PtPKPYPyP PJP/P!PtPi

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

PuP»CiPePsPSP°P-PsP»-PyPuPIP°

(Fluconazole-Teva)

PYPeP»P°Pr:
PrC-CRC#P° CEPuC#PsPIP6PSP°: C,P»CrPePsPSP°P-PsP»;

1 PeP°PiCI'CrP»P° C,PIPuCRPrP® PjC-CI'C,PéC,CIh C,P»CrPePsPSP°P-PsP»Cr 50 PjPi P°P+Ps 100
PjPi, P°PxPs 200 PjPi;

PrPsPiPsPjC-PYPSC- CHPuC#PsPIPéPSPe:

PIPjC-CI'C, PeP°PiCI'C3P»Pé: P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEP°C,, PeCEPsC...PjP°P»CHh
PeCrPeCrCRCIPrP-CLIPSPEPNe, PeCEPpPjPSC-CR PrC-PsPeCI'PEPr PePsP»PsC—PrPSPEPNe
P+PpuP-PIPSPrPSP&PNe, PSP°C,CHC-CR P»P°CFCEP&P»CI'CEP»CHhC,P°C,, PjP°PiPSC-ChR
CI'C,PuP°CEP°C,;

PeP°PiCI'C2P»CEbPSP°® PsP+PsP»PsPSPeP°: C,PéC,P°PSCr PrC-PsPeCI'PéPr (P+ 171),
PrC-P°PjP°PSC,PsPIPéPNe CI'PEPSC-PNe FCF (P+ 133), PJPuP»P°C,PéPS, P°P-PsCHCrP+C-PS (Pe
122) (C,C-P»CH>PePé PrP»CI] PeP°PiCI'CrP» 200 PjPi).

P>C-PeP°CRHCICHPeP® C,PsCRHPjP°. PP°PiCI'CP»Pé C,PIPuCHPrC-.
PhCI'PSPsPIPSC- C,,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI C,C-:

PeP°PiCI'CéP»Pé C,PIPLCEPrC- PiPs 50 PjPi: C,PIPuCEPrC- PJPuP»P°C,PEPSPsPIC-
PeP°PiCI'C{P»P&, PSP°PiPsPIPSPUPSC- P+C-P»P&Pj P°P+Ps PPsPIC,CtPIP°C,Ps-P+C-P»P&Pj
PsPrPSPsCEC-PrPSP&Pj PiPsCEPsCEPePsPj, P- PSPUPiCHPsP-PsCHPsCh PeCRP&CEPUCEPePsChR
P+P»P°PeP&C,PSPsPiPs PePsP»CHPsCECE C,P° PSPUPICHPsP-PsCHPéPj PePsCEPICICIPsP;

B P+C-P»PsPiPs PePsP»CHPsCHCY;

PeP°PiCI'CéP»Pé C,PIPuCHPrC- PiPs 100 PjPi: C,PIPnCHPrC- PJPuP»P°C,PePSPsPIC-
PeP°PiCI'CrP»Pé, PSP°PiPsPIPSPuPSC- P+C-P»PéPj P°PxPs PYPsPIC,CrPIP°C,Ps-P+C-P»PéPj
PsPrPSPsCEC-PrPSP&Pj PiPsCEPsCEPePsPj, P- PSPuPICEPsP-PsCEPsCh PeCEPECEPCPePsChR
CI'P&PSCIbPsPiPs PePsP»CHPsCECE C,P° PSPuPiCHPsP-PsCEP&Pj PePsCHPiCECI'PsPj
P+C-P»PsPiPs PePsP»CHPsCHCr;

PeP°PiCI'C3P»Pé C,PIPuCEPrC- PiPs 200 PjPi: C,PIPuCEPrC- PYPuP»P°C,PéPSPsPIC-
PeP°PiCI"CtP»Pé, PSP°PiPSPIPSPUPSC- P+C-P»P&éPj P°P+Ps PYPsPIC,CfPIP°C,Ps-P+C-P»P&Pj
PsPrPSPsCHC-PrPSP&Pj PiPsCEPsCEPePsPj, P- PSPuPiCHPsP-PsCEPsCh PeCEPECEPUCEPePsCR
PiCFCEPiCtCEPSPsPiPs PePsP»CHbPsCECT C,P° PSPuPiCEPsP-PsCEP&Pj PePsCEPiCrCI PsPj



P+C-P»PsPiPs PePsP»CHPsCHCr.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PéC+PSP° PiCHCrPiP°. PiiCHPsC,PéPiCHPéP+PePsPIC-
PiCRPuPiP°CHP°C,Pé PrP»CII CI'P&CI'C,PpPjPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI],
PiPsC...C-PrPSC- C,CEP&P°P-PsP»Cr. PiPsPr PHPYPI J02A CO1.

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

PwPuC...P°PSC-P-Pj PrC-C—.

PuP»CrPePsPSP°P-PsP» BR“ PiCHPsC,PéPiCHP&P+PePsPIPEPN: P-P°CI'C-P+ PeP»P°CI'Cr
C,CHP&P°P-PsP»C-PI. PuPpCRHPIPEPSPSP&Pj PjPuC...P°PSC-P-PjPsPj PN:PsPiPs PrC-C— C”
C-PSPiC-P+CrPIP°PSPSCII PiCHP&éP+PePsPIPsPiPs
14-a-P»P°PSPsCI'C,PuCEPsP»-PrPuPjPuC,PéP»CRPIP°PSPSCI],
PsPiPsCI'PpCEPuPrPePsPIP°PSPsPiPs CtPEC,PsC...CHPsPjPsPj P 450, C%oPs C”
PSPuPIC-Pr'C”PjPSPéPj PuC,P°PiPsPj P+C-PsCI'PEPSC,PuP-Ct PiCHP&P+PePsPIPsPiPs
PuCHPiPsCI'C,PuCHPsP»Cr. PhPeCrPjCrP»CRPIP°PSPSCII 14-P°P»CHbC, P°-PjPuC,PéP»-
CI'C,PuCHPsP»C-PI PePsCHPuP»CRC” P- PiPsPrP°P»CHCEPsCh PIC,CHP°C,PsCh
PuCHPiPsCI'C,PuCHPsP»Cr PjPuPjP+CHP°PSPsCh PiCEP&éP+PePsPIPsC— PeP»C-C,PéPSPé C,P°
PjPsPYPpu PIC-PrPiPsPIC-PrP°C,Pé P-P° PiCHPsC,PéPiCHP&P+PePsPICt P°PeC,PéPIPSC-CI'C,CH
C,,P»CrPePsPSP°P-PsP»Cr. PrP»CrPePsPSP°P-PsP» C” P+C-P»CIHCE CI'PuP»PuPeC,PEPIPSPEP;
PrPs PiCHPéP+PePsPIP&C... C,PuCEHPjPuPSC,C-PI CtPéC,PsC...CHPsPjCr P 450, PSC-PY PrPs
CHC-P-PSP&C... CI'PECI'C,PpPj C,PuCEPjPuPSC,C-PI CtP&C,PsC...CEPsPjCr P 450
CI'CI'P°PICtC-PI.

P—P°CI'C,PsCI'CFPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr 50 PjPi PSP® PrPsP+Cr
PiCHPsC,CILIPiPsPj 28 PrPSC-PI PSPy PIPiP»PEPIP°P»Ps PSP° PePsPSCtPuPSC,CHP°CtC-Ch
C,PuCI'C,PsCI'C,PuCHPsPSCT Cr PiP»P°P-PjC- PeCHPsPIC- Cr C+PsP»PsPIC-PeC-PI P°P+Ps PSP°
PePsPSCtPuPSC,CRP°CtC-ChR CI'C,PuCHPsC—PrC-PI Ct PIC-PSPsPe
ChHPpPiCHPsPrCrPeC,PEPIPSPsPiPs PIC-PeCr. PuP»CrPePsPSP°P-PsP» Cr PrPsP-P°C... PIC-Pr 200
PrPs 400 PjPi PSP° PrPsP+Cr PSPu PiCHPsCIIPIP»CIIPI PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsPiPs
PIPiP»P&PICt PSP° CEC-PIPuPSCH> PuPSPrPsPiPpPSPSPé&C... CI'C,PuCEPsC—PrC-PI P°P+Ps PSP°
PIC-PrPiPsPIC-PrCH PSP° CI'C,PéPjCrP»CIICtC-Ch
P°PrCRHPuPSPsPePsCHC,PéPePsC,CHPsPiPSPsPiPs PiPsCHPjPsPSCr (PhPmwPyP“) Cr
P-PrPsCHPsPIPEC... PrPsP+CHPsPIPsP»CHCtC-PI C+PsP»PsPIC-CPsC— CI'C,P°C,C-.

P”PsCI'P»C-PrPIPuPSPSCILI PIP-P°C”PjPsPrC-C— P- P°PSC,P&éPiC-CHP&PSPsP;
PiCEPsPrPuPjPsPSCI'C,CECIPIP° P»Pé, C%oPs P-P°CI'C,PsCI'CPIP°PSPSCII 50 PjPi

C, P»CrPePSPSP°P-PsP»Ct CRP°P-PsPIPs P°P+Ps P+P°PiP°C,PsCEP°P-PsPIPs PSPy PIPiP»P&PIP°C”
PSP° PjPuC,P°P+PsP»C-P-Pj P°PSC,P&PiC-CRP&PSCE.

P§CrC,P»PéPIC-CI'C,CH in vitro

Ptn vitro C,P»CrPePsPSP°P-PsP» PrPuPjPsPSCI'C,CHCrC” PiCHPsC,PéPiCRP&P+PePsPICT
P°PeC,PEPIPSC-CI'C,CH> CI'C,PsCI'PSPIPSPs P+C-P»CHCEPsCI'C,C- PeP»C-PSC-C+PSPs
PiPsCE€PeCHPuPSPeC... PIPEPrC-PI Candida (PIPeP»ChC+P°ChCtPe C. albicans, C. parapsilosis,
C. tropicalis). C. glabrata PerPszPSCFC,CBCfC” P-PSPEPYPuPSCr C+CrC,P»P&PIC-CI'C,CH PrPs



C, P»CrPePsPSP°P-PsP»Cr, C,PsPrC- CIIPe C. krusei C,P° C. auris CRPuP-PéCI'C,PuPSC,PSC- PrPs
C, P»CrPePsPSP°P-PsP»Cr. PsC-PSC-PjP°P»CHPSP° C-PSPiC-P+CrCRC1P°
PePsPSCtPpPSC,CHP°CtC-CII (PmPtPm) C,P° PuPiC-PrPuPjC-PsP»PsPiC-C+PSPn
PiCHP°PSPECFPSPu P-PSP°C+PuPSPSCII (ECOFF) C,P»CrPePsPSP°P-PsP»Cr PrP»CII C.
guilliermondii PIP€C%0C-, PSC-PY PrP»CI]I C. albicans.

PxP»CrPePsPSP°P-PsP» in vitro C,P°PePsP{ PiCHPsCIIPIP»CIIC” P°PeC,PEPIPSC-CI'C,CH
PiCRPsC,Pé Cryptococcus neoformans C,P° Cryptococcus gattii C,P°Pe CFP°Psz, CIIPe C-
PiCRPsC,Pe PuPSPrPuPjC-C+PSPeC... PIChPeP+PePsPIPeC... C,PsChHPj Blastomyces dermatiditis,
Coccidioides immitis, Histoplasma capsulatum C,P° Paracoccidioides brasiliensis.

P’P-P°C”PjPsP-PI'CLIP-PsPe C,P°CHPjP°PePsPeC-PSPuC,PeC+PSPeC... C-

C..P°CRPjP°PePsPrPéPSP°PjC-C+PSP&C... PIP»P°CI'C,PéPIPsCI'C,PuPNe

P—P° CRPuP-CfP»CHhC,P°C,P°PjPé PrPsCI'P»C-PrPIPuPSCH PSP® C,PIP°CEPEPSP°C...
C-CI'PSCIC” PePsCEPuP»CLICC-CII PjC-P9 PiPsPeP°P-PSP&PeP°PjPé PmP1Ps C,P°

PuC, PpPeC,PéPIPSC-CI'C,CR PiCHPsC,Pé PuPeCI'PiPpCHPEPPRPSC,P°P»CHHPSPEC. ..
PjPsPrPuP»PuPNe PjC-PePsP-C-PI, CI'PICHP&CPéPSPUPSPEC. .. PIPEPrP°PjPé Candida.
P’C-PrPiPsPIC-PrPSPs PrPs CRPuP-CfP»CHhC,P°C,C-PI PeP»C-PSC-C+PSPEC...
PrPsCI'P»C-PrPIPuPSCH PIP&CIIPIP»PuPSPs PjP°PNPqPy 1:1 P»C-PSC-PN-PSPp
CI'PiC-PIPIC-PrPSPsCEPUPSPSCII PjC-PY AUC C,P° PrPsP-PsCh C,P»CIPePsPSP°P-PsP»Cr.
P&P°CLIPIPSP&PN: C,P°PePsP{ PiCECLIPjP&PNe, P°P»Pp PSPuPrPsCI'C,P°C,PSC-PNe P-PI'CLIP-PsPe
PjC-P§ AUC P°P+Ps PrPsP-PsCR C,P° PiPsP-PéC,PéPIPSPsCR PeP»C-PSC-C4PSPsCh
PIC-PrPiPsPIC-PrPrCh PSP° P»C-PeCrPIP°PSPSCII PsCEP°P»CHPSPsPiPs PeP°PSPrPéPrPsP-Cr
C,P° PjPuPSCEPSCR PjC-CHPsCh B PeP°PSPrPéPrPuPjC-C—. PyP°PePsPY P»C-PeCrPIP°PSPSCII
C” PjPuPSCE PuC,PpPeC,P&PIPSPEP] Ct CEP°P-C- C-PSC, PuPeCtC-PNe,
CI'PiCHP&CHP&PSPUPSPEC. .. CEC,P°PjP°PjPé P- PIP6C%0PsCR PwP1Psb C,P»CrPePsPSPP-PsP»Cr.

PiPuC...P°PSC-P-Pj CRPuP-PéCI'C,PuPSC,PSPsCI'C,C-

P’'P&Pr Candida PjP°C” CRCLIPr PjPuC...P°PSC-P-PjC-PI CEPuP-P&CI'C,PpPSC,PSPsCI'C,C- PrPs
P°P-PsP»CHPSP&C... PICHPsC,PéPiCHP&P+PePsPIPEC... P-P°CI'PsP+C-PI. P“CHP&P+PePsPIC-
C€C,P°PjP¢, CIIPeC- CHPsP-PIPEPSCrP»Pé PsPrPéPS P°P+Ps P+C-P»CHCE€Pu CtPeC...
PjPuC...P°PSC-P-PjC-PI CRPuP-PECI'C,PuPSC,PSPsCI'C,C-, PIC-PrPsPjC- CIIPe C,P°PeC-, C%oPs
C...P°CHP°PeC,PuCHPEP-CFCRC,CHCI'CII PIPECI'PsPePsCh PmPtPm PrPs
C,P»CrPePsPSP°P-PsP»Cr, C%oPs PSPuCI'PiCRP&CILIC,P»P&PIPs PIPiP»P&PIP°C” PSP®

PuC, PpPeC,PéPIPSC-CI'C,CH in vivo C,P° PI PeP»C-PSC-C$PSPé&C... CfPjPsPIP°C....

P] P-P°P-PIPEC$P°PNe C+CrC,P»P&PIP&C... PIPEPrC-PI Candida PjPuC...P°PSC-P:Pj
CHPsP-PIPEC,PeCt CRPuP-PECI'C,PuPSC,PSPsCI'C,C-, CLIPePEPN:B PSP°PNeC$P°CI'C,C-C£Pn
PIPEPSP&PeP°C”, PiPsPI'CIIP-P°PSPEPN. C-P- C, PuCEPjPuPSC,P°PjPé-PjC-CEPuPSCIIPjPé
P°P-PsP»C-PI, CIIPeC- PIC-PrPiPsPIC-PrP°CRC,CH P-P° P+C-PsCI'PéPSC,PuP-
PuCHPiPsCI'C,PuCHPEPSCY. P PuP-PéCI'C,PpPSC,PSC-CI'C,CH PjPsPYPu P+CrC,Pé
CI'PiCHP&CHPEPSPuPSP° PjCtC,P°CtC-C”Ch, P-P+C-P»CHCEPuPSPSCIIPj
PIPECHPsP+P»PuPSPSCII C,PuCHPjPuPSC,Cr, PuC,P»CRPeCI'PSP&PjPé PjPuC...P°PSC-P-PjP°PjPé
P°P+Ps CHPsP-PIP&C,PePsPj PePsPjPiPuPSCI'P°C,PsCHPSP&C... CEP»CIIC...C-PI.

P1PsPIC-PrPsPjP»CIIP»Pé PiCHPs PIPéPiP°PrPePé CI'CrPiPuCHC-PSC,PpPeCtC-C— PIPEPTP°PjPé
Candida, C-PSCEPéPjPé, PSC-P C. albicans, CLIPeC- PjP°CRC,CH PiCHPECHPsPrPSCr
P-PSPEPYPuPSCr C+CrC,P»PéPIC-CI'C,CH (C. glabrata) P°P+Ps CHPuP-PéCI'C,PuPSC,PSC- PrPs
C,P»CfPePsPSP°P-PsP»Cr (PSP°PiCHPéPeP»P°Pr C. krusei C,P° C. auris). PjP°PeC-

C-PSC, PuPeCtC-C— PjPsPYCrC,CH PiPsC,CHPuP+CrPIP°C,Pé P°P»CHC,PuCEPSP°C,PEPIPSPsC—



PiCEPsC,PéPiCHPéP+PePsPIPsC— C,PuCHP°PiC-C—. PmPuC...P°PSC-P-PjPé
CHPpP-PECI'C,PpPSC,PSPsCI'C,C- PSPu P+CrP»Pé PiPsPIPSC-CI'C,Ch P-'CIICI'PsPIP°PSC- Cr
PrPuCLIPePéEC... PIPEPrC-PI Candida P- PIP»P°CI'PSPsCh CI'C,C-PNePeC-CI'C,CR (C. krusei)
P°P+Ps PSPsPIP&C... (C. auris).

PrPsPSC,CRPsP»CIHPSC- C,PsCiPePé (PIC-PrPiPsPIC-PrPSPs PrPs CHPuPePsPjPuPSPrP°CtC-PNe

P,.PICRPsPiPuPNeCI"CHPePsPiPs PePsPjC-C,PuC,Cr P- PrPsCI'P»C-PrP{PuPSCH
CfCrC,P»P&PIPsCI'C,C- PrPs P°PSC,PéPjC-PeCHPsP+PSP&C... P-P°CI'PsP+C-PI (EUCAST

P&P° PiC-PrCI'C,P°PIC- P°PSP°P»C-P-C-PI PrP°PSP&C. ..

C, P°CHPjP°PePsPeC-PSPuC,PéPePé/C, P°CHPjP°PePsPrPEPSP°PiC-PePé (PuPr/PrP”),
C$CfC,P»P&PIPSCI'C,C- in vitro C,P° PeP»C-PSC-C+PSPsC— PIC-PrPiPsPIC-PrC- P+CtP»Ps
PIP&P-PSP°C4PuPSPs PePsPSC,CHPsP»CHPSC- C,PsC+PePé PrP»CLI C,P»CtPePsPSP°P-PsP»Cr
C%oPsPrPs PjC-PeCEPsPsCEPiP°PSC-P-PjC-PI CEPsPrCt Candida. P’PsPSP&
CERPsP-PiPsPrC-P»CLICRC,CHCI'CLI PSP° PePsPSC,CEPsP»CEbPSC- C,PsCtPePé, PSP
PiPsPI'CLIP-P°PSC- P- PiPpPIPSP&P] PIP&PrPsPj, CLIPeC- P+CtP»Pé PIP&P-PSP°CPuPSC-
PiPsP»PsPIPSP&Pj C+P&PSPsPj PSP° PiC-PrCI'C,P°PIC- PrP°PSP&C... PxPr/PxP”, C,P° PSPy
P-P°P»PuPYP°C,CH PIC-Pr CEPsP-PiPsPrC-P»Ct PSP PiPuPIPSC- PIP&PrPé P-P° PrPtPrm, C,P°
PePsPSC,CHPsP»CHbPSC- C,PsC4PePé, PiPsPI'CLIP-P°PSC- P- PIPEPrP°PjPé, CLIPeC-
PSP°PNeC$P°CI'C,C-C€Pp PiPSPI'CLIP-P°PSC- P- C-PSC, PuPeCtC-CIIPjPé Cf P»CRPrPRPNe.

PiC- PePsPSC,CHPsP»CIbPSC- C,PsC+PePe PSP°PIPuPrPuPSC- PI C,P°P+P»PeCtC- PSPePYCiPp:

PPsPSC,CHPsP»CHPSCH
P1iiCHPsC,PéPiCEP&P+PePsPIPEPNIPPsPSC,CEPsP»CHPSC- C,PsCtPePé, PiPsPI'CLIP-P°PSC- P+ [C,PsCPePé, PSPu
P-P°CI'C-P+ PiPuPIPSP&Pj PIPEPrPsPj (S</R>), PjPi/P» PiPsPI'CLIP-P°PSC- P-
PiPuPIPSPEP]
PIP&PrPsPj™ (S</R>),

PjPi/P»
B CandidalCandida Candida Candida|Candida Candida
albicansjdubliniensis|glabrata krusei |parapsilosis |tropicalis
PxP»CrPePsPSP°P-PsP» 2/4 2/4 0,001%/16 |- 2/4 2/4 2/4

S BR" C{CrC,P»P&PIPEPN:, R " CHPpP-P&CI'C,PuPSC,PSPEPN:;

™ §R“ PePsPSC,CEPsP»CEbPSC- C,PsC4PePé, PSPu PiPsPI'CLIP-P°PSC- P- PiPuPIPSP&Pj PIP&PrPsPj,
P+CrP»Pé PIP&P-PSP°C+PpPSC- PiPsP»PsPIPSP&Pj C4P&PSPsPj PSP° PiC-PrCI'C,P°PIC-
PrP°PSP&C... PePrb/PrP”, C,P° PIPSPSPé PSPy P-P°P»PuP{P°C,CH PIC-Pr CEPsP-PiPsPrC-P»Cr
PSP° PiPuPIPSC- PIP&PrPé P-P° PmPtPsb. P1C... PIPEPePsCEP&CI'C,PsPICICRC,CH P»PECEPY
PrP»CII PsCEPiP°PSC-P-PjC-PI, CLIPeC- PSPy PjP°CRC,CH CI'PiPuCtP&éC,C-CPSP&C. ..
PePsPSC,CHPsP»CHPSPEC... C,PsCPsPe;

- BR" C,PuCI'C,CrPIP°PSPSCII PSP°® C+CrC,P»PéPIC-CI'C,CH PSPu
CHPuPePsPjPpPSPrPsPIP°PSPy, PsCI'PeC-P»CHhPePé PrP°PSP&PN: PIP&Pr PSPp C” PjPuC,PsCh
P»C-PeP°CRCI'CHPePsC— C,PuCHP°PiC-C—;

* R PIPEPr C. glabrata PIC-PrPSPsCI'PéC,CHCI'CII PrPs I PeP°C,PuPiPsCHC-C—. PmPtPm
PiCEPsC,Pé C. glabrata CI'P»C-Pr C-PSC,PuCEPiCHPuC,CrPIP°C,Pé CLIPe
CBPpP-PECI'C,PuPSC,PSC-, CIIPeC%oPs PIPsPSPé PiPuCHPuPIP&C%0CrCRC,CH 16 PjPi/P».
P§CrC,P»P&PIP° PeP°C,PuPiPsCHC-CII (< 0,001 PjPi/P») PiPsP»CLIPiP°C” PI C,PsPjCt, C%oPsP+
CrPSP&éPePSCrC,Pé PSPuPiCEP°PIPEP»CHPSPsC— PeP»P°CI'PéC, C-PeP°C+C-C— CEC,P°PjC-PI
B«IB» CLIPe B«SB» CEC,P°PjC-PI. I BF“ C+CrC,P»P&PIPEPNe, PiC-PrPIP&C%0PpPSP&PN: PIPiP»P&PI:
PjC-PeCEPsPsCHPiP°PSC-P-Pj PeP»P°CI'PEC, C-PeCrC”C,CHCI'CII CLIPe CCrC,P»P&PIPEPNe,
PiC-PrPIPéC%oPuPSP&PNe PIPiP»Pé&PI, PePsP»Pé C-CI'PSCrC” PIP&CI PsPeP®



PNePjPsPIC-CEPSC-CI'C,CH C,PuCHP°PiPuPIC,PEC+PSPsPiPs CrCI'PiC-C...Cr,
PsCI'PeC-P»CHPePé PIPiP»P&PI P°PiPuPSC,P° P-P+C-P»CHCECIC”C,CHCI'CLI CEP»CIIC...PsPj
PePsCHP&PiCIPIP°PSPSCII CHPuPYP&PjCt PrPsP-CrPIP°PSPSCII P°P+Ps PN:PsPiPs
PePsPSCtPuPSC,CHP°CtC-C— Cr PjC-CI'CtC- C-PSC, PpPeCtC-C—.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PxP°CEPjP°PePsPeC-PSPuC,PECEPSC- PIP»P°CI'C,PEPIPSCI'C,C- C,P»CtPePsPSP°P-PsP»Cr C”
PiPsPrC-P+PSP&PjPé PiCHPé PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPjCT C-
PiPpCEPsCHP°P»CHPSPsPJCY P-P°CI'C,PsCI'CFPIP°PSPSC-.

PhP+CI'PsCHP+CtC-CIIL. PuP»CrPePsPSP°P-PsP» PrPsP+CEPu P°P+CI'PsCHP+CrC”C,CHCI'CLI
PiCEPé PiPuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-, P° CRC-PIPuPSCH
PiCHPpPiP°CHP°C,Crf Crf PiP»P°P-PjC- PeCRPsPIC- C- CI'PéCI'C,PuPjPSP®
P+C-PsPrPsCI'C,CfPiPSC-CI'C,CH PiPuCHPuPIPEC%0CrCRC,CH 90 % CRHC-PIPSCII
C,,P»CrPePsPSP°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC-, C%oPs PrPsCI'CIIPiP°C”C,CHCI'CII
PiCHPé PIPSCrC,CRHC-CE€PSCIHPsPIPuPSPSPsPjCr PIPIPuPrPuPSPSC- PiCHPuPiP°CRHP°C,Cr.
PhPrPSPsC+P°CI'PSPu PIPYP&PIP°PSPSCII C—PC- PSPu PIPiP»P&PIP°C” PSP®
PICI'PjPsPeC,CrPIP°PSPSCI] PiCHPuPiP°CHP°C,Cr PiCEPé PNePsPiPs
PiPpCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC-. PiC-PePsPIP®
PePsPSCtPuPSC,CHP°CtC-CLI Ct PiP»P°P-PjC- PeCRHPsPIC- PrPsCI'CLIPiP°C”C,CHCI'CII
C#PuCHPuP: 0,58F“1,5 PiPsPrPéPSPé PiC-CI'P»CII PiCHP&PNePsPjCt PiCHPuPiP°CHP°C,Cr
PSP°C,C%oPuCI'PuCHCHPu. PPsPSCtPuPSC,CEP°CtC-CII Ct PiP»P°P-PjC- PeCHPsPIC-
PiCEPsPiPsCHCtC-PNePSP°® PrPs PrPsP-Pé. P C-PIPSPsPIP°PYPSP° 90 %
PePsPSCtPuPSC,CHP°CtC-CII PrPsCI'CIIPiP°C”C,CHCI'CII PSP° 48R “5 PrPsP+Cr PiCRPé
P+P°PiP°C,PsCREP°P-PsPIPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- PiCRPuPiP°CHP°C,Cr PI
CHPuPYP&PjC- PsPrPéPS CHP°P- PSP° PrPsP+Cr. B P C-PIPSPsPIP°PYPSP°
PePsPSC+PuPSC,CHP°CtC-CII PSP° CRHC-PIPSC- 90 % PrPsCI'CIIPiP°C”C,CHhCI'CII PSP®
PrCRCrPiPéPNe PrPuPSCH P»C-PeCrPIP°PSPSCI] PiCEPé P-P°CI'C,PsCI'CfPIP°PSPSC- Cr
PiPuCHCEPEPNe PrPuPSCH PSP°PIP°PSC,P°PICrPIP°P»CHPSPsC— PrPsP-Pé, C%oPs
PIPrPIC-C+C- PiPuCHPuPIPEC%0CrC” P-PIPEC+P°PNePSCT PrPsP+PsPICT PrPsP-Cr.

