiC-PiPsC,PuPSP-C-CII"

PyCEPSPjP+PsPuPjP+PsP»C-CII
(PIPeP»CRCP°CRCHPE
PuPjP+PsP»C-Ch
P»PuPiPuPSPUPIPSC—
P°CEC,PpCEC-C— C,P°
PiP»P&P+PsPePEPNe
PIPuPSPsP-PSP&PNe
C,CEPsPjP+PsP-)

PiPsCHCrCEPuPSPSCII

P— P+PsPeCr PrP&C.. P°P»CHbPSPsC— CIPECIC,PuPjPé, PsCHPIP°PSC-PI PICECFPrPSPSC— PeP»C-C,PePé C,P° PjPpPrC-P°CI'C,PEPSP°P»CHhPSC-

PrsCHPsPIPSC,PuCtP° P-
PSPsCI'P°°

P— P+PsPeCr CEP»CrPSPePsPIPs-PePECEPePsPIPsPiPs C,CHP°PeC,Ct

P>PuPiPeC-,
PePsCHPsC,PePsC,CEPEPIPP»C

P°PSC,P&C...PsP»C-PSPuCHPiC-
C+PSC- PuC, PuPeC,Pé,
PIPeP»CRCHP°CRC}Pé
P-P°PiPsCE C,P°
CrcrC...C-CI'C,CH Cf CHPsC,C-

P—PrCtC,C,CLI PYP&PIPsC,P**,
PiC-PiPpCHCI PpPeCEPuCtC-CII
CI'P»P&PSP&"

PuP°PSPeCHPuP°C,PEC, "

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

PjPé

PyCHP°PSP-P&C,PsCHPSPEPNe,
P°CI'P&PjPiC,PsPjP°C,PéC+PSP&P
Ne PiC-PrPNePsPj CHC-PIPSCII
PiPpC+C-PSPePsPIPEC...
C,CHP°PSCI'P°PjC-PSP°P-
(PHP»PHPY C,P° PHCI'PHP¥),
PsCI'PsP+P»P&PIPs PSP°
PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCII

P“PuPiP°C,P&C, (PIPeP»CRC{P°CRC1Pé
PiPuPiP°C,PsCtPuP»CRP»CLICE-PSPy,
C...PsP»PuCI'C,P°C,P6CPSPn P°P+Ps
P-PjC-CEP°PSPu CrCEPePsPrPIPuPSPSCII
PiPLCC-PSPePé)"!

P— P+PsPeCr CEPeC-CHPé C,P° C—C— PiPsC...C-PrPSP&C...

P'PECTP&PiP°PSPSCII

P PuP°PeCIC-C— ,
CI'PIC-C,P»PsC{C{C,P»P&PIPSCI
C,C-, P°P>PsPiPuCtC-CII

PrPUPrPEPEP° PPIPS-
C,PsP-PSP°
CHPUP°PeCtC-CIJ P-
PuPsP-P&PSPsC,C-P»C-C"C
IR C,P°
CI'P&CI'C,PpPiPSP&P{PE
CI'P&PjPiC,PsPjP°PjPé
(DRESS)




[P— P+PsPeCr PeC-CI'C,PePsPIPs-Pjgg ™ CLIP-PsPIPsC— CI'P&CI'C,PuPjPé C,P° CI'PiPsP»CrC$PSPsC— C,PeP°PSP&PSPé

[PLCEC,CHP°P»PiC-CLI° | [P P°P+PrPsPjC-PsP»C-P-"!
P— P+PsPeCt PSPECBPsPe C,P° CI PuCPsPIP&PrC-P»CHPSPsC— CIPECIC,PuPjPé
P&PuC,CEPEPjP°PSPSCII
CI'PuC$C-, P-P°C,CHP&PjPeP°
CI'PuCHC-,

CfC,CHCIPrPSPuPSPy
CI'PRCiPsPIP&PICfCI'PeP°PSPSC
LIll

P’P°PiC-C,PSC-CI'C,CHb, PiC-CI'P»CLICEPSPrPsPIPEPN: C,P° PIPLCEPEPSP°C,P°P»CEhPSPEPNe PiPUCEC-PSPT

PYPEPSPrCEPsPj PIC-PrPjC-PSPE Cr
PSPSPIPsPSP°CEPsPrPYPp-PSPEC...

