IPKPYPyP PJPsP!P+PI

PrP»CII PjPuPrPéC+PSPsPiPs P-P°CI'C,PsCI'CIPIP°PSPSCI]I
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr

PyPhP'P PhPYPhPuPy"®-P"PePBPY

(TOBROSOPT-DEX)

PYPeP»P°Pr:
PrC-CRC#C- CHPuC#PsPIP6PSPé: C,PsP+CEP°PjC-CtP&PS, PrPuPeCI'P°PjPuC,P°P-PsPS;

1 PjP» CI'CCI'PiPuPSP-C-C— PjC-CI'C,PéC,CHb C,PsP+CEHP°PjC-CtPEPSCY 3 PjPi C,P°
PrPuPeCI'P°PjPuC,P°P-PsPSCK 1 PjPi;

PrPsPiPsPjC-PPSC- CEPuC#PsPIPéPSPé: PiC-PrCRPsPeCI'C-PuC,PéP»CtPpP»CRP»PsP-P°,
PSP°C,CHC-CHR C...P»PsCHPéPr, PSP°C,CHC-Ch CI'CfP»CHC, P°C,
P+PpP-PIPsPrPSPéPNe, PrPéPSP°C,CHC-ChR PpuPrPuC,P°C,, P+PuPSP-P°P»PePsPSC-Ch
C...P»PsCRP&Pr, C,PéP»PsPeCI'P°PiPsP», PePéCI'P»PsC,P° CI'C-CHC+P°PSP°,
PSP°C,CHC-Ch PiC-PrCEHPsPeCI'PéPr, PIPsPrP° PsCP&C%oPuPSP°.

P>C-PeP°CHCI'CHhPeP° C,PsCRHPjP°. PCHP°PiP»C- PsC+PSC-, CI'CrCI'PiPpPSP-C-CI1.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-:
CI'CFCI'PiPpPSP-C-CII P+C-P»PsPiPs PePsP»CHPsCHCE.

PxP°CRHPjP°PePsC,PuCHP°PiPpPIC,PeéCiPSP° PiCHCrPiP°.
PuuCHPsC,PeP-P°PiP°P»CHPSC- C,P° PiCRHPsC,PePjC-PeCHPsP+PSC- P-P°CI'PsP+Pé Cr
PePsPjP+C-PSP°CtC-C—. PPsCRHC,PéPePsCI'C,PuCRHPsC—PrPé C,P°
PiCEPsC,PéPjC-PeCHPsP+PSC- P-P°CI'PsP+Pé Cr PePsPjP+C-PSP°CtC-C—.

PpPsPr PhPPI’ S01C A0,

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

PjPsP+CHPsCI'PsPiC,®°-P"P+ PPV 8 CtPp PePsPjP+C-PSP°CtC-CII
PePsCEC,PéPePsCI'C,PuCEPsC—PrCrt P- PICEPsC,PéPjC-PeCEPsP+PSP&Pj P-P°CI'PsP+PsP;.
PPsCRC,PéPePsCI'C,PuCEPsC—PrPé (Ct PrP°PSPsPjCt PIP&PiP°PrPeCr
PrPpPeCI'P°PjPuC,P°P-PsPS) PrPsPiPsPjP°PiP°CRC,CH P-P°PiPsP+C-PiC,Pé P°P+Ps



P-PjPuPSCEPEC,Pé P-P°PiP°P»PuPSPSCLI PsPeP°. PuCEHPsC,P&PjC-PeCEPsP+PSC- P-P°CI'PsP+Pé
(Cf PrP°PSPsPjCt PIP&PiP°PrPeCrt C,PsP+CHP°PjC-CtP&PS) C” P°PeC,PéPIPSP&P}Pé PiCHPsC,Pé
CEP&CHPsPePsPiPs CI'PiPuPeC,CHP° PjC-PeCHPsPsCHPiP°PSC-P-PjC-PI, C%oPs PjPsPYCrC,CH
C-PSC, C-PeCIPIP°C,Pé PsPePs (PsCHC-).

P”PuPeCI'P°PjPuC,P°P-PsPS

P+C,PuPeC,PEPIPSC-CI'C,CH PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI PrP»CII
P»C-PeCrPIP°PSPSCII PiCEPsC,PéP-P°PiP°P»CHPSP&C... CI'C,P°PSC-PI PsPeP° PrPsP+CHPu
PIC-PrPsPjP°. PiuCHPsC,P&P-P°PiP°P»CHPSP° PrC-ClI PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI
P+P°P-CfC”C,CHCI'CII PSP° PiP°P»CH>PjCrPIP°PSPSC- PuPeCI'PiCHPuCI'C-C—
P°PrPiPpP-P&PIPSPEC... P+C-P»PeC-PI PuPSPrPsC,PuP»C-Ch, CtPéPeP»PsPsPeCI'PéPiPuPSP°P-Pé
Pt C- PtPt C,P° CtP&C,PsPeC-PSC-PI. P!Pp P-PSPEPYCrC” PIPEPIC-P»CHPSPuPSPSCII
PjPpPrC-P°C,PsCHC-PI P-P°PiP°P»PuPSPSCII C- PiCHPéPiPSC-C+CrC” P°PrPiPuP-C-Ch
P»PuPNePePsC1P&EC,C-PI PrPs PuPSPrPsC,PuP»C-Ch, C%oPs PiPsPiPpCHPuPrPICrC” C—C...
P°C,P°PeCt PSP° C,PeP°PSP&PSPé PsPeP°, CIIPeC- P-PSP°C...PsPrCLIC,CHhCI'CII Cf CI'C,P°PSC-
P-P°PiP°P»PuPSPSCIIL. P”PuPeCI'P°PjPuC,P°P-PsPS C+PéPSPEC,CH PIPECEP°PIPuPSCY
PiCHPsC,PéP-P°PiP°P»CHPSCY PrC-Ch PiCHPé PsP+PjPpPIPuPSC-PNe, PiPsCHC-PIPSCLIPSPs P-
C-PSC€PéPjPé CI'C,PuCHPsC—PrP°PjPé, PjC-PSPuCHP°P»PsPePsCHC,PéPePsC—PrPSC-PNe
P°PeC,PEPIPSPsCI'C,C-.

PyPsP+CRHP°PjC-CtPePS

PjPsP+CEHP°PjC-CtP&PS BR“ CtPp PIPECI PsPePsP°PeC,PéPIPSPEPN:
CEPIPEPrPePsPrC-CRCPEPNe P+P°PeC,PuCHPECTPEPrPSPEPNe P°PSC,PEP+C-PsC,P&PePs
PiCHCrPiPé P°PjC-PSPsPiP»C-PePsP-PéPrC-PI, C{PéPSP&C,CH CI'PEP»CHPSCT C- CEPIPEPTPeCt
P+P°PeC,PuCEHPECPEPrPSCT PrC-Ch CLIPe PSP° PiCRP°PjPiPsP-PéC,PéPIPSC-, C,P°Pe C- PSP®
PiCHP°PjPSPuPiP°C,PéPIPSC- P+P°PeC,PuCEC-C—. PuPpCEHCE P-P° PICI'Pp PIC-PS PrC-C” PI
P+P°PeC,PuCHC-P°P»CHPSC-PNe PeP»C-C,P&PSC-, PiCEP&PiPSC-C+CrCRCPé
CIC,PIPSCEPuPSPSCII PiPsP»C-PiPpuPiC,PéPrC-PI C- CI'PEPSC,PuP- PSP° CEP&P+PsCIPsPjP°C....

PhPeC,PéPIPSC-CI'C,CHb C,PsP+CHP°PjC-CtPEPSCY in vitro PIPEP-PSP°C4P°C”C,CHbCI'CLI PI
PsCI'PSPsPIPSPsPjCr PiPsPeP°P-PSP&PePsPj PjC-PSC-PjP°P»CHPSPsC—
C-PSPiC-P+CrCRC#PsC— PePsPSCtPuPSC,CEP°CtC-C— (MIC). PiPp PiPsPeP°P-PSP&EPe CI'PEP»Pé
PrC-C— P°PSC,PéP+C-PsC,PéPeP° PSP° PsPeCEPuPjC- PIP&PrPé P+P°PeC,PuCEC-P)..

P’CEP°C...PSPICFCRCPé C,Pp, C%oPs MIC C,PsP+CEP°PjC-C+P&PSCE PrP»Cll
P+C-P»CHCEPSCI'C,C- PiP°C,PsPiPpPSC-PI PsPeP° PSP&P-CHbPeP®, PNePsPiPs PIPIP°P{P°CRC,CH
P°PSC,PéP+C-PsC,P&éPePsPj CEPECEPsPePsPiPs CI'PiPuPeC,CEP° PrC-C—. P’P&P-PSP°C+PpPSPs
PiPsPeP°P-PSP&PePé MIC, PSP® PsCI'PSPSPIC- CLIP€P&C... PsPeCEPRPjC- CEC,P°PjPé
P+P°PeC,PuCHC-PNe PIPIP°PYP°CRC,CHCI'CLI CCrC,P»PEPIPEPjPé P°P+Ps
CRPpP-P&CI'C,PuPSC,PSP&PjPé PrPs P°PSC,PéP+C-PsC,PEPeP°. P“CEP°PSPECEPSC-
P-PSP°C$PuPSPSCII MIC C,PsP+CEP°PjC-CP&PSCt PrP»ClLI PsPeCEPuPjP&C... PIP&PrC-PI
PICKP°C...PsPICtCRC,CH PIPSCtC,CEC-CEPSCh C+CrC,P»P&PIC-CI'C,CH PIPEPTCY C,P°