P PsP-PiPsPrC-P». PhP+'C”Pj CHPsP-PiPsPrC-P»Cr PiChHPéP+P»PEP-PSPs PrPsCHC-PIPSCRC”
P-P°PiP°P»CIPSPsPjCr PIPjC-CI'C,Ct CHC-PrPéPSPé PI PsCHPiP°PSC-P-PjC-.
P—PI'CIIP-CrPIP°PSPSCII P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- PSPEP-CHPePn
(118RH“12 %).

PxP»CIPePsPSP°P-PsP» PrPsP+CHPp PiICEPsPSPéPeP°C” PI CFCI'C- PrPsCI'P»C-PrPYCIPIP°PSC-
CHC-PrPéPSPé PsCRPiP°PSC-P-PjCt. P C-PIPpPSCH C,P»CrPePsPSP°P-PsP»Cr Ct CI'P»PEPSC-
C,P° PjPsPeCEPsC,PEPSPSC- C” PiPsPrC-P+PSP&Pj PrPs PePsPSCtPuPSC,CHP°CtC-C— Cf
PiP»P°P-PjC- PeCEPsPIC-. P] PiP°CtC-C”"PSC,C-PI C-P- PiCEP&P+PePsPIP&P;
PjPuPSC-PSPiC-C,PsPj CEC-PIPuPSCHb C,P»CrPePsPSP°P-PsP»Cr Cr
CI'PiP&éPSPSPsPjPsP-PePsPIC-PNe CEC-PrP&PSC- PrPsCI'CLIPiP°C” 80 %
PePsPSCtPuPSC,CHP°CtC-C— Cf PiP»P°P-PjC- PeCHPSPIC-.

P’PéCI'PsPeC- PePsPSCtPuPSC,CHP°CtC-C— C,P»CrPePsPSP°P-PsP»Cr Ct C€PeC-CHC-, C%oPs
PiPpuCHPPPIPEC%0CICRC,CH CI'PECEPsPIP°C,PePsPIC-, PrPsCI'CIIPiP°CRC,CHCI'CII Cr
CHPsPiPsPIPsPjCt CEP°CHC-, PuPiC-PrPuCEPjC-CI'C-, PrPuCEPjC- C,P° PuPePeCRHP&PSPSPsPjCY
PiPsC,C-. PuP»CrPePsPSP°P-PsP» PSP°PePsPiP&éC+CrC”C,CHCI'CII Ct CHPsPiPsPIPsPjCr
CEP°CHC-. PuCHPé P-P°CI'C,PsCI'CIPIP°PSPSC- PrPsP-Pé 50 PjPi 1 CEP°P- PSP°® PrPsP+Cr
PePsPSCtPpPSC,CHP°CtC-CII C,P»CrPePsPSP°P-PsP»Cr PiC-CI'P»CII 12 PrPSC-PI
P»C-PeCrPIP°PSPSCII CI'C,P°PSPsPIP&P»P° 73 PjPePi/Pi, P° C{PuCHPpP: 7 PrPSC-PI PiC-CI'P»CII



P-P°PIPuCHCEPuPSPSCII P»C-PeCrPIP°PSPSCII PePsPSCtPuPSC,CHP°C+C-CII PICI'Pp C%oPp
CI'C,P°PSPsPIP&P»P° 5,8 PjPePi/Pi. PuCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- PrPsP-Pé 150 PjPi

1 CRP°P- PSP° C,PéPYPrPuPSCH PePsPSCtPuPSC,CEP°CtC-CII C,P»CrPePsPSP°P-PsP»Cr Cr
CHPsPiPsPIPsPjCt CEP°CHC- PSP° 7-PNe PrPpPSCH P»C-PeCrPIP°PSPSCII CI'C,P°PSPSPIPEP»P°
23,4 PjPePi/Pi; C{PuCHPpP- 7 PrPSC-PI PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]
PSP°CI'C,CfPiPSPsC— PrPsP-Pé PePsPSCtPuPSC,CHP°CtC-CII PICI'Pu C%oPyu
CI'C,P°PSPsPIP&P»P° 7,1 PjPePi/Pi.

PmPsPSCtPpPSC,CEP°CtC-CII C,P»CtPePsPSP°P-PsP»Cr PI PSC-PiC,CIIC... PiC-CI'P»CII

4 PjC-CI'CIIC+C-PI P-P°CI'C,PsCI'CFPIP°PSPSCI] 150 PjPi 1 CKP°P- PSP° C,PéPYPrPuPSCH
CI'C,P°PSPsPIP&P»P° 4,05 PjPePi/Pi Ct P-PrPsCHPsPIPEC... PrPsP+CHPsPIPsP»CHCtC-PI C,P°
1,8 PjPePi/Pi Cr PiP°CtC-C”PSC,C-PI C-P- P-P°C...PIPsCRCRPIP°PSPSCIIPjPé PSC-PiC,C-PI;
C,P»CrPePsPSP°P-PsP» PIPEP-PSP°C+P°PICI'CII Ct P-CEP°P-PeP°C... PSC-PiC,C-PI C+PuCEPuP- 6
PjC-CI'CIICtC-PI PiC-CI'P»CI] P-P°PIPuCHCEPuPSPSCII C,PuCHP°PiC-C—.

P'C-PsC,CRP°PSCI'C,PsCHPjP°CtC-CII. PxP»CrPePsPSP°P-PsP»
PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PSPpuP-PSP°C+PSPsCh PjC-CHPsCh. PuCHPé
PIPIPuPrPpPSPSC- PrPsP-Pé, PjC-C+PuPSPsC— CHP°PrC-PsP°PeC,PéPIPSPEPjPé
C-P-PsC,PsPiP°PjPé, P»P&C€Pp 11 % C,P»CrPePsPSP°P-PsP»Crt PpPeCI'PeCHPuC,CrC”C,CHCI'CII
P- CI'PpC+PuCHh Cr P-PjC-PSPpPSPsPjCr PIP&PiP»CLIPrC-. PuP»CrPePsPSP°P-PsP» C”
PiPsPjC-CEPSP&Pj C-PSPiC-P+C-C,PsCEPsPj C-P-PsC, PuCEPjPuPSC,C-PI CYP2PY9 C,P° CYP3Ph4,
P° C,P°PePsPq PiPsC,CrPYPSP&Pj C-PSPiC-P+C-C,PsCEPsPj C-P-PsC,PuCEPjPuPSC,Cr CYP2PY19.

P’PéPIPUPrPuPSPSCII. PiiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCI]

C, P»CfPePsPSP°P-PsP»Crt C-P- PiP»P°P-PjPé PeCHPsPIC- CI'C,P°PSPsPIP&C,CH P+P»P&P-CHhPePs
30 PiPsPrPéPS. P‘C-P»CHCEP° C+P°CI'C,PéPSP° PiCRPuPiP°CHP°C,Cr PIP&PIPsPrPéC,CHCI'CI]
PSP&CHPeP°PjPé, PiCEP&C+PsPjCr 80 % PIPIPpuPrPuPSPsC— PrPsP-Pé
PIP&CIIPIP»CIIC”C,CHCI'CII Ct CI'PuC+C- PI PSPuP-PjC-PSPuPSPsPjCt CI'C,P°PSC-.
PBP»C-CHPPPSCI C, P»CrPePsPSP°P-PsP»Cr PiCEPsPiPsCHCtC-PNePSP&PNe PrPs
PeP»C-CHPpPSCI'Ct PeCHPuP°C,PéPSC-PSCY. PIPECEPeCIP»CRCRCHPEC...
PjPuC,P°P+PsP»C-C,C-PI PSPu PIP&CLIPIP»PuPSPs.

PjCEP&PIP°P»P&PNe PiPpCEHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII PiCHPRPiP°CEP°C,CY P-
PiP»P°P-PjPé PeCEPsPIC- PrP°C” PjPsPYP»P&PIC-CI'C,CHb CEP°P-PsPIPsPiPs
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Cr PiCEPé PIP°PiC-PSP°P»CHPSPsPjCr
PeP°PSPrPéPrPsP-C-, P° C,P°PePsPY P-P°CI'C,PsCI'CIPIP°PSPSCII PiCRPuPiP°CEP°C,Ct 1 CRP°P-
PSP° C,P&PYPrPuPSCH PiCHPé C-PSCEPEC. .. PiPsPeP°P-P°PSPSCLIC....

PuP°CHPjP°PePsPeC-PSPuC,PéPeP° PICHPé PIPsCRCrCE€PuPSPSC- C,CrPSPeCtC-C— PSPECHPsPe

P] PiP°CtC-C”PSC,C-PI C-P- C,CLIPYPePsCh PSPECHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
(PEPmPx < 20 PjP»/C...PI) PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
P-P+C-P»CHCECIrC”C,CHCI'CII P- 30 PrPs 98 PiPsPrPéPS, C%oPs PIC-PrPiPsPIC-PrPSPs
PiPsC,CHPuP+CrC” P-PSPEPIPuPSPSCII PrPsP-Pé. PuP»CrPePsPSP°P-PsP»
PIPéPIPsPrP&éC,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh PiPpPjPsPrC-P°P»C-P-Ct C,P° PjPuPSCEPsCh
PjC-CEPsCh BR" CEP»CIIC...PsPj PiPpCEP&C,PsPSPuP°P»CHPSPsPiPs PrC-P°P»C-P-Cr.
PYPuP°PSCI" PiPuPjPsPrC-P°P»C-P-Cr C,CHPéPIP°P»C-CI'C,Ch 3 PiPsPrPéPSPé P-PSPEPYCrC”
CHC-PIPuPSCH> C,P»CrPePsPSP°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC- PiCHPéP+P»P&P-PSPs
PSP° 50 %.

PuP°CRHPjP°PePsPeC-PSPuC,PéPeP° Cr PiPuCHC-PsPr P»P°PeC,P°C+C-C—



PBPsPSCPpPSC,CEP°CtC-C— C,P»CrPePsPSP°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC- C-
PjP°C,PuCHPEPSCI'CHhPePsPjCt PjPsP»PsCtC- PIPiCEPsPrPsPIPY 48 PiPsPrPéPS PiC-CI'P»CII
PiCHPEPN:PsPjCr PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé 150 PjPi C,P»CrPePsPSP°P-PsP»Cr
PsCtC-PSCRPIP°P»Pé Cr C...PsPrC- C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsPiPs
PrPsCI'P»C-PrPYPuPSPSCII P- C¥C+P°CI'C,CR PrPuCI'CIIC,Pé PYC-PSPsPe Cr PiPuCHC-PsPrC-
P»P°PeC,P°CtC-C—, CIIPeC- C,PéPjC+P°CI'PsPIPs P°P+Ps PiPsCI'C,C-PN-PSPs
PiCHPEPiPéPSPéP»Pé PiPsPrCrPIP°C,Pé CI'PIPsC—C... PSPuPjPsPIP»CLIC, PICECfPrPrCh. PJ
PjP°C,PuCHPEPSCI'CHPePsPjCr PjPsP»PsCtC- C,P»CrPePsPSP°P-PsP» PIPECIIPIPEP»Pé Cr
CI'PuCHPuPrPSC-PNe PePsPSCtPuPSC,CHP°CtC-C— PiCRHP&P+P»P&P-PSPs 98 % PIC-Pr C,PsC—,
C%oPs PIC-PrP-PSP°C$P°P»Pé Cr PiP»P°P-PjC- PjP°C,PuCHC-. PSPuCHPuP- 5,2 PiPsPrPéPSPé
PiC-CI'P»CII PiCHPéPNePsPjCt PrPsP-Pé CI' PuCHPuPrPSCII PiC-PePsPIP®
PePsPSCtPuPSC,CHP°CtC-CII Cf PjP°C,PuCHPEPSCI CHhPePsPjCr PjPsP»PsCtC-
CI'C,P°PSPsPIP&P»P° 2,61 PjPi/P». P"PsP+PsPIP° PrPsP-P° C,P»CrPePsPSP°P-PsP»Cr,
PsC,CHP&PjP°PSP° PSPuPjPsPIP»CLIPj P+ PjP°C,PuCHPEPSCI' CHbPePsPiPs PjPsP»PsPeP®
(CLIPeC%oPs PiCHPéPNePSCIIC,Pé CI' PuCHPuPrPSC” CI'PiPsPIPéPIP°PSPSCII PjPsP»PsPeP° P-P°
150 PjP»/PePi/PrPsP+Cr), CRPsP-CHP°C...PsPIP°PSP°® PSP° PsCI'PSPsPIC-
CI'PuCEPpPrPSCHPsC— PiC-PePsPIPsC— PePsPSCtPuPSC,CEP°CtC-C— Cr PjPsP»PsCtC-, C%oPs
PrPsCHC-PIPSCRC” 0,39 PjPi/PePi/PrPsP+Ct, CI'C,P°PSPsPIPEC,CH PiCHPéP+P»PéP-PSPs 40 %
PIC-Pr PrPsP-Pé, CHPpPePsPjPpPSPrPsPIP°PSPsC— PSPsPIPsPSP°CHPsPrPIPuPSPEP]
(PIC-PePsPj < 2 C,P&PIPSC-PI), P°P+Ps 13 % PIC-Pr PrPsP-Pé, CHPuPePsPjPuPSPrPsPIP°PSPsC—
PSPuPjPsPIP»CIIC,P°Pj PrP»CII P»C-PeCrPIP°PSPSCII PeP°PSPrP&éPrPsP-Cr CI'P»PéP-PsPIP&C...
PsP+PsP»PsPSPsPe.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP° Cr PrC-C,PuPNe

PxP°CEPjP°PePsPeC-PSPuC,PECPSC- PiP°CHP°PjPuC,CHPé 113 Cf PrC-C,PuPNe P+CrP»Pé
PsCtC-PSPpPSC- Cf 5 PrPsCI'P»C-PrPYPuPSPSCIIC...: 2 PrPsCI'P»C-PrPIPuPSPSCII
CHP°P-PsPIPsPiPs PrPsP-CfPIP°PSPSCI, 2 BR" P+P°PiP°C,PsCEP°P-PsPIPsPiPs C,P° 1
PrPsCI'P»C-PrPIPuPSPSCILI PSPuPrPsPSPsCEPUPSPEC. .. PSPSPIPsPSP°CEPsPrPPuPSPEC. ...

PuC-CI'P»ClI PIPIPpPrPuPSPSCII 288 PjPi/PePi C,P»CiPePsPSP°P-PsP»Cr PrC-C,CLIP;j
PIC-PePsPj PIC-Pr 9 PjC-CI'CLICtC-PI PrPs 15 CEPsPeC-PI AUC CI'C,P°PSPsPIP&P»P°
P+P»P&P-CHbPePs 38 PjPePi*PiPsPr/PjP» PSP° 1 PjPi/PePi PrPsP-Pé. PuCHP&
P+P°PiP°C,PsCEP°P-PsPIPsPjCrt P-P°CI'C,PsCI'CPIP°PSPSC- CI'PuCEPuPrPSC-PNe PiPpCHC-PsPr
PSP°PiC-PIPIPEPIPuPrPuPSPSCII C,P»CIPePsPSP°P-PsP»Cr P- PiP»P°P-PjPé PeCEHPsPIC-
PePsP»P&PIP°PICI'CII PjC-PY 15 C,P° 18 PiPsPrPéPSP°PjPé, P° PsP+'C”Pj CEPsP-PiPsPrC-P»Cr
CI'C,P°PSPsPIP&PI PiCRP&P+P»PéP-PSPs 880 PjP»/PePi. P‘C-P»CHhCE C,CHPEPIP P»PEPN:
PiPuCEHC-PsPr PSP°PiC-PIPIP&PIPPrPuPSPSCILI C,P»CrPePsPSP°P-PsP»Cr C-P- PiP»P°P-PjPé
PeCRPsPIC- CI'C,P°PSPsPIP&PI PiCEP&P+P»P&P-PSPs 24 PiPsPrPéPSPé C,P° P+CrPI
PIP&CLIPIP»PuPSP&PNe PiC-CI'P»ClI P-P°CI'C,PsCI'CtPIP°PSPSCII CEP°P-PsPIPsC— PrPsP-Pé.
P!PpuPNe PiPsPeP°P-PSP&Pe C” PiPsCHC-PIPSCIIPSPSP&P] C-P- PiPuCEC-PsPrPspj
PSP°PiC-PIPIPEPIPuPrPuPSPSCII C,P»CrPePsPSPP-PsP»Ct P- PiP»P°P-PjPé PeCEPsPIC-
PiC-CI'P»ClI PIPSCFC,CHC-CEPSCHbPSPIPpPSPSPsPiPs PsPrPSPsCEP°P-PsPIPsPiPs
PIPIPPrPpuPSPSCII 3 PjPi/PePi PrC-C,CLIPj PIC-PePsPj PIC-Pr 11 PrPSC-PI PrPs

11 PjC-CI'CIICC-PL PhP+'C”"Pj CEPsP-PiPsPrC-P»Crt PI CtC-PNe PIC-PePsPIC-PNe PiCRCIPiC-
CI'C,P°PSPSPIP&PI P+P»P&P-CHbPePs 950 PjP»/PePi.

P”PsCI'PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Crt PrP»ClI
P»C-PeCrPIP°PSPSCII PSPsPIPsPSP°CHPsPrPIPuPSPé&C... PsP+PjPuPICrC”C,CHCI'CII

C, P°CHPjP°PePsPeC-PSPuC,PéCPSPéPjPé PrPsCI'P»C-PrPIPuPSPSCIIPjPé 12
PSPuPrPsPSPsCEPPPSPEC... PrC-C,PpPNe C-P- C,PuCHPjC-PSPsPj PiPuCI'C,P°CtC-C—
PiCEP&8P+P»P&éP-PSPs 28 C,PéPTPSC-PI. PYPuCHPuPrPSC-PNe PIC-Pe PrPéC,PEPSPé PiCHPé



PIPIPuPrPuPSPSC- PiPuCHCEPSC— PrPsP-Pé CI'C,P°PSPsPIP&PI 24 PiPsPrPéPSPé
(PrC-P°PiP°P-PsPS

9836 PiPsPrPéPS), CI'PpuCHPuPrPSCII PjP°CI'P° C,C-P»P° PiCRPé PSP°CEPsPrPPuPSPSC-
CI'C,P°PSPsPIP&P»P° 0,9 PePi (PrC-P°PiP°P-PsPS 0,758F“1,10 PePi). P’P»ClI

7 PiP°C+C-C”PSC,C-PI PiCEPsC,PsPePsP» PrPsCI'P»C-PrP{PuPSPSCILI P+CrP»Ps
PIP&PePSPSP°PSPs. PwP°PeCI'PéPjCIPj 5 PIPSCC,CHC-CEPSCIHPSPIPRPSPSPEC. ..
C-PS'C”PeCtC-PNe C, P»CIPePSPSP°P-PsP»Crt: Cr- PrPsP-C- 6 PjPi/PePi PIPIPsPrP&éP»Pé PePsPIPSC-
72 PiPsPrPéPSP&. PYPuCEHPuPrPSC-PNe PiPuCEC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CI'C,P°PSPsPIP&PI 74 PiPsPrPéPSPé (448K“185) Ct PiPuCHCEPEPNe PrPuPSCHb, PiPsC,C-Pj
P-PjPuPSCEPEPICI'CII PrPs 53 PiPsPrPéPS (308F“131) PSP°® 7-PNe PrPuPSCH C,P° PrPs

47 (275F"68) PSP° 13-PNe PrPUPSCIH. PuP»PsC%oP° PiC-Pr PeCEP&PIPSCH (PjPePi*PiPsPr/PjP»)
CI'C,P°PSPsPIP&P»P° 271 (1738F“385) Cf PIPUCECEPEPNe PrPuPSCH,
P-P+C-P»CHCECIPIP°P»P°CI'CLI PrPs 490 (29255734) PSP° 7-PNe PrPuPSCIb, PiPsC,C-Pj
P-PjPuPSCEPEP»P°CI'CII PrPs 360 (1678“566) PSP° 13-PNe PrPuPSCH. PhP+'C”Pj
CEPsP-PiPsPrC-P»Cr (PjP»/PePi) CI'C,P°PSPsPIPEPI 1183 (10708 “1470) Cf PiPLCHCEPEPN:
PrPuPSCIH, P-P+C-P»CHCECIPIP°PICI'CLI PrPs

1184 (5108F“2130) PSP° 7-PNe PrPuPSCH C,P° PrPs 1328 (10408 “1680) PSP° 13-PNe PrPUPSCH
PIC-PrPiPsPIC-PrPSPs.

PuP°CHPjP°PePsPeC-PSPuC,PePeP° Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCIHPsPiPs PIC-PeCr

P] PrPsCI'P»C-PrPPuPSPSC-, CIIPePp PiCHPsPIPsPrPéP»Pé P- CfC+P°CI'C,Ch 22
PiP°CtC-C”PSC,C-PI (PIC-PePsPj PIC-Pr 65 CHPsPeC-PI) C, P»CrPePsPSP°P-PsP»
P-P°CI'C,PsCI'PsPICrPIP°P»Pé PiPuCHPsCHP°P»CHPSPs Cr PrPsP-C- 50 PjPi. 10
PiP°CtC-C”PSC,C-PI PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICfPIP°P»Pé PrC-CrCEPuC,PéPePé.
C,... CI'C,P°PSPsPIPéP»P° 1,54 PjPePi/PjP» C,P° PrPsCI'CLIPiP°P»P°CI'CI1I PiCEPsC,CIIPiPsPj

1,3 PiPsPrPéPSPé PiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CfPePsPSP°P-PsP»Cr.
PYPuCHPuPrPSCII AUC CI'C,P°PSPsPIP&P»P° 76,4 B+ 20,3 PjPePi*PiPsPr/PjP».
PYPuCHPuPrPSC-PNe PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII BR“ 46,2 PiPsPrPEPSPé.
P!C- C,P°CHPjP°PePsPeC-PSPuC,PECPSC- PiPsPeP°P-PSP&éPePé C” PIPEC%oP&PjPé
PiPsCHC-PIPSCIIPSPs P- P°PSP°P»PsPiC-C+PSPé&PjPé Cr P-PrPsCHPsPIP&C...
PrPsP+CHPsPIPsP»CHCtC-PI PjPsP»PsPrC€PsPiPs PIC-PeCr. PhPrPSPsCP°CI'PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCI] PrC-CrCHPuC,PéPeC-PI PSPu PjP°P»Ps P-PSP°C+PSPsPiPs
PIPiP»P&PICK PSP® C,,,, C,P° AUC. PyP°PePsPY PeP»C-CHPuPSCI' PeCEPuP°C,PEPSC-PSCr (74
PjP»/C...PI), PIC-PrCI'PsC,PsPe C,P»CrPePsPSP°P-PsP»Cr, C%oPs PuPeCI'PeCHPuC,CrPIP°PICI'CII
C-P- CI'PuC#PuCh Cf PSPuP-PjC-PSPuPSPsPjCr PIP&PiP»CIIPrC- (08 “24 PiPsPrPéPSPE, 22 %)
C,P° PSPECHPePsPIP&PN. PeP»C-CHPuPSCI' C,P»CrPePsPSP°P-PsP»Cr (0,124 PjP»/C...PI/PePi) Cr
PiP°CtC-C”PSC,C-PI PrP°PSPsC— PIC-PePsPIPsC— PiCHCIPiPé P+CrP»Pé PSPéPYC+PEPjPE,
PSC-P{| P°PSP°P»PsPiC-C$PSC- PiPsPeP°P-PSP&éPePé Cr PjPsP»PsPrCE€P&C...
PrPsP+CTEPsPIPsP»CHCTC-PI. PyPsPjCr P-PjC-PSPé C,P°CHPjP°PePsPeC-PSPuC,PéPePé Cr
PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr, PsC{PuPIP&PrPSPs, P-P°P»PuPYP°C,CH
PIC-Pr PiP°CHP°PjPuC,CRC-PI C,CrPSPeCtC-PNe PSPECHPsPe.

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

P>C-PeCrPIP°PSPSCII C,P°PeP&C... P-P°C...PIPSCRCRPIP°PSCH Crf PrPsCHPsCI'P»P&C... ClIPe:

BRh“ PeCHPEPiIC,PsPePsPePsPIPéPNe PjPuPSC-PSPiC-C,;



BH" PePsPeCtPePriPsC—PrPsP-;
BH" C-PSPIP°P-PEPIPSC- PeP°PSPrPePrPsP-P¢;

BR“ PeP°PSPrP&éPrPsP-Pé CI'P»P&P-PsPIP&C... PsP+PsP»PsPSPsPe, PIPeP»CRC+P°CRC1Pé
PeP°PSPrPéPrPsP- CEPsC,PsPiP»PsC,PePé C,P° PeP°PSPrPéPrPsP- CI'C,CHP°PIPsC...PsPrCr,
PeP°PSPrPéPrCrCHC-Cl], C...CHPsPSC-C+PSPéPNe PeP°PSPrPéPrPsP- CEPeC-CHPé C-
CI'P»P&P-PsPIPEC... PsP+PsP»PsPSPsPe;

BR" C...CHPsPSC-C$PSP&PNe P°C,CHPsC, C-C+PSPéPNe PeP°PSPrPéPrPsP- CHPsC,PsPIPsC—
PiPsCEPsPIPSPéPSPé (PeP°PSPrPéPrPsP:, CI'PiCHP&éCPEPSPRPSPEPNe
PIPéPePsCEP&CI'C,P°PSPSCLIPj P-CrP+PSP&C... PICEPsC,PuP-C-PI) PiCEHPé

PSPuPuC, PpPeC,PéPIPSPsCI'C,C- PiC-PiC-C”PSPé CHPsC,PsPIPsC— PiPsCHPsP{PSPéPSPé
P°P+Ps PjC-CI'CtPpPIPsC— C,PuCHP°PiC-C—;

8" PIP°PiC-PSP°P»CHPSPEPNe PeP°PSPrPéPrPsP: (PiPsCI'C,CHPEPN: P°P+Ps
CHPuCtPéPrPéPICFCRC+PEPNe), PePsP»Pé PjC-CI'CtPpPIP°® C,PuCHP°PiC-CII PSPy C”
PrPsChHPuC+PSPsCHh;

8" PeP°PSPrP&PrPsP-PSP&PN: P+P°P»P°PSC-C,, PePsP»Pé PjC-CI'CPRPIP® C,PuCEP°PiC-ClI
PSPy C” PrPsCEPuC4PSPsCE;

B8R " PrPuCHPjP°C,PsPjC-PePsP-Pé, PIPeP»CRC+P°CRCtPé PjC-PePsP- CI'C,PsPi, PjC-PePsP-
PiP»P°PrPuPSCHPePsC— CEPeC-CHPé, PiP°C...PsPIP&PNe PrPuCHPjP°C,PsPjC-PePsP-,
CBC-P-PSPsP+P°CHPIPSPEPN. P»PECEP°PNe C,P° PeP°PSPrPéPrPsP-PSC- C-PSC, PuPeCtC-C—
C€PeC-CHPé, PePsP»Pé PiPsPeP°P-P°PSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé CI'PECI'C,PuPjPSCY
C,PuCHP°PiC-CH;

8R“ PrPuCHPjP°C,PsC, C-C,PSP&PN: PsPSC-C...PsPjC-PePsP-, PePsP»Pé
P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSCEP&C... P»C-PeP°CRCI'CHhPeP&C... P-P°CI'PsP+C-PI PSPu C”
PrPsCHPuC+PSP&P;.

PuCHPsC,C-P»P°PeC,PéPeP° C,P°PePéC... P-P°C...PIPsCRCRPIP°PSCH, Cr PrPsCHPsCI'P»PéC...