P— P+PsPeCt CHPuPiCHPsPrCrPeC,PéPIPSPsC— CI'PEéCI'C,PuPjPé C,P° PjPsP»PsCPSPEC... P-P°P»PsP:

P+CHPuPeC,PEP»CHPSP® PhHPjPpPSPsCHPuCL], PiICHC-P°PiC-P-Pj"”
PrPéCI'C,CIPSPeCtC-CII Cf P-P+C-P»CHCEPuPSPSCII
C+PsP»PsPIC-PeC-PI; PiCHCrPrPuPNe,
P-PSPEPTPUPSPSCII PiP°P»P°PeC,PsCHPuCII Cr
P»C-P+C-PrPs Cr PYC-PSPsPe [PC-PSPsPe,
C,P° C+PsP»PsPIC-PeC-PI PiC-PSPuPePsPjP°CI'C,C-CLI/P-P
+C-P»CH-

CEPPPSPSCI] PiCECFPrPuPNe Cf
(C4PsP»PsPIC-PeC-PI
P—P°PiP°P»CIbPSC- CEPSP-P»P°PrPé C,P° PsCI PsP+P»P&PIPSCIC,C- P-P°CI'C,PsCI CfPIP°PSPSCI]
PHCI'C,PpPSC-CI],
PIC,PsPjP»CRPIP°PSC-CI'C,CIb,
PSP°P+CFCIIPePé,
PiC-CRPuPeCI'C-CII

P”PsCI'P»C-PrPYPuPSPSCII
P11C-PrPIPEC%oPpPS-PSCII  [PiC-PrPIPEC%oPpPSPSCII PiC-PrPIP&C%0PpuPSPSCII
CRHC-PIPSCII CEC-PIPSCII P°P»PeP°P»C-PS- [P-P°PiP°P»CHPSPsPiPs
PiCHPsP»P°PeC,PéPSCr PI  (C,PsCI'C,P°C,P°P-P&™°, P+C-P»C-CRCrP+C-PSCr
PiP»P°P-PjC-* PiC-PrPIP&C%oPuPSPSCII
PeCRHPpP°C,PéPSC,PsCI'C,PsPe
C-PSP°P-P&",
PiC-PrPIP&C%0PuPSPSCII
CHC-PIPSCII
PiP°PjPjP°PiP»CrC,P°PjC-P»C,C
[GP°PSCI'C,PuCRP°P-P&",
PiC-PrPIP&C%0PuPSPSCII
CEC-PIPSCII CI'PuC#PsPIPsC—
PeP&CI'P»PsC,Pé"°

' P1sP»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 PePsCEPsC,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'CLI PrCrPYPp C+P°CI'C,Ps (22,2 % PIPéPiP°PrPeC-PI), PSP° = 15 %
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI C+P°CI'C,Ps

(4,2 % PIPEPiP°PrPeC-PI), PSP°B = 25 % CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI PSPuC+P°CI'C,Ps (0,8
% PIP&PiP°PrPeC-PI). P] PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CEP&PjCrPIP°P»Pé C,CEP&PIP°P»Cr
C,PuCHP°PiC-Ch (PiCHP&PSP°PN:PjPSC- PiCHPsC,CLIPiPsPj 48 C,P&PIPSC-PI),
P-P+C-P»CHCEPUPSPSCII PjP°CI'Pé C,C-P»P° PSP° = 7 %, = 15 %, = 25 %
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PrCrPYPp C+P°CI'C,Ps (Cr 64,4 %, 31,7 %, 12,3 %
PIP&PiP°PrPeC-PI PIC-PrPiPsPIC-PrPSPs).B

2 PYPuCHPuPrPSC- PiC-PrPIP8C%oPuPSPSCII CHC-PIPSCII P»C-PiC-PrC-PI PSP°C,C%o0Pu
(P-P°PiP°P»CIHhPSPEPNe C...PsP»PuCI'C,PuCHPsP», P»C-PiPsPiCHPsC,PuC—PSPé
PSP&P-CHPePsC— C%o0C-P»CHPSPsCI'C,C- (P>PuPkP©) C- C,CHP&PiP»C-CtPuCHPEPTPé)
P+CrP»Pé P+C-P»CHCE P-PSP°C+PSC- Crf PiP°CtC-C”PSC,C-PI, Cf CIIPeP&C... CI'PiPsC£P°C,PeCr
PSP CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PiPsCHCIrCEPuPSCH PsP+PjC-PSCt P»C-PiC-PrC-PI.

3 PYPiPsCI'C,PuCEC-PiP°P»PsCI'CII Cf PiP°C+C-C”PSC,C-PI P- PSPsCEPjP°P»CHPSP&Pj
PiPsC+P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%oPp (< 5,17 PjPjPsP»CHb/P»), CLIPEPEPNe
PiC-PrPIP&C%0CI-PIP°PICI'CII PrPs PIP&CI'PsPePsPiPs (= 6,2 PjPjPsP»CHb/P»). P”CtP{Py
C$P°CI'C,Ps PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs CEP°PiC,PsPIPp PiC-PrPIP&C%0PuPSPSCLI
CRC-PIPSCII P-P°PiP°P»CIbPSPsPiPsB C...PsP»PuCI'C,PpCEPsP»Cr PSP°C,C%oPp P-
PiPsC+P°C,PePsPIPsPiPs CEC-PIPSCII (= 5,17 - < 6,2 PjPjPsP»CH/P») PrPs PIP&CI'PsPePsPiPs
CHC-PIPSCII

(= 6,2 PjPjPsP»CIb/P).