C, P°CEPjP°PePsPeC-PSPuC,P6C+PSC- PiP°CEP°PjPuC,CEP8, PjP°PeCI'P&PjP°P»CHhPSP®
PePsPSCPuPSC,CEP°C{C-CLI Cf PiP»P°P-PjC- PeCRPSPIC- (C,,,) C- PiP»PsC%oP° PiC-Pr
C,P°CHPjP°PePsPeC-PSPuC,PEC+PSPSCR PeCHPEPIPsCR PePsPSCPRPSC,CHP°CHC-CII-CP°CT
(AUC), PIP&P-PSP°CPuPSC- PI PiP»P°P-PjC- PiC-CI'P»ClI PiPpCEPsCEP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII. P“CEP°PSP&CPSC- P-PSP°C4PuPSPSCLI, PSP° PsCI'PSPsPIC-
CLIPeP&C... PjC-PeCHPsPsCEHPiP°PSC-P-PjPé PrC-P»CLIC,CEbCI'CLI PSP° C+CfC,P»P&PIC- C,P°
CRPpP-P&CI'C,PuPSC,PSC-, PIP&PePsCEP&CI'C,PsPICFCRC,CH PrP»ClI PIP&P-PSP°C4PuPSPSCILI
PeP»C-PSC-C+PSPsC— PuC, PuPeC,PéPIPSPsCI'C,C- P°PSC,PéP+C-PsC,PéPeC-PI PrP»ClI



CI'PECI'C,PpPjPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI], PiCHPsC,Pp C—C... PSPu PjPsPYPSP°
P-P°CI'C,PsCI'PsPICIPIP°C,Pé Cr PIPEPiP°PrPeP°C..., PePsP»Pé P°PSC,PéP+C-PsC,PéPe
PiCHPEP-PSP°C+P°CRC,CH PjC-CI'CtPuPIPs Cf PIPECI'PsPePéC...
PePsPSCtPuPSC,CHP°CtC-CIIC.... P‘C-P»CHCEC-CI'C,CH CEC,P°PjC-PI, CLIPeC- Cr
PeP»P°CI'PéC,C-PeP°CtC-C— CI'P&CI'C,PuPjPSPé&C... PICRP°PSPECPSP&C... P-PSP°C+PuPSCH
PSP°P»PuPYP°C,CH PrPs CHPuP-PéCI'C,PuPSC,PSPéEC..., CRPuP°PiC*CRC,CH PSP°
PjC-CI'CtPuPIPu P»C-PeCrPIP°PSPSCII P°P+Ps C,P°Pe P-PIP°PSP®
P°PSC,PéP+C-PsC,PéPePsPiCHPsC,C-P»P°PeC,PéPeP°® PiCHP&PiPSC-C+CrC”

C-PSC, C-PeCrPIP°PSPSCII CtPéPjPé CEC,P°PjP°PjPé.

P1C-Pr C$P°CI" PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH CEPsP-C+P&éPS
C,PsP+CEHP°PjC-CtPéPSCT, C%oPs P-P°CI'C,PsCI'PsPICIFPIP°PICI'CII PjC-CI'CtPuPIPs,
PIPECIIPIPEPI PuC, PuPeC,PEPIPSC-CI'C,CH PiCHPsC,Pé P+P°PiP°C,CHPsC...
C-CI'PSCrCRCHPéEC... CEC,P°PjC-PI PiP°C,PsPiPpuPSPSPEC... PrP»CII PsCPuPNe
PsCHPiP°PSC-P-PjC-PI Cf PiP°CtC-C”PSC,C-PI, CIIPeC- P+CHP°P»Pé CrC+P°CI'C,CH Cr
PrPsCI'P»C-PrPIPuPSPSCIIC.... P’PIP°PP°C”C,CHCI'CII, C%oPs PrPuCIIPeC- P- CtPé&C...
PiP°C,PsPiPuPSPSP&C... PrP»CII PsC+PpPNe PsCEPiP°PSC-P-PjC-PI C” CI'C,C-PNePePEPjPE,
P+P°P-CrCRC$PéCI'CH> PSP°® PIP&P-PSP°C+PuPSPSC- PeCRHP&C,PEC+PSP&C... P-PSP°C+PuPSCH
PiCHPé CI'PéCI'C,PuPjPSPsPjCt P-P°CI'C,PsCI'CtPIP°PSPSC-. PuC-Pr C+P°CI
PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPPuPSCH> P+CrP»Ps
PiCEPsPrPpuPjPsPSCI'C,CHPsPIP°PSPs, C%oPs C,PsP+CHP°PjC-C1tP&PS C” PuC,PpuPeC,PEPIPSPEP]
PrP»CI] P»C-PeCrPIP°PSPSCI] PiPsPIPuCHC...PSPuPIPEC... C-PSC, PuPeCtC-PNe PsPeP®,
PIPéPeP»PéPeP°PSP&C... PSPEPYCHPuP-P°P-PSP°C+PuPSP&PjPé PiP°C,PsPiPuPSPSP&PjPé
PjC-PeCHPsPsCHPiP°PSC-P-PjP°PjPé.

P“CHP°PjPiPsP-PeC,PePIPSC- P+P°PeC,PuCHC-C—:

Staphylococcus aureus (C+CrC,P»PéPIC- PrPs PjPuC,PéCtPEéP»C-PSCr P°P£Ps
CHPuP-PéCI'C,PuPSC,PSC-*).

Staphylococcus epidermidis (C+CrC,P»PeéPIC- PrPs PjPuC,PéCTPéP»C-PSCr P°P+Ps
CHPuP-PECI'C,PuPSC,PSC-*).

PtPSC€C- PePsP°PiCrP»P°P-Ps-PSPuPiP°C,PEPIPSC- PIPEPrPé Staphylococcus.

Streptococcus pneumoniae (C+CrC,P»PéPIC- PrPs PiPuPSC-CtPéP»C-PSCr P°P+Ps
CHPuP-PéCI'C,PuPSC,PSC-*).

PtPSC€C- PIPePrPe Streptococcus.

* PuPpPSPsC,PéPi CRPpuP-P&CI'C,PuPSC,PSPsCI'C,C- P+PuC,P°-P»P°PeC,P°PjC-PI (C,PsP+C,Ps
PjPuC,PéCtP&P»C-PSCY, PiPuPSC-CtPéP»C-PSCr) PSP PiPsPIBF™ CIIP-P°PSPEPN. C-P-
C,PuPSPsC,PéPiPsPj CRPuP-PéCI'C,PuPSC,PSPsCI'C,C- P°PjC-PSPsPiP»C-PePsP-PéPrC-PI C,P°
PsP+P&PrPIP° PSPy PiPsPIsR™ CLIP-P°PSC- P- PIC-CHCrP»PuPSC,PSC-CI'C,Ch C,P°
C,PuPSPsC,P&éPiP°PjPé PiP°C,PsPiPuPSPSPEC... PsCHPiP°PSC-P-PjC-PI. P’PéCIIPIP»PuPSPs, C%oPs
P+P°PiP°C,Ps CI'C,P°C, C-P»PsPePsPeC-PI, CI'C,C-PNePeP&C... PrPs PjPuC,PéCtPéP»C-PSCF, C”
CI'C,C-PN:PePéPjPé PrPs C,PsP+CHP°PjC-CtPEPSCr (C,P° C-PSCEPéEC...
P°PjC-PSPsPiP»C-PePsP-PéPrPSPé&C... P°PSC,PéP+C-PsC,PéPeC-PI). PhPrPSP°Pe CtC-
CI'C,C-PNePeC- CI'C,P°C, C-P»PsPePsPePsPIC- PeCP»CHC,CrCHPé (CLIPe PIPEP-PSP°C+PuPSPs
PeCEP&C,PéC+PSP&PjPé P-PSP°CPuPSPSCIIPjPé MIC) P-P°P-PIP&C+P°PNe P- CFCI'PiC-C...PsPj
CHPuP°PiCfCRC,CH PSP° P»C-PeCrPIP°PSPSCII C,PsP+CHP°PjC-CtP&PSPsPj, C%oPs
P-P°CI'C,PsCI'PsPICIC”C,CHCI'CLI PjC-CI'CtPuPIPs.



P“CHP°PjPSPuPiP°C,PePIPSC- P+P°PeC,PuChHC-C—:
Acinetobacter spp.
Citrobacter spp.
Enterobacter spp.
Escherichia coli
Haemophilus influenzae
Klebsiella pneumoniae
Moraxella spp.
Morganella morganii
Proteus mirabilis
Pseudomonas aeruginosa
Serratia marcescens

P”PsCI'P»C-PrPIPuPSPSCII C+CrC,P»P&PIPsCI'C,C- P+P°PeC,PuCHC-PNe
PiCHPsPrPuPjPsPSCI'C,CHECrPIP°P»P&, C%oPs Ct PrPuCIIPeP&C... PIPEPiP°PrPeP°C...
PjC-PeCEPsPsCHPiP°PSC-P-PjPé, CI'C,C-PNePeC- PrPs PiPuPSC,P°PjC-CtP&PSCT,
P-P°P»PéCEP°CRC,CHCI'CLI CCrC,P»P&PIPéPjPé PrPs C,PsP+CEP°PjC-CtPéPSCY. PJ
P-PSP°C$PSPsC— C+P°CI'C,PéPSPé PjC-PeCHPsC,P»PsCRPé CHPuP-PECI'C,PuPSC,PSC-CI'C,CH
PrPs C,PsP+CHP°PjC-C1PéPSCT C%oPp PSPp CHPsP-PIPEPSCIP»P°CI'CLI, PsPrPSP°Pe
P+P°PeC,PuCHC-P°P»CHPSP°® CHPuP-PECI'C,PuPSC,PSC-CI'C,CH PjPsPYPu
CHPsP-PIP&PSCrC,PECI'CLI PiC-Pr C+P°CI' C,CEP&PIP°P»PsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII.

PwPsPIP»P&PIPu PIPEPSPéPePSPuPSPSCII PiPuCHPuC...CRPuCI'PSPsC— C+CrC,P»PéPIPsCI'C,C-
PrPs C-PSCEP&C... P°PjC-PSPsPiP»C-PePsP-P&PrPSPEC... P°PSC,PéP+C-PsC,PéPeC-PI. PJ
CHP°P-C- PIPEPSPéPePSPuPSPSCII PiC-PrPIP&C%oPuPSPsC— C+CrC,P»P&PIPsCI'C,C- PiCRPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiCKPuPiP°CHP°C,Cr CI'P»C-Pr PiCHP&PiP&PSPEC,Pé PN-PsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI]I C,P° PiCRPsPIPuCI'C,Pé PIC-PrPiPsPIC-PrPSPu
P»C-PeCrPIP°PSPSCI].