CIIPe:

BRh" CHPuCtPePrPéPI PeCHPEPiC,PsPePsPePsPIPsPiPs PjPuPSC-PSPiC-C,Cr Cr
PiP°Ct+C-C”PSC,C-PI P- PIPéCI PsPePéPj CHPEP-PEPePsPj PNePsPiPs CHPsP-PIP&C,PeCr;

BRh" CHPpCtPePrPePI PeP°PSPrPeéPrPsP-Cr CHPsC,PsPiP»PsC,PePé P°P+Ps
CI'C,CHP°PIPsC...PsPrCr Cr PiP°CtC-C”PSC,C-PI C-P- P’PtP> C-P- PIPECI PsPeP&Pj
CHPéP-PEPePsPj PNePsPiPs CHPsP-PIPEC,PeCr;

85" PrP»CII B P-PSP&PYPUPSPSCLI C+P°CI'C,PsC,Pé CHPuCPEPrPEPIC-PI
PIP°PiC-PSP°P»CHPSPsPiPs PeP°PSPrP&PrPsP-Ct (4 P°P+Ps P+C-P»CHCEP PIPEPiP°PrPeC-PI
PSP° CEC-Pe);

BR"“ PiCHPsC, C-P»P°PeC,PéPeP° PeP°PSPrPEPrPsP-PSPeC... C-PSC,PuPeCtC-PNe Cr
PiP°CtC-C"PSC,C-PI C-P:- C,CHPéPIP°P»PsCh PSPuPN.C,CHPsPiPuPSC-C"Ch
(PSP°PiCRP&PeP»P°Pr, PiP°CtC-C”PSC,C-PI P-C- P-P»PsCIIPeC-CI'PSP&PjPé
P-P°C...PIPsCHCRPIP°PSPSCIIPjPé PeCHPsPIC-, CLIPeC- PsC,CHPéPjCrChC,Ct
C...C-PjC-PsC,PuCHP°PiC-Ch P°P+Ps PiP°C+C-C"PSC,C-PI PiCHPé
C,CHP°PSCI'PiP»P°PSC,P°CtC-C— PiPuPjPsPiPsPuC,PéC+PSPéEC... CI'C,PsPIP+CrCHPsPIP&C...
PeP»C-C,PePS).



P"C-C,Pe.

PxP»CrPePsPSP°P-PsP» PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrC-C,CIIPj PrP»CII
P»C-PeCrPIP°PSPSCII PeP°PSPrP&PrPsP-C-PI CI'P»P&P-PsPIPEC... PsP+PsP»PsPSPsPe
(PeP°PSPrPéPrPsP- CHPsC,PsPiP»PsC,PePé, PeP°PSPrPéPrPsP- CI'C,CHP°PIPsC...PsPrCr),
C-PSPIP°P-PEPIPSP&C... PeP°PSPrPéPrPsP-C-PI, PeCHP&PIC,PsPePsPePsPIPsPiPs
PjPpPSC-PSPiC-C,Cr C,P° PrP»CII PiCHPsC, C-P»P°PeC,PéPePé PeP°PSPrPéPrPsP-PSPEC. ..
C-PSC,PpPeCtC-PNe Cf PiP°CtC-C”PSC,C-PI P-C- P-PSPéPYPuPSPé&Pj C-PjCrPSC-C,PuC,PsPj.
PuCHPpPiP°CRP°C, PjPsPIPSP°® P-P°CI'C,PsCI'PsPICPIP°C,Pé CIIPe
PiC-PrC,CHP&PjCIPIP°P»CHPSCT C,PuCEP°PiC-Ch PrP»CII PiPsPiPuCHPuPrPIPuPSPSCII
CHPuCtPéPrPePICT PeCRHPEPIC,PsPePsPePsPIPsPiPs PjPuPSC-PSPiC-C,Cr Cr PrC-C,PuPNe C-P-
PIP&CI'PsPeP&Pj CHP&P-P&PePsPj PNePsPiPs CHPsP-PIP&C,PeCt.

PyPuCHP°PiC-Ch PiCHPuPiP°CHP°C,PsPj PjPsPIPSP° CRHPsP-PiPsC+PéPSP°C,Pé PrPs
PsC,CHPé&PjP°PSPSCII CHPuP-CrP»CHC,P°C,C-PI PeCrP»CIHC,CrCHP°P»CHPSPEC... C,P°
C-PSCEPéEC... P»P°P+PsCEP°C,PsCEPSP&C... PrPsCI'P»C-PrPIPuPSCH; PsPrPSP°Pe PiC-CI'P»CI]
PsC,CHP&PjP°PSPSCII CHPuP-CrP»CHC,P°C,C-PI PiCHPsC,PéC-PSC,PuPeCtC-PNePSCr
C,PuCRP°PiC-Ch CI'P»C-Pr CI'PePsCEP&PiCIPIP°C,Pé PIC-PrPiPsPIC-PrPSPé&Pj C+P&PSPsPj.

PyuCLBHPsC,PePiPsPeP°P-P°PSPSCII.

—  P“C-PiPuCHCiCfC,P»P&PIC-CI'C,CHb PrPs C,P»CrPePsPSP°P-PsP»Cr, PrPs C-PSCEPEC...
P°P-PsP»CHbPSPEC... CRPRCPSPIPEPS P°P+Ps PrPs P+CrPrCH-CLIPePsC— P-
PrPsPiPsPjC-PPSP&C... CEPuCtPsPIP&PS P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+Cr;

—  PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr P-
C,PuCHC, PuPSP°PrPéPSPsPj PiCEPsC,PéPiPsPeP°P-P°PSPu PiP°CtC-C”PSC,P°Pj, C1IPeC-
PiCRHP&PNePjP°CRC,CH C,P»CrPePsPSP°P-PsP» P+P°PiP°C,PsCEHP°P-PsPIPs Cr PrPsP-P°C... 400
PjPi PSP° PrPsP+Crt P°P+Ps PIP&C%oPp (PSP° PiC-PrCI'C,P°PIC- CHPuP-CrP»CHC,P°C,C-PI
PrPsCI'P»C-PrPYPuPSCH PIP-P°C”PjPsPrC-C— PiCEPé P+P°PiP°C,PsCHP°P-PsPIPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC-);

—  PsPrPSPsC#P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr P-
C-PSC£Pé&PjPé P»C-PeP°CHCI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs PiPsPrPsPIPICrCRC,CH
C-PSC,PuCHPIP°P» QT C,P° PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh
C,,PuCHPjPuPSC,Cr CYP3Ph4 (PSP°PiCHP&éPeP»P°Pr CtPéP-P°PiCHPEPrCY, P°CI'C,PpPjC-P-PsP»CF,
PiC-PjPsP-P&PrCr, C...C-PSC-PrPéPSCr C,P° PuCHP&C,CHPsPjC-CtP&PSCT), PrPéPI.
CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB» C,P°
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI'CHPePéPjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB».

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

PuCHPsC,PéPiPsPeP°P-P°PSPu CI'CIPjC-CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII P-
PSP&PYCtPuP-P°P-PSP°C+PuPSPEPjPé B P»C-PeP°CRCI CHhPeP&PiPé P-P°CI'PsP+P°PiPé

P!PéP-P°PiCFPéPr. PiuPsPIC-PrPsPjP»CLIP»Pé PiCHPs C,P°PeC- CLIPIPEC%oP° P- P+PsPeCr
CI'PuCHC1CII CLIPe PiP°CEPsPeCI'PéP-PjP°P»CIHPSP° CEP»CrPSPsCtPePsPIP®



C,P°C...C-PeP°CEPrC-ClI C,PéPiCt B«PiC-CECIPuC,B» Crf PiP°CtC-C”PSC,C-PI, CIIPeC-
PsPrPSPsCHP°CI'PSPs PICEP&PNePjP°P»P& C,P»CtPePsPSP°P-PsP» C,P° CtP&P-P°PiCEP&Pr. PuC-Pr
C+P°CI" PePsPSC,CEPsP»CHPsPIP°PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII P+CtP»Ps
PIP&CLIPIP»PuPSPs, C%oPs PsPrPSPsC4P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII

C, P»CrPePSPSP°P-PsP»Ct PI PrPsP-C- 200 PjPi 1 CEP°P- PSP° PrPsP+Ct C,P°
CtP&P-P°PiCEP&PrCt Cf PrPsP-C- 20 PjPi 4 CRHP°P-Pé PSP° PrPsP+Ct CI'PiCEP&C+PEPSCLIP»Ps
P-PSP°C$PSPp PiC-PrPIP&C%0PRPSPSCII CEC-PIPSCII C+P&P-P°PiCEPEPrCY Cf PiP»P°P-PjC-
PeCEPsPIC- C,P° PiPsPrPsPIP{PuPSPSCII C-PSC,PuCEPIP°P»Crt QTCI. P>C-PeCfPIP°PSPSCII P-
PsPrPSPsC+P°CI'PSP&Pj P-P°CI'C,PsCI'CFPIP°PSPSCIIPj C,P»Cr-PePsPSP°P-PsP»Ct: C,P°
C1P&P-P°PiCEP&PrCt PiCHPsC,PéPiPsPeP°P-P°PSPy (PrP&PI. CHPsP-PrC-P»
B«PuCHPsC,P&PiPsPeP°P-P°PSPSCLIB»).

PyPuCHEC, PuPSP°PrPéPS. P] P-PI'CIIP-PeCt P- PIPEPiP°PrPeP°PjPé CI'PuCEPN:PsP-PSPEC...
CI'PuCHCtPpPIPEC... P°CHP&C,PjC-PNe, CI'PiCHPECHPEPSPuPSPéC... PiPsPrPsPIPIPuPSPSCIIPj
C-PSC,PuCHPIP°P»Cr QTc, Cf PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHPEPNePjP°P»Pé P°P-PsP»CHPSC-
PiCEPsC,PéPiCHPéP+PePsPIC- P-P°CI'PsP+Pé PsPrPSPsC+P°CI'PSPs P-

C,PuCHC, PuPSP°PrPéPSPsPj, P+CrP»Pé PiCRHPsPIPuPrPuPSC- PrPsCI'P»C-PrPYPuPSPSCII
PIP-P°C”PjPsPrC-C— CtP&C... P»C-PeP°CHCI'CHhPePEC... P-P°CI'PsP+C-PI. PJ
PrPsCI'P»C-PrPPuPSPSC- P- PiCEP&éPNPsPjPsPj C,P»CrPePsPSP°P-PsP»Cr 200 PjPi PSP°
PrPsP+Cr PSP P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CHPsPIP°PSPs PiPsPrPsPIPIPuPSPSCII
C-PSC,PuCHPIP°P»Cr QTc. PtPSCEPp PrPsCI'P»C-PrPYPuPSPSCII P- PiCHPEPNePsPjPsPj
C,P»CrPePsPSP°P-PsP»Cr 400 PjPi C,P° 800 PjPi PSP° PrPsP+Ct PIP&CIIPIP&EP»Ps, C%oPs

C, P»CfPePsPSP°P-PsP», PiCEPé P-P°CI'C,PsCI'CFPIP°PSPSC- Cr PrPsP-C- 400 PjPi PSP° PrPsP+Cr
P°P+Ps PIPEC%oPy, P-PSP°C+PSPs P-P+C-P»CHCECIC” CHC-PIPuPSCH

C,PuCHC, PuPSP°PrPéPSCr Cr PiP»P°P-PjC- PeCHPsPIC- PI CHP°P-C- PsPrPSPsC+P°CI'PSPsPiPs
PiCHP&PNePsPjCt. PYCrPjC-CI'PSPp P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr PI
PrPsP-P°C... 400 PjPi P°P+Ps PIPEC%oPu C-P- C,PuCHC, PuPSP°PrPéPSPsPj
PiCEHPsC,PéPiPsPeP°P-P°PSPy (PrPéPI. CEPsP-PrC-P»B B«PuCEPsC,PéPiPsPeP°P-P°PSPSCIIB»).
P] CHP°P-C- PsPrPSPsC$P°CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] C,P»CrPePsPSP°P-PsP»Cr Cr
PrPsP-P°C... PSPEPYC+Pp 400 PjPi PSP° PrPsP+Cr C-P- C,PuCHC,PuPSP°PrPéPSPsPj CI'P»C-Pr
PiCEPsPIPsPrPéC,Pé CEPuC,PuP»CHPSPEPNe PjPsPSC-C,PsCEP&PSPi CI'C,P°PSCr
PiP°CtC-C”PSC,P°.

PhCI'C,PuPjC-P-PsP». PYCrPjC-CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr P-
P°CI'C,PuPjC-P-PsP»PsPj PjPsPYPu P-PjPuPSCEPEC,Pé PeP»C-CHPuPSCI' P°CI'C,PuPjC-P-PsP»Cr.
PYPiCHP&C+PEPSPuPSP° C1PéPj PiC-PrPIPEC%0PpPSP° PePsPSCtPuPSC,CEP°CtC-CII
P°CI'C,PuPjC-P-PsP»Cr Ct PiP»P°P-PjC- PeCEPsPIC- PjPsPPu PiCHP&P-PIPuCI'C,Pé PrPs
PiPsPrPsPIPPuPSPSCII C-PSC,PuCHPIP°P»Cr QT C,P° PI CHC-PrPeC-CI'PSPEC...
PIP&éPiP°PrPeP°C... PrPs PiP°CHPsPeCI'P&éP-PjP°P»CHPSPsC— CEP»CrPSPsCHPePsPIPsC—
C,P°C...C-PeP°CHPrC-C— C,PéPiCr B«PiC-CHCIPuC,B». PhPrPSPsC+P°CI'PSPu
P-P°CI"C,PsCI'CfPIP°PSPSCI]I C,P»CrPePsPSP°P-PsP»Cr C,P° P°CI'C,PuPjC-P-PsP»Cr
PiCHPsC,P&éPiPsPeP°P-P°PSPy (PrPéPI. CHPsP-PrC-P» B«PiuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PyC-PjPsP-PéPr. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CtPePsPSP°P-PsP»Cr P-
PiC-PjPsP-P&PrPsPj PjPsPPu PiCHP&P-PIPuCI'C,Pé PrPs C-PSPiC-P+CrPIP°PSPSCII
PjPuC,P°P+PsP»C-P-PjCr PiC-PjPsP-P&PrCr, C...PsC+P° PIC-PrPiPsPIC-PrPSP&C...
PrPsCI'P»C-PrPIPuPSCH in vitro C,P° in vivo PSPu PiCHPsPIPsPrPéP»Pé. PiC-PrPIPEC%oPuPSP°
PePsPSCtPpPSC,CHP°CtC-CII PiC-PjPsP-P&PrCr Cr PiP»P°P-PjC- PeCHPsPIC- PjPsPYPu
PiCEP&P-PIPUCI'C,Pé PrPs PiPsPrPsPIPPuPSPSCII C-PSC,PuCEPIP°P»Cr QT C,P°, PI
CHC-PrPeC-CI'PSP&C... PIPEPiP°PrPeP°C..., PrPs PiP°CEPsPeCI'PEP-PjP°P»CHPSPsC—
CEP»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,P&PiCr B«PiC-CHCIPuC,B».



PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Cr P:
PiC-PjPsP-P&PrPsPj PiCHPsC,PéPiPsPeP°P-P°PSPp (PrPéPl. CEPsP-PrC-P»B
B«P1iCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PI'C-PSC-PrPéPS. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Cr
C,P° C...C-PSC-PrP&PSCt PjPsPPu PiCRP&P-PIPsPrP&éC,Pé PrPs C-PSPiC-P+CrPIP°PSPSCII
PjPuC,P°P+PsP»C-P-PjCr C...C-PSC-PrPéPSCr, C...PsC+P° PIC-PrPiPsPIC-PrPSPéC...
PrPsCI'P»C-PrPIPuPSCH in vitro C,P° in vivo PSPy PiCHPsPIPsPrPEP»Pé.
P—P°CI'C,PsCI'CfPIP°PSPSCI]I C...C-PSC-PrPéPSCr P+CrP»Ps PiPsPI'CIIP-P°PSPy P
PiPsPrPsPIPYPuPSPSCLIPj C-PSC,PuCHPIP°P»Cr QT C,P° PI CHC-PrPeC-CI'PSPEC...
PIP6PiP°PrPeP°C... BR" PiP°CHPsPeCI'P&éP-PjP°P»CHPSPsCR CEP»CrPSPsC+PePsPIPsCh
C,P°C...C-PeP°CHPrC-C”"Ch C,PéPiCt B«PiC-CHCIPuC,B». PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr P- C...C-PSC-PrPéPSPsPj
PiCEPsC,PéPiPsPeP°P-P°PSPp (PrPéPI. CEPsP-PrC-P» B«PiiCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

P+CEPéEC,CHPsPjC-C1PéPS. PhPrPSPsCP°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCI]
C,P»CfPePsPSP°P-PsP»Ct P- PuCHP&C,CHPsPjC-CtP&PSPsPj PjPsPYPu PiCHP&P-PIPsPrPéC,Pé PrPs
PiC-PrPIPEC%oPpPSPSCII CEP&P-PEPeCr PeP°CRPrC-PsC,PsPeCI'PéC+PSPsCI'C,C-
(PiPsPrPsPIPPuPSPSCLI C-PSC,PuCHPIP°P»Cr QT C,P° PiP°CEPsPeCI'PEP-PjP°P»CHPSPsC—
CE€P»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PéPiCr B«PiC-CHCIPuC,B»), C,P°, CIIPe
PSP°CI'P»C-PrPsPe, PrPs CHP°PiC,PsPIPsC— PePsCEPsPSP°CHPSPsC— CI'PjPuCHC,C-.
PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Cr C,P°
PuCHPEC,CHPsPjC-CtPéPSCT PiCHPsC,PéPiPsPeP°P-P°PSPy (PrPéPI. CHPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB»).

PkPu CRPuPePsPiPuPSPrPsPIP°PSPu PsPrPSPsCiP°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII P-

PSP&PYC+PuP-P°P-PSP°C+PuPSPEPjPé P»C-PeP°CRCI CHhPePEPjPé P-P°CI'PsP+P°PjPé

P“P°P»PsC,P°PSC,CEPéPS. PuP»CiPePsPSP°P-PsP» PjPsPPu P-P+C-P»CHCECIrPIP°C,Pé
PePsPSCtPpPSC,CHP°CtC-Ch PiP°P»PsC,P°PSC,CEP&PSCY Crf PiP»P°P-PjC- PeCHPsPIC- P-P°
CHP°C...CFPSPsPe C-PSPiC-P+CrPIP°PSPSCII CYP3A4. PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCI]I C,P»CrPePsPSP°P-PsP»Cr C,P° PiP°P»PsC,P°PSC,CEP&PSCY
PjPsP{Pu P-P+C-P»CHCECIPIP°C,Pé CRP&P-PéPe PeP°CHPrC-PsC,PsPeCI'PECPSPsCI'C,C-
(PiPsPrPsPIPYPpPSPSCII C-PSC,PuCEPIP°P»Cr QT, PiP°CEHPsPeCI'PéP-PjP°P»CHPSP®
CEP»CrPSPsC+PePsPIP° C,P°C...C-PeP°CHPrC-CII C,PéPiCt B«PiC-CHCrPuC,B») C,P°, CIIPe
PSP°CI'P»C-PrPsPe, PiCEP&P-PIPsPrPéC,Pé PrPs CHP°PiC,PsPIPsC— PePsCHPsPSP°CHPSPsC—
CI'PjPuCHC,C-. P—P°CI'C,PsCI'CFPIP°PSPSCII PrP°PSPsC— P»C-PeP°CHCI'CHhPePsC—
PePsPjP+C-PSP°CtC-C— CI'P»C-Pr CfPSP&PeP°C,Pé (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCILIB»).

PYC{PjC-CI'PSPyu P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr C,P°
PSP&P{C+PuP-P°P-PSP°C+PuPSP&C... P»C-PeP°CRCI'CHPeP&C... P-P°CI'PsP+C-PI PIP&PjP°PiP°C”

PsP+PuCRPuPYPSPsCI'C,C-

PhPjC-PsPrP°CEPsPS. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P»CrPePsPSP°P-PsP»Cr P- P°PjC-PsPrP°CEPsPSPsPj PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs
PiPsPrPsPIPIPuPSPSCII C-PSC,PuCEPIP°P»Cr QT. PeP»CrPePsPSP°P-PsP», PsCI'PsP+P»Pé&PIPs Cr
PIP&CI'PsPeP&C... PrPsP-P°C... (800 PjPi), CI'P»C-Pr P- PsP+PuCRHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICIPIP°C,Pé CHP°P-PsPj P- P°PjC-PsPrP°CHPsPSPsP;.

PYCrPjC-CI'PSPyu P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr P-
PSP&PYCtPuP-P°P-PSP°C+PuPSPEPiPé P»C-PeP°CRCI CHbPePEPjPé P-P°CI PsP+P°PjPé




PIP&PjP°PiP°C” PsP+PuCHPuPYPSPsCI'C,C- C,P° PePsCHP&PiCrPIP°PSPSCII PrPsP-Pé

P’PiP»PéPI C-PSCEPSC... P»C-PeP°CRCI CHhPePéC... P-P°CI'PsP+C-PI PSP°
C.,.P»C2PePsPSP°P-PsP»

P”PsCI'P»C-PrPIPuPSPSCLI PIP-P°C”PjPsPrC-C— PIP&CLIPIPEP»P&, C%oPs
PiPuCHPsCEHP°P»CHPSPEPNe PiCEP&PN:PsPj C, P»CfPePsPSP°P-PsP»Ct CRP°P-PsPj P- C—P{PuCH,
CtP&PjPuC,PEPrPEPSPsP, P°PSC,P°CtPEPIP°PjPé P°P+Ps CEP°P-PsPj C-P- PiPsPrP°P»CHCEPEP]
P-P°PiP°P»CHbPSP&Pj PsPiCEPsPjC-PSPuPSPSCLIPj PrP»ClI C,CHP°PSCI'PiP»P°PSC,P°C1C-C—
PeC-CI'C,PePsPIPsPiPs PjPsP-PeCr PSPy PjP°C” PeP»C-PSC-C4PSPs P-PSP°C+CrC%oPsPiPs
PIPiP»P&PICT PSP° P°P+CI'PsCHP+CtC-Ch C,P»CPePsPSP°P-PsP»Cr.

P PéC,P°PjPiC-C1PéPS. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII

C, P»CtPePsPSP°P-PsP»Ct C,P° CEP&C, P°PjPiC-CtPEPSCY PiCEP&P-PIPsPrP&P»Ps PrPs
P-PSP&PYPRPSPSCILI AUC PSP® 25 % C,P° PrPs CI'PePsCEPsC+PuPSPSCII PiPuCHC-PsPrCr
PSP°PiC-PIPIP&PIPpPrPuPSPSCII C,P»CrPePsPSP°P-PsP»Ct PSP® 20 %. PjPsPjCt PrP»ClLI
PiP°CtC-C”PSC,C-PI, CLIPeC- PiCEP&PN-PjP°CRC,CH CEP&C, P°PjPiC-CtP&PS, CI'P»C-Pr
CEHPsP-PiP»CLIPSCEC,Pé PjPsPP»P&PIC-CI'C,CHb PiC-PrPIP&C%0PuPSPSCII PrPsP-Pé

C, P»CrPePsPSP°P-PsP»Cr.

P“C-PrCEPsC...P»PsCEPsC,C-P°P-PéPr. P] PrPsCI'P»C-PrP{PuPSPSC-
C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPsC— PIP-P°C”PjPsPrC-C— PsPrPSPsC+P°CI'PSPu
P+P°PiP°C,PsPeCRHP°C,PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
PiC-PrCHPsC...P»PsCEPsC,C-P°P-PéPrCr P-PrPsCRHPsPIPéPj PrPsP+CHPsPIPsP»CHCtCIIPj,
CIIPeC- PsC,CRPé&PjCrPIP°P»Pé C,P»CrPePsPSP°P-PsP», PiC-PrPIP&C%oCrPIP°P»Ps
PePsPSCtPuPSC,CHP°CtC-Ch C,P»CrPePsPSP°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC- PSP° 40 %.
PyP°PeC- PiP°CHP°PjPuC,CHPé PIP-P°C”PjPsPrC-C— PSPy PIPéPjP°PiP°CRC,CH> P-PjC-PS Cf
CHPuPYP&PjC- PrPsP-CrPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Cr PrP»CII PiP°C+C-C”PSC,C-PI,
CIIPeC- PsPrPSPsC+P°CI'PSPs PsC,CHPéPjCFCRC,CH CI'PuCtPsPiC-PSPSC- P-P°CI'PsP+Pé.

P’PiP»PéPI C,,P»C2PePsPSP°P-PsP»Cé PSP° C-PSCEC- P»C-PeP°CECI CHhPeC- P-P°CI'PsP+Pé

PxP»CrPePsPSP°P-PsP» C” PiPsPjC-CHPSPéPj C-PSPiC-P+C-C,PsCHPsPj CtP&C,PsC...CHPsPjCr
P450 (CYP) C-P-PsC, PuCEPjPaPSC,C-PI 2C9 C,P° 3A4. PuP»CrPePsPSP°P-PsP» C”
PiPsC,CIPIPSPé&Pj C-PSPiC-P+C-C,PsCHPsPj C-P-PsC,PuCEPjPuPSC,Ct CYP2C19. PhPeCHC-Pj
CtPé&C... PIP&PrC-PI PIP-P°C”PjPsPrC-C—, CIIPeC- CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII P°P+Ps
P+CrP»Pé P-P°PrPsPeCrPjPuPSC,PsPIP°PSC-, PSP°CIIPIPSPéPN. CHPé&P-PéPe
PiC-PrPIP&C%oPuPSPSCII PePsPSCtPuPSC,CHP°CtC-C— C-PSCEPEC... CI'PiPsP»CrPe, CIIPeC-
PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CII CYP2C9, CYP2C19 C,P° CYP3A4, PiCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- P- C, P»CrPePsPSP°P-PsP»PsPj. PiPsPjCr
PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- CtPéC... PePsPjP+C-PSP°CtC-PNe PSPuPsP+C...C-PrPSPs
PrPsC,CRP&PjCIPIP°C,PECI'CI] PsP+PuCHPuPIPSPsCI'C,C- C,P° PiCEPsPIPsPrPéC,Pé
CHPuC,PuP»CHPSP&PN: PjPsPSC-C,PsCHP&PSPi CI'C,P°PSCr PiP°CtC-C”PSC,P°.
PtPSPiC-P+CrCRC+P° PrC-CII C,P»CrPePsPSP°P-PsP»Cr PSP° C, PuCHPjPuPSC,Pé
P-P+PuCHC-PiP°C”C,CHCI'CII PiCHPsC,CILIPiPsPj 485 PrPSC-PI PiC-CI'P»CII
PiCEP&PiPEPSPuPSPSCII PNePsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCII Cr P-PI'CLIP-PeCt P- PNePsPiPs
C,CRP&PIP°P»P&Pj PiPuCHC-PsPrPsPj PSP°PiC-PIPIPEPIPuPrPuPSPSCI].

P5P»CHC,PuPSC,P°PSC-P». P] CRP°P-C- PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
C,,P»CrPePsPSP°P-PsP»Cr (400 PjPi) P- P°P»CHC, PuPSC,P°PSC-P»PsPj (20 PjPePi/PePi)
PIPSCrC,CHC-CEPSCHPsPIPUPSPSPsB P-PrPsCEPsPIPéPj PrPsP+CHPsPIPsP»CHCtCLIPj
PiPsPeP°P-PSPéPe AUC,, P°P»CHC, PuPSC,P°PSC-P»Cr P-CREPsCI'C,P°PI CfPrPIC-C+C-,



PjPsPYP»P&PIPs, C+PuCEPuP- C-PSPiC-P+CrPIP°PSPSCII CYP3A4. PwPsPYPu P+CrC,Pé
PSPuPsP+C...C-PrPSPéPj PePsCEP&PiCIPIP°PSPSCILI PrPsP-Pé P°P»CHhC, PuPSC,P°PSC-P»Cr.

PhPjC-C,CEPéPiC,PéP»C-PS, PSPsCEC,CHPEPIC,PéP»C-PS. PuP»CrPePsPSP°P-PsP»
PiPsCI'PéP»CRC” PrC-Ch P°PjC-C,CHP&PIC,PéP»C-PSCr C,P° PSPsCHC,CHP&PIC,PéP»C-PSCF.
P PpPePsPjPuPSPrPsPIP°PSPs PiCHPsPIPuCI'C,Pé PIPéPjC-CHCRPIP°PSPSCII 5-
PSPsCHC,CRHPEPIC,PéP»C-PSCr C,P°/P°P+Ps S-P°PjC-C,CRHP&PiC,PéP»C-PSCr PSP°
PiPsC$P°C,PeCr PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C— C,P° C+PuCHPuP- 1
C,P&éPYPrPuPSCH. P] CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- CI'P»C-Pr
CI'PePsCRHPEPiCrPIP°C,Pé PrPsP-Cr
P°PjC-C,CRP&PiC,PéP»C-PSCr/PSPsCHC,CRP&PIC,PéP»C-PSCF.