1 PYPiPsCI'C,PpCHC-PiP°P»PsCI'CII Ct PiP°CtC-C”PSC,C-PI P- PSPsCEPjP°P»CHPSPEP;
PiPsC$P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%0Py (< 5,56 PjPjPsP»CHb/P»), CLIPeP&PNe
PiC-PrPIP8C%oCIPIP°PICI'CLI PrPs PIP&CI'PsPePsPiPs (= 7 PjPjPsP»CHb/P»). P”C{P{Pu C+P°CI'C,Ps
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCEPs CRP°PiC,PsPIPu PiC-PrPIPEC%oPuPSPSCII CRC-PIPSCII
PiP»CRPePsP-Pé PSP°C,C%oPp P- PiPsC$P°C,PePsPIPsPiPs CEC-PIPSCII (= 5,56 - < 7
PjPjPsP»CHb/P») PrPs PIP&CI'PsPePsPiPs CEC-PIPSCLI (= 7 PjPjPsP»CHb/P»).

> PYPiPsCI'C,PuCEC-PiP°P»PsCI'CII Cf PiP°C+C-C”PSC,C-PI P- PSPsCEPjP°P»CIHPSP&Pj
PiPsC$P°C,PePsPIP&Pj CEC-PIPSPRPj PSP°C,C%0Py (< 1,69 PjPjPsP»CHb/P»), CLIPeP&PNe
PiC-PrPIP8C%oCrPIP°PICI'CLI PrPs PIP&CI'PsPePsPiPs (= 2,26 PjPjPsP»Clb/P»). P"CFPYPu
C$P°CI'C,Ps PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs CEP°PiC,PsPIPu PiC-PrPIPEC%0PuPSPSCLI
CHC-PIPSCLI C,CHP&PiP»C-CtPuCEP&PrC-PI PSP°C,C%o0Pp P+ PiPsC+P°C,PePsPIPsPiPs
CHC-PIPSCII (= 1,69 - < 2,26 PjPjPsP»CIb/P») PrPs PIP&CI PsPePsPiPs CEC-PIPSCII

(= 2,26 PjPjPsP»CHb/P»).

® PiaC-Pr C$P°CI’ PeP»C-PSC-C#PSPéEC... PrPsCI'P»C-PrPIPuPSCH C$P°CI'C,PsC,P°
PIPEPSP&PePSPuPSPSCII PiP°CHPeC-PSCI'PsPSC-P-PjCr C- PrPéCI'C,PsPSC-C— Cr
PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPICfPIP°P»Pé& PsP»P°PSP-P°PiC-PS, P+CrP»P°
PIP6C%oP°, PSC-PY Cr PiCHPsCtPuCI'C- PrPsCI'P»C-PrPYPuPSCH PiP»P°CtPuP+Ps, P°P»Pp
PeP»C-PSC-C$PSPs PSPuP-PSP°C$PSPs. P§P°CI'C,PsC,P° PIP6PSPéPePSPuPSPSCII
PiP°CEPeC-PSCI'PsPSC-P-PjCr, P°PeP°C,PéP-C-C— C,P° PrPéCI'C,PsPSC-C— Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCI'PsPICIPIP°P»Pé PsP»P°PSP-P°PiC-PS, P+CrP»P°
PSP&PYC$P°, PSC-PY PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C,PéC,CHPsPIP°PSPEC... PrPsp-
PiP°P»PsPiPuCHP&PrPsP»Cr. PSPuCHPuP- PIC-PrCI'CrC,PSC-CI'C,CH C-PSC,PsCHPjP°CtC-C—
PiCHPs PSP°CLIPIPSC-CI'C,CH PI P°PSP°PjPSPuP-C- PiPsCI'C,CHPé&C... P°P+Ps PiC-P-PSC-C...
PuPeCI'C,CHP°PiC-CRP°PjC-PrP°P»CIHPSPEC... CHCIC...PsPIPEC... PiPsCRCrCEPpPSCH PSPu
PjPsPYPSP° PICI'C,P°PSPsPIP&C,Pé&, C%oPs PsP»P°PSP-P°PiC-PS PjPuPSCEPu
CI'PiCHP&C$PEPSCIIC” PiC-P-PSChR PrPéCI'PeC-PSPuP-C-Ch C,P°/P°P+Ps C-PSCEC- PiC-P-PSC-
PpPeCI'C,CRHP°PiC-CEP°PjC-PrP°P»CHPSC- CI'PéPSPrCHPsPjPé.

7 P] PIPEPiP°PrPeCt CEP°PiC,PsPIPsPiPs PiCEP&PiP&PSPRPSPSCII C,PRCEP°PiC-C—
PsP»P°PSP-P°PiC-PSPsPj PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PiPsCI'C,CEC- CI'P&PjPiC,PsPjPé:
PiC-PrPIP8C%oPpPSPp PiPsC,PsPIPEPrC-P»PuPSPSCII, P+PuP-CI'PsPSPSCLI, C,CHPuPjPsCH,
PIC-PrCiCrC,C,CII CI'C,CEP°C...CF, PSCIPrPsC,Ct C- P+P»CRPIP°PSPSCIL.