P’C-C,Pe

P‘PpP-PiPpPeP® C,P° PuC,PpuPeC,PEPIPSC-CI'C,CH PePsPjP+C-PSP°CtC-C—
C,PsP+CHP°PjC-CtPéPS/PrPuPeCI'P°PjPuC,P°P-PsPS Cr PrC-C,PuPNe PICI'C,P°PSPsPIP»PuPSPs
PIPSP°CI'P»C-PrPsPe P-PSP°C+PSPsPiPs PeP»C-PSC-C1+PSPsPiPs PrPsCI'PIC-PrCr, PiCHPsC,Pu
PrPsCI'C,CrPiPSC- P»PéCEPp PsP+PjPuPIPuPSC- PrP°PSC-. P] PeP»C-PSC-C+PSPsPjCr
PrPsCI'P»C-PrPPuPSPSC- CI'CtCI'PiPpPSP-C-C—
C,PsP+CHP°PjC-CtP&PS/PrPuPeCI'P°PjPuC,P°P-PsPS PrP»CII P»C-PeCrPIP°PSPSCII
P+P°PeC,PuCHC-P°P»CHPSPsPiPs PePsPS’CRPSPeC,PEPIC-C,Cr 29 PrC-C,PuPNe PIC-PePsPj
PIC-Pr 1 PrPs 17 CEPsPeC-PI PsC,CHPEPjCIPIP°P»Pé 1 P°P+Ps 2 PeCHP°PiP»C-
CI'CFCI'PiPpuPSP-C-C— C,PsP+CHP°PjC-CtP&PS/PrPuPeCI'P°PjPuC,P°P-PsPS PePsPIPSC- 4 P°P+Ps
6 PiPsPrP&PS PiCRHPsC,CLIPiPsPj 5 P°P+Ps 7 PrPSC-PI. P] CtCHPsPjCr PrPsCI'P»C-PrPYPuPSPSC-
PIC-PrPjC-PSPSPsCI'C,PuPNe Ct PiCHPsC, C-P»C- P+PpP-PiPuPePé Cr PrPsCHPsCI'P»PéC... C,P°



PrC-C,PuPNe PSPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI].
PxP°CHPjP°PePsPeC-PSPuC,PéPeP°.

P”PuPeCI'P°PjPuC,P°P-PsPS

PuC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PéCI'C,PuPjPSP®
PpPeCIPiPsP-P&CtC-CII PSPéP-CHhPeP°. C,,, PiC-CI'P»CII C-PSCI'C,PéP»CIICTC-C— PiPs
PsPrPSC-PNe PeCHP°PiP»C- PI PePsPS’CRPSPeC,PéPIP°P»CHPSPEPNe PjC-CEPsPe PsP+PsC...
PsC+PuPNe 4 CHP°P-Pé PSP° PrPsP+Cr PiCHPsC,CLIPiPsPj 2 PrPSC-PI CI'C,P°PSPsPIP&EC,CH
PIC-Pr 220 PrPs 888 PiPi/PjP» (PI CI'PuCHPuPrPSCHPsPjCr 555 B+ 217 PiPi/PjP»).

P”PpPeCI'P°PjPuC,P°P-PsPS P+C-PsC,CEP°PSCI'C,PsCEPjCrC”C,CHCI'CII CEP»CIIC...PsPj
PjPuC,P°P+PsP»C-C+PSP&C... PiPuCHPuC,PIPsCEPuPSCH. PiuCRP&P+P»P&P-PSPs 60 % PrPsP-Pé
PIP&PIPsPrPéC,CHCI'CII C-P- CI'PuC+PuCh Cr PIPEPiP»CIIPrC- 6-B-
PiC-PrCHPsPeCI'PéPrPuPeCI'P°PjPuC,P°P-PsPSCr. P’ CI'PuC+C- PSPu
PIPéP-PSP°C$P°C”C,CHhCI'CII PSPuP-PjC-PSPuPSP&PNe PrPuPeCI'P°PjPuC,P°P-PsPS.
PiuPuCHC-PsPr PSP°PiC-PIPIPéPIPuPrPuPSPSCII PrPuPeCI'P°PjPuC,P°P-PsPSCr PI PiP»P°P-PjC-
PIC-PrPSPsCI'PSPs PePsCHPsC,PePéPNe. C- CI'C,P°PSPsPIPEC,CH> 3-4 PiPsPrPéPSPé.
PiiCRPé&P+P»P&P-PSPs 77-84 % PrPuPeCI'P°PjPuC,P°P-PsPSCr P-PI'CLIP-CfC”C,CHCI'CI] P-
P°P»CHbP+CrPjC-PSP°PjPé PiP»P°P-PjPé. PP»C-CHPuPSCI" PrPuPeCIP°PjPuC,P°P-PsPSCY
P-PSP°C...PsPrPéC,CHbCI'CLI PI PjPuPYP°C... 0,111-0,225 P»/PiPsPr/PePi PjP°CI'Pé C,C-P»P°,
PsP+'C”Pj CRPsP-PiPsPrC-P»Cr CI'C,P°PSPsPIPEC,CH 0,576-1,15 P»/PePi PjP°CI'Pé C,C-P»P°.
P‘C-PsP»PsPiC-C+PSP° PrPsCI'C,CfPiPSC-CI'C,CH PrPuPeCI'P°PjPuC,P°P-PsPSCT PiCRPé
PiPuCHPsCHP°P»CHPSPsPjCr PiCHPEPNePsPjC- CI'C,P°PSPsPIP&C,CH 70 %.

PyPsP+CRP°PjC-CtPePS

PuC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsC+PSPEC... PeCHP°PiPuP»CH,
C%oPs PjC-CI'C,CIIC,CIb C,PsP+CHP°PjC-CtPEPS C-P- PrPuPeCI'P°PjPuC,P°P-PsPSPsP;j,
CI'PECI'C,PpPjPSP° PuPeCIPiPsP-P&éCtC-CII C,PsP+CHP°PjC-CtPEPSCt PSP&P-CHhPeP®.
PmPsPSCtPpPSC,CHP°CtC-CII C,PsP+CHP°PjC-CtP&PSCT PI PiP»P°P-PjC- PeCHPsPIC-
PiC-CI'P»CI] 2-PrPuPSPSPsPiPs PjC-CI"CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII 4 CHP°P-Pé
PSP° PrPsP+Cr Cr PiP°CtC-C”PSC,C-PI P+CrP»P° PSPéP-CHbPePsCh P°P+Ps PSP&PYCtPu
PjPuPYC-, C%oPs PjPsPYPSP° PIP&P-PSP°C$P&C,Pé (< 25 PjPePi/PjP»), C%oPs Cf 8 CHP°P-C-PI
PSPEPYC+Pp, PSC-PY PePsPSCtPuPSC,CHP°C+C-CII 2 PjPePi/PjP», CIIPeP°, C1IPe PIC-PrPsPjPs,
P-PSP°C...PsPrPéC,CHhCI'CII PSPEPYC+Pp PjPuPYC- CEP&P-PéPeCr PIPEPSPéPePSPuPSPSCII
PSPuC, CHPsC,PsPeCI'PéC+PSPsCI'C,C-.

PyPsP+CHP°PjC-CtPEPS CEPIPEPrPePs PIPEPIPsPrPéC,CHhCI'CII PSPECHPeP°PjPé
C€P»CIIC...PsPj PeP»CfP+PsC+PePsPIPsC— C,C-P»CHC,CHP°CtC-C—, PI PsCI'PSPsPIPSPsPjCr PI
PSPuP-PjC-PSPuPSPsPjCr PIP&PiP»CIIPrC-. PuPuCEC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII Cr
PiP»P°P-PjC- PeCEPsPIC- CI'C,P°PSPsPIPEC,CH P+P»P&éP-CHhPePs 2 PiPsPrPéPS,
PeP»C-CHPUPSCI 8F“ 0,04 P»/PiPsPr/PePi PjP°CI'Pé C,C-P»P°, PsP+'C”Pj CHPsP-PiPsPrC-P»Cr
BH“ 0,26 P»/PePi PjP°CI'Pé C,C-P»P°. PyPsP+CHP°PjC-CtP&PS PiPsPiP°PSPs
P-PI'CIIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé PiP»P°P-PjPé (< 10 %). P‘C-PsP»PsPiC-C+PSP°
PrPsCI'C,CfPiPSC-CI'C,CH C,PsP+CHP°PjC-CtPEPSCr PiC-CI'P»CII PiPuCHPsCHP°P»CHPSPsPiPs
PiCHPEPNePsPjCr PSPEP-CHbPeP® (< 1 %).

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

P"P°PSC- C%oPsPrPs P+PuP-PiPuPePé




P”P°PSC- P- CI'P&CI'C,PuPjPSPsC— C,PsPeCI'PéCPSPsCI'C,C- P°PeC,PEPIPSPEC...
CHPuCtPsPIP&PS C” PrPsP+CHPp PIP&PIC+PuPSPEPjP&. PYPECI'C,PuPjPSPEPNe PIPiP»P&PI
C,PsP+CHP°PjC-CtPEPSCT PiCRPé C,PsPeCI'PéC+PSPEC... PrPsP-P°C..., CIIPeC-
PSP°P+P°PiP°C,Ps PiPuCHPpuPIPéC%0CrCRC,CH PrPsP-Cr PiCRPé PjC-CI'CtPuPIPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PI PsPePs, PjPsPYPu P+CrC,Pé PiPsPIEy™ CIIP-P°PSP&PN. C-P-
PSPuC, CHPsC,PsPeCI'PéC+PSC-CI'C,Ch C,P° PsC,PsC,PsPeCI'PéC+PSC-CI'C,CR.
PYP&CI'C,PuPjPSP&PN. PIPiP»P&PI PrPpPeCI'P°PjPuC,P°P-PsPSCT PjPsPPp P+CrC,Pé
PiPsPIBR™ CIIP-P°PSP&éPNe P- PuC, PuPeC,P°PjPé, C%oPs PjP°CRC,CH PIC-PrPSPsCEPuPSPSCII
PrPs PiP»CRPePsPePsCHC,PéPePsCI'C,PuCHPsC—PrPSPsPiPs PrPéCI'P+P°P»P°PSCI'CF.
P”PsCI'P»C-PrPIPuPSPSCII C,PsPeCI'PEC+PSPsCI'C,C- PiPsPIC,PsCEPSP&C... PrPsP- PsCPSPéEC...
PeCHP°PiPpuP»CH PiPsP+CHPsCIPsPiC,**-P"P+«PmPY Ct PeCHPsP»C-PI PIPECIIPIP&P»Pé
CI'PECI'C,PpPjPSC- PuC, PuPeC,Pé, PiPsPIs™ CIIP-P°PSC- P
PePsCEHC,PéPePsCI'C,PuCHPsC—PrP°PjPé, P°P»Pp PSP°PIC-C,CH Cr PrPsP-P°C..., C%oPs
C-CI'C,PsC,PSPs PiPuCHPuPIPEC%0CIrCRC,CH PrPsP-Ct PrP»CII P»CRPrPéPSPé, CtPuPNe
PiCRPsCIIPI PjP°C” PSPuP-PSP°C+PSCT PeP»C-PSC-C+PSCr CEPuP»PuPIP°PSC,PSC-CI'C,Cb.
PiiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- P§PsP+CHPsCI'PsPiC,**-P"P+«PmPY Cr
CHPuPePsPjPuPSPrPsPIP°PSP&C... PrPsP-P°C... PIPEPSPéPePSPuPSPSCII CtPéC...