PhPjC,PsC,PuCEPECtPéPS P’. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CIPIP°PSPSCII
C,P»CrPePsPSP°P-PsP»Cr P- P°PjC, PsC,PuCHPECtPéPSPsPj P’ C-PSC, C-PePsPIP°PSP&P;
PjPECEP°Pj C-P- PSPsCHPjP°P»CHPSP&Pj C,P° PiCHPéPiPSC-C+PuPSP&Pj C-PjCrPSC-C,PuC,PsPj
PiCREPsPrPuPjPsPSCI'C,CHCIPIP°P»Ps C,P°PeC- CHPuP-CrP»CHC,P°C,Pé: PSPuP-PSP°C+PSP°
P°PrPéC,PéPIPSP° PiCHPsC,PéPiCHPéP+PePsPIP°® PrC-CII PiCHPé CI'PECI'C,PpPjPSC-PNe
C-PSC, PpuPeCtC-C— C. albicans, PIC-PrCI'CrC,PSC-CI'C,CH PIP-P°C”PjPsPrC-C— PiCHPé
C-PSC,CHP°PeCRHP°PSC-P°P»CHPSC-PNe C-PSC, PuPeCtC-C— Cryptococcus neoformans C,P°
P°PSC,P°PiPsPSC-P-Pj PrPIPsC... P»C-PeP°CHCI'CHhPeP&C... P-P°CI'PsP+C-PI PiCHPé
CI'P&CI'C,PuPjPSC-PNe C-PSC, PuPeCtC-C— B Aspergillus fumigatus. PisP»C-PSC-CPSPu
P-PSP°C+PuPSPSCII CRPuP-CP»CHC,P°C,C-PI, PsC,CEP&PjP°PSP&C... PiC-Pr C+P°CI’
CtCHPsPiPs PrPsCI'P»C-PrPPuPSPSCI], PSPuPIC-PrPsPjPy.

PhPSC,PéPePsP°PiC4P»CIIPSC,Pé. PiC-Pr CP°CI PiPsCI'C,PjP°CHPePuC,PéPSPiPsPIPsPiPs
PiPpCHC-PsPrCt, CIIPe C- PiCRPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSCEP&C...
P°P-PsP»CHPSPéEC... PICHPsC,PéPiCHPéP+PePsPIP&C... P-P°CI'PsP+C-PI,
PiPsPIC-PrPsPjP»CIIP»Pé PiCEHPs PuPiC-P-PsPrPé PeCHPsPIPsC,PuCt (CI'PEPSCtC-,
PSPsCI'PsPIC- PeCEPsPIPsC,PuC+C-, CEP»CrPSPePsPIPs-PePECEPePsPIC- PeCHPsPIPsC,PuCtC-,
PiPuPjP°C,CrCHC-CII C,P° PjPuP»PuPSP®), PiPsPI'CIIP-P°PSC- P-C- P-P+C-P»CHCEPuPSPSCIIPj
PiCHPsC,CEPsPjP+C-PSPsPIPsPiPs C+P°CI'Ct Cf PiP°CtC-C”PSC,C-PI, CLIPeC-
PiCRHP&PNePjP°P»Pé C,P»CrPePsPSP°P-PsP» PsPrPSPsC+P°CI'PSPs P- PIP°CHC, P°CHPEPSPsP;.
PuCHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CfPePsPSP°P-PsP»Cr C,P°
PIP°CHC, P°CRP&PSCT CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CII PrPIPsPeCEP°C,PSPu
PiPsPrPsPIPIPuPSPSCII PiCHPsC,CHPsPjP+C-PSPsPIPsPiPs C+P°CI'Ct, PjPsPP»P&PIPs,
PIPSP°CI'P»C-PrPsPe C-PSPiC-P+CrPIP°PSPSCI] PjPuC,P°P+PsP»C-P-PjCt PIP°CHC,P°CEP&PSCT
CPuCHPuP: CYP2C9. PirP°Ct+C-C”PSC,P°Pj, CIIPeC- PiCEP&PN:PjP°CRC,CH
P°PSC,PéPePsP°PiCrP»CIIPSC,Pé PeCrPjP°CHPEPSPsPIPsPiPs C,PEPiCr P°P+Ps
C-PSPrP°PSPrC-PsPS PsPrPSPsC+P°CI'PSPs P- C,P»CrPePsPSP°P-PsP»PsPj,
PSPuPsP+C...C-PrPSPs PiCHPsPIPsPrPéC,Pé CHPuC,PuP»CHPSPéPNe PePsPSC,CHPsP»CH
PiCHPsC,CEPsPjP+C-PSPsPIPsPiPs C+P°CI'Ct. PmPsPYP»P&PIPs, P-PSP°PrPsP+Pé&C,CHCI'CII
PePsCHP&PICIPIP°PSPSCII PrPsP-Pé P°PSC,PéPePsP°PiCrP»CIIPSC,Cr.

P'PuPSP-PsPrC-P°P-PuPiC-PSPé PePsCFPsC,PePsC— PrC-C—, PSP°PiCFPéPeP»P°Pr
PjC-PrP°P-PsP»P°Pj, C,CEPéP°P-PsP»P°Pj. PuCHP&P-PSP°C+PuPSPSCII C,P»CrPePsPSP°P-PsP»Cr
PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PjC-PrP°P-PsP»P°PjCr
PiCHP&P-PIPsPrPéP»Ps PrPs P-PSP°C+PSPsPiPs PiC-PrPIPéC%oPpPSPSCII
PePsPSCtPpPSC,CHP°C+C-C— PjC-PrP°P-PsP»P°PjCr C,P° PrPs PiPsCI'PéP»PuPSPSCII
PiCI'PéC...PsPjPsC,PsCHPSP&C... PuC,PuPeC,C-PI. PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Crt Cf PrPsP-C- 200 PjPi C,P°
PjC-PrP°P-PsP»P°PjCr Cr PrPsP-C- 7,5 PjPi PiPuCHPsCHP°P»CIHPSPs PiCHPEP-PIPsPrPéP»Ps PrPs
PiC-PrPIPéC%oPpPSPSCII AUC C,P° PiPuCRHC-PsPrCr PSP°PiC-PIPIPéPIPuPrPuPSPSCII Cr 3,7



C,P° 2,2 CRP°P-P° PIC-PrPiPsPIC-PrPSPs. P—P°CI'C,PsCI'CrPIP°PSPSCII
C,,P»CrPePsPSP°P-PsP»Cr Cr PrPsP-C- 200 PjPi/PrPsP+Cr C,P° 0,25 PjPi C,CHPEP°P-PsP»P°PjCr
PiPpuCHPsCHP°P»CHPSPs PiCHP&éP-PIPsPrPéP»Ps PrPs PiC-PrPIPéC%oPpPSPSCII AUC C,P°
PiPuCHC-PsPrCr PSP°PiC-PIPIP&PIPuPrPuPSPSCII C,CHPEP°P-PsP»P°PjCr Cr 4,4 C,P°

2,3 CHP°P-P° PIC-PrPiPsPIC-PrPSPs. PuCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CrPePsPSP°P-PsP»Cr C,P° C,CHP&P°P-PsP»P°PjCr
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PiPsC,PuPSCtC-CRPIP°PSPSCII C,P°
PiCHPsP»PsPSPiP°CtC-CII PuC,PuPeC,C-PI C,CHPEP°P-PsP»P°PjCF.

PIPeC%oPs PiP°CtC-C”PSC,Cr, CIIPePéPNe PiCHPsC...PsPrPéC,CH PeCrCHCI
P»C-PeCrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»PsPj, CI'P»C-Pr PsPrPSPsC+P°CI'PSPs
PiCHPEP-PSP°CtPéC,Pé C,PuCHP°PiC-Ch P+PuPSP-PsPrC-P°P-PuPiC-PSP°PjP€, PrPsP-Cr
PsCI'C,P°PSPSC-C... CI'P»C-Pr P-PjPuPSC£P&C,Pé C,P° PICI'C,P°PSPsPIPEC,Pé
PSP°P»PpPYPSP&PN. PSP°PiP»CIIPr P-P° CI'C,P°PSPsPj PiP°CtC-C”PSC,P°.

PP°CFP+P°PjP°P-PuPiC-PS. PxP»CtPePsPSP°P-PsP» PiCEP&PiPSC-C+CrC”
PjPuC,P°P+PsP»C-P-Pj PeP°CEP+P°PjP°P-PpuPiC-PSCt C,P° CI'PiCEP&C+PEPSCILIC”
PiC-PrPIP&C%oPRPSPSCLI CEC-PIPSCII PeP°CEP+P°PjP°P-PuPiC-PSCY PI CI'P6CEPsPIP°C,CtC-
PeCHPsPIC- PSP° 30 %. PtCI'PSCIC” CEP&P-PéPe CHPsP-PIP&C, PeCrt PiCHPsCLIPIC-PI
C,PsPeCI'P6C+PSPSCI'C,C- P- P+PsPeCt PeP°CHP+P°PjP°P-PuPiC-PSCt. PuPsPPu P+CIC,Pé
PSPuPsP=+C...C-PrPSP&Pj PePsCHP&PiCIPIP°PSPSCII PrPsP-Pé PeP°CEHP+P°PjP°P-PuPiC-PSCY
P-P°P»PpP{PSPs PIC-Pr CEC-PIPSCII PNePsPiPs PePsPSC{PpPSC,CHP°CtC-C— C,P° PrC-C—
PiCEHPuPiP°CHP°C, Y.

P'P»PsPeP°C,PsCFPé PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI. P"PuCIIPeC-
P°PSC,P°PiPsPSC-CI'C,Pé PeP°P»CHCtC-Ch (PSC-C,PuPrPéPiC-PS, C-CI'CRP°PrPéPiC-PS,
P°PjP»PsPrPéPiC-PS, PIPuCHP°PiP°PjC-P» C,P° C,PuP»PsPrPé&PiC-PS)
PjPuC,P°P+PsP»C-P-CrCRC,CHbCI'CII C,PuCEPjPuPSC,PsPj CYP3A4. PuP»CrPePsPSP°P-PsP»
PiPsC,PuPSCtC-PNePSPs PjPsPYPpu PiC-PrPIP&C%oCrPIP°C,Pé CI'P&CI'C,PuPjPSCr
PuPeCI'PiPsP-PéC+C-ChH P+P»PsPeP°C,PsCHC-PI PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI.
P PpPePsPjPuPSPrPsPIP°PSPéPNe CHPuC,PpP»CHPSPEPNe PjPsPSC-C,PsCHPEPSPi C%oPsPrPs
CHPsP-PIP&C,PeCr PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe.

P!\PuP»PuPePsPeCI PéP+. PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
C,,P»CrPePsPSP°P-PsP»Cr (200 PjPi PSP°® PrPsP+Cr) C,P° CtPuP»PuPePsPeCI'PéP+Cr (200 PjPi)
Cpox C,P° AUC CtPpuP»PpPePsPeCI'PéP+Cr PiC-PrPIP&C%o0CrPIP°P»PECI'CII PSP°® 68 % C,P° 134 %
PIC-PrPiPsPIC-PrPSPs. PiCEPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC-
CtPuP»PpPePsPeCI'PEP+CT C,P° C,P»CrPePsPSP°P-PsP»Cr PjPsP{Pp P+CrC,Pé
PSPuPsP+C...C-PrPSPé&Pj P-PjPuPSCEPuPSPSCII PrPsP-Pé CtPuP»PuPePsPeCI'PEP+Cr
PIPrPIC-CtC-.

P!PéPeP»PsC,PsCI'C,P°PjC-Pr. PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CPIP°PSPSCI]
CtPé&PeP»PsC,PsCI'C,P°PjC-PrCr C,P° C,P»CrPePsPSP°P-PsP»Crt PiCEP&P-PIPsPrPéC,CH PrPs
PiC-PrPIPEC%oPpPSPSCII CEC-PIPSCII P+C-P»C-CHCIrP+C-PSCr C,P° PeCRPuP°C,PEPSC-PSCY
PI CI'PéCEHPsPIP°C,CtC- PeCHPsPIC-. P/C- PiCEPuPiP°CRHP°C,Pé PjPsPYPSP®
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PsPrPSPsC+P°CI'PSPs, P-PIP°PIP°CRC+tPé PSP° CRP&P-PéPe
PiC-PrPIPEC%oPpPSPSCII PePsPSCtPuPSC,CHP°CtC-C— P+C-P»C-CRHCrP+C-PSCr C,P°
PeCHPuP°C,PéPSC-PSCT PI CI'PéCHPsPIP°C,CtC- PeCHPsPIC-.

PuPuPSC,P°PSC-P». PyPsPIC-PrPsPjP»CIIP»Pé PiCHPs PsPrPePS P»PuC,P°P»CEbPSPePNe
PIP&PiP°PrPsPe C-PSC,PsPeCI'PéPeP°C+C-C— C,PuPSC,P°PSC-P»PsPj PIPSP°CI'P»C-PrPsPe
PjPsP{P»PéPIPsC— PIP-P°C”PjPsPrC-C— C,PuPSC,P°PSC-P»Cr C,P° C,P»CrPePsPSP°P-PsP»Cr.



P”Ps C,PsPiPs P, Ct PrPsCI'P»C-PrPIPuPSPSC- P- CfC$P°CI'C,CR P-PrPsCEPsPIP&C. ..
PrPsP+CEPsPIPsP»CHCtC-PI P+CiP»Ps PiCEPsPrPuPjPsPSCI'C,CEPsPIP°PSPs, C%oPs

C, P»CIPePsPSP°P-PsP» P-PSP°C4PSPs CI-PiPsPIC-P»CHPSCRPIP°PI PuP»C-PjC-PSP°CtC-Ch

C, PuPSC,P°PSC-P»Cf. PC-PrPIP&C%oPuPSPSCII PePsPSCtPuPSC,CHP°C+C-C—
C,PuPSC,P°PSC-P»Cr PjPsPYPp PiCEP&P-PIPUCI'C,Pé PrPs PiCEP&PiPSC-C4PuPSPSCII
PrP&C...P°PSPSCII, C,PsPjCt CI'P»C-Pr CHPuC,PuP»CHPSPs PePsPSC,CEPsP»CRPIP°C,Pé
CI'C,P°PS PiP°C+C-C”PSC,P°. PmPsP{Pp P+CrfC,Pé PSPuPsP+C...C-PrPSPsCR PePsCHPuPeCtC-ClI
PrPsP-Pé C, PpPSC,P°PSC-P»CF.

PtPSPiC-P+C-C,PsCEPé P“PrP“-PaPsPh-CEPuPrCsPeC,P°P-Pé. PYCIPjC-CI'PSPy
P-P°CI'C,PsCI'CfPIP°PSPSCII C, P»CrPePsPSP°P-PsP»Cr C,P° C-PSPiC-P+C-C,PsCEC-PI
P“PrP“-P150A-CEPUPrCrPeC,P°P-Pé, C%oPs PjPuC,P°P+PsP»C-P-CFCRC,CHCI'CII CYP3A4
(P°C,PsCHPIP°CI'C,P°C,PéPS C,P° CI'P&PjPIP°CI'C,P°C,PéPS), P°P+Ps C-PSPiC-P+C-C,PsCHC-PI
P“PwP“-P150A-CHPPPrCIPeC,P°P-Pé, C%oPs PjPuC,P°P+PsP»C-P-CICRC,CHCI'CII CYP2C9
(C,P»CrPIP°CI'C,P°C,PéPS), PiC-PrPIPEC%oCIC” CEP&P-PéPe CHPsP-PIP&C, PeCr
PjC-PsPiP°C,C-C— C,P° CRP°P+PrPsPjC-PsP»C-P-Cf. P] CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C-
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CIPIP°PSPSCII CtP&C... PICEPuPiP°CEP°C,C-PI
CI'P»C-Pr CHPUC,PuP»CIbPSPs CI'PiPsCI'C,PuCEC-PiP°C,Pé P-P° PiP°C+C-C”PSC,PsPj C%oPsPrPs
PIP&éPSP&PePSPuPSPSCII CI'P&PjPIC, PsPjC-PI PjC-PsPiP°C,C-C— C,P°
CHP°P+PrPsPjC-PsP»C-P-Ct C- PiCRPsPIPsPrP&C,Pé PjPsPSC-C,PsCEP&PSPi CEC-PIPSCII
PeCRPpP°C,PéPSPeC-PSP°P-Pé. P] PIP&PiP°PrPeCr P-PSP°C4PSPsPiPs PiC-PrPIPEC%oPRPSPSCII
CHC-PIPSCII PeCRPuP°C,PEPSPeC-PSP°P-Pé, P° C,P°PePsPY PiCHPé
PrC-P°PiPSPsCI'C,CrPIP°PSPSC- P°P+Ps PiC-PrPsP-CEC- PSP°
PjC-PsPiP°C,C-CR/CEHP°P+PrPsPjC-PsP»C-P- P-P°CI'C,PsCI'CfPIP°PSPSCII
C-PSPiC-P+C-C,PsCEC-PI P“PwP*-Pr0A-CHPRPrCPeC,P°P-Pé CI'P»C-Pr PiCEP&PiP&éPSPEC, Pé.

PtP+CEPéC,PéPSC-P+. PuPsPjC-CHPSC- C-PSPiC-P+C-C,PsCHPé CYP3A4, C,P°PeC- CIIPe

C, P»CrPePsPSP°P-PsP», PiC-PrPIPéC%oCrCRC,CH PePsPSCtPuPSC,CEP°CtC-Ch
C-P+CHP&C,PEPSC-P+Cr Cr PiP»P°P-PjC- PeCEPsPIC- C,P° PjPsPYCrC,CH
PiC-PrPIPEC%oCIPIP°C,Pé CHP&P-PéPe C,PsPeCI'PéC+PSPsCI'C,C-. PIPeC%oPs
PSPuPjPsPYP»P&PIPs CFPSPéPePSCrC,Pé PePsPjP+C-PSP°CtC-C— PiCHPuPiP°CRHP°C,C-PI,
PiPsC,CHC-P+PSPs P-PjPuPSCEP&C,Pé PrPsP-Cr C-P+CHP&C,PéPSC-P+Cr PrPs 280 PjPi PsPrP&PS
CEP°P- PSP° PrPsP+Cr (2 PeP°PiCI'CfP»Pé) P- PjPuC,PsCh PiCHPsPrPsPIP{PuPSPSCII
P-P°CI'C,PsCI'CFPIP°PSPSCII C-PSPiC-P+C-C,PsCECY C,P° P-P°P+PuP-PiPuCtPéC,Pé
PiPsCI'C,C-PN:PSP&éPNe PeP»C-PSC-C+PSP&PNe PjPsPSC-C,PsCEHP&PSPi.

PtPIP°PeP°C,,C,PsCH. PhPrPSPsCfP°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII

C-PIP°PeP°C, C,PsCEHCY, CHPuPiCFP»CLIC,PsCHP° C,CHP°PSCIPjPuPjP+CHP°PSPSPsC—
PiCHPsPIC-PrPSPsCI'C,C- PiCHPé PjCrPePsPIC-CI'CtPéPrPsP-C- (CFTR), P-P+C-P»CHCEP&P»Ps
PuPeCIPiPsP-PéCtC-Ch C-PIP°PeP°C, C,PsCHCY PI 3 CHP°P-Pé C,P° PuPeCI'PiPsP-PéCtC-Ch
PiC-PrCHPsPeCI'PéPjPuC,PéP»C-PIP°PeP°C, C,PsCHCT (Pm1) PI 1,9 CRHP°P-P°.
PiP°CtC-C”PSC,P°Pj, CIIPeC- PsPrPSPsC+P°CI'PSPs PiCHP&PN:PjP°CRC,CH PiPsPjC-CEPSC-
C-PSPiC-P+C-C,PsCRHPé CYP3A, C,P°PeC- CIIPe C,P»CrPePsPSP°P-PsP» C,P°
PuCHPEC,CHPsPjC-CtPéPS, CHPuPePsPjPuPSPrPsPIP°PSPs P-PjPuPSCEP&C,Pé PrPsP-Cr
C-PIP°PeP°C,,C,PsCRHCt PrPs 150 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cr.

PhP»P°PiP°CFPéP+. PiuPsPjC-CHPSC- C-PSPiC-P+C-C,PsCEPé CYP3A4, C,P°PeC- CIIPe

C, P»CrPePsPSP°P-PsP», P-P+C-P»CHCECFCRC,CH PiP»P°P-PjPsPIC-
PePsPSCtPpPSC,CEP°CtC-C— PsP»P°PiP°CHPéP+Cr; C—C... PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCII PSPy CHPuPePsPjPuPSPrCrC”C,CHCI'CII. PIPeC%oPs C,P°PePsC—
PePsPjP+C-PSP°C+C-C— PSPy PjPsPPSP° CrPSP&PePSCrC,Pé, PiCHPEPNePsPj
PsP»P°PiP°CHP&éP+Cr CI'P»C-Pr PsP+PjPuPYCrPIP°C,Pé PrPsP-P°PjPé 200 PjPi PrPIC-C+C- PSP°



PrPsP+Cr.

PtPjC2PSPsCI CéPiCEPuCI PsCEPé (PSP°PiCFPéPeP»P°Pr CtPéPeP»PsCI PiPsCEPéPS,
PuPIPuCEPsP»C-PjC4CI", CI'PéCEPsP»C-PjC4CI" C- C,P°PeCEPsP»C-PjCéCI)

P!PéPeP»PsCI PiPsCEPéPS. PuP»CrPePsPSP°P-PsP» P-PSP°C+PSPs PiC-PrPIP&C%oCrC”
PePsPSCtPuPSC,CHP°CC-Ch C,P° AUC CtPéPeP»PsCIPiPsCHPEPSCr. PuCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CPePsPSP°P-PsP»Cr Ct PrPsP-C-
200 PjPi/PrPsP+Cr C,P° CtPéPeP»PsCIPiPsCEPéPSCr Ct PrPsP-C- 2,7 PjPi/PePi/PrPsP+Cr
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII AUC CtPéPeP»PsCI'PiPsCEP&PSCY
PI 1,8 CRHP°P-P°. P!C- PiCHPuPiP°CHP°C,Pé PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PsPrPSPsC+P°CI'PSPs P-P° CrPjPsPIPé P-PjPuPSCEPuPSPSCII PrPsP-Pé
CtPéPeP»PsCI'PiPsCHP&PSCT P-P°P»PuPYPSPs PIC-Pr PNePsPiPs PePsPSCtPpPSC,CHP°CtC-C—.

P+PIPuCEPsP»C-PjC2CI". P PsC$P° PrPsCI'P»C-PrPIPuPSCH in vitro C,P° in vivo PSPp
PiCHPsPIPsPrPéP»Pé, C,P»CrPePsPSP°P-PsP» PjPsPYPn PiC-PrPIPEC%oCrPIP°C,Pé
PePsPSCtPpPSC,CHP°CtC-Ch PpuPIPuCHPsP»C-PjCrCI'Ct PI CI'PECHPsPIP°C,C1+C- PeCRPsPIC-
C$#PuCHPpP- PiCHPePiPSC-C+PpPSPSCII CYP3Ph4.

PYPS8CEPsP»C-PjC4CI". PuP»CrPePsPSP°P-PsP» PiC-PrPIP&C%oCrC” PePsPSCTPuPSC,CHP°CtC-Ch
CI'PECRHPsP»C-PjCrCI'Ct Cr PiP»P°P-PjC- PeCHPsPIC-, C-PjPsPIC-CEPSPs, CEP»CIIC...PsPj
PiCHPéPiPSC-C+PuPSPSCII PjPuC,P°P+PsP»C-P-PjCt CI'PéCEPsP»C-PjCrCI'Cr
C,PuCEPjPaPSC,PsPj CYP3A4 C,P° P-PiP»C-PePsPiCHPsC,PpuC—PSPsPj. P!C- PiCHPuPiP°CHP°C,Pé
PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé PsPrPSPsC+P°CI'PSPs P-P° CrPjPsPIPé
PePsCHPEPICIPIP°PSPSCI]I PrPsP-Pé CI'PéCHPsP»C-PjCrCI'Ct P-P°P»PpuPYPSPs PIC-Pr
CHC-PIPSCI] PePsPSCtPuPSC,CEP°CtC-C— C,P° PuC, PuPeC,C-PI PiCRPpuPiP°CHP°C,Cr.

PyP°PeCEPsP»C-PjC4CI". PrP»CrPePsPSP°P-PsP» PjPsPIPu PiC-PrPIPEC%oCrPIP°C,Pé
PePsPSCtPpPSC,CHP°CtC-C— C,P°PeCHPsP»C-PjCrCI'Ct PI CI'PECEPsPIP°C,CtC- PeCEPsPIC-
PrPs 5 CHP°P-C-PI PiCHPé PNePsPiPs PiPuCEPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
C$PuCHPuP- PiCHPéPiPSC-C+PuPSPSCII PjPuC,P°P+PsP»C-P-PjCr C,P°PeCEHPsP»C-PjCrCI'Cr
C,,PuCEPjPuPSC,PsPj CYP3A4 Cf PePéCEPuCtPSPéPeCY. PuCHPé
PIPSCrC,CHC-CEPSCHPsPIPPPSPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- C,P°PeCEPsP»C-PjCICI'Cr
PSPu CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI P-PSP°C$PSPéC... P-PjC-PS

C, P°CHPjP°PePsPeC-PSPuC,PéPePé. PiC-PrPIPEC%o0PuPSC- CHC-PIPSC-
C,P°PeCHPsP»C-PjCrCI'Ct P°CI'PsCtC-CRCRC,CHhCI'CI]I P-
PSPuC,CHPsC,PsPeCI'PéCPSC-CI'C,CR. P”PsP-Cr C,P°PeCRPsP»C-PjCrCI'Ct PrP»CII
PiPpCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII CI'P»C-Pr P-PjPuPSCECIPIP°C,Pé
P-P°P»PpPYPSPs PIC-Pr PePsPSCtPuPSC,CHP°C+C-C— C,P°PeCEPsP»C-PjCIrCI'Cr.

P>PsP-P°CEC,P°PS. PuP»CrPePsPSP°P-PsP» PiCHPéPiPSC-C+CrC” PjPuC,P°P+PsP»C-P-Pj
P»PsP-P°CHC,P°PSCr PrPs PNePsPiPs P°PeC,P&PIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr

(E-31 74), C%oPs P-CfPjPsPIP»CRC” P+C-P»CHCECT C+P°CI'C,P&PSCTt P°PSC,P°PiPsPSC-P-PjCr
PrPs CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-PéPSCr II PiC-Pr C+P°CI’
P-P°CI'C,PsCI'CfPIP°PSPSCII P»PsP-P°CHC,P°PSCt. P PuPePsPjPuPSPrPsPIP°PSPs
P-PrC-PNeCI'PSCRPIP°C,Pé PiPsCI'C,C-PNePSP&PNe PjPsPSC-C,PsCHP&PSPi
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr Cr PiP°CtC-C”PSC,C-PI.

PrPuC,P°PrPsPS. PuP»CrPePsPSP°P-PsP» PjPsPPp PiC-PrPIPEC%oCrPIP°C,Pé
PePsPSCtPpPSC,CEP°CtC-Ch PjPuC,P°PrPsPSCr Cr CI'PECHPsPIP°C,CtC- PeCEPsPIC-. PuCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PjPuC,P°PrPsPSCr C,P°
C,P»CrPePsPSP°P-PsP»Cr PjPsP{Pu P+CrC,Pé PSPuPsP+C...C-PrPSPéPj



PePsCHPePiCrPIP°PSPSCII PrPsP-Pé PjPuC,P°PrPsPSCr.

P¥PuCI'C,PuCFPsC—PrPSC- PiCEPsC,PéP-P°PiP°P»CHbPSC- P-P°CI PsP+Pé (PKkPyP—P—). PuCHPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- P- C,P»CrPePsPSP°P-PsP»PsPj C,. C,P°
AUC C,P»CrCHP+C-PiCEPsC,PuPSCr PiC-PrPIP&C%o0CrPIP°P»PECI'CII PSP°® 23 % C,P° 81 %
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCIIPSPs P- PiPsPeP°P-PSP&PeP°PjPé PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- C,C-P»CH:PePé C,P»CrCHP+C-PiCRPsC, PuPSCt.
PhPSP°P»PsPiC-C+PSPs PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
C,P»CrPePsPSP°P-PsP»Cr P- CRP°CtPuPjC-C+PSP&Pj C-P+CrPiCHPsC,PuPSPsPj (400 PjPi) C,,.,
C,P° AUC C, P°CHPjP°PePsP»PsPiC-C+PSPs P°PeC,PéPIPSPsPiPs C-P-PsPjPuCHCY S-( )-
C-P+CrPiCRHPsC, PuPSCr PiC-PrPIPéC%o0CrPIP°P»P&CI'CII PSP° 15 % C,P° 82 %
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCIIPSPs P- C,P°PePéPjPé PiPsPeP°P-PSP&PeP°PjPé PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- C,C-P»CHPePé CEP°CtPuPjC-C+PSPsPiPs C-P+CrPiCHPsC,PuPSCY.