® P] PiCHPsCtPuCI'C- PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPYPuPSCH (PrPs 12 C,PEPIPSC-PI)
PIP&P-PSP°C+PuPSPs, C%oPs PePsPSCPuPSC,CHP°C+C-CII PiCRPsP»P°PeC,PéPSCr Cr
PiP»P°P-PjC- PeCHPsPIC- PiPuCHPuPIPEC%oCrPIP°P»P° PIPuCHC...PSC-PNe P»C-PjC-C,
PSPsCHPjPé Cr 30 % PiP°CtC-C”PSC,C-PI, CIIPeC- P-P°CI'C,PsCI'PsPICfPIP°P»Pé
PsP»P°PSP-P°PiC-PS, C,P° PI CIIPeP&C... PePsPSCtPuPSC,CRP°CtC-CILI PiCHPsP»P°PeC,PEPSCr
PSP° PiPsC+P°C,PeCt PrPsCI'P»C-PrPIPuPSPSCII PIC-PrPiPsPIC-PrP°P»P° PSPsCHPjC-. P]
P+C-P»CHCEPsCI'C,C- PiP°C+C-C”PSC,C-PI C,P°PePp PiC-PrPIPEC%oPuPSPSCII P+CIP»Ps
PiPsPjC-CHPSP&Pj C- P-P°P»P&CEP°P»PsCI'CII PI PjPuPYP°C... P-PSP°C+PuPSCH, Ct PrPIP°
CHP°P-Pé PSPEPYC1P&C... PIC-Pr PIPuCHC...PSCHPsPiPs CHC-PIPSCII PSPsCHPjPé.

9 PuPsP+C-C$PSC- CEPpP°PeCtC-C— PIP&P-PSP°C+PuPSPs PI CRPuP-CrP»CHC,P°C,C-
PeP»C-PSC-C4PSP&C... PrPsCI'P»C-PrPPuPSCH PI C-PSC,PuPiCEPsPIP°PSC-PNe P+P°P-C-
PrP°PSP&C... PsP»P°PSP-P°PiC-PSCE.

1 PLCC-PSPeP° PIP&PjC-CHCLIPSP&C... P-PSP°C+PuPSCH PIP&P-PSP°C+PuPSP® PI
CEPuP-CIP»CHC,P°C,C- PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrPIPuPSCH PI
C-PSC,PuPiCHPsPIP°PSC-PNe P+P°P-C- PrP°PSP&C... PsP»P°PSP-P°PiC-PSCE.



U pyPsP+C-CPSC- CEPuP°PeCtC-C— PIPEP-PSP°C4PuPSPs P-C- CI'PiPsPSC,P°PSPSP&C...
PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPEC... P-PIC-C,C-PI P- PiPuCEC-PsPrPéCPSC-CI'C,CR, C%oPs
PICI'C,P°PSPsPIP»PuPSP°® PSP° PsCI'PSPsPIC- C-PSC,PuPiCHPsPIP°PSPsC— P+P°P-Pé
PrP°PSP&C... PsP»P°PSP-P°PiC-PSCF.

12 pPsP+C-C4PSC- CEPpP°PeCtC-C— PIPEP-PSP°C4PuPSPs P-C- CI'PiPsPSC,P°PSPSP&C...
PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPEC. .. P-PIC-C,C-PI P- PiPuCEC-PsPrPéCPSC-CI'C,CR, C%oPs
PsCtC-PSPUPSP® P- PIP§PePsCEP&CI'C,P°PSPSCIIPj PrPsPIC-CEC4PsPiPs C-PSC,PuCEPIP°P»Ct PI
PIPUCEC...PSCHPsPjCt P»C-PjC-C,C- PSPsCEPjPé (95 %) PSP° PsCI'PSPsPIC-
C-PSC,PuPiCEPsPIP°PSPsC— P+P°P-Pé PrP°PSP&C... PsP»P°PSP-P°PiC-PSCY.

P’PiP»PéPI PiCRPé PrPsPIPiPsC,CHPEPIP°P»PsPjCé P-P°CI'C,PsCI'CéPIP°PSPSC- (PSP
PjPuPSCEPy 48 C,PéPIPSC-PI). P’C-PrCI'PsC,PsPe PiP°CtC-C”PSC,C-PI, Ct CLIPePéC...
PIC-PrP-PSP°C#P°P»P&CI'CII PiPsP+C-C+PSC- CHPuP°PeCtC-C— Cr PIP&éPiP»CILIPrC-
PeP»C-PSC-C$PSPs CI'CfC,C,C”PIPsPiPs PiC-PrPIP&C%oPuPSPSCII PjP°CI'Pé C,C-P»P°,
P-PjC-PSPé CHC-PIPSCII PiP»CRPePsP-P&, P-P°PiP°P»CHPSPsPiPs
C...PsP»PuCI'C,PuCEP&PSCr/P>PiPkP©/P>PyiP’P© P°P+Ps C,CHP&PiP»C-CtPuCHPEPTrC-PI,
PiPsCI'C,C-PNePSPs P-P+C-P»CHCECIrPIP°PICI'CLI. P] PrPsCHPsCI'P»PéC... PiP°CtC-C”PSC,C-PI,
CILIPeC- P-P°PeC-PSC$P&P»Pé 9-12-PjC-CI'CLIC+PSP&PNe PeCFCHCI' C,PuCEP°PiC-C—, C,PuPjPi
PiC-PrPIP&C%oPpPSPSCII CHC-PIPSCILI PiP»CRPePsP-Pé PI PeCEPsPIC- PSP°C,C%oPp
CrPiPsPIC-P»CHPSPEPICI'CLI PiCHP&P+P»PéP-PSPs PiC-CI'P»ClII 6 PjC-CI'CLICtC-PI
P»C-PeCrPIP°PSPSCII.