PuC, PuPeC,C-PI PjP°P»PsPNePjPsPIC-CEPSPy.

PmCrC,P°PiPuPSPSC-CI'C,.CH

P”PsCI'P»C-PrPIPuPSPSCII in vitro C,P° in vivo PePsPJPSPsC— P- PrC-CRC$P&C...
CHPuC#PsPIP&PS PjCtC,P°PiPuPSPSPsC— PrC-C— PSPy PIP&CLIPIP&P» P&,

PyPuCHP°C,PsPiPuPSPSC-CI'C,CH

PyPsP+CHP°PjC-CtP&PS PiCEPsPSPéPeP°C” PeCHC-P-CH PiP»P°CtPpuPSC,Cr Cr
PeCEPsPIPsPsP+C-Pi PiP»PsPrP° C,P° PSP°PIPePsP»PsPiP»C-PrPSC- PIPsPrPé.
P”PsCI'P»C-PrPYPuPSPSCII PSP° C,PIP°CRP&PSP°C... PICRPé CI'PECI'C,PuPjPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PIP°PiC-C,PSPéPj C,PIP°CEP&PSP°Pj PIPuP»P&PeP&C... PrPsP-
C,PsP+CHP°PjC-CtP&PSCT PiC-Pr CP°CI’ PsCHPiP°PSPsPiPuPSPuP-Cr PIPECIIPIPéP»Pé
PSP&CHPePsPICY C,PsPeCI'PéC+PSC-CI'C,CH C,P° PsC,PsC,PsPeCI'PéC+PSC-CI'C,CH PiP»PsPrPe.
P+PSC€C- PrPsCI'P»C-PrPIPuPSPSCII, CLIPeC- P+CrP»Pé PiCEPsPIPuPrPuPSC- PSP°
C%oCIFCHRP°C... C,P° PeCRPsP»CIIC... C-P- P-P°CI'C,PsCI'C+PIP°PSPSCIIP;
C,PsP+CHP°PjC-CtPéPSCT Cr PrPsP-P°C... PiPsPSP°Pr 100 PjPi/PePi/PrPuPSCH PiCHPé
PiP°CHPuPSC,PuCHP°P»CHPSPsPjCt PIPIPuPrPuPSPSC- (> 400 CHP°P-C-PI P-P°
PjP°PeCI'PéPjP°P»CHPSCT PeP»C-PSC-C+PSCr PrPsP-Cr), PSPp PIPECLIPIP&éP»Pé PIPsPrPSP&C...
PIP&éPiP°PrPeC-PI PiPsCECrCEPuPSPSCII C,PuCHC,PéP»CHPSPsCI'C,C- P°P+Ps
CE€PeC-PrP»P&éPIPsPiPs PIPiP»PéPICr PSP° PiP»C-Pr.

P‘CIP»Ps PICI'C,P°PSPsPIP»PuPSPs, C%oPs PiC-Pr C+P°CI" PrPsCI'P»C-PrPIPuPSCH PSP°
C,PIP°CHPEPSP°C... PePsCHC,PéPePsCI'C,PuCHPsC—PrPé PjP°P»Pé C,PuCEP°C,PsPiPuPSPSPEPNe
PIPiP»P&PI. P—P°CI'C,PsCI'CFPIP°PSPSCII PI PsPePs 0,1 % PrPuPeCI'P°PjPuC,P°P-PsPSCr
PIP°PiC-C,PSPé&Pj PeCHPsP»CIIPj PICEP&P-PIPuP»Ps PrPs P-P+C-P»CHCEPpPSPSCII
PIPEPiP°PrPeC-PI PiPsCRCrCEPuPSPSCII CRPsP-PIPEC,PeCr PiP»PsPrP° C,P° P-P°C,CHPéPjPePé
PIPSCrC,CHC-CEPSCHPsCrC,CHPsP+PSPsPiPs CRPsP-PIP&C,PeCr. P—P°C,CHPEPjPeP®
CHPsP-PIP&C,PeCt PiP»PsPrP° C,P° P-P+C-P»CHCEPuPSPSCII PIPEPiP°PrPeC-PI
CI'PjPuCHC,PSPsCI'C,C- CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cf C%o0CrCHC-PI PiCHPé
C,CHP&PIP°P»C-PNe C,PuCHP°PiC-C— P§PsP+CHPsCIPsPiC,**-P”P+PmPY CI'P»C-Pr
P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiC-Pr C+P°CI" PIP°PiC-C,PSPsCI'C,C- C,C-P»CHPePé C,PsPrC-,
CLIPeC%oPs PiPsC,PpPSCC-PNePSP°® PePsCHPECI'C,CH PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCHPpPiP°CRHP°C,Cr PiPuCHPuPIPEC%0CrPIP°C,PéPjPu PiPsC,PpPSCtC-PN:PSPEPN: CHPEP-PéPe



PrP»CII PiP»PsPrP°.

P&Pp PICEPsPIPSPrPéP»PsCI'ClI P+CrPrCib-CLIPePEC. .. PrPsCIP»C-PrPIPuPSCH PrP»ClI
PsC1C-PSPePé PeP°PSCPuCEPsPiPpPSPSPsC— PrC-C— PyPsP+CEPsCIPsPiC,**-P”P+PisPY.

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

P—P°PiP°P»PuPSPSCLI PsC+PpPNe Cf PiP°CtC-C”PSC,C-PI, CCrC,P»P&PIPEC. .. PrPs
CI'C,PuCEPsC—PrC-PI, PiCEPé CLIPeP&C. .. PiPsPeP°P-P°PSPy P-P°CI'C,PsCI'CFPIP°PSPSCII
PePsCEC,PéPePsCI'C,PuCEPsC—PrC-PI C,P° C-CI'PSCIC” PiPsPIPuCEC...PSPRPIP®
P+P°PeC,PuCHC-P°P»CHPSP° C-PSC, PuPeCtC-CII P°P+Ps CEP&P-P&Pe CEPsP-PIP&C,PeCr
P+P°PeC,PuCHC-P°P»CHPSPsC— C-PSC,PuPeCtC-C— PsPeP°. PIC- P-P°PiP°P»CHhPSC-
PiCEPsCtPuCI'Pé PjPsPYCFC,CH PIPEPSP&PePSCIC,Pé PiC-CI'P»ClI C...C-CHCFCEPiC-C4PSPsPiPs
PIC,CHCrC+P°PSPSCLI P°P+Ps PjPsPYCIC,CH P+CrC,Pé CI'PiCHPECHPEPSPuPSC-

C-PSC, PuPeCtC-C”CR, PiPsC,CRP°PiP»CLIPSPSCLIPj PI PsPePs CI'C,PsCEPsPSPSCHbPsPiPs
C,C-P»P° P°P+Ps PsC+PSPsCE C,CHP°PIPjPsCH.

PuCHPsC,PéePiPsPeP°P-P°PSPSCII.

B- P11C-PrPIP8C%oPuPSP°® C+CrC,P»PéPIC-CI'C,CH PrPs PrC-CRC$P&C... CHPuC+PsPIP&PS
P°P+Ps PrPs P+CrPrCH-CIIPePsPiPs PePsPjPiPsPSPuPSC,P° P»C-PeP°CHCI CHhPePsPiPs
P-P°CI'PsP+CF.

B-  PyC-PrPIP&C%oPuPSP°® C+CfC,P»P&PIC-CI'C,CH PrPs P°PjC-PSPsPiP»C-PePsP-P&PrC-Pl.
B-  PmPuCHP°C,PéC, CI'PiCHP&C{PEPSPUPSPEPNe PIC-CHCICI'PsPj herpes simplex.

B- PmPsCHPsPIER™ CLIC+P° PIC-CI'PiP°, PIC-C,CHCIIPSP® PIC-CI'PiP° C,P° C-PSCEC-
PIC-CRHCrCI'PSC- C-PSC,PuPeCtC-C— CRPsPiC-PIPePé C,P° PePsPSER™ CRPSPeC,PEPIPE.

B- P“CRHP&P+PePsPIC- P-P°C...PIPsCHCRPIP°PSPSCII CI'C,CHCrPeC,CrCH PsPeP° P°P+Ps
PSPuP»C-PePsPIP°PSC- PiP°CRP°P-PéC,P°CRPSC- C-PSC, PuPeCtC-C— PsPeP°.

B- PwC-PePsP+P°PeC,PuChHC-P°P»CHPSC- C-PSC, PuPeCtC-C— PsPeP°,
PIP&éPeP»P&PeP°PSC- C,P°PeP&PjPé PeP&CIP»PsC,PsCI'C,C-PNePePéPjPé P+P°PeC,PuCHC-CLIPjPé
CLIPe Mycobacterium tuberculosis, Mycobacterium leprae, Mycobacterium avium C,P°
C-PSCE€PéPjPé.

B PxPuP»C-PePsPIP°PSC- PiPSC-PN.PSC- C-PSC, PuPeCtC-C— PsPeP°.

B- PtPSC, PpPeCtC-C— P°P+Ps C,CHP°PIPjP€, PsP+PjPuP{PuPSC- PiPsPIPuCHC...PSPuPIP€EP]
PuPiC-C,PuP»C-C”Pj ChPsPiC-PIPePe.