PI'PsC$P° CI'PiPuCtC-P°P»CHPSPEC... PrPsCI'P»C-PrPIPuPSCH PSP PiCHPsPIPsPrPéP»Pé,
C,P»CrPePsPSP°P-PsP» PiPsC,PuPSCtC-PNePSPs P-PrP°C,PSP&PNe PiC-PrPIPEC%oCrPIP°C,Pé
CI'P&CI'C,PuPjPSCr PuPeCIPiPsP-PéCtC-ChR C-PSCEP&C... PkPyuP—P—, C%oPs
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CII CYP2C9 (PSP°PiCEP&PeP»P°Pr PSP°PiCHPsPeCI'PuPSCr,
P»PsCHPSPsPeCI'PéPeP°PjCr, PjPuP»PsPeCI PéPeP°PjCr, PrPéPeP»PsC, PuPSP°PeCr).

P PpPePsPjPuPSPrPsPIP°PSPs PiPuCHC-PsPrPéC+PSPs P-PrC-PNeCI'PSCRPIP°C,Pé
PjPsPSC-C,PsCHP&PSPi PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe C,P° C,PsPeCI'PéC+PSPéEC...
PiCEPsCIIPIC-PI, PiPsPI'CLIP-P°PSP&C... C-P- PKPiP—P—. PwPsP{Pp P-PSP°PrPsP+P&C,P&CI'CI]
PePsCHP&PiCIPIP°PSPSCII PrPsP-Pé PkPiiP—P—.

PrPuPSC-C,PsC—PS. PuP»CPePsPSP°P-PsP» PiCHPéPiPSC-C+CrC” PjPuC,P°P+PsP»C-P-Pj
C,PuPSC-C,PsC—PSCr PI PiPuC+C-PSCtC-. PhPrPSPsC+P°CI'PSPu P+P°PiP°C,PsCHP°P-PsPIPu
P-P°CI'C,PsCI'CfPIP°PSPSCII 200 PjPi C,P»CtPePsPSP°P-PsP»Cr C,P° 250 PjPi
C,PuPSC-C,PsC—PSCr PIPSCrC,CHC-CEPSCHPsPIPuPSPSPs PiCHP&EP-PIPsPrPéC,CH PrPs
PiC-PrPIP&C%oPpPSPSCII AUC,, C,PuPSC-C,PsC—PSCt PSP° 75 % C,P° PY,.. PSP° 128 %. PuuCHPé
PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- CtPéC... P»C-PeP°CHCI'CHbPePEC. ..
P-P°CI'PsP+C-PI CI'P»C-Pr PiCEPsPIPsPrP&éC,Pé PjPsPSC-C,PsCEP&PSPi
PePsPSCtPpPSC,CEP°CtC-C— C,PuPSC-C,PsC—PSCt Cr CI'PECHPsPIP°C,C+C- PeCHPsPIC-
PrP»CII CrPSPéPePSPuPSPSCII CRPsP-PIPEC,PeCr C,PsPeCI'PéC+PSPsC— PrC-C—
C,PuPSC-C,PsC—PSCF.

PyCHPuPrPSC-P-PsPS. PyPsPIC-PrPsPjP»CIIP»Pé PiCRHPs PIPéPiP°PrPsPe, PePsP»Pé Cr
PiP°CtC-C”PSC,P° PiC-CI'P»ClI C,CHP°PSCI'PiP»P°PSC,P°CtC-C— PiPpC+C-PSPePé PSP° C,P»C-
P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPrPSC-P-PsPSCr CHPsP-PIPEPSCIrP»P°CI'CII PiPsCI'C,CHP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH PePsCHPé PSP°PrPSPECHPePsPIP&C... P-P°P»PsP:, C%oPs
PIPEPSP&PeP»P° PiC-CI'P»CLI PiCHPéPiPéPSPuPSPSCII C,CHP&PjC-CI'CLIC+PSPsPiPs
PeCrCRHCI'Ct C,PuCRHP°PiC-C— C, P»CrPePsPSP°P-PsP»PsPj. PuCHP&PiPéPSPuPSPSCII
P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr, PNePjPsPIC-CHPSPs,
CI'PiCEP&CHPEPSP&P»Ps PiPsCI'PéP»PuPSPSCII P°PeC,PEPIPSPsCI'C,C- CYP3A4, C%oPs
PiCEP&P-PIPuP»Ps PrPs PiCHPéCI PePsCHPuPSPSCII PjPuC,P°P+PsP»C-P-PjCr
PiCRHPpPrPSC-P-PsPSCt. PYP»C-Pr CHPuC,PpP»CHPSPs CI'C,PuPYP&C,Pé P-P°
PiP°CtC-C”PSC,P°PjPé, CIIPeC- PiCEPsC,CIIPiPsPj C,CEP&PIP°P»PsPiPs C+P°CI'Cr
P-P°CI'C,PsCI'PsPICfCRC,CH PsPrPSPsC+P°CI'PSPs C,P»CrPePsPSP°P-PsP» C,P°
PiCHPpPrPSC-P-PsPS, P- PjPuC,PsCh PiPsPiPuCHPuPrPIPuPSPSCII CEPsP-PIPEC,PeCr
PSPuPrPsCI'C,P°C,PSPsCI'C,C- PePsCEHPé PSP°PrPSPECHPePsPIPEC... P-P°P»PsP- PiC-CI'P»ClII
PiCHPéPiPéPSPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr.

P PéC,P°P+C2C,PéPS. PuP»CrPePsPSP°P-PsP» PiC-PrPIP€C%oCrC” PePsPSCtPuPSC,CHP°CtC-Ch



CRHPEC,P°P+CrC,PéPSCT PI CI'PECHPsPIP°C,C1+C- PeCHPSPIC-, C%oPs PiCHP&P-PIPsPrPéC,CH
PrPs P-P+C-P»CHCEPuPSPSCII AUPY CHP&C, P°P+CrC,PéPSCY PrPs 80 %. PuCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CrPePsPSP°P-PsP»Cr C,P°

CEP&C, P°P+CrC,PEPSCYt PiPsPIC-PrPsPiP»CLIP»Pé PiCHPs PIPEPiP°PrPePé CHPsP-PIPEC,PeCr
CfPIPuC—C,Cr. PuCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PePsC— PePsPjP+C-PSP°CtC-C—
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI CI'P»C-Pr P+CHP°C,Pé PrPs CrPIP°PiPé
CI'P&PjPiC,PsPjPé C,PsPeCI'PéC+PSPsC— PrC-C— CRHP&C,P°P+CrC,PéPSCY.

PYP°PePIC-PSP°PIC-CF. PxP»CrPePsPSP°P-PsP» PiC-PrPIP&C%oCrC” AUC C,P° C,,,
CI'P°PePIC-PSP°PIC-CHCr PiCHPéP+P»P&P-PSPs PSP° 50 % C,P° 55 % PIC-PrPiPsPIC-PrPSPs
C$PuCRPuP- PiCHP&PiPSC-C+PuPSPSCI]I PjPuC,P°P+PsP»C-P-PjCr CI'P°PePIC-PSP°PIC-CHCr Cr
PiPpC+C-PSCtC- C,PuCHPjPuPSC,PsPj CYP3A4 C,P° C+PuCHPuP: C-PSPiC-P+CrPIP°PSPSCII
P-PiP»C-PePsPiCHPsC,PuC—PSCt. P’P-P°C”PjPsPrC-C— PjC-PY C,P»CrPePsPSP°P-PsP»PsPj C,P°
CI'P°PePIC-PSP°PIC-CHPsPj/CHPEC,PsPSP°PIC-CEPsPj PSPu PrPsCI'P»C-PrPCIPIP°P»Pé,
C,PsPjCr PIPsPSPé PjPsPYCrC,CH P+CrC,Pé P+C-P»CHCE PIPECHP°PIPuPSPEPjPE. PrPsPYPu
PIP&PSPéPePSCIC,Pé PSPuPsP+C...C-PrPSC-CI'C,CH PePsCHP&PiCrPIP°PSPSCII PrPsP-Pé
CI'P°PePIC-PSP°PIC-CHCY.

PyPsC...C-PrPSC- CI'CéP»CHC, PsPSC-P»CI PuC#PsPIPéPSPé. PuCEPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CrPePsPSP°P-PsP»Ct PiCHPsP»PsPSPiCrC”C,CHCI'CII
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII PiPuCEPsCHP°P»CHPSPEC...
PiPsC...C-PrPSP&C... CI'CrP»CHC, PsPSC-P»CI'PuC+PsPIPéPSPé (C...P»PsCEPiCHPsPiP°PjC-PrCr,
PiP»C-P+PuPSPeP»P°PjC-PrCr, PiP»C-PiC-P-PéPrCr C,P° C,PsP»P+CrC,P°PjC-PrCr) PiCHPé
C—C... P-P°CI'C,PsCI'CrPIP°PSPSC- P-PrPsCHPsPIP&éPj PrPsP+CHPsPIPsP»CHCtCLIP.

P PpPePsPjPuPSPrCrC”C,CHCI'CII PiCHPsPIPsPrPéC,Pé C+P°CI'C,PéPNe PePsPSC,CHPsP»CH
CHC-PIPSCII PiP»CRPePsP-Pé PI PeCHPsPIC- C,P° PIC-PrPiPsPIC-PrPSPéPj C+P&PSPsPj
P-PSPEPYCIPIP°C,Pé PrPsP-Crt PiPsC...C-PrPSP&C... CI'CP»CHC,PsPSC-P»CI'PuC+PsPIPEPSPé
PiCHPé PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CFPIP°PSPSC- P- C,P»CrPePsPSP°P-PsP»PsPj.

PyPuPsC,C-P»C-PS. P] PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCr
PrPsCI'P»C-PrPIPuPSPSC- P- PIP&PICPuPSPSCII PIP-P°C”PjPsPrC-C— C,P»CrPePsPSP°P-PsP»Cr
C,P° C,PuPsC, C-P»C-PSCr P+CrP»Ps PIPECLIPIP»PuPSPs, C%oPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P»CrPePsPSP°P-PsP»Cr PiPs 200 PjPi PiCHPsC,CIIPiPsPj 14 PrPSC-PI PiCHP&P-PIPsPrPéP»Ps
PrPs P-PSP&PPuPSPSCII CI'PuCEPuPrPSCHPsPiPs PeP»C-CEPuPSCI'Cr C,PuPsC,C-P»C-PSCt Cr
PiP»P°P-PjC- PeCHPsPIC- PSP® 18 %. P—P° PiP°CtC-C”PSC,P°PjPé, CIIPeC-
P-P°CI'C,PsCI'PsPICFCRC,CH C,PuPsC,C-P»C-PS Cr PIPECI'PsPePéC... PrPsP-P°C... P°P+Ps
CIIPeC- PjP°CRC,CH PiC-PrPIP&C%oPpPSPéPN. CEP&P-PéPe CHPsP-PIP&C,PeCr
C,PsPeCI'PéC+PSP&C... PICHPsCIIPIC-PI C,PpuPsC, C-P»C-PSCr P- C-PSCEPEC... PICEP&C+P&PS,
CI'P»C-Pr PICI'C,P°PSPsPIP&C,Pé PSP°PiP»CILIPr C%oPsPrPs PIPECIIPIP»PuPSPSCII PsP-PSP°Pe
CEPsP-PIPéC,PeCr C,PsPeCI'PéC+PSPsC— PrC-C— C,PuPsC,C-P»C-PSCt. PyPuCHP°PiC-Ch
CI'P»C-Pr P-PjC-PSP&C,Pé PiCRPé PiPsCIIPIC- PsP-PSP°Pe C,PsPeCI'PéCPSPsCI'C,C-.

PyiPsC,P°CtPéC,PéPSC-P=+. P’PiP»P&PI C,PsC,P°CtP&C,PéPSC-P+Cr P-CHPsCI'C,P°C” PiCEPé
PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P- P»C-PeP°CHCI'CHPePEPjPé
P-P°CI'PsP+P°PjPé, CLIPeC- PiCHP&P-PIPsPrCLIC,CH PrPs PiPsPjC-CHPSPsPiPs
C-PSPiC-P+CrPIP°PSPSCII CYP3A4 C,P° PiPsC,CrPPSPsPiPs C-PSPiC-P+CrPIP°PSPSCII
CYP2C19 (PSP°PiCHPEéPeP»P°Pr C, P»CrPePsPSP°P-PsP»). PyPsPjCt CEPuPePsPjPuPSPrPsPIP°PSPs
P-PjPuPSCEP&C,Pé PrPsP-Cr C,PsC,P°CtP&C,PEPSC-P+Cr PrPs 5 PjPi PsPrPéPS CEP°P- PSP°
PrPsP+Cr PI PePsPjP+C-PSP°CtC-CIIC... C-P- CtPéPjPé PiCHPuPiP°CEP°C,P°PjPé.

PyPsP»PIP°PiC,P°PS. P+PeCI'PiPsP-PECtC-CII C,PsP»PIP°PiC,P°PSCr P-PSP°C$PSPs
P-P+C-P»CHCECIrC”C,CHBCI'CII (PSP° 200 % AUC; PSP° 80 % C,,.,) PICHPé



PsPrPSPsC$P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- C,PsP»PIP°PiC,P°PSCt,
CI'CfP+CI'C,CRP°C,Ct CYP3A4, P- C,P»CrPePsPSP°P-PsP»PsPj, PiPsPjC-CHPSP&P;
C-PSPiC-P+C-C,PsCHPsPj CYP3A4, P-CHPsCI'C,P°C” CHP&P-PéPe PIPEPSPéPePSPuPSPSCII
PiPsP+C-C#PSPé&C... CEPuP°PeCtC-PNe, PsCI'PsP+P»P&PIPs P-PSP°C+PSPsPiPs PrC-CrCHPuP-Cr,
P-PSPuPIPsPrPSPuPSPSCI]I C- PiPsCI'C,CHPsC— PSPECHPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-. P] CRP°P-C- PsPrPSPsC+P°CI'PSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP-Cr C,PsP»PIP°PiC,P°PSCr CI'P»C-Pr P-PjPuPSCEP&C,Pé
PIC-PrPiPsPIC-PrPSPs PrPs C-PSCI'C,CHCrPeCtC-PNe C%oPsPrPs PNePsPiPs
PiCEP&P-PSP°C+PuPSPSCI], P° PiP°C+C-C”PSC,P° CI'P»C-Pr C$P°CI'C,Ps
PePsPSC,CHPsP»CRPIP°C,Pé CI'C,PsCI'PsPIPSPs P+CrPrCH-CIIPePéC... PiPsP+C-C+PSPéC...
CHPuP°PeCtC-PNe, PiPsPI'CIIP-P°PSP&C... C-P: P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
C,PsP»PIP°PiC,P°PSCr.

PhP»PeP°P»PsC—PrPé P+P°CFPIC-PSPeCs. P PsC+P° PIC-PrPiPsPIC-PrPSPEC...
PrPsCI'P»C-PrPIPuPSCH PSPy PiCEPsPIPSPrPéP»Pé, C,P»CrPePsPSP°P-PsP», C-PjPsPIC-CEHPSPs,
C+PuCHPuP- C-PSPiC-P+CrPIP°PSPSCII CYP3A4, PjPsPYPu CI'PiCEP&C+PEPSCIIC,Pé
PiC-PrPIP8C%oPpPSPSCLI PePsPSCPRPSC,CEP°CtC-C— P°P»PeP°P»PsC—PrC-PI
P+P°CHPIC-PSPeCt Ct PiP»P°P-PjC- PeCEPsPIC- (PSP°PiCEP&PeP»P°Pr
PIC-PSPeCEP&CI'C,PéPSCY C,P° PIC-PSP+P»P°CI'C,PEPSCY), C%oPs PiCEP&P-PIPsPrPéC,CH PrPs
CHPsP-PIP&C, PeCt PSPRPN:CEPsC,PsPeCI'P6C+PSP&C... PuC, PpPeC,C-PI.

P’C-C,P°PjC-PS P%. PuPsPIC-PrPsPjP»CIIP»P&, C%oPs Ct PiP°CtC-C”PSC,P°, CLIPeP&PNe
PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICIPIP°PI C,CRP°PSCI'CHPuC,PéPSPsC”PICY
PeP&éCI'P»PsC,Cr (PePéCI'P»PsC,PSP° C,PsCEHPjP° PIC-C,P°PjC-PSCf Ph) C,P°
C,,P»CrPePsPSP°P-PsP», CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PiPsP+C-C$PSC- CHPuP°PeCtC-C— P-
P+PsPeCr P!PkPY Cr C,PsCEPjC- PiCI'PuPIPrPsC,CrPjPsCHCT PiPsP»PsPIPSPsPiPs PjPsP-PeCr;
PrP°PSPéPNe PuC, PpaPeC, P-PSPéPe PiC-CI'P»CII PIC-PrPjC-PSPé C,P»CrPePsPSP°P-PsP»Cr. PIC-
P»C-PeP°CRCI'CHPeC- P-P°CI'PsP+Pé PjPsPIPSP° P-P°CI'C,PsCI'PsPICrPIP°C,Pé
PsPrPSPsC+P°CI'PSPs, P°P»Pp CI'P»C-Pr PiP°Pj'CLIC,P°C,Pé PiCHPs CHPéP-PéPe
PIPEPSP&PePSPuPSPSCII PiPsP+C-C$PSPEC... CEPuP°PeCtC-PNe P- P+PsPeCt P!PkPY.

P’PsCEPéPePsPSP°P-PsP» (C-PSPiC-P+C-C,PsCF CYP2PY9, CYP2PY19 C,P° CYP3Ph4).
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII PIPsCEP&PePsPSP°P-PsP»Cr
PiPuCHPsCHP°P»CHPSPs (PiPs 400 PjPi PePsPYPSC- 12 PiPsPrPéPS PiCEPsC,CIIPiPsPj 1 PrPSCIJ,
PiPsC,C-Pj PiPs 200 PjPi PePsPYPSC- 12 PiPsPrPéPS PiCEPsC,CIIPiPsPj 2,5 PrPSC-PI) C,P°

C, P»CrPePsPSP°P-PsP»Cr PiPuCEPsCHP°P»CHPSPs (400 PjPi Cr PiPpCHCEPEPNe PrPuPSCH,
PiPsC,C-Pj PiPs 200 PjPi PePsPYPSC- 24 PiPsPrPéPSPé PiCEPsC,CLIPiPsPj 4 PrPSC-PI) 8
P-PrPsCHPsPIP&Pj PrPsP+CHPsPIPsP»CHCtCILIPj C+PsP»PsPIC-C+PsC— CI'C,P°C,C-
PiCHP&P-PIPuP»Ps PrPs PiC-PrPIP&C%oPuPSPSCII PY, .. C,P° AUCT PIPsCHP&PePsPSP°P-PsP»Cr PI
CI'PuCEPpPrPSCHPsPjCT PrPs 57 % (90 % P”Pt: 20 %, 107 %) C,P° 79 % (90 % P”Pt: 40 %, 128 %)
PIC-PrPiPsPIC-PrPSPs. PkPuPIC-PrPsPjPs, C+Pé PiCHP&P-PIPsPrPéC,CH P-PSPEPYPuPSPSCII
PrPsP-Pé C,P°/P°P+Ps CP°CI'C,PsC,Pé P-P°CI"C,PsCI'CfPIP°PSPSCI] PIPsCHP&PePsPSP°P-PsP»Cr
P°P+Ps C,P»CrPePsPSP°P-PsP»Cr PrPs CrCI'CFPSPuPSPSCII C,P°PePsPiPs PuC, PuPeC,Cr.
PiiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- PIPsCHP&éPePsPSP°P-PsP»Cr PiC-CI'P»CII
C,,P»CrPePsPSP°P-PsP»Cr CI'P»C-Pr PiCHPsPIPsPrPéC,Pé CI'PiPsCI'C,PuCHPuPYPuPSPSCII
C%oPsPrPs CHPsP-PIPEC,PeCr PiPsP+C-C+PSPEC... PuC, PuPeC,C-PI,
P°CI'PsCtC-PNePsPIP°PSPé&C... C-P- PIPsCEP&PePsPSP°P-PsP»PsPj.

P—PéPrPsPICSPrPéPS. PuP»CIPePsPSP°P-PsP» PiC-PrPIP6C%0CrC” PV, C,P° AUC
P-P&PrPsPICIPrP&PSCY PSP 84 % C,P° 74 % PIC-PrPiPsPIC-PrPSPs, C%oPs P-CrPjPsPIP»PuPSPs
P-PSP&PYPRPSPSCIIPj PeP»C-CHPRPSCI'Ct P-P6PrPsPICIPrPéPSCY PiCEPEP+P»PéP-PSPs PSP°
45 % PiCEP& PNePsPiPs PiPuCEPsCEP°P»CEbPSPsPjCt P-P°CI'C,PsCI'CtPIP°PSPSC-.



PuPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII P-PéPrPsPICIPrPEPSCY P+CrPI C,P°PePsPq
PiPsPrPsPIPYPuPSP&PNe PiCHPEP+P»P&P-PSPs PSP° 128 % PiC-CI'P»CILI
P-P°CI'C,PsCI'CfPIP°PSPSCII PePsPjP+C-PSP°CtC-C— C,P»CrPePsPSP°P-PsP»Cr C,P°
P-P&PrPsPICrPrPéPSCr. P—P° PiP°CtC-C”PSC,P°PjPé, CLIPeC- P-P°CI'C,PsCI'PsPICFfCRC,CH
C,P°PeCr PePsPjP+C-PSP°CtC-Ch P»C-PeP°CRCI'CHPeP&C... P-P°CI'PsP+C-PI, CI'P»C-Pr
CI'PiPsCI'C,PuCHC-PiP°C,Pé C%oPsPrPs CEPsP-PIPEC,PeCrt PiPsP+C-C+PSPé&C...
CHPuP°PeCtC-PNe, PiPsPI'CLIP-P°PSP&C... C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj
P-P&PrPsPICIPrPéPSCY. PmPsPIPSP® CHPsP-PiP»CLIPSCIC,Pé PrPsCtC-P»CHPSC-CI'C,CH
P-PSPéPIPuPSPSCILI PrPsP-Pé P-P&PrPsPICIPrPéPSCY.

PhP-P6C,CEPsPjC-C1PéPS. PJ C...PsPrC- PIC-PrPeCEP&C, PsPiPs CEP°PSPrPsPjC-P-PsPIP°PSPsPiPs
C,CRP&CI'C,PsCHPsPSPSCHPsPiPs PiPRCEPuC...CRPRCI PSPsPiPs PrPsCI'P»C-PrPPuPSPSCII, PI
CLIPePsPjCr PIP-CIIP»Pé CC+P°CI'C,CH 18 P-PrPsCEPsPIPEC... PrPsP+CEPsPIPsP»CHCTC-PI,
PsCtC-PSCRPIP°P»Pé PIPiP»P&éPI P°P-P&C,CEPsPjC-CtPEPSCT C,P° C,P»CrPePsPSP°P-PsP»Cr
PSP° C, P°CEPjP°PePsPeC-PSPuC,PéPeCr PsPrP&PS PsPrPSPsPiPs PiCEPé C—C...
PsPrPSPsC+P°CI'PSPsPjCt PiPpCHPsCEHP°P»CHbPSPsPjCt CHP°P-PsPIPsPjCr
P-P°CI'C,PsCI'CFPIP°PSPSC- Crf PrPsP-P°C... 1200 PjPi C,P° 800 PjPi PIC-PrPiPsPIC-PrPSPs.
P-PSPrPSP&C... P-PSP°C+CrC%0PEC... C,P°CHPjP°PePsPeC-PSPuC,PEC+PSPEC. ..
PIP-P°C”PjPsPrC-PNe PIP&CIIPIP»PuPSPs PSPy P+CrP»Ps.

PuPuCHPsCHP°P»CHPSC- PePsPSC,CEP°CtPuPiC,PEPIPé. P— PrP°PSPéC... PrPIPsC...
C,P°CRPjP°PePsPeC-PSPuC,PéC+PSP&EC... PrPsCI'P»C-PrPPuPSCH
P+P°PiP°C,PsCRHP°P-PsPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr C,P°
PePsPjP+C-PSPsPIP°PSPsPiPs PiPuCHPsCHP°P»CHPSPsPiPs PePsPSC,CHP°CtPuPiC,P&PIP°
PIC-PrPsPjPs, C%oPs PiCEPé& P-P°CI'C,PsCI'CfPIP°PSPSC- C,P»CrPePsPSP°P-PsP»Cr Ct PrPsP-C-
50 PjPi PIPiP»P&PICT PSP° CRHC-PIPuPSCH PiPsCHPjPsPSC-PI PSPu P+CrP»Ps
PIP&CIIPIP»PpPSPs, C,PsPrC- CIIPe PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC-
C,,P»CrPePsPSP°P-PsP»Cr Cr PrPsP-C- 200 PjPi PSP°® PrPsP+Cr CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CII
P-P+C-P»CHCEPuPSPSCII PHUPY PuC,PéPSC-P»PuCI'C,CHP°PrC-PsP»Cr PSP® 40 % C,P°
P»PpPIPsPSPsCHPiPuCI'C,CHPuP»Cr 8R“ PSP° 24 %. P!Pu CI'PIC-PrC+PéC,CH PiCEHPs C,Py,
C%oPs P+P°PiP°C,PsCHP°P-PsPIPu P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr Cr
P-P°P-PSP°C+PpPSPéEC... PrPsP-P°C... PSP°PICHCIIPr C£Pé PjPsP{Pp PIPiP»P&PIP°C,Pé PSP°
PuC, PuPeC,PEPIPSC-CI'C,CH> PePsPjP+C-PSPsPIP°PSPsPiPs PiPuCHPsCHP°P»CHPSPsPiPs
PePsPSC,CHP°CtPuPiC,P&PIP°.

P>C-PeP°CEC- PiPsPIPéPSPSC- P+CEHP°C,Pé PrPs CIPIP°PiP&, C%oPs PrPsCI'P»C-PrPIPuPSPSCII
PIP-P°C”PjPsPrC-C— P- C-PSCEP&PjPé P»C-PeP°CECI'CEbPeP&PjPé P-P°CI'PsP+P°PjPé PSPy
PiCHPSPIPsPrPéP»Pé, P°P»Pp C,P°PeC- PIP-P°C”PjPsPrC-C— PjPsP{CrC,CH PIPéPSP&PeP°C,Pé.

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

P”PuCEPjP°C,PsC,C-C,C-CII. P’C-PrPiPsPIC-PrPSPs PrPs CHPpP-CfP»CHC,P°C,C-PI
PrPsCI'P»C-PrPIPuPSPSCII C,P»CrPePsPSP°P-PsP»Ct PrP»CII P»C-PeCrPIP°PSPSCII
PrPuCHPjP°C,PsC,C-C,C-C— Cr PrC-C,PuPNe, C,P»CrPePsPSP°P-PsP» PSPu
PiPuCHPpPIPEC%0CrC” PiCHP&P-PuPsC, CrP»CHPIC-PS P-P° PuC, PuPeC,PéPIPSC-CI'C,Ch C-
P-P°PiP°P»CIHPSPEPNe PiPsPeP°P-PSPéPe PuC, PuPeC,PEéPIPSPsCI'C,C- CI'C,P°PSPsPIP&C,CH
PjPuPSC€Pp 20 %. PyPsPjCr C,P»CrPePsPSP°P-PsP» PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PrP»CII P»C-PeCrPIP°PSPSCII PrPuCHPjP°C,PsC,C-C,C-C—.

P CEPéPiC,PsPePsPePsP-. P”PsPeP°P-C-PI PuC, PuPeC,PEPIPSPsCI'C,C- C,P»CrPePsPSP°P-PsP»Cr



PrP»CII P»C-PeCrPIP°PSPSCII PeCHP€EPIC,PsPePsPePsP-Cr C-PSCEPEC...
P»PsPeP°P»C-P-P°CtC-PNe (PSP°PiCHPePeP»P°Pr P»PuPiPuPSPuPIPsPiPs
PeCHPEPIC,PsPePsPePsP-Cr C,P° PeCHPEPiC,PsPePsPePsP-Cr C€PeC-CHP€)
PSPuPrPsCI'C,P°C,PSCHsPs, C,PsPjCt CHPuPePsPjPuPSPrP°CtC-PNe C%oPsPrPs PrPsP-PsPIPsPiPs
CHPuPYPEPjCr PrP»CII P»C-PeCrPIP°PSPSCII C,P°PePéC... P-P°C...PIPsCRHCRPIP°PSCH
PSPuPjP°C”.