PyPsP+C-C$PSC- PrC-C— PrP»CII PsPeCEPuPjPéC... PiCRCZPiP°C... PiP°CtC-C”PSC,C-PI.
P] PiCRPsCtPuCI'C- PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPPuPSCH Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr P- PrPuPjPuPSC+C-C”Ch
C,PuCHP°PiC-CII PsP»P°PSP-P°PiC-PSPsPj P+CrP»P° PiPsPIsF™ CLIP-P°PSP° P-
PiC-PrPIPéC%oPuPSPéPj CHC-PIPSPuPj P»PuC,P°P»CHPSPEC... PIPEPiP°PrPeC-PI C,P°
CtPuCEPpuP+CHPsPIP°CI'PeCrP»CLICHPSP&PjPé PiPsP+C-CPSPEPjPé
CHPuP°PeCtC-CIIPjPé PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé Cr PiCRHCrPiC-
PiP»P°CtPpuP+Ps (PrPéPI. ChPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»). P”CfPYPp PiPsCEPéCHPuPSP&PjPé
PSPuP+P°PYP°PSP&PjPé PuC, PuPeC,P°PjPé, PiPsPIsF ™ CLIP-P°PSP&Pj C-P-
P-P°CI'C,PsCI'CFPIP°PSPSCIIPj PsP»P°PSP-P°PiC-PSCF, Ct PrP°PSPsC— PiCRHCrPiPé
PiP°CtC-C”PSC,C-PI P+CrP»Pé PiPsCRCrCEPuPSPSCII C...PsPrPé C,P° PiP°PrC-PSPSCI].
P§P°CI'C,Ps CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CLI PiPSPuPIPjPsPSC-CII,
PiC-PrPIPéC%oPuPSPSCII C,PuPjPiPuCHP°C,CrCHPé C,C-P»P°, P»PuC,P°CRPiC-Cl],
PuCHPéEC,PuPjP°, P-PsCHPsPIC- PiP°P»CRCtPéPSP°CtC-C— C,P°
PSPuC,CHPéPjP°PSPSCII CI'PuCiC-.

P] PiCRPsCtPuCI'C- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPPuPSCH> CI'PuCHPuPr
PiP°CtC-C”PSC,C-PI P- PjPuPrPéPeP°PjPuPSC,PsP-PSPs C-PSPrCrPePsPIP°PSP&P;
(P°PiPsPSC-CI'C, PrPsPiP°PjC-PSCt) PiCI'P&C...PsP-PsPj, PiPsPIsF ™ CIIP-P°PSP&Pj C-P-
C...PIPsCHPsP+PsCh PiuP°CHPeC-PSCI'PsPSP°, PiPsPiC-CHCEPuPSPSCII
PiP°CHPeC-PSCI'PsPSC-PICI'CHPePsC— CI'PéPjPiC,PsPjP°C,PéPePé C,P°
PiP°P»CRC1PéPSP°CtC-C— PIC-PrP-PSP°C$P°P»PsCI'CLI PrCrPPu C+P°CI'C,Ps, C+P°CI'C,C-C£EPy,
PSC-PY Cf PiCHCrPiC- PiP»P°CtPpP=+Ps.

P] PiCRPsCtPuCI'C- PsPrPSPsPiPs PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII Cr
PiP°C+C-C”PSC,C-PI C-P- P+C-PiPsP»CIICRPSPsCh PjP°PSC-C”Ch PI CHPpP-CfP»CHC,P°C,C-



P-P°CI'C,PsCI'CrPIP°PSPSCII PsP»P°PSP-P°PiC-PSCr Cf PePsPjP+C-PSP°Ct+C-C— P
PIP°P»CIPiCRHPsP°C,PsPj CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PSPuPNeC,CRPsPiPuPSC-CII 4,1 %;
PjPsPYP»P&PIPsCh PiCHPéC+PéPSPsCh PjPsPYPu P+CrC,Pé PiC-PrPIP&C%oPpPSPSCII
CRHC-PIPSCII PIP°P»CHPICHPsP°C,Crf Cf PiP»P°P-PjC- PeCRHPsPIC-.