B-  PyPsP+CHPsCI'PsPiC,**-P”P+PmPY PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé
PiC-CI'P»CI] PIP&PrP°P»PuPSPSCII P+PpP- C+CI'PeP»P°PrPSPuPSCH C+CrPPsCEC-PrPSPsPiPs
C,C-P»P° P- CHPsPiC-PIPePé PsPeP°.

P’P-P°C”PjPsPrC-CII P- C-PSC€PéPjPé P»C-PeP°CECI'CEbPePéPjPé P-P°CIPsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-P\e.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C,PuCHPsC—PrC-PI PrP»CII
PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PSPuCI'C,PpuCHPsC—PrPSPéC...
PiCEPsC,PéP-P°PiP°P»CHPSP&C... P-P°CI'PsP+C-PI (PkPiuP—P—) PrP»CII PjC-CI'CtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P-P+C-P»CHCECIC” CHPEP-PéPe PIPEPSPéPePSPuPSPSCII
CrCI'PeP»P°PrPSPuPSCH PiCHPé P-P°PiPsC”"PSPSC- CHP°PS CHPsPiC-PIPePé.

PYCfPiCrC,PSC” C,P°/P°P+Ps PiPsCI'P»C-PrPsPIPSPu P-P°CI'C,PsCI'CrPIP°PSPSCII
P°PSC,PéP+C-PsC,Pé&PeC-PI PiCHCrPiPé P°PjC-PSPsPiP»C-PePsP-PéPrC-PI (C,P°PePéC... CIIPe
C,PsP+CHP°PjC-CtPéPS) C,P° C-PSCEP&EC... CI'P&CI'C,PpPjPSPéC... PIPuCHPsCHP°P»CHPSPEC...
P°P+Ps P»C-PeP°CRCI'CHhPeP&C. .. P-P°CI'PsP+C-PI PrP»CII PjC-CI"CtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI], CLIPeC- PjP°CRC,CH C,PsPeCI'PEC+PSP&PNe
(CEPeC-PrP»PéPIPéPNe) PIPiP»PéPI PSP° PSPuCHPIPsPICT CI'PéCI'C,PuPjCr, PsCHPiP°PSPé
CI'P»CrC...Cr P°P+Ps PSPECKHPeP¢, PjPsPYPu PiCRP&P-PIPuCI'C,Pé PrPs P°PrPéC,PéPIPSPsC—
C,PsPeCI'PéC+PSPsCI'C,C-, C,PsPjCr, CIIPeC%oPs CtPu PjPsPYP»P&PIPs, CI'P»C-Pr
CrPSPé&PeP°C,Pé C,P°PePsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII.

P] PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCrPIP°P»Pé CRHP&C,PsPSP°PIC-CH,
PePsPSCtPuPSC,CHEP°CtC-CII PrPuPeCI'P°PjPuC,P°P-PsPSCr PI PiP»P°P-PjC- PjPsP{Pu
PiC-PrPIP&C%oPéC,PECI'CII (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PIPeC%oPs PjC-CI'CtPuPIPs P-P°CI'C,PsCI'PsPICFCRC,CH P+C-P»CHCEPn PsPrPSPsPiPs

PsC, C,P°P»CHPjPsP»PsPiC-C+PSPsPiPs P-P°CI'PsP+Cr, C-PSC,PuCEPIP°P» PjC-Py C—C...
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PiPsPIPEPSPuPS CI'C,P°PSPsPIP&C,Pé PSPu PjPuPSCEPH 5
C...PIP&P»P&PS. PhC$PSC- PjP°P-C- CI'P»C-Pr P-P°CI'C,PsCI'PsPICPIP°C,Pé PI PsCI'C,P°PSPSCH
C$PuCHPICT.

CYP3A4 C-PSPiC-P+C-C,PsCHPé (PI C,PsPjCr C+PéCI'P»C- CHP&C,PsPSP°PIC-CF C,P°
PePsPjP+C-CtPéCI'C,P°C,) PjPsPYCrC,CH P-PSPéPYCrPIP°C,Pé PeP»C-CHPuPSCI
PrPuPeCI'P°PjPuC,P°P-PsPSCY, C%oPs PiCHPEP-PIPuPrPy PrPs P+C-P»CHCE C,CIIPIPeP&C...
PSPpP+P°PYP°PSP&C... CLIPIPEC%o C,P° PiCRHP&PiPSC-C+PuPSPSCII C,CfPSPeCtC-C— PePsCHPé
PSP°PrPSPECHPePsPIP&C... P-P°P»PsP-/CI'PéPSPrCHPsPjCt PiCrCEPEPSPiP°. PYP»C-Pr
CIPSP&PeP°C,Pé C,P°PePéC... PePsPjP+C-PSP°CtC-PNe, PeCRC-Pj PIP&PiP°PrPeC-PI, PePsP»Pé
PePsCHPECI'C,CH PiPuCEPpPIP°PYP°C” CHPEP-PéPe P-P+C-P»CHCEPUPSPSCII
CI'PECI'C,PpPjPSPéEC... PiPsP+C-C+PSP&C... PuC,PuPeC,C-PI
PePsCHC,PéPePsCI'C,PuCRHPsC—PrC-PI, PI CtCHPsPjCr PIPéPiP°PrPeCr CI'P»C-Pr
PiCEPsPIPsPrPéC,Pé CHPuC,PuP»CHPSPEPN: PjPsPSC-C,PsCRP&PSPi CI'P&CI'C,PpuPjPSPéC...
PuC, PuPeC,C-PI PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI.

PhCI'PsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI' C4PIP°PSPSCII.



PyC-P»CHPePé PrP»CI]I PsC,,C,P°P»CHPjPsP»PsPiC-C+PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCI].

P] PrPuCILIPePé&C... PiP°CtC-C”PSC,C-PI PjPsPIP»P&PIP® PiC-PrPIP&C%oPuPSP®
C+CrC,P»P&PIC-CI'C,CH PrPs P°PjC-PSPsPiP»C-PePsP-P&PrC-PI, C%oPs
P-P°CI'C,PsCI'PsPICFCRC,CHCI'CLI PjC-CI'CtPuPIPs. PYC,CrPiC-PSCH C,CLIPPePsCI'C,C-
CHPpP°PeCtC-PNe PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C- PjPsPPu PIP°CHC-CRPIP°C,Pé PIC-Pr
PjC-CI'CtPpPIPé&C... PiCHPsCILIPIC-PI PrPs PiPpPSPuCHP°P»C-P-PsPIP°PSP&C... CHPuP°PeCtC-PNe
C,P°PePéC... C1IPe PuCHPEC,PuPjP°, CI'PIPuCHP+C-PY, PeCHPsPiPEPI'CIIPSPeP°, CEPeC-CHPSC-
PIP&CI'PEPiP°PSPSCII, P°PSP°C, C-P»P°PeCI'C-CI]I, P°PSP°C, C-P»P°PeC,PsC—PrPSC-
CHPpP°PeCtC-C—, P°P+Ps P+CrP»CHPsP-PSC- CRPuP°PeCtC-C—. P] CHP°P-C-
PIPEPSP&PePSPuPSPSCII CHPuP°PeCtC-C— PiC-PrPIPEC%0PpPSPsC— C+CrC,P»PéPIPsCI'C,C-
CI'P»C-Pr PiCEP&PiPéPSP&C,Pé P-P°CI'C,PsCI'CrPIP°PSPSCII PiCEPuPiP°CHP°C,Cr.

PmPsPYP»P&PIPu PIPEPSPéPePSPuPSPSCII PiPuCHPuC...CRPuCI'PSPsC—
PiC-PrPIP&C%oPuPSPsC— C+CrC,P»PéPIPsCI'C,C- PrPs C-PSCEPEC...
P°PjC-PSPsPiP»C-PePsP-P&éPrC-PI. PYP»C-Pr PICKP°C...CfPIP°C,Pé, C%oPs PiP°CtC-C”PSC,Pé P-
PiC-PrPIP&éC%oPuPSPsCh C+CrC,P»PéPIC-CI'C,CR PrPs C,PsP+CHP°PjC-CtPéPSCr PiCHPé
PjC-CI'CtPuPIPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- PjPsPYCrC,CH C,P°PePsP{ P+CrC,Pé
C#CrC,P»P&PIPéPjPé C- PrPs C-PSCEP&C... P°PjC-PSPsPiP»C-PePsP-PéPrC-PI, CIIPeC-
PiCRP&P-PSP°C+P°CRC,CHCI'CII PjC-CI'CtPuPIPs P°P+Ps CI'P&CI'C,PuPjPSPs.

P—P°C, C-PeCI'PsPIP°PSPs CI'PuCEPN:PsP-PSC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—,
PIPeP»CRC+P°CRCtPé PSPuPN:CHPsC,PsPeCI'PéC+PSC-CI'C,CH,
PsC,PsC,PsPeCI'PéC+PSC-CI'C,CH C,P° PSPuC, CHPsC,PsPeCI'PéC+PSC-CI'C,CH, Cr
PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé CI'P&CI'C,PuPjPSCr C,PuCEP°PiC-Ch
P°PjC-PSPsPiP»C-PePsP-PEPrP°PjPé. PuCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P-C- CI'PéCI'C,PuPjPSP&PjPé P°PjC-PSPsPiP»C-PePsP-P&PrP°PjPé
CI'P»C-Pr P+CrC,Pé PsP+PuCHPuPPSPEP;.