P“P»PéP+PsPeC- PuPSPrPuPjC-C+PSC- PjC-PePsP-Pé. P"PsPeP°P-C-PI

PuC, PpPeC,P&PIPSPSCI'C,C- C, P»CfPePsPSP°P-PsP»Ct PrP»CLI P»C-PeCtPIP°PSPSCII
C-PSCEPEC... C,PsCHPj PpuPSPrPuPjC-C+PSP&C... PjC-PePsP-C-PI, C,P°PeP&C... CLIPe
PiP°CEP°PePsPeCtP&PriPsC—PrPsPjiPePsP:, PiC-CI'C,PsPiP»P°P-PjPsP- C,P° C€PeC-CEPSPs-
P»C-PjC,P°C,PéCPSP&PNe CI'PiPsCHPsC,CEP&C...PsP-, PSPUPrPsCI'C,P°C,PSCHyPs, C,PsPjCt
CHPpPePsPjPpPSPrP°C+C-PNe C%oPsPrPs PrPsP-PsPIPsPiPs CEPuPYP&PjCt PrP»ClI
P»C-PeCfPIP°PSPSCLI C,P°PeP&C... P-P°C...PIPsCHCRPIP°PSCH PSPUPjP°C”.

PwP°PSPrPéPrPsP-. P”PsCL'P»C-PrPIPuPSPSCI] PiPsPeP°P-P°P»Pé P-P+C-P»CHCEPuPSPSCII
PiPsCEPéCHPuPSPsCI'C,C- C-PSC, PuPeCtC-PNe, CI'PiCHP&C+PEPSPuPSPEC... C-PSCEPEPjPé
PIPEPrP°PjPé Candida, PeCHC-Pj C. albicans. P’PsPSPé CP°CI'C,Ps CHPuP-PéCI'C,PpPSC,PSC-
P-P° CI'PIPsC”Ch PiCHP&CHPsPrPsCh (PSP°PiCHP&PeP»P°Pr C. krusei C,P° C. auris) P°P+Ps
PiCEPsCIIPIP»CIICRC,CH P-PSPEPYPuPSCr C+CrC,P»PéPIC-CI'C,CH PrPs
C,P»CrPePsPSP°P-PsP»Cr (C. glabrata). PyP°PeC- C-PSC, PpuPeCtC-C— PjPsPYCrC,CH
PIP&PjP°PiP°C,Pé P°P»CHhC,PuCHPSP°C,PéPIPSPsC— PiCEPsC,PéPiCHP&P+PePsPIPsC—
C,PuCHP°PiC-C—. PjPsPjCt CHPuPePsPjPuPSPrCrC”C,CHCI'CII PICHP°C...PsPICFPIP°C,Pé
PiPsC€PeéCHPuPSC-CI'C,CH CHPuP-PéCI'C,PuPSC,PSPsCI'C,C- CRC-P-PSPéEC... PIPéPrC-PI
Candida PrPs C,P»CfPePsPSP°P-PsP»Cr.

P¥PéCEPePsPIP° CI'PéCI'C,PuPjP°. PiP°CtC-C”PSC,P°Pj C-P- PiPsCHCIrCEPpPSPSCIIPj
C,,CrPSPeCtC-PNe PSP&CHPsPe C,P»CrPePsPSP°P-PsP» CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé P-
PsP+PuCHPuPIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CtPIP°PSPSCII C,P° PrPsP-PéB»).

PXPuPrPsCI'C,P°C,PSC-CI'C,CHh PSP°PrPSPéCFPePsPIPéC... P-P°P»PsP-.
PBPiC,PsPePsPSP°P-PsP», CIIPe PIC-PrPsPjPs, CI'PiCHP&C+P&PSCIIC”
PSPuPrPsCI'C,P°C,PSC-CI'C,CH PSP°PrPSPECEPePsPIPEC... P-P°P»PsP:, C- CtPp C,P°PePsPf
PjPsPYPp CI'C,PsCI'CfPIP°C,PECI'CII C,P»CrPePsPSP°P-PsP»Cr, C...PsC+P°
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII CHC-PrPePs. PkPuPrPsCI'C,P°C,PSC-CI'C,CH
PSP°PrPSPéCHPePsPIPEC... P-P°P»PsP-, PiPsPI'CLIP-P°PSP° P- PsPrPSPsC+P°CI'PSP&Pj
P»C-PeCrPIP°PSPSCIIPj PiCHPuPrPSC-P-PsPSPsPj, PsPiPéCI'P°PSP° PI CHPsP-PrC-P»C-
B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI'CHPePéPjPE P-P°CI'PsP+P°PjPé C,P°
C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB».

P“PuPiP°C,PsP+C-P»C-P°CEPSP° CI'PéCI'C,PuPjP°. PuP°CtC-C”PSC,P°Pj C-P-
PiPsCHCICEPuPSPSCIIPj C, CfPSPeCtC-PNe PiPuC+C-PSPePé PiCHPuPiP°CEP°C, CI'P»C-Pr
P-P°CI'C,PsCI'PsPICPIP°C,Pé P- PsP+PuCHPuPIPSC-CI'C,Ch. P—P°CI'C,PsCI'CfPIP°PSPSCII
C, P»CrPePsPSP°P-PsP»Cr P°CI'PsCtC-CRPIP°P»PsCI'CLI P- PIP6PSP&PePSPuPSPSCILIPj
CEC-PrPeC-CI'PSPEC... PIPEPiP°PrPeC-PI CHPsP-PIP&C,PeCr C,CIIPIPePsC—
PiPpPiP°C,PsC,PsPeCI' PECPSPsCI'C,C-, PIPeP»CRC$P°CRC+Pé P»PuC,P°P»CHPSC-
PIP&éPiP°PrPePé, PiPsP»PsPIPSPéPj C+PéPSPsPj Cr PiP°CtC-C”PSC,C-PI C-P: C,CILIPYPeP&PjPé
PsCI'PSPsPIPSPé&PjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé. P] PIP&PiP°PrPeP°C..., PePsP»Pé
CHPsP-PIP&C,PsPe PiPpPiP°C,PsC,PsPeCI'PéC+PSPsCI'C,C- P°CI'PsCtC-CRPIP°PICI'CII C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C,P»CrPePsPSP°P-PsP»Cr, PSPu P+CrP»Ps PIC-PrP-PSP°C+PuPSPs
C—C— CIIPIPSPsC— P-P°P»PuPYIPSPsCI'C,C- PIC-Pr P-P°PiP°P»CHPSPsC— PrPsP+PsPIPsC—



PrPsP-Pé PiCHPuPiP°CRHP°C,Crt, C,CHP&PIP°P»PsCI'C,C- C,PuCRHP°PiC-C—, CI'C,P°C,C- P°P+Ps
PIC-PeCt PiP°CtC-C”PSC,P°. P—P°P-PIPEC$P°PN: PiPpPiP°C,PsC,PsPeCI'PéC+PSC-CI'C,CH,
CI'PiCHP&CHPEPSPUPSP° C,P»CrPePsPSP°P-PsP»PsPj, PsP+PsCHPsC,PSP°, P° C—C—
PiCHPsCILIPIPé P-PSPéPeP°CRC,CH PiC-CI'P»CII PiCHP&PiPEPSPuPSPSCII C,PuCEP°PiC-C—.

P—P° PiP°CtC-C”PSC,P°PjPé, Cr CLIPeP&C... PiCHPé P-P°CI'C,PsCI'CPIP°PSPSC-
C,P»CrPePsPSP°P-PsP»Cr CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII PIC-PrC...PéP»PpPSPSCII
CHPuP-CrP»CHC,P°C,C-PI C,CrPSPeCtC-PsPSP°P»CHPSPEC. .. PICHPsP+ PiPuCiC-PSPePé,
CI'P»C-Pr PICI'C,P°PSPsPIP&C,Pé CHPuC,PuP»CHPSPEPN. PSP°PiP»CIIPr CI'C,PsCI'PsPIPSPs
PjPsPYP»P&PIPsPiPs CHPsP-PIPéC,PeCt P+C-P»CHCE C,CLIPYPePsPiPs CfCHP°PYPuPSPSCII
PiPuC+C-PSPePé.

PiP°C+C-C”PSC,C-PI CI'P»C-Pr PiCHPsC-PSC,PsCEPjCrPIP°C,Pé PiCKPs CI'P&PjPiC,PsPjPé,
C%oPs PjPsPYCrC,CH CI'PIC-PrCtPéC,Pé PiCHPs CI' PuCHPNePsP-PSPEPNe PIPiP»P&PI PSP°
PiPuC+C-PSPeCr (PIPECEP°PYPuPSP°® P°CI'C,PuPSC-CIJ, P°PSPsCHPuPeCI'C-CIJ,
PiPsCI'C,C-PNePSP°® PSCrPrPsC,P°, P+P»CRPIP°PSPSCII C,P° PYPsPIC,CLIPSPECTCIL]). PJ
C,P°PePsPjCr PIPEPiP°PrPeCr P-P°CI'C,PsCI'CrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»Cr CI'P»C-Pr
PSPuPiP°PNePSPs PiCKP&PiPEPSP&C,Pé C,P° PiCHPsPePsPSCI'CrP»CHC,CrPIP°C,PECI'CI] P-
P»C-PeP°CHPuP;.

PYPuCECtPuPIPs-CI' CéPrPéPSPSP° CI'PéCI'C,PuPjP°. P”"PuCIIPeC- P°P-PsP»Pé, Ct C,PsPjCr
C$P&CI'P»C- PNe C, P»CrPePsPSP°P-PsP», P°CI'PsCtC-CRCRC,CHhCI'CII C-P-
PiPsPrPsPIPPuPSPSCIIPj C-PSC,PuCHPIP°P»Cr QPy PSP®
PuP»PpuPeC,CEPsPeP°CEHPrC-PsPiCHP°PjC-. PuP»CrPePsPSP°P-PsP» PiPsPrPsPIPYCrC”
C-PSC,PuCHPIP°P» QP§ CEP»CIIC...PsPj PiCEP&PiPSC-C+PpPSPSCII
PIPéPiCHCIIPjP»CILICRC$PsPiPs PeP°P»C-C”PIPsPiPs PeP°PSP°P»Cr (I,,). PiuPsPrPsPIPPuPSPSCII
C-PSC,PuCHPIP°P»Cr QPY PIPSP°CI'P»C-PrPsPe PrC-C— C-PSCEPEC...
P»C-PeP°CRCI'CHPeP&C... P-P°CI'PsP+C-PI (PSP°PiCHP&PeP»P°Pr P°PjC-PsPrP°CHPsPSCY)
PjPsPYPu PiPsCI'PéP»CRPIP°C,PéCI'CII Cf CHPuP-CrP»CHC,P°C,C- PiCHPéPiPSC-C+PuPSPSCII
C,PuCHPjPuPSC,Ct CYP3Ph4 CtPEC,PsC...CHPsPjCr P 450. PJ
PiPsCI'C,PjP°CHPePuC,P&PSPiPsPIPEPNe PiPuCHC-PsPr PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs
PrCrPYPu CHC-PrPeC-CI'PSC- PIPEPiP°PrPePé PiPsPrPsPIPIPuPSPSCI]

C-PSC,PuCHPIP°P»Cr QPy C,P° PiP°CHPsPeCI'PéP-PjP°P»CHPSPsC— CE£P»CrPSPsC+PePsPIPsC—
C,P°C...C-PeP°CRPrC-C— C,PéPiCr B«PiC-CHCIPuC,B» PiCRHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C,,P»CrPePsPSP°P-PsP»Cr. PyP°PeC- PiPsPIC-PrPsPjP»PuPSPSCII CI'C,PsCI'CrPIP°P»P&CI'CII
PiP°CtC-C”PSC,C-PI C-P- C,CIIPPeP&PjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé PiCHPé
PiPsC”PrPSP°PSPSC- P+P°PiP°C,CHhPsC... C,P°PeC,PsCRC-PI CHP&EP-PéPeCr, C,P°PePEC... CIIPe
CI'C,CRHCrPeC,CrCRPSC- P-P°C...PIPsCECRPIP°PSPSCII CI'PuCHCTCII, PiPsCRCrCEPuPSPSCII
PuP»PpPeC,CEPsP»C-C,PSPsPiPs PsP+PjC-PSCt C,P° PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CrPIP°PSPSCII C-PSC£P&C... P»C-PeP°CECI'CHPeP&C... P-P°CI'PsP+C-PI, C%oPs
PIPiP»P&éPIP°CRC,CH PSP° C-PSC,PuCEPIP°P» QP§. PiP°CtC-C”PSC,Pé P-
PiC-PiPsPeP°P»C-C”PjC-C”Ch C,P° PiCHPsPiCHPuCI'CfCRC$PsCh CI'PuCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PjP°CRC,CH PiC-PrPIPEC%oPuPSPEPNe CHPEP-PEéPe
PIP&PSP&PePSPuPSPSCII P-P°PiCEPsP-P»P&PIPEC... PrP»CLI PYPEC,C,CILI
CEP»CrPSPsC$PePsPIPEC... P°CRHP&C,PjC-PNe C,P° PiP°CHPsPeCI'PéP-PjP°P»CHHPSPsC—
CEP»CrPSPsC+PePsPIPsC— C,P°C...C-PeP°CHPrC-C— C,PéPiCr B«PiC-CHCIPuC,B».

PxP»CPePsPSP°P-PsP» CI'P»C-Pr P- PsP+PuCRHPuPIPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiP°CtC-C”PSC,P°Pj C-P- CHP&P-PéPePsPj CHPsP-PIPEC,PeCt P°CHP&C,PjC-P)e.
PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII CRP°P-PsPj C-P- P»C-PeP°CHCI' CH>PeP&PjPé
P-P°CI'PsP+P°PjPé, C%oPs PiCHPsP»PsPSPiCrCRC,CH C-PSC,PuCHPIP°P» QT C,P°
PjPuC,P°P+PsP»C-P-CfCRC,CHCI'CLI P-P° PrPsPiPsPjPsPiPsCh C,PpCHPjPuPSC,Cr CYP3Ph4



CtP&C,PsC...CRPsPCt P 450, PiCRPsC,P&PiPsPeP°P-P°PSPy.

P“P°P»PsC,P°PSC,CEPéPS. P“P°P»PsC,P°PSC,CHPEPS C” CI'CrP+CI'C,CHP°C,PsPj

C, PuCEPjPuPSC,Cr CYP3Ph4 C- PiCHPsP»PsPSPiCrC” C-PSC,PuCEPIP°P» QTCI PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- Cf CHPuPePsPjPuPSPrPsPIP°PSPEC... C,PuCHP°PiPuPIC,PECPSPEC...
PrPsP-P°C.... PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII PiP°P»PsC, P°PSC,CHPEPSCY
C,P° C,P»CrPePsPSP°P-PsP»Cr PSPu CHPuPePsPjPpPSPrCrC”C,CHCICIL.

P”PuCHEPjP°C,PsP»PsPiC-C+PSC- CEPuP°PeCtC-C—. PuuC-Pr CP°CI" P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P»CrPePsPSP°P-PsP»Cr CRC-PrPePs PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs CHPsP-PIPEC,PsPe
C,P°PePéC... PuPeCI'C,PsP»C-P°C,PEPIPSPEC... CEPeC-CRPSPEC... CRPuP°PeCtC-PNe CIIPe
CI'PéPSPrCHPsPj PYC,C-PIPuPSCI'P° R P”PIPsPSCI'PsPSP°® C,P° C,PsPeCI'P&C+PSPEPNe
PpPiC-PrPuCEPjP°P»CHPSPEPN: PSPuPeCHPsP»C-P-. PuP°CtC-C”PSC,Pé P-C- PYPkP+P”PsPj
P+C-P»CHC€ CI'C...PéP»CHhPSC- PrPs CRPsP-PIP&C,PeCr C,CIIPPeP&C... CEPeC-CHPSPEC...
CHPuP°PeCtC-PNe PiCEPé& P-P°CI'C,PsCI'CFPIP°PSPSC- P+P°PiP°C,CIHhPsC...
P»C-PeP°CRCI'CHPeP&C... P-P°CI'PsP+C-PI. PiPeC%oPs Crf PiP°C+C-C”PSC,P° C-P-
PiPsPIPuCHC...PSPuPIPsChR PiCEP&P+PePsPIPsCh C-PSC,PuPeCtC-C”Ch
P-'CLIPIP»CIICRC,CHCI'CII PIP&CI'PEPiP°PSPSCII, C%oPs PjPsPIPSP° PiPsPI'CIIP-P°C,Pé C-P-
P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,P»CrPePsPSP°P-PsP»Cr, PiPsPrP°P»CHCEPH
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CEP°C,Cr CI'P»C-Pr PiCEP&PiPEPSP&C,Pé. PIPeC%oPs Cr
PiP°CtC-C”PSC,P° P- C-PSPIP°P-P&PIPSPsCh/CI'PECI'C,PuPjPSPsCh PiCRPéP+PePsPIPsCh
C-PSC,PuPeCtC-C”Ch P-'CIIPIP»CILICRC,CHCI'CII PIPECI'P&PiP°PSPSCII PSP° C€PeC-CRC-, P-P°
PNePsPiPs CI'C,P°PSPsPj PiPsC,CHC-P+PSPs CEPuC,PuP»CHPSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé, P°
Cr PIP&PiP°PrPeCt CRPsP-PIP&C,PeCr P+CrP»CHPsP-PSP&C... PIPECI'PéPiP°PSCH> P°P+Ps
PjCIP»CH>C,PéC, PsCEPjPSPsC— PuCHPEC,PuPjPé P-P°CI'C,PsCI'CPIP°PSPSCII
C,P»CrPePsPSP°P-PsP»Cr CI'P»C-Pr PiCHP&PiPEPSPEC,Pé. PiuPsPIC-PrPsPjP»CIIP»Pé PiCHPs
PjPuPrPéPeP°PjPuPSC,PsP-PSCr CHPuP°PeCtC-Ch P- PuPsP-PéPSPsC,C-P»C-C”"Ch C-
CI'PECI'C,PpuPjPSPéPjPé PiCHPsCIIPIP°PjPé (DRESS).

P“C-PiPuCHC+CéC,P»PéPIC-CI'C,CH. P] CRC-PrPeC-CI'PSP&C... PIPEPiP°PrPeP°C...
PiPsPIC-PrPsPjP»CILIP»Pé PiCEPs CHPsP-PIPEC,PsPe P°PSP°C, C-P»P°PeC,PéC+PSP&C...
CHPpP°PeCtC-PNe.

P!PéC,PsC...CEPsPj P 450. PuP»CfPePsPSP°P-PsP» C” PiPsPjC-CEHPSP&P;
C-PSPiC-P+C-C,PsCEPsPj C, PuCEPjPuPSC,C-PI CYP2C9 C,P° CYP3Ph4. PiP°PePsPY
C,,P»CfPePsPSP°P-PsP» C” PiPsC,CPIPSPéPj C-PSPiC-P+C-C,PsCHPsPj C, PuCHPjPuPSC,Cr
CYP2C19. PYP»C-Pr CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P° CI'C,P°PSPsPj PiP°C+C-C”PSC,C-PI, CLIPeC-
PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICFYCRC,CH C, P»CrPePsPSP°P-PsP» C,P°
PiCEPpPiP°CHP°C,Pé P- PICFP-CHPeP&Pj C,PuCHP°PiPuPIC,PECPSPEP] PIC-PePSPsPj, C%oPs
PjPuC,P°P+PsP»C-P-CrCRC,CHCI'CLI P- CFCP°CI'C,Ch CYP2C9, CYP2C19 C,P° CYP3A4.

PyPuCEC, PuPSP°PrPéPS. PYP»C-Pr CHPuC,PpuP»CHPSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P°
CI'C,P°PSPsPj PiP°CtC-C”PSC,P° PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
C,PuCHC, PuPSP°PrPéPSCr C,P° C,P»CrPePsPSP°P-PsP»Cr Cr PrPsP-C- PjPuPSCEPp 400 PjPi PSP°
PrPsP+Cr.

P”PsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé. PuCHPuPiP°CEP°C, PjC-CI'C,PEC,CH P»P°PeC,PsP-Cr.
PiP°CtC-C”PSC,P°Pj P- CRC-PrPeC-CI'PSP&PjPé CI'PiP°PrPePsPIPEéPjPé
P-P°C...PIPsCRCRPIP°PSPSCIIPjPé, C,P°PeP&PjPé CIIPe PSPuPiPuCHPuPSPsCI'PEPjC-CI'C,CH
PiP°P»P°PeC,PsP-Pé, PSPuPrPsCI'C,P°C,PSC-CI'C,CH P»P°PeC,P°P-Pé P>P°PiPiP° C,P°
CI'PéPSPrCHPsPj PjP°P»CHP°P+CI'PsCHP+CtC-C— PiP»CRPePsP-Pé-PiP°P»P°PeC,PsP-Pé, PSPu
CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé CtPuPNe PiCHPuPiP°CRHP°C,.



PhPrPSP° PeP°PiCI'CrP»P° P»C-PeP°CRHCI' CHPePsPiPs P-P°CI'PsP+Cr PjC-CI'C,PéC,CH
PjPuPSCE€Pp 1 PjPjPsP»CH PSP°C,CHC-Ch (23 PjPi), P° PsC,P{Py, PiCHPuPiP°CHP°C, PjPsPYPSP°
PIPIP°PYP°C,Pé C,P°PeP&Pj, C%oPs PSPy PjC-CI'C,PEC,CH PSP°C,CHC-CR.

PP°PiCI'CtP»Pé C,PIPuCEPrC- PuP»CrPePsPSP°P-PsP»-PyPuPIP° 200 PjPi PjC-CI'C,CLIC,Clb
P°P-PsCRCIP+C-PS, C%oPs PjPsPPu CI' PiCEP&CHPEPSCLIC,Pé P°P»PpuCHPiC-C+PSC-
CHPuP°PeCtC-C—.

P—P°CI'C,PsCI'CFPIP°PSPSCII Cf PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCR.

P-C-PSPePé CHPuPiCHPsPrCrPeC,PEPIPSPsPiPs PIC-PeCr

PuPuCEPuPr PiPsC+P°C,PePsPj P»C-PeCrPIP°PSPSCII PiP°C+C-C”PSC,PeCt CI'P»C-Pr
PiPsC-PSC, PsCEPjCtPIP°C,Pé PiCEPs PiPsC,PuPSCtC-PN:PSP&PNe. CEP&P-P&Pe PrP»ClI
PiP»PsPrP°. PuC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCILI PsPrPSPsCEP°P-PsPIPsC— PrPsP-Pé
PiPsC,CEC-P+PSPs PIP6C,CEP&PjP°C,Pé PiPpuCEHC-PsPr PIP&PIPpPrPuPSPSCII

C, P»CrPePSPSP°P-PsP»Ct, CLIPePEPNe CI'C,P°PSPSPIPEC,CHb 1 C,PéPIPrPuPSCH (C%0Ps
PIC-PrPiPsPIC-PrP°C” 5556 PiPpuCHC-PsPrP°Pj PSP°PiC-PIPIPEPIPpPrPuPSPSCII), PrPs
PSP°CI'C,P°PSPSCII PIP°PiC-C,PSPsCI'C,C-.

PuCHPé C,CEPEPIP°P»P&C... PeCECHCI'P°C... P»C-PeCrPIP°PSPSCII PIC-PSPeP°Pj
CHPuPiCEPsPrCrPeC,PéPIPSPsPiPs PIC-PeCt CI'P»C-Pr CHPsP-PiP»CIIPSCIC,Pé
PjPsPYP»P&PIC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCLI PePsPSC,CHP°CtPuPiCtC-C—
PiCHPsC,CLIPiPsPj CtCI'CHbPsPiPs PiPpuCHC-PsPrCt P»C-PeCrPIP°PSPSCII C,P° PiCEPsC,CLIPiPsPj
1 C,P&PYPSCII PiC-CI'P»CLI PiCEP&PNePsPjCt PsCI'C,P°PSPSCHbPsC— PrPsP-Pé.

P’P°PiC-C,PSC-CI'C,CH

PhP+CI'PpuCHPIP°CtC-PNePSC- PrPsCI'P»C-PrP{PuPSPSCLI CI'PIC-PrC+P°C,CH PiCHPs
PiC-PrPIP&C%0PuPSP&PNe CEP&P-P&Pe CI'PiPsPSC,P°PSPSPsPiPs P°P+PsCEC,Cr Cf PJC-PSPsPe,
CLIPeC- PsC,CEHP&PjCIPIP°P»Pé C,P»CIPePsPSP°P-PsP» PiCEPsC,CLIPiPsPj PiPpCHCEPsPiPs
C,P°/P°P+Ps PrCECrPiPsPiPs C,CEP&PjPuCI'C,CECY, PiPsCEC-PIPSCIIPSPs P- PJC-PSPeP°PjPé,
CLIPeC- PSPy PiCRP&PNPjP°P»Pé C,P»CIPePsPSP°P-PsP» P°P+Ps PsC,CEP&PjCIPIP°P»Pé
PjC-CI'CtPpPIC- P°P-PsP»Pé PICRPsC,CLIPiPsPj C,P°PePsPiPs P§ PiPpuCHC-PsPrCr.

P”P°PSC- PeC-P»CIHbPePsC... C,PECI'CIICH PIP°PiC-C,PSP&C... P]C-PSPsPe, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé PeCrPjCrP»CIIC,PEPIPSCYE PrPsP-Cr < 150 PjPi C,P»CrPePsPSP°P-PsP»Cr,
P-P°CI'C,PsCI'PsPIP°PSCr Crf Pt C,CHPéPjPuCI'C,CRC-, PSPu CI'PIC-PrC+P°C,CH PiCHPs
P-P+C-P»CHCEPpuPSPSCI]I P-P°PiP°P»CHPSPsPiPs CEP&P-PéPeCr PIP°Pr CHPsP-PIP&C,PeCr
PiP»PsPrP°. P’ PsPrPSPsPjCt PIPuP»PéPePsPjCr CI'PiPsCI'C,PpCHPpuPIPSPsPjCr
PePsPiPsCHC,PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- PiPpCEPsCEP°P»CHPSPéPNe PiCHP&PNPsPj
C,P»CrPePsPSP°P-PsP»Ct Cr Pt C,CHP&PjPuCI'C,CHC- P+CrPI P°CI'PsCtC-PNePSPIP°PSP&PN: P-
PSPuPIPpP»PéPeP&Pj PiC-PrPIPEC%oPuPSPSCILIPj CHPéP-PéPeCr CHPsP-PIP&C,PeCr PIP°Pr
PsPiPsCHPSPs-CHCrC...PsPIPsPiPs P°PiP°CHP°C,Cr, C%oPs PIC-PrPiPsPIC-PrP°C”
PiCEP&P+P»P&P-PSPs 1 PrPsPrP°C,PePsPIPsPjCr PIP&PiP°PrPeCr PSP° 1000 PC-PSPsPe, CLIPeC-
PsC,CRPéPjCIPIP°P»Pé PeCrPjCrP»CLIC,PEPIPSC- PrPsP-Pé < 450 PjPi, PiPsCHC-PIPSCIIPSPs P-
PYC-PSPeP°PjPé, CIIPeC- PsC,CHP&PjCIPIP°P»Pé PjC-CI'CtPpPIC- P°P-PsP»Pé, C-
PiCEP&P+P»P&éP-PSPs 4 PrPsPrP°C,PePsPIP&éPj PIPEPiP°PrPeP°Pj PSP° 1000 PYC-PSPsPe, CIIPeC-
PsC,CHP&PjCIPIP°P»Pé PeCrPjCrP»CIIC,PEPIPSC- PrPsP-Pé PiPsPSP°Pr 450 PjPi.



PYPePsCRP&PiPSPIP°PSPEPNe PIC-PrPSPsCI'PSPEPNe CRP&P-P&Pe CI'C,P°PSPsPIPEPI 1,29
(95 % P”Pt 1,05 PrPs 1,58) PrP»CLI 150 PjPi PiPuCEPsCHP°P»CHPSPsPiPs PiCHP&PNePsPjCr
C,P»CIPePsPSP°P-PsP»Cr C,P° 1,98 (95 % P”Pt 1,23 PrPs 3,17) PrP»CLI PrPsP- PiPsPSP°Pr
450 PjPi C, P»CIPePsPSP°P-PsP»Cr.