P] CHPuP-CP»CHC,P°C,C- P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»P°PSP-P°PiC-PSCrt P- P»C-C,C-C”Pj
P°P+Ps PIP°P»CHPiCHPsP°C,PsPj CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII (=10 %) C,CHPuPjPsCH,
CI'CrC...C-CI'C,CH Cr CHPsC,C-, P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P°,
PiC-PrPIP&C%oPpPSPSCII P°PiPuC,P&C,Cr. PiP°PePsPY PiPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs
PiPsCECrCEPpPSPSCII PjPsPIP»PuPSPSCII. PiC-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
PrPéPIP°P»PiCHPsPuPeCI'PsPj CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII
PjP°CI'Pé C,C-P»P°® =7 % PIC-Pr PtPmPy Cr 17,4 % PiP°CtC-C”PSC,C-PI PiC-Pr C+P°CI’
C-PSC,PuPSCI'PéPIPSPsC— C,PuCHP°PiC-C— (PrPs 6 C,PEPYPSC-PI). P”PsPIPiPsC,CHPéPIP°P»Pu
P»C-PeCrPIP°PSPSCII PsP»P°PSP-P°PiC-PSPsPj (PrPs 12 C,PéPJPSC-PI) PrP»CIlI
PiPsPiPuCEPuPrPIPuPSPSCII CRPuCtPéPrPéPIC-PI Cr PiP°CtC-C”PSC,C-PI C-P-
P+C-PiPsP»CIICHPSP&PjPé CHPsP-P»P°PrP°PjPé P+CrP»Ps PiPsPIEf™ CIIP-P°PSPs P-
PiC-PrPIP&C%oPpPSPSCIIPj PjP°CI'Pé C,C-P»P°

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

P’C-C.pPe

PhP»P°PSP-P°PiC-PS PSPu PiPsPeP°P-P°PSPéPNe PrP»CII P»C-PeCrPIP°PSPSCII PrC-C,PuPNe C,P°
PiC-PrP»C-C,PeC-PI PIC-PePsPj PrPs 18 ChPsPeC-PI. PisP»C-PSC-C$PSPEC...
PrPsCI'P»C-PrPIPuPSCH, CIIPeC- PiPsCRC-PIPSCRPIP°P»Pé& P+ P-P°CI'C,PsCI'CfPIP°PSPSCII
PsP»P°PSP-P°PiC-PSCt Cr PiC-PrP»C-C,PeC-PI C,P° PrPsCEPsCI'P»Pé&C..., PSPu
PiCHPsPIPsPrPéP»P&. PhPrPSP°Pe PrP°PSC- P- PrPsCI'P»C-PrPYPuPSCH P-P° CfC+P°CI'C,C-
PiC-PrP»C-C,PeC-PI PiPsCHC-PIPSCRPIP°P»P&CI'CII P- CHPuP-CrP»CHC,P°C,P°PjPé
PrPsCI'P»C-PrPIPuPSCH P-P° CrCtP°CI'C,C- PrPsCHPsCI'P»P&C....

P&P&PYC+Py PiPsPrP°PSPs PiPsP+C-C+PSC- CEPpP°PeCtC-C—, C%oPs PIPEPSP&PeP°P»Pé
C$P°CI'C,C-CEPu Ct PiC-PrP»C-C,PeC-PI (PIC-PePsPj PIC-Pr 138E“17 CEPsPeC-PI), PSC-P{ Ct
PrPsCEPsCI'P»P&C..., P°P+Ps PiPsP+C-CPSC- CHPRP°PeCtC-C—, C%oPs P+CIP»Pé
PIP&CIIPIP»PuPSC- C,C-P»CHbPePé PiC-Pr C+P°CI" PePsCEPsC,PePsC,CEPEPIP P»PEC. ..
PeP»C-PSC-C+PSPEC... PrPsCI'P»C-PrP{PuPSCH Cf PiC-PrP»C-C,PeC-Pl. PrP»C-PSC-C$PSPs
P-PSP°C$CrC%oPp P-P+C-P»CHhCEPUPSPSCLI PjP°CI'Pé C,C-P»P° (= 7 %) CP°CI'C,C-CEPp
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CHb Cf PiC-PrP»C-C,PeC-PI PiPsCEC-PIPSCIIPSPs P-
PrPsCEPsCI'P»PéPjP&. PuC-Pr CP°CI" PrPsPIPiPsC,CEP&PIP P»PsPiPs P»C-PeCrPIP°PSPSCII
(PSPp PjPUPSCEPp 24 C,PéPPSC-PI) PeP»C-PSC-C+PSPs P-PSP°C+CFC%oPp
P-P+C-P»CHbCEPRPSPSCII PjP°CI'Pé C,C-P»P°® P+CfP»Ps PIP&C%0P&Pj, PSC-PY PiC-Pr CP°CL"
PePsCEPsC,PePsC,CEP&PIP P»PsPiPs P»C-PeCrPIP°PSPSCLI.