PyCHPEPIP°P»Pp P»C-PeCrPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCEPsC—PrP°PjPé PrP»CII
PjC-CI'CtPuPIPsPiPs PsC, C,P°P»CHPjPsP»PsPiC-C+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PjPsPYPp PiCEP&P-PIPuCI'C,Pé PrPs PsC+PSPsC— PiC-PiPuCHC,PuPSP-C-C— C,P°/P°P+Ps
PiP»P°CfPePsPjPé P- CrCEPePsPrPIPuPSPSCIIPj P-PsCHPsPIPsPiPs PSPuCHPIP®,
PiPsPiC-CHCEPuPSPSCIIPj PiPsCI'C,CHPsC,Pé P-PsCRCY C,P° P-PICFPIPuPSPSCII PiPsP»CII
P-PsCHCY, P° C,P°PePsPq PrPs CrC,PIPsCRPuPSPSCII CI'CrP+PeP°PiCI'CrP»CIICHPSPsC—
PeP°C,P°CHP°PeC,Pé P-P°PrPSCHPsC— PeP°PjPuCEHPé PsPeP°. P] PiP°CtC-C”PSC,C-PI, CIIPeP&Pj
C,PuCBP°PiC-Ch PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé P-P°CI'C,PsCI'PsPICYCRC,CH PI
PsPePs C,CHP&PIP°P»Ps, PSPuPsP+C...C-PrPSPs CHPuPiCrP»CIICEPSPs C,P°
P+P°PiP°C,PsCEP°P-PsPIPs PePsPSC,CHPsP»CRPIP°C,Pé PIPSCrC,CHC-CEPSCHPsPsCPSP&PNe
C,PéCI'Pe. PhCI'PsP+P»P&PIPs CtPp PIP°PP»P&PIPs PrP»CII PrC-C,PuPNe PIC-PePsPj PIC-Pr 6
CHPsPeC-PI, PsCI'PeC-P»CHPePé Cr PSPEC... ChPEP-PéPe PIPEPSPéPePSPuPSPSCII
PiC-PrPIP&C%oPuPSPsPiPs PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs C,PECI'PeCr,
CI'PiCRPéC+P&PSPuPSPsPiPs PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé,
P+C-P»CHCEPEPNe, PSC-PY Ct PrPsCHPsCI'P»PéC....

P PéP-PéPe PIPEPSP&PePSPuPSPSCII PiC-PrPIPEC%0PpPSPsPiPs
PIPSCrC,CHC-CEPSCHPsPsCPSPsPiPs C,PEéCI'PeCt, CI'PiCHPéC+PéPSPuPSPsPiPs
PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé, C,P°/P°P+Ps CHPEP-PéPe CrC,PIPsCHPuPSPSCI]
PeP°C,P°CHP°PeC,Pé, P-CrPjPsPIP»PuPSPsC— P-P°CI'C,PsCI'CrPIP°PSPSCIIP;
PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI, P-P+C-P»CHCECIFC”C,CHCI'CII Cf
CI'C...PéP»CIbPSPEC... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI (PSP°PiCHPéPeP»P°Pr, Cr



C...PIPSCEP&C... PSP° CtCfPeCEPsPIP&PNe PrC-P°P+PpC,).

PmPsPYCrC,CH PIPEPSP&PeP°C,Pé PiPsCHCrCEPuPSPSCII P-PsCHCT PIPSP°CI'P»C-PrPsPe
CI'PECI'C,PpPjPSPsPiPs C- PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PePsCHC,PéPePsCI'C,PpuCHPsC—PrC-PI. PuCHPé PIPEPSPéPePSPuPSPSC-
P-P°C,CrPjP°PSPuPSPSCI] P-PsCHCT P°P+Ps C-PSCEP&C... PiPsCHCrCEPuPSCH P-PsCRCY
CI'P»C-Pr PiCBPsPePsPSCI'CtP»CHC,CrPIP°C,PéCI'CII P- PsC, C,P°P»CHPjPsP»PsPiPsPj PrP»CII
PIPéP-PSP°C+PuPSPSCII PjPsPYP»P&PIP&C... PICEP&C+PEPS, C%oPs PjPsPICrC,CH
PIPeP»CRCP°C,Pé PeP°C,P°CHP°PeC,Cr, PiP»P°CrPePsPjCt P°P+Ps C-PSCEC-
CBC-PrPeC-CI'PSC- P-P°C...PIPsCRCRPIP°PSPSCI], C,P°PeC- CIIPe CtPuPSC,CHP°P»CHPSP®
CI'PuCHPsP-PSP® C...PsCHC-PsCHPuC,PEPSPsPiP°C,C-CII, C%oPs PIC-PrPjC-C+P°P»P°CI'CI]
PiC-CI'P»CII CI'PECI'C,PpuPjPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI.

P’CHP°C...PsPICFfCRC+Pé PjPsPP»P&PIC-CI'C,CH CI'PéCI'C,PuPjPSPsC— P°P+CI'PsCHP+CtC-C—
PrPpuPeCI'P°PjPuC,P°P-PsPSCY, PjPsPP»P&PIPu PIPEPSPEPePSPuPSPSCII CI'PéPSPrCHPsPjCr
PCIrCEPEPSPIP°® C,P°/P°P+Ps PiCHPéPiPSC-C+PpuPSPSCII C,CrPSPeCtC-C—
PSP°PrPSPéCHPePsPIPEC... P-P°P»PsP:, PsCI'PsP+P»P&PIPs PiC-CI'P»CII C,CHP&PIP°P»PsPiPs
P+PpuP-PiPuCEPuCHPIPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsC+PSP&C... PeCEP°PiPuP»CH
PrPuPeCI'P°PjPuC,P°P-PsPSCr Cr CI'C...PéP»CHPSPéEC... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI,
PIPeP»CRC$P°CRC#$Pé PrC-C,PuPNe C- PiP°Ct+C-C”PSC,C-PI, CIIPeC-
P-P°CI'C,PsCI'PsPICYCRC,CH C-PSPiC-P+C-C,PsCHPé CYP3A4 (Cr C,PsPjCt C+PéCI'P»C-
CHP&C,PsPSP°PIC-CH C- PePsP+C-CtP&CI'C,P°C,). P] CtP&C... PIP&PiP°PrPeP°C...
P»C-PeCrPIP°PSPSCII CI'P»C-Pr PiPsCI'C,CtPiPsPIPs PiCHPéPiPéPSP&C,Pé.

PPsCEC,PéPePsCI'C,PuCEPsC—PrPé PjPsPYCLC,CH P-PjPuPSCEPEC,Pé
CEPRP-P&CI'C,PpPSC,PSC-CI'C,CH PrPs P+P°PeC,PpuCEC-P°P»CHPSPSC—,
PiCEP&P+PePsPIPsC— P°P+Ps PIC-CHCFCI'PSPsC— C-PSC, PpPeCtC-C— C,P° P-P°PIP°PrP&C,Pé
PIP&CLIPIP»PuPSPSCHR C,P°PeP&C... C-PSC, PuPeCtC-PNe, PjP°CI'PeCFCRCPé PeP»C-PSC-CPSC-
PsP-PSP°PePé C-PSC, PuPeCtC-C—.

PuCHPé CI'C,C-PNePePsPjCr CfC,PIPSCEPRPSPSC- PIPECEP°P-PsPe CEPsPiC-PIPePé CI'P»C-Pr
PICEP°C...PsPIC£PIP°C,Pé PjPsPYP»P&PIC-CI'C,CHb PiCEP&P+PePsPIPsC— C-PSC,PuPeCC-C—.
PJ CRP°P-C- PIP&PSP&PePSPUPSPSCLI PiCEP&P+PePsPIPSC— C-PSC, PuPeCtC-C—
C,PuCHP°PiC-Ch PePsCEC,PéPePsCI'C,PuCEPsC—PrP°PjPé CI'P»C-Pr PiCEP&PiPEPSPEC, Pé.

P{CHP&PIP°P»Pp P-P°CI'C,PsCI'CFPIP°PSPSCII P°PSC,P&P+C-PsC,PéPeC-PI, C,P°PeP&C... CLIPe
C,PsP+CEHP°PjC-C1P&PS, PjPsPIPu CI'PiCEP&C+PEPSPEC, Pé PSP°PrPjC-CHPSPEPN: CRC-CI'C,
PSPuC+CtC,P»P&PIPSC... PjC-PeCEHPsPsCEHPiP°PSC-P-PjC-PI, PIPeP»CRCP°CRCEPé PiCEP&P+Pé.
PuCHPé PIPEPSP&PePSPUPSPSC- CI'CFPiPpCEC-PSC, PuPeCtC-C— PSPuPsP+C...C-PrPSPs
CEPsP-PiPsC+P°C,Pé PIC-PrPiPsPIC-PrPSCt C,PuCEP°PiC-CR.

PiPsCHC,PéPePsCI'C,PuCEPsC—PrPé PrP»ClLI PsC, C,P°P»CHbPjPsP»PsPiC-C+PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PjPsPYCrC,CH CI'PiPsPIC-P»CHPSCRPIP°C,Pé P-P°PiPsC”PSPSCII
CBP°PS CHPsPiC-PIPePé. PyP°PePsP PIC-PrPsPjPs, C%oPs PkPyiP—Pi PrP»CII
PjC-CI'CtPpPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CfPiPsPIC-P»CHPSCRCRC,CH P°P+Ps
P-P°C,CEP&PjCFCRC,CH P-P°PiPsC”"PSPSCII CEP°PS. PhPrPSPsC+P°CI'PSPu
PiCHPEP-PSP°C+PpuPSPSCII PkPirP—Pix PrP»CII PjC-CI'CtPpPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
C- CI'C,PuCHPsC—PrC-PI PrP»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P-P+C-P»CHCECIC” CHPEP-PéPe PIPEPSPEPePSPuPSPSCII CrCI'PeP»P°PrPSPuPSCH PiCHPé
P-P°PiPsC”"PSPSC- CHP°PS (PrPéPI. CHPsP-PrC-P» B«P'P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).



PuCHPé PSP°CIIPIPSPsCI'C,C- P-P°C...PIPsCRCRPIP°PSCH, C%oPs PiCHP&P-PIPsPrCIIC,CH PrPs
PiPsC,PsPSC£P°PSPSCII CHPsPiC-PIPePé P°P+Ps CI'PeP»PuCHPé, PjC-CI'CtPuPIPn
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'C,PuCHPsC—PrC-PI PjPsPPu CI'PiCHPéC+PEPSPEC,Pé
PiPuCHC,PsCHP°C+C-Ch.

PkPu CEPuPePsPjPuPSPrCrC”C,CHCI'CLI PSPsCI'PEC,Pé PePsPSC,P°PeC,PSC- P»C-PSP-Pé PiC-Pr
C$P°CI’ P»C-PeCrPIP°PSPSCI] P-P°PiP°P»PuPSPSCII P°P+Ps C-PSC, PuPeCtC-C— PsPeP®.