P”PsCI'C,CrPiPSC- PuPiC-PrPpPjC-PsP»PsPiC-C+PSC- PrPsCI'P»C-PrPIPuPSPSCII
CI'C,PsCI'PsPIPSPs CRPsP-PIP&C,PeCr PIP°Pr CI'PuCHCTCII PiCRPé P-P°CI'C,PsCI'CFPIP°PSPSC-
C,P»CrPePsPSP°P-PsP»Cr PiC-Pr CP°CI" PIP°PiC-C,PSPsCI'C,C- PjP°CRC,CH
CI'CrPiPuCHPuCP»PEPIC- CRPuP-CP»CHC,P°C,Pé. PuCHPsC,Pu PjPuC,P°P°PSP°P»C-P: 5
PsP+CI'PuCHPIP°CtC-PNePSPEC... PrPsCI'P»C-PrPPuPSCH, PiCEPsPIPuPrPuPSPEC... P-P°
CrC#P°CI'C,ChR PeC-P»CHPePsCh C,P&CI'CIICt PIP°PiC-C,PSP&C... PJC-PSPsPe, CIIPeC-
PsC,CRHP&PjCrPIP°P»Pé C,P»CrPePsPSP°P-PsP» PiCHPsC,CLIPiPsPj PiPuCRCEPsPiPs
C,CRPé&PjPuCI'C,CRCY, PIPECIIPIPEPI PiC-PrPIPEC%0oPuPSPSCII CRP&P-P&PeCt CHPsP-PIP&C,PeCr
PIP°Pr CI'PuCRCtCII Cf PSPuPjPsPIP»CIIC, PI

1,885 “2 CREP°P-Pé PiPsCHC-PIPSCIIPSPs P- C,P°PePéPj Ct PSPuPjPsPIP»CIIC,, PjP°C,PuCHC-
CILIPePEC... PSPp P-P°CI'C,PsCI'PsPICFPIP°P»Pé C,P»CrPePsPSP°P-PsP» C,P°/P°P+Ps
PIPéPePsCEP&CI'C,PsPICFPIP°P»Pé P°P-PsP»Pé PrP»CI] PjC-CI'CtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII.

P] P-PIC-C,P°C... PsPiP&éCI'P°PSPs PICHPsPrPYPuPSC- PIP°PrPé CHPsP-PIP&éC,PeCr Cr
PSPuPjPsPIP»CIIC,, PjP°C,PuCHC- CLIPeP&C... PsC,CHPéPjCIPIP°P»Pé PIP&CI PsPeC- PrPsP-Pé
(40085“800 PjPi/PrPsP+Cr) C,P»CtPePsPSP°P-PsP»Cr PiC-Pr C+P°CI" PIP°PiC-C,PSPsCI'C,C-
PiCHPsC,CLIPiPsPj 3 PjC-CI'CLIC+C-PI P°P+Ps P+C-P»CHCEPp PrP»CII P»C-PeCrPIP°PSPSCII
PePsPeCtP&PrC-PsC—PrPsPjC-PePsP-Cr. P’CHPsPrPIPuPSC- PIP°PrPé, CLIPeC-
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI Ct CtP&C... PSPuPjPsPIP»CIIC,, PIPeP»CRC+P°CRC,CH
P+CHP°C...C-CtPuC, P°P»C-Ch, PrPéCI'PiP»P°P-C-Ch PICFCEPSPEC... CHP°PePsPIPEPS,
PSP°PrPjC-CEPSPu P-P+C-P»CHCEPuPSPSCII PiPuCEPuPrPSCHPsPiPs C,C-Pj' CLIC+PeP®,
PIPéPeCHPEPIP»PuPSPSCII CI'C,PuPiPSPsPIPsC— PeC-CI'C,PePé C,P° PiCEPsPjPuPSPuPIPs-
PiP»PuC#PsPIPEPN. CI'PéPSPsCI'C,PsP-. PiCHPECPéPSPSPs-PSP°CI'P»C-PrPePsPIPEPN:
P-PI'CLIP-PsPe PjC-PY P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C,P»CrPePsPSP°P-PsP»Cr C,P° CtP&PjPé
PICEPsPrPYPuPSPé&PjPé PIP°PrP°PjPé PSPu PICI'C,P°PSPsPIP»PuPSPEPNe..

PkPp CI'P»C-Pr P-P°CI'C,PsCI'PsPICfPIP°C,Pé P-PIP&C+P°PNePSC- PrPsP-Pé
C,P»CrPePsPSP°P-PsP»Cr C,P° PePsCHPsC,PePsC,CHP&PIP°P»C- PeCrCHCIPé
P»C-PeCrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»PsPj Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C-, P-P°
PIP&PSCIIC,PePsPj PeCHP°PN:PSCHPsC— PSPuPsP+C...C-PrPSPsCI'C,C-.

P&Pp CI'P»C-Pr P-P°CI'C,PsCI'PsPICrPIP°C,Pé PIP&CI PsPeC- PrPsP-Pé C, P»CrPePsPSP°P-PsP»Cr
C,P°/P°P+Ps C,CHPEPIP°P»C- PeCFCHCI'Pé P»C-PeCrPIP°PSPSCII C,P»CrPePsPSP°P-PsP»PsPj Cr
PiPpCHC-PsPr PIP°PiC-C,PSPsCI'C,C-, P-P° PIP&PSCILIC,PePsPj P»C-PeCrPIP°PSPSCII

C-PSC, PuPeCtC-PNe, C%oPs PiPsC,PuPSCtC-PNePSPs P-P°PiCHPsPICIrCRC,CH PPéC,C,Ch.

P“PsPrC2PIP°PSPSCII PiCRCéPrPrCh

PxP»CrPePsPSP°P-PsP» PiCHPsPSP&PeP°C” Cr PiCECrPrPSPu PjPsP»PsPePs C,P° PrPsCI'CIIPiP°C”
PePsPSCtPpPSC,CEP°CtC-C— PiPsPrC-P+PSPsC— PrPs CHC-PIPSCII Ct PiP»P°P-PjC-
PeCHPsPIC- (PrP&PI. CHPsP-PrC-P» B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).
P“PsPrCrPIP°PSPSCI] PiCECrPrPrCh PjPsPYPSP° PiCEPsPrPsPIPICrPIP°C,Pé PiC-CI'P»CI]
P-P°CI'C,PsCI'CfPIP°PSPSCII CHP°P-PsPIPsC— PrPsP-Pé C,P»CrPePsPSP°P-PsP»Cr, C%oPs
CI'C,P°PSPsPIP&C,CH 150 PjPi. PiuC-CI'P»CII P-P°CI"C,PsCI'CfPIP°PSPSCII
P+P°PiP°C,PsCEP°P-PsPIP&C... PrPsP- P°P+Ps PIP&CI'PsPePsC— PrPsP-Pé
C,P»CrPePsPSP°P-PsP»Cr PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh PSPp



CHPpPePsPjPuPSPrPsPIP°PSPy. PYP»C-Pr PsC1C-PSP&C,Pé PePsCEPECI'C,CIb
PiPsPrCtPIP°PSPSCII PiCECrPrPrCh PrP»CLI CEPsP-PIP&C, PeCt C- P-PrPsCEPsPI'CII
PrP&éC,PEPSP&, P° C,P°PePsP PeP»C-PSC-CHPSCY PiPsC,CHPuP+Cr PjP°C,PuCEC- Cr
P»C-PeP°CHCI'CHbPePsPjCr P-P°CI'PsP+C- C- P+CIPrCH-CLIPeC- PiPsC,PuPSCtC-PN:PSC-
PiPsP+C-C$PSC- PuC, PuPeC,Pé C,P»CrPePsPSP°P-PsP»Cr P°P+Ps PsCI'PSPsPIPSPsPiPs
P-P°C...PIPsCHCRPIP°PSPSCLI PjP°C,PuCHC- PrP»CLI PrP&éC,PEPSP&, CLIPeP°® PsC,CHP&PjCrC”
PiCHCIPrPSPy PIP&PiPsPrPsPICIPIP°PSPSCII.

PxPuCEC,PéP»CHPSC-CI'C,CH

P— PrPsCI'P»C-PrPYPuPSCH PSP° C,PIP°CREPEPSP°C... PIC-PrPsPjPs, C%oPs
C,,P»CrPePsPSP°P-PsP» PSP PIPiP»P&PIP°PI PSP° C,PuCHC,PéP»CHPSC-CI'C,CH Cr
CI'P°PjCtC-PI C,P° CI'P°PjPéCtCH C%oCrCHC-PI.

P—PrP°C,PSC-CI'C,CHb PIPiP»P&PIP°C,Pé PSP® CEPIP&PrPeC-CI'C,CHh CHPuP°PeCtC-C— PiCHPé
PePpCHCIPIP°PSPSC- P°PIC,PsC,CEP°PSCI'PiPsCEC,PsPj P°P+Ps C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI"P»C-PrPIPuPSCH P-PrP°C,PSPsCI'C,C- C,P»CfPePsPSP°P-PsP»Ct PIPiP»P&PIP°C,Pé PSP°
CEPIP&PrPeC-CI'C,CH CEPuP°PeCtC-C— PiCEPé PePuCEHCrPIP°PSPSC-
P°PIC,PsC,CHP°PSCI'PiPsCEC,PsPj P°P+Ps CEPsP+PsC,C- P- C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé PSPu PiCEPsPIPsPrPéP»Pé.

PuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPiPpCHPUPrPYP°C,Pé PiCEPs PjPsPIP»PéPIC-CI'C,CHb
P-P°PiP°PjPsCEPsC+PuPSPSCLI P°P+Ps CI'CtPrPsPj PiC-Pr C+P°CI" PiCP&PN:PsPjCr

C, P»CIPePsPSP°P-PsP»Ct C,P° CEPuPePsPjPuPSPrCPIP°C,Pé C—Pj CrC,CEP&PjCIPIP°C,PEéCICLI
PIC-Pr PePpCECtPIP°PSPSCII P°PIC,PsC,CEP°PSCIPiPsCEC,PsPj P°P+Ps PIC-Pr CEPsP+PsC,Pé
P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé PI CEP°P-C- PIP6PSP&PePSPuPSPSCLI P+CrPrCH-
CLIPePsPiPs P- CtP&C... CI'P&PjPiC,PsPjC-PL.

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

PP°PiCI'CtP»Pé CI'P»C-Pr PePsPIC,P°C,Pé CtC-P»P&PjPé. PuCHP&PNePsPj PiCEPPiP°CEP°C,Crt
PSPu P-P°P»PuP{P&C,CH PIC-Pr PiCEP&PN:PsPjCt C—PfC-.

P”PsP-CrPIP°PSPSCII

P”PsP-Cr PIP&P-PSP°C$P°C,Pé P-P°P»PpuPYPSPs PIC-Pr PIPéPrCr C,P° CI'C,CrPiPpPSCII
C,CIIPYPePsCI'C,C- PiCRPéP+PePsPIPsC— C-PSC, PuPeCtC-C—. P>C-PeCrPIP°PSPSCI]

C-PSC, PuPeCtC-PNe, CIIPePy PiPsC,CHPuP+CrC” P+P°PiP°C,PsCHP°P-PsPIPsPiPs
P-P°CI'C,PsCI'CtPIP°PSPSCII PiCEPuPiP°CEP°C,Cr, CI'P»C-Pr PiCEPsPrPsPIPCIPIP°C,Pé,
PiPsPePé PeP»C-PSC-C+PSC- PiP°CHP°PjPuC,CEHPé P°P+Ps P»P°P+PsCHP°C,PsCEPSC-
P°PSP°P»C-P-Pé PSPy PiC-PrC,PIPuCRPrCLIC,CH P-PSPéPePSPuPSPSCII P°PeC,PEPIPSPsCI'C,C-
PiCEP&P+PePsPIPsC— C-PSC, PuPeCtC-C—. PKPuPrPsCI'C,P°C,PSCII C,CHPEPIP°P»C-CI'C,CH
P»C-PeCrPIP°PSPSCII PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs PIC-PrPSPsPIP»PuPSPSCII
P°PeC,P8PIPSPsPiPs C-PSC, PpPeCtC-PNePSPsPiPs PiCHPsCtPuCI'Ct. P”P»CII
P+C-P»CHCEPsCI'C,C- PIP&PiP°PrPeC-PI PIP°PiC-PSP°P»CHhPSPsPiPs PeP°PSPrPéPrPsP-Crf
PrPsCI'C,P°C,PSCHPs CHP°P-PsPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CHP°C,Cr.



P”PsCFHPsCI P»C-

Pw»CHPePiC,PsPePsPePsP-.

- P>C-PeCrPIP°PSPSCII PeCEP&PIC, PsPePsPePsPIPsPiPs PjPuPSC-PSPiC-C,Cr:
PSP°PIP°PSC,P°PYCI-PIP°P»CHbPSP°® PrPsP-P° CI'C,P°PSPsPIPEC,CHb 400 PjPi Ct PiPLCHCEPEPNe
PrPuPSCH. PuC-PrC,CEP&PjCtPIP°P»CHbPSP® PrPsP-P° 5 2008400 PjPi PsPrPéPS CEP°P-
PSP° PrPsP+Ct. PyCEP&PIP°P»C-CI'C,CH P»C-PeCFPIP°PSPSCILI P-P°P-PIPECEP°PNe
CI'C,P°PSPSPIP&C,CH C%oPsPSP°PN:PjPuPSCEP 6858 C,PEPTPSC-PL. PiCHPé

C-PSC, PpPeCtC-CIIC..., C%oPs P-P°PiCEPsPYCICRC,CH PYP&C,C,CR, PrPsP+PsPICt PrPsP-Cr
PjPsPYPSP° P-P+C-P»CHCEPEC,Pé PrPs 800 PjPi.

- PuC-PrC,CHPé&PjCIPIP°P»CHPSP® C,PuCEP°PiC-CII PrP»ClI PiPsPiPuCHPuPrPIPuPSPSCII
CHPuCtP8PrPEPICTH PeCRPEPIC, PsPePsPePsPIPsPiPs PjPpPSC-PSPiC-C,Cr Cr PiP°C+C-C”PSC,C-PI
P- PIP6CI'PsPePéPj CEP&P-P&éPePsPj PNePsPiPs CEPsP-PIPEC,PeCr: CEPuPePsPjPuPSPrPsPIP PSP®
PrPsP-P° PiCRPpPiP°CHP°C,Ct CI'C,P°PSPSPIP&C, CH 200 PjPi/PrPsP+Ct PiCHPsC,CLIPiPsP;j
PSPuPsP=+PjPuPIPuPSPsPiPs C+P°CI'CY.

PwPsPeCtPéPriPsC—PrPsP-.

- P PuPePsPjPPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIPEC,CHb 2008400 PjPi PsPrPéPS CEP°P:
PSP° PrPsP+Ct. PyCHP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCLI CI'C,P°PSPSPIP&C,CH 115524
PjC-CI'CLIC{C- P°P+Ps PrPsPICEPu P-P°P»PuP{PSPs PIC-Pr CI'C,P°PSCt PiP°C+C-C”PSC,P°.
P”P»CLI P»C-PeCIPIP°PSPSCILI PrPuCLIPeP&C... C,PsCEPj C-PSC,PuPeCtC-C—, P°
PsCI'PsP+P»P&PIPs PrP»CLI P»C-PeCrPIP°PSPSCII PjPuPSC-PSPiC-C,Ct, PjPsPPp P+CrC,Pé
PrPsCtC-P»CIbPSP&Pj P-P°CI'C,PsCI'CrPIP°PSPSCII PrPsP-Pé 800 PjPi PSP° PrPsP+Cr.

P{PSPIP°P-PePIPSC- PeP°PSPrPéPrPsP-Peé.

- PKP°PIP°PSC,P°PYCI-PIP°P»CHPSP® PrPsP-P° CI'C,P°PSPsPIP&C,CH 800 PjPi Cr PiPuCECEPEPNe
PrPuPSCH. PuC-PrC,CEP&PjCIPIP°P»CHbPSP® PrPsP-P° EF” 400 PjPi PsPrPéPS CEP°P- PSP°
PrPsP+Ct. P—P°P-PIP&C+P°PNe CHPRPePsPjPuPSPrPsPIP°PSP° C,CEPEPIP°P»C-CI'C,Clb
P»C-PeCIPIP°PSPSCLI PeP°PSPrP&éPrPuPjC-C— CI'C,P°PSPSPIPEC,CHb 2 C,PEPIPSC- PiC-CI'P»ClII
PiPuCECEPEC... PSPUPiP°C,PEPIPSPEC... CHPUP-CrP»CHC,P°C,C-PI PeCrP»CHC,CrCEPé
PeCRPsPIC- C,P° P-PSP&éPePSPuPSPSCII PsP-PSP°Pe C- CI'P&PjPiC,PsPjC-PI
PeP°PSPrPéPrPuPjC-C—.

PwP°PSPrPéPrPsP- CI'P»PéP-PsPIPéC... PsP+PsP»PsPSPsPe.

- PP°PSPrPéPrPsP- CHPsC,PsPiP»PsC,PePé: PSP°PIP°PSC,P°PYCIPIP°P»CHPSP° PrPsP-P°
CI'C,P°PSPsPIP&C,CH 2008F“400 PjPi Cr PiPuCECEPEPNe PrPuPSCH,
PiC-PrC,CHP&PjCrPIP°P»CIHbPSP° PrPsP-P° BR“ 10085200 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cr.
PyCHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII CI'C,P°PSPsPIP&C,CH 78F“21 PrPuPSCH (PrPs
PrPsCI'CIIPiPSPuPSPSCII CHPuPjC-CI'C-C—), P°P»Pn PjPsPPu P+CrC,Pé P-P+C-P»CHCEPuPSP®
PrP»CII PiP°CtC-C”PSC,C-PI C-P- C,CIIPYPePé&Pj C-PjCrPSPsPrPuC,C-CtPEC,PsP;.

- PiP°PSPrPéPrPsP- CI'C,CRP°PIPsC...PsPrCr: PSP°PIP°PSC,P°PICrPIP°P»CHhPSP® PrPsP-P°
CI'C,P°PSPsPIP&C,CH 2008F“400 PjPi Cf PiPuCECEPEPNe PrPuPSCH,
PiC-PrC,CHP&PjCrPIP°P»CHPSP° PrPsP-P° 8F“ 10085200 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cf.
PyCHPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII CI'C,P°PSPsPIP&C,CH 148F“30 PrPSC-PI (PrPs
PrPsCI'CIIPiPSPuPSPSCII CHPuPjC-CI'C-C—), P°P»Pp PjPsP{Pu P+CrfC,Pé P-P+C-P»CHCEPuPSP®
PrP»CI]I PiP°CtC-C”PSC,C-PI C-P- C,CIIP{PePé&Pj C-PjCrPSPsPrPuC,C-CtP&C,PsP;.



- PP°PSPrPéPrCICHC-CLI: CHPpPePsPjPuPSPrPsPIP°PSP® PrPsP-P° CI'C,P°PSPsPIPEC,CHb
20085400 PjPi PsPrPéPS CEP°P- PSP°® PrPsP+Cr PiCHPsC,CLIPiPsPj 785“21 PrPSC-PL. P"P»CII
PiP°CtC-C”PSC,C-PI C-P- C,CLIP]PeP&Pj C-PjCIPSPsPrPuC, C-CtP&C,PsP;j
C,CRP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII PjPsPPSP® P-P+C-P»CHCEPEC, Pé.

- PTCHPsPSC-C$PSPéPNe P°C,CHPsC, C-C+PSPEPNe PeP°PSPrPEPrPsP-:
CBPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIP&C,CH 50 PjPi PsPrPéPS CHP°P- PSP°
PrPsP+Cr PiCRHPsC,CLIPiPsPj 14 PrPSC-PI.

- PI'CHPsPSC-C+PSP&PNe PeP°PSPrP&PrPsP- CEPeC-CEPé C,P° CI'P»P&P-PsPIPEC...
PsP+PsP»PsPSPsPe: CHPuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° CI'C,P°PSPsPIP&C,Chb

5085100 PjPi PsPrPéPS CRP°P- PSP® PrPsP+Cr. PyCEPEPIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII
CI'C,P°PSPsPIP&C,CH PrPs 28 PrPSC-PI, P°P»Pp PjPsP{Pu P+CfC,Pé P-P+C-P»CHCEPPSP®
P-P°P»PpPYPSPs PIC-Pr C,CLIP]PePsCI'C,C- C,P° PIP6PrCr C-PSC, PuPeCtC-C— P°P+Ps
P-PSP&PPuPSPSCII C-PjCrPSC-C,PuC,Cr.

PuPsPiPuCEPuPrPIPuPSPSCII CEPuCtPéPrPéPICS PeP°PSPrPéPrPsP-Cé CI P»PéP-PsPIPéC...
PsP+PsP»PsPSPsPe Cé PiP°CtC-C”PSC,C-PI P- P'PtP>, CLIPeC- PjP°CRC,CH PIPéCI PsPePéPNe
CEHPeéP-PéPe PNePsPiPs CEPsP-PIPéC,PeC:.

- P1sP°PSPrP&PrPsP- CHPsC,PsPiP»PsC,PePé, PeP°PSPrP&PrPsP- CI'C,CEP°PIPSC...PsPrCr:
CEPRPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIP&C,CHb1008F“200 PjPi PsPrPéPS CHP°P-
PSP° PrPsP+Ct P°P+Ps 200 PjPi 3 CRP°P-Pé PSP°® C,PéPYPrPuPSCH. P§CEP&PIP°P»C-CI'C,CH
P»C-PeCfPIP°PSPSCLI C” PSPuPsP+PjPuPIPuPSPsCER PrP»CLI PiP°CtC-C”PSC,C-PI C-P-
PiCRP&PiPSC-C4PuPSP&Pj C-PjCIPSC-C,PuC,PsPj.

PyuCHPsC,C-P»P°PeC,PéPeP°® PeP°PSPrPéPrPsP-PSPEC... C-PSC,PuPeCtC-PN. C3
PiP°CtC-C”PSC,C-PI C-P- C,CHEPéPIP°P»PsCFk PSPuPN.C,CHPsPiPuPSC-C”Ch.

- P PuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° CI'C,P°PSPsPIPEC,CH 20085400 PjPi PsPrPéPS CHP°P-
PSP° PrPsP+Ct. P>C-PeCIPIP°PSPSCII CI'P»C-Pr CEPsP-PiPsC+PEPSP°C,Pé P-P° PeC-P»CIbPeP®
PrPSC-PI PrPs PsC+C-PeCrPIP°PSPsPiPs CRPsP-PIP&C, PeCt PSPRPNeC,CEPsPiPuPSC-C— C,P°
PiCEPsPrPsPIPYCIPIP°C,Pé PICRPsC,CLIPiPsPj 7 PrPSC-PI PiC-CI'P»CLI PiC-PrPIP&C%oPuPSPSCII
PeC-P»CHPePsCI'C,C- PSPUPNeC,CEPsC, C-P»C-PI PiPsPSP°Pr 1000/PjP;’.

P“PuPSC-C,P°P»CHbPSC- PeP°PSPrPePrPsP-Pe.

- P“PsCI'C,CHP&PNe PIP°PiC-PSP°P»CIHbPSPEPN: PeP°PSPrPéPrPsP-, PeP°PSPrPéPrPsP-PSPEPNe
P+P°P»P°PSC-C,: CHPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIP&C,CH 150 PjPi
CRP°P-PsPIPs.

- P>C-PeCrPIP°PSPSCII C,P° PiCHPsC, C-P»P°PeC,PéPeP° CRPuCtPéPrPéPICFCRCPEC...
PIP°PiC-PSP°P»CHPSPEC... PeP°PSPrPéPrPsP-C-PI (4 P°P+Ps P+C-P»CHCEPp PIPEPiP°PrPeC-PI
PSP° CHC-Pe): CHPpuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPsPIPEC,CH 150 PjPi 1 CHP°P-
PSP° 3 PrPSC-. P’CI'CHbPsPiPs CI'P»C-Pr P-P°CI'C,PsCI'CfPIP°C,Pé 3 PrPsP-Pé (1-PNe PrPuPSCH,
4-PNe PrPuPSCH C,P° 7-PNe PrPpuPSCH). PiiC-CI'P»CILI CtCHPsPiPs CI'P»C-Pr
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-PrC,CREP&PjCrCRC+Cr PrPsP-Cr 150 PjPi 1 CHP°P- PSP°
C,PéPYPrPuPSCH PiCHPsC,CLIPiPsPj 6 PjC-CI'CIICtC-PI.

P”PuCHPjP°C,PsPjC-PePsP-Pé.

- PiC-PePsP- CI'C,PsPi, PjC-PePsP- PiP»P°PrPuPSCHPePsC— CE€PeC-CHP&, PiP°C...PsPIPEPNe
PrPuCHPjP°C,PsPjC-PePsP-, PeP°PSPrPePrPsP-PSC- C-PSC,PuPeCtC-C— C€PeC-CHPé:



CHPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPSPIP&C,CHb 150 PjPi 1 CHP°P- PSP®
C,P&éPPrPuPSCHb P°P+Ps 50 PjPi 1 CRP°P- PSP°® PrPsP+Ct. PyCEP&PIP°P»C-CI'C,CHb
P»C-PeCIPIP°PSPSCI]I CI'C,P°PSPsPIPEC,CHb 28F“4 C,PEPYPSC-. P>C-PeCIPIP°PSPSCII
PjC-PePsP-Cr CI'C,PsPi PjPsPPp C,CHP&PIP°C,Pé PrPs 6 C,PEPYPSC-PL.

- P C-P-PSPsP+P°CRHPIPSPéPNe P»PeCEP°PNe: CHPuPePsPjPuPSPrPsPIP°PSP° PrPsP-P°
CI'C,P°PSPsPIP&C,CH 3008F“400 PjPi 1 CHP°P- PSP° C,PéPIPrPuPSCH PiCHPsC,CLIPiPsPj
185H“3 C,PePYPSC-PI P°P+Ps 50 PjPi PSP°® PrPsP+Cr PiCHPsC,CILIPiPsPj 28 “4 C,PEPIPSC-PI.

- P”PuCHPjP°C,PsC, C-C,PSPEPNe PsPSC-C...PsPjC-PePsP-: CEPpuPePsPjPpPSPrPsPIP°PSP° PrPsP-P°
CI'C,P°PSPsPIP&C,CH 150 PjPi 1 CRP°P- PSP° C,PéPYPrPuPSCH. P>C-PeCrPIP°PSPSCII CI'P»C-Pr
PiCEPsPrPsPIPYCIPIP°C,Pé, PiPsPePé C-PSC, C-PePsPIP°PSPEPNe PSC-PiPsC,CH PSPu P+CrPrPu
P-PjC-PSPuPSP&PN. P-PrPsCHPsPIPEPj. P”P»CLI PIC-PrCHPsCI'C,P°PSPSCII P-PrPsCHPsPIP&C...
PSC-PiC,C-PI PSP° CHCrPeP°C... C,P° PSP° PIPuP»P&PeP&C... PiP°P»CHCHCLIC... PSC-Pi
P-P°P-PIP&C+P°PNe PSPuPsP+C...C-PrPSPs

38F“6 PjC-CI'CLICtC-PI C,P° 68F“12 PjC-CI'CLICtC-PI PIC-PrPiPsPIC-PrPSPs. PhPrPSP°Pe
C€PIP&PrPeC-CI'C,CH CRPsCI'C,Cr PSC-PiC,C-PI Crf PiP°CtC-C”PSC,C-PI PjPsPPu P+CrC,Pé
CHC-P-PSPsCh C,P° P-P°P»PpuPYP°C,Pé PIC-Pr PIC-PeCt. PuC-CI'P»CII C+CI'PiC-C€PSPsPiPs
P»C-PeCrPIP°PSPSCII C,CHPEPIP°P»PEC... C...CEPsPSC-C+PSPé&C... C-PSC, PuPeCtC-PNe

C, PsCHPjP° PSC-PiC,CLI C-PSPsPrC- P-P°P»P&éCEP°C”C,CHCI'CLI P-PjC-PSPuPSPsCh.

P”’C-C.Pe.

P&Pp CI'P»C-Pr PiPuCEPuPIP8C%0CrPIP°C,Pé PjP°PeCI PéPjP°P»CHPSCY PrPsP+PsPICt PrPsP-Cr
400 PjPi.

PiPe C- PiCHPé P°PSP°P»PsPiC-C+PSPé&C... C-PSC, PuPeCtC-CIIC... Ct PrPsCHPsCI'P»PéC...,
C,CHP&PIP°P»C-CI'C,CH P»C-PeCrPIP°PSPSCII P-P°P»PuPYP&C,CH PIC-Pr
PeP»C-PSC-C$PSPsC— C,P° PjC-PePsP»PsPiC-C+PSPsC— PIC-PrPiPsPIC-PrC-. PuCHPuPiP°CHP°C,
P-P°CI'C,PsCI'PsPICrPIP°C,Pé 1 CHP°P:- PSP° PrPsP+Cr. PiP°PiCI'CfP»Pé CI'P»C-Pr
PePsPIC,P°C,Pé CtC-P»PéPjPé C,P° PiCHP&PN:PjP°C,Pé PSPuP-P°P»PpuPYPSPs PIC-Pr
PIPP&PIP°PSPSCLI C—PYC-.