P] PjPuPYP°C... PePsPIPSPsC— PiCHCrPiPé C+P°CI'C,PsC, PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PiCHPpPrCI'C,P°PIP»PpuPSC- PI PiPsCHCLIPrPeCt P-PjPuPSCEPuPSPSCII
CI'PuCHPNePsP-PSPsCI'C,C-. P§SP°CI'C,PsC,Ct PiPsP+C-C+PSP&C... CEPuP°PeCtC-PNe,
P-P°P-PSP°C#PpPSP&C... PSPEPYC+Pp, PIPEP-PSP°C+P°CRC,CH C,P°PePéPj C+PEPSPsPj: PrCrPPu
C#P°CI'C,Ps (= 1/10), C+P°CI'C,Ps (= 1/100 8B < 1/10).

P— P+PsPeCr PsP+PjC-PSCr CHPuCtPsPIPEPS C,P° CHPsP-P»P°PrPé C,CHP°PIP»PuPSPSC

P”CrPYPu C$P°CI'C,Ps: P-P+C-P»CHCEPuPSPSCI]I PjP°CI'Pé C,C-P»P°", PiC-PrPIP&C%0PuPSPSCII
CHC-PIPSCI]I C,CHP&PiP»C-CtPuCHP&PrC-PI", PiC-PrPIPéC%oPuPSPSCII P°PiPuC,PéC,Cr.



P§P°CI'C,Ps: PiC-PrPIP&C%oPuPSPSCII CHC-PIPSCII C...PsP»PuCI'C,PuCEP&PSCr"™.

P— P+PsPeCt PSPuCRPIPsPIPsC— CI'PéCI'C,PuPjPé

P”CrPYPu C+P°CI'C,Ps: CI'PuPrP°CtC-CII (Ct C,PsPjCt C+PéCI'P»C- PiC-PiPpCHCI'PsPjPSC-CII,
PjP»CIIPIC-CI'C,CHb, CI'PsPSP»PéPIC-CI'C,CH).

P— P+PsPeCr CEP»CrPSPePsPIPs-PePéCE€PePsPIPsPiPs C,CHP°PeC,Cr

P§P°CI'C,Ps: CI'CfC...C-CI'C,CH Cr CHPsC,C-.

P— P+PsPeCr PiPuPiP°C,PsP+C-P»C-P°CRPSPsC— CI'PECI'C,PuPjPé

P”CrPYPu C+P°CI'C,Ps: PiC-PrPIPEC%oPpPSPSCII CHC-PIPSCII PiPpC+C-PSPePsPIPEC...
C,CHP°PSCI'P°PjC-PSP°P- (PhP»PHPy C,P° PhCI'PhPY; PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

P”PsCI'P»C-PrP{PuPSPSCII

P”CtPYPu C+P°CI'C,Ps: P-PSPéPIPuPSPSCII CHC-PIPSCII P-P°PiP°P»CHPSPsPiPs
P+C-P»C-CHCIP%C-PSCf, PiC-PrPIP&C%oPuPSPSCII CHC-PIPSCII
PiP°PjPjP°PiP»CrC,P°PjC-P»C,CRP°PSCI'C, PuCHP°P-Pé, PiC-PrPIP&C%oPuPSPSCII CHC-PIPSCII
PiCHPsP»P°PeC,PEPSCT Cr PiP»P°P-PjC- PeCRPsPIC-"°.

¥ PrC-CI'P»CLI PePsCHPsC,PePsC+P°CI'PSPsPiPs P»C-PeCrPIP°PSPSCII (CI'PpCEPuPrPSCII
C,CRP&PIP°P»C-CI'C,CH CI'C,P°PSPsPIP&P»P° 22 PrPSC-) P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé
C,C-P»P° PSP° = 7 % CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PrCrPPu C+P°CI'C,Ps (40,6 %
PIPEPiP°PrPeC-PI), PSP°® = 15 % CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CII CP°CI'C,Ps (7,1 %
PIPEPiP°PrPeC-PI) C,P° PSP° = 25 % CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr 2,5 %
PIP&éPiP°PrPeC-PI. PiuC-Pr C$P°CI" PrPsPIPiPsC,CEP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCII (PSPu
PjPuPSC€Pp 24 C,PEPYPSC-PI) Cr 89,4 % PiP°CtC-C”PSC,C-PI CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII
P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé C,C-P»P° PSP° = 7 %, Cf 55,3 % BR“ PSP° = 15 % C,P° Cr
29,1 % BR" PSP° = 25 %.

4 pYPiPSCI'C,PpuCHC-PiP°P»PsCI'CLI Cf PiP°C+C-C”PSC,C-PI P- PSPsCEHPjP°P»CHPSPEPj
PiPsC$P°C,PePsPIP&Pj CEC-PIPSPuPj PSP°C,C%0Pu (< 1,016 PjPjPsP»CHb/P»), CLIP€PEPN:
PiC-PrPIP8C%oCIPIP°PICI'CLI PrPs PIP&CI'PsPePsPiPs (= 1,467 PjPjPsP»CHb/P»), C,P° CHC-P-PePp
PiC-PrPIP8C%oPpPSPSCII CRC-PIPSCII C,CEP&PiP»C-CPRCEPEPrC-PI PSP°C,C%0Pp P-
PiPsC$P°C,PePsPIPsPiPs CEC-PIPSCII (= 1,016 ER” < 1,467 PjPjPsP»CHb/P») PrPs
PIP&CI'PsPePsPiPs CEC-PIPSCILI (= 1,467 PjPjPsP»CHb/P»).