P§/PsP+CHPsCI'PsPiC,**-P”P+PmPY, PsCPSC- PeCEP°PiP»C-, PjC-CI'C,CIIC,CH
P+PuPSP-P°P»PePsPSC-Ch C...P»PsCHPEPT, C%oPs PjPsPYPu CI'PiCHP&C+P&PSP&C,Pé
PiPsPrCHP°P-PSPuPSPSCI]I PsPeP° C-, CLIPe PIC-PrPsPjPs, PjPsP{Pu
P-PSPuP+P°CRPIP»CRPIP°C,Pé Pjsfy™ CLIPeC- PePsPSC,P°PeC,PSC- P»C-PSP-Pé. PYP»C-Pr
CrPSP&PeP°C,Pé PePsPSC,P°PeC,Cr P- PjsR™ CLIPeP&PjPé PePsPSC,P°PeC,PSP&PjPé
P»C-PSP-P°PjPé. P] CHP°P-C- CIIPeC%oPs PiP°CtC-C”PSC,Ct PrPsP-PIPsP»PuPSPs PSPsCI'P&C,Pé
PePsPSC,P°PeC,PSC- P»C-PSP-Pé, PNePsPiPs CI'P»C-Pr PiPsPiPuCHPuPrPéC,Pé PiCEPs C,Pp,
C%oPs PSPuPsP+C...C-PrPSPs P-PSC-PjP°C,Pé PePsPSC,P°PeC,PSC- P»C-PSP-Pé PiPuCHPpPr
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PsC+PSP&C... PeCHP°PiPuP»CH PyPsP+CHPsCIPsPiC,*®-P"P+ PPy
C- P-P°CtPuPeP°C,Pé C%oPsPSP°PNePjPuPSCEPn 15 C...PIPEP»PEPS, PiPuCHCE€ PSC-PY
P-PSPsPICT C—C... PsPrCIIPiPSCrC,Pé.

PuC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]I PsCPSP&C... PeCHP°PiPuP»CH PrP»Cll
P-PjPuPSCEPuPSPSCII CI'PECI'C,PuPjPSPsPiPs PICI'PjPsPeC,CrPIP°PSPSCI]:

- C,CHP&PjP°PNeC,Pp PiPsPIC-PeCt P-P°PeCHPEC,PsCh PiCEPsC,CLIPiPsPj 2 C...PIP&P»P&PS;
- P-P°PeCHP&PNeC,Pp CI'P»C-P-PSCT PiCEPsC,PsPeCr PiP°P»CHC1PuPj PSP° 2 C...PIPEP»PEPSPé.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PjPsPYPSP® P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrC-C,CIIPj
PIC-PePsPj PIC-Pr 2 CHPsPeC-PI.

P—P°CI'C,PsCI'CéPIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2éPIP°PSPSCII PiCFC2PrPrCH.

P PuPiCHPsPrCrPeC,PéPIPSP°® C,CrPSPeCtC-CII

P”PsCI'P»C-PrPYPuPSPSCI]I P- PjPuC,PsCh PsCtC-PSPePé PIPiP»P&PICt PSP°
C,PuCEC,PéP»CHPSC-CI'C,CH Cr P»CRPrPéPSPé PiCEHPé PjC-CI'CtPuPIPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PiPsP+CHPsCI'PsPiC,*®-P”P+P1PY, PsC+PSP&C... PeCHP°PiPpP»CH,
PSPy PiCHPsPIPsPrPéP»PECI'CII. PP»C-PSC-C+PSC- PrP°PSC- PrP»CII PsCtC-PSPePé
PIPiP»P&PICt PrPuPeCI'P°PjPuC,P°P-PsPSCr PSP° C#PsP»PsPIC-C$Cr P°P+Ps PC-PSPsC#Cr
CRBPpPiCHPsPrCrPeC,PEPIPSCK C,CrPSPeCtC-Ch PsP+PjPuPPuPSC-. PuCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPuPeCIP°PjPuC,P°P-PsPSCT Cf C%oCrCHC-PI,
CI'PuPSCI'PéP+C-P»C-P-PsPIP°PSP&C... PrPs C...PsCHC-PsPSC-C+PSPsPiPs
PiPsPSP°PrPsC,CHPsPiC-PSCt, PSPu P+CrP»Ps PIC-PrP-PSP°C+PpuPSPs PSPuP+P°PIP°PSP&C...
CIIPIPEC%o P- P+PsPeCr CHPuPiCHPsPrCrPeC,PEPIPSPsC— CI'PECI'C,PuPjPé.

P’P°PiC-C,PSC-CI'C,CH

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CtPIP°PSPSCLI C,PsP+CEHP°PjC-CtP&PSCT P°P+Ps
PrPuPeCI'P°PjPuC,P°P-PsPSCY PIP°PiC-C,PSP&Pj PIC-PSPeP°Pj PIC-PrCI'CfC,PSC- P°P+Ps C—C...



PeC-P»CHPeC-CI'C,CH PsP+PjPuPYPuPSP°. PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPpPrPuPSPSCII PIP°PiC-C,PSP&Pj
PYC-PSPeP°Pj C,PsP+CHP°PjC-CtP&PS PiCHPsPSPéPeP°C” C+PuCHPuP:
PiP»P°CtPpuPSC,Crt C- PIPiP»PEPIP°C” PSP° PiP»C-Pr. In utero C,PsP+CHP°PjC-C1P&PS
PSPu CI'PiCHP&C+P8PSCIIC” PsC,PsC,PsPeCI'PéC+PSPsCI'C,C-. PyCRP&PIP°P»Pu CPé
PiPsPIC,PsCHPSPu P-P°CI'C,PsCI'CFPIP°PSPSCII PePsCHC,PéPePsCI'C,PpCHPsC—PrC-PI
PiC-Pr C+P°CI' PIP°PiC-C,PSPsCI'C,C- P°CI'PsCtC-ChC”C,CHCI'CII P-C-
P-P+C-P»CHCEPuPSPéPj CHPEP-PEPePsPj P-P°C,CHPEPjPePé
PIPSCrC,CHC-CEPSCHPsCIC,CHPsP+PSPsPiPs CHPsP-PIPEC,PeCr. P—P°
PSPuPjPsPIP»CIIC,P°PjPé, PjP°C,PuCHC- CIIPeP&C... PsC,CHP&PjCrPIP°P»Pé
PIPuP»PéPeC- PrPsP-Pé PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI PiC-Pr C+P°CI’
PIP°PiC-C,PSPsCI'C,C-, CI'P»C-Pr CrPIP°PPSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé C%oPsPrPs
PiPsCLIPIPé PsP-PSP°Pe PiC-PiPsP°PrCHPuPSP°P»C-P-PjCt. P”PsCI'P»C-PrPYPuPSPSCII
PSP° C,PIP°CHP&PSP°C... PiCHPsPrPuPjPsPSCI'C,CRHCIPIP°P»Pé
CRBPuPiCRPsPrCrPeC,PéPIPSCY C,PsPeCI'PéC+PSC-CI'C,CH PiC-CI'P»CIl
CI'PECI'C,PpPjPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI C- C,PsP+CEP°PjC-CtP&PSCY.

P&Pp CHPpPePsPjPuPSPrCrC”C,CHhCI'CII P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,Cr
PyPsP+CHPsCI'PsPiC,*®-P”P+PmPY PiC-Pr C+P°CI' PIP°PiC-C,PSPsCI'C,C-.

PuPuCHC-PsPr PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh

P1iC-CI'P»CLI CI'P6CI'C,PuPjPSPsPiPs P-P°CI'C,PsCI'CIPIP°PSPSCII C,PsP+CHP°PjC-C1P&PS
PiPsC,CRP°PiP»CLIC” Cr PiCHCrPrPSPu PjPsP»PsPePs. P"P°PSC- C%oPsPrPs
PiPsC,CHP°PiP»CILIPSPSCII PrPuPeCI'P°PjPuC,P°P-PsPSCr Cr PiCHCrPrPSPu PjPsP»PsPePs
PIC-PrCI'CfC,PSC-. PKPpPIC-PrPsPjPs, C+Pé PiPsC,CHP°PiP»CIIC” C,PsP+CHP°PjC-CtPEPS
C,P° PrPuPeCI'P°PjPuC,P°P-PsPS Cr PiCHCrPrPSPu PjPsP»PsPePs PiCHPé
PjC-CI'CtPpPIPsPjCt PsC, C,P°P»CHPjPsP»PsPiC-C+PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC-. P&P°P»PsPN:PjPsPIC-CRHPSPs, C%oPs PiC-CI'P»CII
PjC-CI'CtPpPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CHP°C,Cr
C,PsP+CRP°PjC-CtPéPS C- PrPuPeCI'P°PjPuC,P°P-PsPS P+CrPrCrC,CH
PIPECIIPIP»CIIC,PECI'CH PI PiCHCIPrPSPsPjCr PjPsP»PsCtC- P°P+Ps P+CrPrCrC,CH
CI'PiCHPéC$P&PSCIIC,Pé PeP»C-PSC-C+PSC- PuC, PuPeC,Pé Cr
PSPsPIPsPSP°CHPsPrPIPuPSPEC.... PkPp PjPsPYPSP° PIPéPeP»CRCtP°C,Pé
CRP&P-P&PeCr PrP»CII PrPéC,PéPSPé, CIIPeCr PiPsPrCrCRC,CH PiCHCrPrPrCh. PXPp
PjPsPIPSP° PIPéPeP»CRC+P°C,Pé CHPEP-PéPeCr PrP»CII PrPéC,PéPSPé, C1IPeCr
PiPsPrCrCRC,CH PiCRCrPrPrCR.

P&PpPsP+C...C-PrPSPs PiCEPEPN:PSCLIC,Pé CEC-CEPRPSPSCLI C%oPsPrPs
PiCEHP&PiPéPSPuPSPSCII PiPsPrCrPIP°PSPSCII PiCHCIPrPrCR P°P+Ps
PiCEP&PiPéPSPuPSPSCII/CrC,CHPEPjP°PSPSCILI PIC-Pr P»C-PeCrPIP°PSPSCII P- PsPiP»CIIPrCt
PSP° PePsCEP&CI'C,Clh PIC-Pr PiPsPrCrPIP°PSPSCII PiCRCIPrPrCh PrP»ClI PrPéC,PéPSPé C,P°
PePsCHP&ECI'C,CH PIC-Pr C,PuCHP°PiC-C— PrP»CLI P{C-PSPePé.