PYC,PsCI'PsPIPSPs PrC-C,PpPNe C-P- PiPsCECrCEPpPSPSCIIPj C, CrPSPeCtC-C— PSPECHPsPe
PrP&PI. PrPsP-CrPIP°PSPSCII PI CHPsP-PrC-P»C- B«PuPsCEHC2CEPuPSPSCII C,CéPSPeCtC-C—
PSPéCTHPsPeB». PuP°CHPjP°PePsPeC-PSPuC,PéPeCr C,P»CrPePsPSP°P-PsP»Cr PSP
PrPsCI'P»C-PrPYCrPIP°P»Pé Cr PrC-C,PuPNe C-P- PSPECHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

PKPuPjPsPIP»CLIC,P°, PrC-C,Pé PrPsC€PeC-P»CHPSPsPiPs PIC-PeCé C,P° CI'C,P°CFCEC-
PrC-C,Pé (PIC-Pr 28 PrPSC-PI PrPs 11 CHPsPeC-PI)

PuPsPeP°P-P°PSPSCII P”PsP-CrPIP°PSPSCII P PuPePsPjPuPSPrP°C+C-CII
PsP°PSPrPéPrPsP- PuPsC1P°C,PePsPIP°® PrPsP-P°: 6 [PuPsC+P°C,PePsPICT PrPsP-Cr
CI'P»P&P-PsPIP&C... PjPi/PePi; PjPsPYPSP°
PsP+PsP»PsPSPsPe P11C-Pr'C,CHPEPjCIPIP°P»CHPSP°|P-P°CI'C,PsCI PsPICIPIP°C,Pé
PrPsP-P°: 3 PjPi/PePi PsPrPéPS  |Cr PiPnCBCEPEPNe PrPpPSCH
CBP°P- PSP° PrPsP+Cr P- PjPuC,PsCh
CEPIPEPrCEPsPiPs
PrPsCI'CLIPiPSPuPSPSCII
CBHC-PIPSPsPIP°PYPSPsC—
PePsPSCtPuPSC,CRHP°CtC-C—




PtPSPIP°P-PEPIPSPEPN.
PeP°PSPrPePrPsP-
Pr5CHPEPIC,PsPePsPePsPIPEPNe
PjPuPSC-PSPiC-C,

P'C-Pr 6 PrPs 12 PjPi/PePi
PsPrPéPS CHP°P- PSP° PrPsP+Cr

P—P°P»PpPYPSPs PIC-Pr
CI'C,CrPiPpPSCII
C,CLIPYPePsCI'C,C-
P-P°C...PIPsCHCRPIP°PSPSCII

P11C-PrC,CHPéPjCrPIP°P»CHPSP°
C,PuCHP°PiC-CII P- PjPuC,PsCh
PiCEPsC,C-P»P°PeC,PéPePé
CHPuCtPéPrP&PICY
PeCHPePiC,PsPePsPePsPIPsPiPs
PjPuPSC-PSPiC-C,Cr Cr
PrC-C,PuPNe P- PIPECI PsPePéPj
CEP&P-P&PePsPj PNePsPiPs
CHPsP-PIP&C,PeCr

B 6 PjPi/PePi PsPrPeéPS CHP°P:
PSP° PrPsP+Cr

P—P°P»PpPYPSPs PIC-Pr
CI'C,CrPiPpPSCI]
C,CLIPYPePsCI'C,C-
P-P°C...PIPsCHCRPIP°PSPSCII

P1iCHPsC, C-P»P°PeC,PePeP®
PeP°PSPrPéPrPsP-C-PI Cr
PiP°C+C-C”"PSC,C-PI P-C-
P-PSPEPYPuPSPEP]
C-PjCrPSC-C,PuC,PsPj

P'C-Pr 3 PrPs 12 PjPi/PePi
PsPrPéPS CRHP°P- PSP° PrPsP+Cr

P—P°P»PuPYPSPs PIC-Pr
PIPECRP°PYPuPSPsCI'C,C-
C,P° C,CHPEPIP°P»PsCI'C,C-
C-PSPrCrPePsPIP°PSPsC—
PSPuPNeC,CHPsPiPpuPSC-C—
(PrPéPI. C,P°PePsPq
ChHPuPePsPjPuPSPrP°CtC-C—
C%oPsPrPs
PrPsP-CIPIP°PSPSCII PrP»CII
PrPsCRHPsCIP»PEC...)

PyC-PrP»C-C,PePe (PIC-Pr' 12 PrPs 17 CHPsPeC-PI)

P—P°P»PuPYPSPs PIC-Pr PjP°CI'Pé C,C-P»P° C,P° PiCfP+PuCEC,P°C,PSPsPiPs CHPsP-PIP&éC,PeCr
P»C-PeP°CHCH CI'P»C-Pr PiCHPéPN.PSCIIC,Pé CHC-CEPuPSPSCII CI'C,PsCI'PsPIPSPs C,PsPiPs,
CLIPeP® PrPsP-P° (PrP»CLI PrPsCEPsCI'P»P&C... P°P+Ps PrC-C,PuPNe) P+CrPrPu
PSP°PNeP+C-P»CHC€ PiCHPéPN.PSCIIC,PSPsCh PrP»CII PiP°C+C-C”PSC,P°. P1sP»C-PSC-C$PSC-
PrP°PSC- PIPeP°P-CrCRC,CH PSP° C,Py, C%oPs Ct PrC-C,PuPNe CHC-PIPuPSCH
PeP»C-CHPUPSCI'Ct C,P»CrPePsPSP°P-PsP»Crt PIPEC%o0PéPNe, PSC-PY Ct PrPsCHPsCI'P»Pé&C....

P—P°CI'C,PsCI'CFPIP°PSPSCII PrPsP- 100, 200 C,P° 400 PjPi PrPsCHPsCI'P»PéPj C,P° PrPsP- 3, 6
C,P° 12 PjPi/PePi PrC-C,CIIPj PiCRP&P-PIPsPrPéC,CH PrPs PrPsCI'CLIPiPSPuPSPSCII
PiPsCHC-PIPSCIIPSPsC— CI'PECI'C,PuPjPSPsC— PuPeCIPiPsP-P&éCtC-C—.

P‘PpP-PiPuPeP° C,P° PuC,PuPeC,PEPIPSC-CI'C,CHb C,P»CrPePsPSP°P-PsP»Cr PiCHPé
PiPpPSC-C,P°P»CHbPSPsPjCt PeP°PSPrPéPrPsP-C- Ct PrC-C,PuPNe PSPy
PICI'C,P°PSPSPIP»PpPSC-. PkP°CLIPIPSP® PSP° PrP°PSP&PNe C+P°CI" C-PSC, PsCEPjP°C+C-CLI
PSP°PIPuPrPuPSP° Ct CEPsP-PrC-P»C- B«PyPsP+C-C+PSC- CEPRP°PeC+C-C—B». P] CEP°P-C-
PSP°PiP°P»CHPSPsC— PSPuPsP=+C...C-PrPSPsCI'C,C- P»C-PeCrPIP°PSPSCLI
PiPpPSC-C,P°P»CHbPSPsPiPs PeP°PSPrPéPrPsP-Cr Cf PiC-PrP»C-C,PeC-PI (PIC-Pr 12 PrPs 17
CEPsPeC-PI) PrPsP-CrPIP°PSPSCILI PiPsPIPPSPSPu P+CrC,Pé C,P°PeP&Pj, CLIPe PrP»ClLI

PrPsCHPsCI'P»PéC....

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII

PxP»CrPePsPSP°P-PsP» PjPsPYPSP° P-P°CI'C,PsCI'PsPICPIP°C,Pé PiPuCEPsCEP°P»CIHhPSPs
P°P+Ps Cr C,PsCHPjC- PIPSCtC,CHC-CEPSCHPsPIPuPSPSPEC... C-PSC, CIP-C-PNe,
CI'PiPsCI'C-P+ PIPIPuPrPuPSPSCII P-P°P»PpuPYP&C,CH PIC-Pr PeP»C-PSC-C$PSPsPiPs
CI'C,P°PSCt PiP°CtC-C”PSC,P°. PuCHPé PiPuCEPuC...PsPrC- PIC-Pr




PIPSCI-C,CEC-CEPSCHPsPIPuPSPSPsPiPs CI'PiPsCI'PsP+Cr PrPs PiPpuCHPsCHP°P»CHPSPsPiPs
P°P+Ps PSP°PIPiP°PePé PSPuPjP°C” PSPEPsP+C...C-PrPSPsCI'C,C- P-PjC-PSCRPIP°C,Pé
C%oPsPrPuPSPSCY PrPsP-Cr.

PhCI'PsP+P»P&PIC- PiCRCrPiPé PiP°CtC-C”"PSC,C-PI

PyP°CtC-C”"PSC,Pé P»C-C,PSCHbPsPiPs PIC-PeC?2

P”PsP-CrPIP°PSPSCII CI'P»C-Pr PePsCHPéPiCrPIP°C,Pé PIC-PrPiPsPIC-PrPSPs PrPs CI'C,P°PSCrt
C, CtPSPeCtC-C— PSP&CEPsPe (PrPéPl. B«PyuPsCFCCEPUPSPSCII C,CéPSPeCtC-C—
PSPeCHPsPeB»).

PuPsCFC2C€PuPSPSCII C,C2PSPeCtC-C— PSPéCHPsPe

PuP»CIPePsPSP°P-PsP» PIP&PIPSPrPéC,CIHbCI'CII P- PsCHPiP°PSC-P-PjCt PiPpCHPuPIP° PYPSPs P-
CI'PuCPuCh Ct PSPuP-PjC-PSPuPSPsPCt PIP&PiP»CLIPrC-. P] CEP°P-C-
P-P°CI'C,PsCI'CrPIP°PSPSCILI PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé PePsCRP&PiCIPIP°PSPSCII
PSPu PiPsC,CRC-P+PSPs. PJ PiP°CtC-C”PSC,C-PI (PIPeP»CRC+P°CRCPé PrC-C,PuPNe) C-P-
PiPsCRCICEPpPSPSCLIPj C, CtPSPeCtC-C— PSPECEPsPe, PiCEPé PSPuPsP+C...C-PrPSPsCI'C,C-
P+P°PiP°C,PsCEP°P-PsPIPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII C, P»CrPePsPSP°P-PsP»CF,
PiPsC$P°C,PePsPIP° PrPsP-P° PiPsPIPéPSPSP° CI'C,P°PSPsPIPEC,Pé PIC-Pr 50 PrPs 400 PjPi
P-P°P»PpPYPSPs PIC-Pr PiPsPeP°P-P°PSCHb. P”PsP+PsPICt PrPsP-Crt (P-P°P»PpPYPSPs PIC-Pr
PiPsPeP°P-P°PSCHb) CI'P»C-Pr CEPsP-CEP°C...PsPICIPIP°C,Pé PIC-PrPiPsPIC-PrPSPs PrPs
C.P°P+P»P&CtC- PSPEPICHPy:

PBP»C-CRBPuPSCI' PeCHPuP°C,PEPSC-PSCr [P’C-PrCI'PsC,PsPe

(PjP»/C...PI) CHPpPePsPjPaPSPrPsPIP°PSPsC— PrPsP-Pé

> 50 100 %

< 50 (P+PpP- PiPpPjPsPrC-P°P»C-P-Cr) 50 %

P“PpPjPsPrC-P°P»C-P: 100 % PiC-CI'P»CII PePsPYPSPsPiPs
PiPpPjPsPrC-P°P»C-P-Cr

PyP°CtC-C”PSC,Pé, CLIPeC- PiPuCEPuP+CrPIP°CRC,CH PSP° CEPuPiCtP»CLICEPSPsPjCY
PiPpPjPsPrC-P°P»C-P-C-, PiPsPIP6PSPSC- PsC,CHP&PjCIPIP°C,Pé 100 %
CHPpPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé PiC-CI'P»CLI PePsPIPSPsC— PiCEPsCtPuPrCrCEPé
PiPpPjPsPrC-P°P»C-P-Cf; Cf PrPSC-, PePsP»Pé PSPy PiCEPsPIPsPrPéC,CHhCI'CLI PrC-P°P»C-P,
PiP°CtC-C”PSC,Pé PiPsPIP6PSPSC- PsC,CEP&PjCFPIP°C,Pé PrPsP-Cr,
PIC-PrPePsCEP&PiPsPIP°PSCE P-P°P»PuPYPSPs PIC-Pr PeP»C-CRPuPSCICE
PeCRPuP°C,PéPSC-PSCE.

PyPsCHC3CE€PuPSPSCII C,CéPSPeCtC-C— PiPuC#C-PSPePé

PiP°CtC-C”PSC,P°Pj C-P- PiPsCRCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé
C, P»CrPePsPSP°P-PsP» CI'P»C-Pr PiCHP&P-PSP°C+P°C,Pé P- PsP+PuCHPuPYPSC-CI'C,CH,
PsCI'PeC-P»CHPePé C-PSC, PsCHPjP°CtC-C— C%oPsPrPs P-P°CI'C,PsCI'CIPIP°PSPSCII
C, P»CrPePsPSP°P-PsP»Cr CtC-PNe PeP°C,PpPiPsCRC-C— PiP°CtC-C”PSC,C-PI
PSPuPrPsCI'C,P°C,PSCHPs (PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB» C,P° B«PuPsP+C-CfPSC- CEPuP°PeCtC-C—B»).



P”C-C,Pe.

P—P°CI'C,PsCI'PsPICIPIP°C,Pé P»C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ Cr C,PsCHPjC-
PeP°PiCI"CfP» CtC-PNe PeP°C,PuPiPsCHC-C— PiP°CtC-C”PSC,C-PI PjPsPYPSP° C,PsPrC-,
PePsP»Pé PrC-C,Pé P-PrP°C,PSC- P+PuP-PiPuC+PSPs PiCEPsPePsPIC,PSCIC,Pé PeP°PiCI'CtP»Cr,
C%oPs P-P°P-PIP&C+P°PNe C” PjPsPIP»P&PIPEPj Cr PIC-C1C- PIC-Pr 5 CHPsPeC-PI.

PuPuCEPuPrPsP-C4PIP°PSPSCII.

PhC,CEHP&PjP°PSPs PiPsPIC-PrPsPjP»PuPSPSCII PiCEPs PiPuCEPuPrPsP-CPIP°PSPSCII
C, P»CrPePsPSP°P-PsP»PsPj; PsPrPSPsC#P°CI'PSPs PiPsPIC-PrPsPjP»CLIP»Pé PiCEPs
PiP°P»CRCtPEPSP°CC-C— C,P° PiP°CEP°PSPsC—PrP°P»CHPSCE PiPsPIPuPrC-PSPeCK.

PuCHPé PiPuCHPuPrPsP-CPIP°PSPSC- PSPuPsP+C...C-PrPSPs PiCHPsPIPuCI'C,Pé
CI'P&PjPiC,PsPjP°C,P&C+PSCF PiC-PrC,CEP&PjCEPIP°P»CHPSCY C,PuCEP°PiC-CR C,P° Cf
CEP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C- PiCEPsPjP&C,Pé CEP»CrPSPsPe.

PxP»CrPePsPSP°P-PsP» P-PSP°C$PSPsCh PjC-CRPsCh PpuPeCI'PeCEPuC,CrC”C,CHCICII P-
CI'PuC+PuCH; C,PsCHCI'PsPIP°PSP&PNe PrC-CfCRPpP- PjPsPIPu PiCHPECI PePsCHPEC,Pé
PIP&PIPuPrPuPSPSCII PiCHPpuPiP°CEP°C,Cr. PYPuP°PSCI' PiPuPjPsPrC-P°P»C-P-Cr
C,CRPEPIP°P»C-CI'C,Ch 3 PiPsPrPéPSPé P-PSP&PYCIrC” CRC-PIPuPSCH
C,P»CrPePsPSP°P-PsP»Cr Cr PiP»P°P-PjC- PeCHPsPIC- PiCHP&P+P»P&P-PSPs PSP 50 %.

PyPsP+C-C#PSC- CEPuP°PeC+C-C—.

PkP°PNeC£P°CI'C,C-C€Pyu (= 1/100 PrPs < 1/10) PiPsPIC-PrPsPjP»CIIP»Pé& PiCHPs C,P°PeC-
PiPsP+C-C$PSC- CEPuP°PeCtC-C—: PiPsP»PsPIPSP&PNe P+C-P»CH, P+C-P»CH Cr
PYP&PIPsC,C-, PrC-P°CHPuCII, PSCrPrPsC,P°, P+P»CRPIP°PSPSCII, PIP&CI'PEPiP°PSPSCI],
PiC-PrPIP&C%oPpPSPSCII CEC-PIPSCII P°P»P°PSC-PSP°PjC-PSPsC,CHP°PSCI'C, PuCHP°P-Pé
(PhP>P§), P°CI'PiP°CHC,P°C,P°PjC-PSPsC,CHP°PSCI'C, PuCHP°P-Pé (PHPYPY), P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé PeCRHPsPIC-. PPsPIC-PrPsPjP»CIIP»Pé PiCHPs
PjPuPrPéPeP°PjPuPSC,PsP-PSCr CHPuP°PeCtC-Ch P- PuPsP-PéPSPsC,C-P»C-C”"Ch C-
CI'P&CI'C,PuPjPSPEPjPé PiCHPsCIIPIP°PjPé (DRESS), P°CI'PsC+C-PN:PsPIP°PSCr C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C,P»CrPePsPSP°P-PsP»Cr.

P”P»CLI PsCtC-PSPePé C+P°CI'C,PsC,Pé PIP&PSP&PePSPUPSPSCII PiPsP+C-C+PSPEC. ..
CRPpP°PeCtC-PNe PIP&PePSCEPECI'C,P°PSP° C,P°PeP° PeP»P°CI'PEC, C-PeP°CC-CLI: PrCfPIPu
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), CRC-PrPePs (PIC-Pr = 1/10000 PrPs < 1/1000), PrCFP{Pp CEC-PrPePs (< 1/10000),
C$P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSPuPjPsP{P»P&PIPs PsCtC-PSP&C,Pé PSP°
PiC-PrCI'C,P°PIC- PSP°CIIPIPSP&C... PrP°PSP&C...).

P— P+PsPeCé PeCEPsPIPsPSPsCI' PSPsC— C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI'C,PuPjPé.
P&PuC+P°CI'C,Ps: P°PSPuPjC-CI1.

P C-PrPePs: P°PiCHP°PSCrP»PsCtPéC,PsP-, P»PuPNePePsPiPuPSC-CI],



PSPuPN:C,CHPsPiPuPSC-CIJ, C,CHPsPjP+PsCtP&C,PsPiPpPSC-CIJ.

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCI'C,PuPjPé.

P C-PrPePs: P°PSP°C,C-P»P°PeCI'C-CI].

P— P+PsPeC3 PjPuC,P°P+PsP»C-P-PjCé C,P° C...P°CEC+C3PIP°PSPSCII.
PkPuC$P°CI'C,Ps: P-PSP&PPuPSPSCII P°PiPuC,PéC,Cr.

P C-PrPePs: PiC-PiPuCEC,CEP&PiP»C-CtPuCEP&PrPuPjC-CLI,
PiC-PiPuCEC...PsP»PuCI'C,PpuCEPEPSPpPjC-CLI, PiC-PiPsPeP°P»C-C”PjC-CLL

P— P+PsPeC3 PiCI'PéC...C-PePé.

P&PuC#P°CI'C,Ps: P+PuP-CI'PsPSPSCI], CI'PsPSP»P&PIC-CI'C,CHb.
P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé.

P§P°CI'C,Ps: PiPsP»PsPIPSP&PNe P+C-P»Clb.

PkPpuC$P°CI'C,Ps: CI'CrPrPsPjPé, P-P°PiP°PjPsCRPsC+PuPSPSCI], PiP°CHPuCI'C,PuP-C-C—,
PiPsCHCrCEPuPSPSCII CI'PjP°PeCt.

P C-PrPePs: C,CHPuP;jPsCE.
P— P+PsPeCé PsCEPiP°PSC-PI CI'P»C4C...Cé C,P° CFC-PIPSPsPIP°PiPé.
PkPpC$P°CI'C,Ps: PIPuCEC,PéPiPs.

P— P+PsPeCé CI' PuCFCtCII.

P C-PrPePs: PiP°CHPsPeCI'P&éP-PjP°P»CHbPSP° CEP»CrPSPsCtPePsPIP® C,P°C...C-PeP°CRHPrC-CII
C,PéPiCr B«PiC-CHCrPuC,B», PiPsPrPsPIP{PuPSPSCII C-PSC,PuCHPIP°P»Cr QT.

P— P+PsPeCé CEP»CéPSPePsPIPs-PePECEPePsPIPsPiPs C,CHP°PeC,C:.

P§P°CI'C,Ps: P+C-P»CIb Cr C+PuCHPuPIPSC-PNe PiPsCHPsPIPSP&PSC-, PrC-P°CHPuCI],
PSCrPrPsC,P°, P+P»CRPIP°PSPSCI].

PkPuCtP°CI'C,Ps: P-P°PiPsCH, PrPéCI PiPuPiCI'C-Cll, PjPuC,PuPsCHP&P-Pj, CI'CrC...C-CI'C,CH Cr
CHPsC,C-.

P— P+PsPeC# PiPuPiP°C,PsP+C-P»C-P°CFPSPsC— CI'PéCI'C,PuPjPé.

P§P°CI'C,Ps: PiC-PrPIPEC%oPuPSPSCII CHC-PIPSC-PI PHP>Py, PhPYPY, P»CrPIPSPsC—
C,PsCI'C,P°C,P°P-Pé PI PeCRHPsPIC-.

P&PuC$P°CI'C,Ps: C...PsP»PuCI'C,P°P-, PYPsPIC,CLIPSP&CtCII, PiC-PrPIP&C%0PuPSPSCII
CRC-PIPSCII P+C-P»C-CRC{P+C-PSCT.

P C-PrPePs: PiPpC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CHb,
PiPpPiP°C,PsCtPuP»ChP»CLICRPSPePN. PSPuPeCHPsP-, PiPuPiP°C,PeC,Pe,
PiPuPiP°C,PsCtPuP»ChP»CLICHPSPu CrCHP°PIPuPSPSCI].



P— P+PsPeCé C€PeC-CFPé C,P° PiC-PrC€PeC-CFPSPsC— PeP»C-C,PePsPIPéPSPé.
P§P°CI'C,Ps: PIPECI'PEPiP°PSPSCII.

P&PuC$P°CI'C,Ps: CI'PIPuCEP+C-PY, PjPuPrPéPeP°PiPuPSC,PsP-PSPEPNe PrPuCEPjP°C,PéC,
(PIPeP»CRCtP°CRCtPé C,C-PeCI'PsPIP°PSP&PN: PjPuPrP&PeP°PiPuPSC,PsP-PSP&PNe
PrPuCHPjP°C,P&C,), PeCRPsPiP&PI'CLIPSPeP®, PiC-PrPIP&C%0PuPSPy
PiPsC,PsPIP&PrC-P»PuPSPSCLL

P C-PrPePs: C,PsPeCI'P&C+PSP&PN. PuPiC-PrPuCHPjP°P»CHPSPEPNe PSPuPeCEPsP»C-P-,
CI'PéPSPrCHPsPj PYC,C-PIPUPSCI'P° R P”PIPsPSCI'PsPSP°, PiPsCI'C,CHP&PNe
PiPuPSPuCHP°P»C-P-PsPIP°PSPEPNe PuPeP-P°PSC,PuPjP°C,PsP-PSPEPNe PiCICI'C,CrP»CHhPsP:,
PpPeCI'C,PsP»C-P°C,PEPIPSP&PNe PrPuCHPjP°C,PéC,, P°PSPiC-PsPSPuPICHPsC,P&C+PSPEPNe
PSP°P+CHCIIPe, PSP°P+CHCLIPe PsP+P»P&C+C+CLI, P°P»PsPiPpCtC-CII.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PjPuPrPéPeP°PjPuPSC,PsP-PSP° CRPuP°PeCtC-CII P-
PuPsP-P&PSPsC,C-P»C-C”Ch C- CI'PECI'C,PuPjPSP&PjPé PICRPsCLIPIP°PjPé (DRESS).

P— P+PsPeCé PsPiPsCFPSPs-CFC4C...PsPIPsPiPs P°PiP°CEP°C,Cé C,P° CI PiPsP»CéC+PSPsC—
C,PeP°PSPEPSPé.

P&PuC+P°CI'C,Ps: PjC-P°P»PiC-CI]I.

P—P°PiP°P»CEbPSC- PiPsCFC3CEPuPSPSCII C,P° CEPuP°PeCtC-C— C# PjC-CI'CtC-
PIPIPuPrPuPSPSCII.

P&PuC$P°CI'C,Ps: PiC-PrPIPC%oPuPSP® PIC,PsPjP»CRPIP°PSC-CI'C,Cb,
PSPP-PrCrPIP°PSPSCII, P°CI'C,PuPSC-CILI, PiP°CHCLICPeP°.

P"C-C,Pé

P§P°CI'C,PsC,P° C,P° C...P°CEP°PeC,PuCH PiPsP+C-C$PSP&C... CRPpP°PeCtC-PNe C,P°
PIC-PrC...PéP»PuPSCH P»P°P+PsCEP°C,PsCRHPSPEC... PiPsPeP°P-PSP&PeC-PI Ct PrC-C,PuPNe,
CLIPeC- C,C-PeCI'CIPIP°P»P&CI'CII PiC-Pr CP°CI’ PeP»C-PSC-C1PSPéC...
PrPsCI'P»C-PrPYPuPSCH, PeCHC-Pj PiPuPSC-C,P°P»CHPSPsPiPs PeP°PSPrPéPrPsP-Cr, C”
PiPsCHC-PIPSCLIPSPSPéPjPé P- C,P°PePéPjPé Cr PrPsCHPsCI'P»P&C....

PyPsPIC-PrPsPjP»PuPSPSCLI PiCEPs PiC-PrPsP-CFCRPIP°PSC- PiPsP+C-C{PSC-
CHPuP°PeCtC-C—. PuCEPs CFCI'C- PIP&PiP°PrPePé PiC-PrPsP-CHCRPIP°PSPEC...
PiPsP+C-C$PSP&C... CRPuP°PeCt+C-PNe C,P° PIC-PrCI'CrC,PSPsCI'C,C-

PuC, PuPeC,PEPIPSPsCI'C,C- PiCHPuPiP°CRP°C,Ct CI'P»C-Pr PiPsPIC-PrPsPjP»CIIC,Pé P-P°
PiPsCI'PéP»P°PSPSCIIPj: https://aisf.dec.gov.ua

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

PJPjPsPIPé P-P+PuCHC-PiP°PSPSCII. P—P+PuCHC-PiP°C,Pé PICHPé C,PuPjPiPuCHEP°C,CrCEC-
PSPy PIPEC%oPp 30 B°PY. P—P+PuCHC-PiP°C,Pé Cr PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII
PrC-C,PpuPNe PjC-CI'CtC-.



PJPiP°PePsPIPeP°.

P#P°PiCI'C4P»Pé C,PIPuCFPrC- PiPs 50 PjPi P°P+Ps 100 PjPi: PiPs 7 P°P+Ps 10 PeP°PiCI'CtP» Cr
P+P»C-CI'C,PuCEC-; PiPs 1 P+P»C-CI'C,PuCECt PI PePSCEPsP+CtC-.

PwP°PiCI'CéP»Pé C,PIPUCEPrC- PiPs 200 PjPi: PiPs 1 P°P+Ps 4, P°P+Ps 7, P°P+Ps 10
PeP°PiCI'CfP» Cr P+P»C-CI'C,PuCEC-; PiPs 1 P+P»C-CI'C,PuCHCr PI PePsCEPsP+CtC-.

PP°C,PpPiPsCEHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCPuPiC,PsPj.

P'PéCHPsP+PSP&Pe. PhPj PuP°CHPjP°CtPuPIC,PEC+PSPEPNe P-P°PIPsPr PyPuPIP®.

PmC-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPéCEPsP+PSP&PeP° C,P° P°PrCEPuCIP°
PjC-CI'C1CII PiCKPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.

P”C-P»CHbPSPECTCII 1; H-4042 P”PuP+CHPRCTPuPS, PICIP». PuP°P»P»P°PiC- 13,
PJPiPsCHC%oP&PSP°.