' P§P°CI'C,Ps CI'PiPsCI'C,PuCEC-PiP°P»PECI'CI] P-PjC-PSPé P-P°PiP°P»CHPSPsPiPs CHC-PIPSCII
C...PsP»PuCI'C,PuCHPEPSCt PSP°C,C%oPp PIC-Pr PiPsC+P°C,PePsPIPsPiPs
PSPsCHPjP°P»CHPSPsPiPs CHC-PIPSCII (< 4,39 PjPjPsP»CHy/P») PrPs PIPECI'PsPePsPiPs (= 5,17
PjPjPsP»CH/P»). P"CFPYPp CP°CI'C,Ps PiPsPIC-PrPsPjP»CLIP»Pé PiCHPs CHC-P-PePp
PiC-PrPIP&C%oPpPSPSCII CEC-PIPSCII P-P°PiP°P»CHPSPsPiPs C...PsP»PuCI'C,PuCHP&PSCY
PSP°C,C%oPp P+ PiPsC+P°C,PePsPIPsPiPs CEC-PIPSCII (= 4,39 BB < 5,17 PjPjPsP»CH/P») PrPs
PIPECI'PsPePsPiPs CEC-PIPSCII (= 5,17 PjPjPsP»CHy/P»).

'®P] 47,4 % PiC-PrP»C-C,PeC-PI CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CI] PiC-PrPIP&C%oPuPSPSCI]
CHC-PIPSCII PiCEPsP»P°PeC,PEPSCT Cr PiP»P°P-PjC- PeCRHPsPIC-.

P1iPsPIC-PrPsPjP»PuPSPSCII PiCEHPs PiPsP+C-C+PSC- CHPuP°PeCtC-C— PiC-CI'P»CI]



CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr PjP°C” PIP°PIP»P&PIPn
P-PSP°C+PuPSPSCII. P!Pp PrP°C” P-PjPsPiCt PiCEPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPpuPSPSCII PePsCHP&CI'C,CH/CEP&P-PéPe PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtCHPsPiPs P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+CF.
PmPpPrPéC+PSPéPj C,P° C,P°CHPjP°CtPuPIC,PéC+PSP&P) PiCHP°CtC-PIPSPéPeP°Pj, P°
C,P°PePsP{ PiP°CtC-C”PSC,P°Pj P°P+Ps C—C... P-P°PePsPSPSP&Pj PiCEPuPrCI'C,P°PIPSP&PeP°Pj
CI'P»C-Pr PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs CrCI'C- PIPéPiP°PrPePé PiC-PrPsP-CHCRPIP°PSP&C...
PiPsP+C-C+PSPéC... CEPuP°PeCtC-PN. C,P° PIC-PrCI'CC,PSPsCI'C,C-

PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeP°CECI CHhPePsPiPs P-P°CI'PsP+Cr C+PuCHPuP:
PHPIC,PsPjP°C,PéP-PsPIP°PSCT C-PSC, PsCHPjP°CtC-PNePSCt CI'PECI'C,PuPjCr P

C, P°CHPjP°PePsPSP°PiP»CIIPrCt P-P° PiPsCI'PéP»P°PSPSCIIPj: https://aisf.dec.gov.ua.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 5 CEPsPeC-PL.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.
P—P+PuCRC-PiP°C,Pé PiCEP& C,PuPjPiPuCHP°C,CLCHC- PSPu PIP6C%0Pp 30 B°PY PI

PsCHP&PiC-PSP°P»CHPSC-PNe CrPiP°PePsPICC- Ct PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII
PrC-C,PpuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.
P1iPs 7 C,P°P£P»PuC,PsPe, PIPeCHPéC,PEC... PiP»C-PIPePsPIPSCh PsP+PsP»PsPSPePsCh, Cr

P+P»C-CI'C,PuCHC-; PiPs 4 P°P+Ps 8 P+P»C-CI'C,PuCEHC-PI Ct PeP°CEC,PsPSPSC-PNe
CIPiP°PePsPICtC-.

PuP°C,PpPiPsCHC-CII PIC-PrPiCiCI'PeCr. P—P° CHPuCtPuPiC,PsP;j.

P’PeCHPsP+PSPéPe.

P—P}Py PxP°CHPjP°CtPuPIC,PEC+PSPEPNe P-P°PIPsPr P+P“PtPV.

Pi,C-CI'CtPpP-PSP°C...PsPrP{PuPSPSCII PIPéCHPsP+PSPéPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPYPpPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.

1165, Pj. P‘CEPrP°PiPuCeC,, PICfP». P'PuPePuPSCHSC, PuP»PrC-, 118-120, PJPiPsCEC%0P&PSP®.


https://aisf.dec.gov.ua/