PhCI'PeC-P»CHPePé P+P°PiP°C,Ps P»C-PeP°CHCI'CHhPeP&C... P-P°CI'PsP+C-PI
PiPsC,CHP°PiP»CIICRC,CH Cr PiCHCrPrPSPu PjPsP»PsPePs, CI'P»C-Pr CHPsP-PiP»CLIPSCrC,Pé
PjPsPP»P&PIC-CI'C,CH C,PéPjC+P°CI'PsPIPsPiPs PiCHP&éPiPéPSPuPSPSCII PiPsPrCrPIP°PSPSCII
PiCHCIPrPrCh PSP°® C#P°CI P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,Cr



P§/PsP+CEPsCI PsPiC,*®-P"P+PsPY.

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

PyPsP+CHPsCI'PsPiC,*®-P”P+PmPY, PeCHP°PiP»C- PsC+PSC-, PSPu PjP°C” P°P+Ps PjP°C”
PSPuP-PSP°C+PSP&PNe PIPiP»P&PI PSP°® P-PrP°C,PSC-CI'C,CH PePuCECrPIP°C,Pé
P°PIC,PsC,CRHP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.
PyP&PjC+P°CI'PsPIPp P-P°C,CrPjP°PSPuPSPSCII P-PsCRHCr P°P+Ps C-PSCEC-
PiPsCHCrCEPuPSPSCII P-PsCHCT PjPsPICrC,CH PIPiP»PéPIP°C,Pé PSP° P-PrP°C,PSC-CI'C,CH
PePpuCHCIPIP°C,Pé P°PIC,PsC,CEP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé. PiPeC%oPs P-P°C,CrPjP°PSPuPSPSCII P-PsCHCT PIP&PSP&PeP°C”
PiC-Pr C$P°CI" P-P°PeP°PiCrPIP°PSPSCII, PiP°CtC-C”PSC,Cr PSPuPsP+C...C-PrPSPs
P-P°C$PuPeP°C,Pé, PrPsPePé P-C-CE PiCHPsCIICI'PSP&C,CHCI'CII, PiPuCHCE PSC-P
PePuCHCrPIP°C,Pé P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEPEPjPé
PjPuC...P°PSC-P-PjP°PjPé.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'C4PIP°PSPSCII C,P° PrPsP-Pé.
P”P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PI PsC, C,P°P»CHPjPsP»PsPiC-C—.

P—P°CI'C,PsCI'C4PIP°PSPSCII PrC-C,CLIPj PIC-PePsPj PIC-Pr 12 PrPs 18 CEPsPeC-PI,
PrPsCEPsCI P»PéPj, P° C,P°PePsPY PiP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeC4.

P1Ps 1-2 PeCHP°PiP»C- PI PePsPS’CRPSPeC,P&PIP°P»CHPSPEPN: PjC-CEPsPe
CrCRP°PPuPSPsPiPs PsPeP® (PsC{PpuPNe) C+PuCHPuP: PePsPIPSC- 4-6 PiPsPrPéPS. PJ
PiPuCHCEC- 24-48 PiPsPrPéPS PrPsP-Cr PiCHPuPiP°CHP°C,Cr PjPsPIPSP° P-P+C-P»CHCEPEC,Pé
PrPs 1-2 PeCEP°PiPuP»CH CiPuCHPuP: PePsPIPSC- 2 PiPsPrPéPSPé. PYP»C-Pr
PiPsCI'C,CtPiPsPIPs P-PjPuPSCECIPIP°C,Pé C+P°CI'C,PsC,Ct P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr PiPs PjC-CEHC- P-PSPéPePSPuPSPSCII CI'P&PjPiC,PsPjC-PI. PYP»C-Pr
P+CrC,Pé PsP+PuCHPpPIPSPé&Pj C- PSPy PiPuCHPuCHPEPIP°C,Pé P»C-PeCrPIP°PSPSCII
P-P°PIC+P°CI'PSPs.

PJ C,CILIPYPePé&C... PIPEPIP°PrPeP°C... P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiPs 1-2 PeCHP°PiP»C- PI
PePsPS’CRPSPeC,PéPIP°P»CHPSPEPNe PjC-CE€PsPe CrCHP°PYPuPSPsPiPs PsPeP°® (PsC+PuPNe)
C1PpuCHPuP: PePsPYPSCY PiPsPrPéPSCT PrPs PiPsPeCHP°C%oPpPSPSCII CI'C,P°PSCY.
PuPsCI'C,CrPiPsPIPs PiCEPuPiP°CEP°C, P-P°CI'C,PsCI'PsPICIPIP°C,Pé CHC-PrCE€Pu 8R“ PiPs 1-2
PeCHP°PiP»C- C+PuCHPuP- PePsPIPSC- 2 PiPsPrPéPSPé PiCEHPsC,CIIPiPsPj 3 PrPSC-PI.
PuC-P-PSC-C£€Pu P-P°CI'C,PsCI'PsPICYCRC,CH PiPs 1-2 PeCREP°PiP»C- PePsPYPSC- 4
PiPsPrPéPSPé PiCHPsC,CIIPiPsPj 5-8 PrPSC-PI, Ct P-P°PeP»CRC+PSPsPjCr PiPuCHC-PsPrC- 8B
PiPs 1-2 PeCHP°PiP»C- 1 CHP°P: PSP° PrPuPSCH PiCHPsC,CILIPiPsPj 5-8 PrPSC-PI, CLIPeC%oPs
P»C-PeP°CH PIPIP°PYP°C,PéPjPu P-P° PSPuPsP+C...C-PrPSPy.

PuC-CI'P»CLI PsPiPuCHP°C,P&PIPSPsPiPs P»C-PeCrPIP°PSPSCII PeP°C,P°CHP°PeC,Pé
P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiPs 1 PeCHP°PiP»C- 4 CHP°P-Pé PSP° PrPsP+Cr,
PiPsC+PéPSP°CRC+Pé P- PiPpCHCE€PsC— PrPsP+Pé PiC-CI'P»CII PsPiPuCHP°CtC-C— C- PrPs 24
PrPSC-PI. P>C-PeP°CHCI'CHhPePEPN: P-P°CI'C-P+ PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé P-P°



PrPuPSCH PrPs PsPiPuCEP°CC-C—, PiPs 1 PeCRP°PiP»C- 4 CEP°P-Pé PSP® PrPsP+Cr, P°
PiPsC,C-Pj PiPs 1 PeCRP°PiP»C- PiC-CI'P»CLI PsPiPpuCEP°C+C-C—, C- PiPsC,C-Pj PiPs 1
PeCRP°PiP»C- 4 CEP°P-Pé PSP° PrPsP+Cr PiCEPsC,CLIPiPsPj 23 PrPSC-PIL. PyCEHPé
PSPuPsP+C...C-PrPSPsCI'C,C- PICRPuPiP°CEP°C, PjPsPIPSP° P-P°CI'C,PsCI'PsPICFPIP°C,Pé
C$P°CI'C,C-C€Pp: PiPs 1 PeCHP°PiP»C- C{PuCEPuP- PePsPYPSC- 2 PiPsPrP&PSPé
PiCEPsC,CLIPiPsPj PiPuCECEP&C... PrPIPsC... PrPSC-PI P»C-PeCrPIP°PSPSCIL.

P PuPePsPjPuPSPrCrC”C,CHhCI'CII PePsPSC,CHPsP»CRPIP°C,Pé
PIPSCrC,CHC-CEPSCHPsPsC+PSP&PNe C,PECT Pe.

PuC-CI'P»CII C-PSCI'C,PéP»CIICtC-C— PiCHPuPiP°CHP°C,Ct CHPuPePsPjPpPSPrCrC”C,CHCI'CII
PsP+PuCEPpuPYIPSPs P-P°PeCHP&C,Pé PiPsPIC-PeCr C- P-P»PpPiPeP°® PSP°C,PECI'PSCrC,Pé PSP°
PrC-P»CILIPSPeCr PIPSCrC,CHC-CEPSCHPsPiPs PeCrC,PeP°® PsPeP°. P!Pu PjPsPYPu
P-PjPuPSCEP&C,Pé CI'PECI'C,PuPjPSPu PICI'PjPsPeC,CrPIP°PSPSCII PiCHPuPiP°CHP°C,CY,
PiCRP&P-PSP°C+PuPSPsPiPs PrP»CII PjC-CI'C+PuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI], C-
PiPsP-P&C,P&PIPSPs PIPiP»P&PSCrC,Pé PSP°® P-PSPEPIPuPSPSCII CI'PECI'C,PuPjPSPéEC...
PiPsP+C-C+PSP&C... PrC-P)e.

P] CHP°P-C- PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII C-PSCEPéC...

PsC, C,P°P»CHPjPsP»PsPiC-C+PSP&C... PICHPuPiP°CEP°C,C-PI PrP»CII PjC-CI'CtPpPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII CI'P»C-Pr PrPsC,CHPéPjCrPIP°C,PECI'CII PiPuCHPuCHPIPE PjC-PY
PIPIPuPrPpPSPSCIIPj PiCEPuPiP°CHP°C,C-PI PSPy PjPuPSCEPH 5 C...PIPEP»PEPS.

P—P°CI'C,PsCI'CéPIP°PSPSCII PrC-C,CILIPj

PhC,CRP&PjP°PSC- PrP°PSC- PiC-PrC,PIPuCHPrPICrCRC,CH P+PuP-PiPuPeCr C,P°

PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPiP°CRHP°C,Cr PrC-C,CIIPj
PIC-PePsPj PIC-Pr 2 CRPsPeC-PI, CIIPePéPj P-P°CI'C,PsCI'PsPICFPIP°P»Pé PiCHPuPiP°CEP°C,
PiCHPsC,CLIPiPsPj 7 PrPSC-PI PrP»CII P»C-PeCrPIP°PSPSCII PiPsPIPuCHC...PSPuPIP&C...
P-P°PiP°P»PuPSCH PsPeP° P+P°PeC,PuCHC-P°P»CHPSPsPiPs PiPsC...PsPrPIPuPSPSCII (PrPéPI.
CHPsP-PrC-P» B«PrP°CEHPjP°PePsPrPéPSP°PjC-PeP°B»).

PiPsPYP»P&PIPu P-P°CI'C,PsCI'CFPIP°PSPSCLI PrC-C,CLIPj, CLIP€P&Pj PSPuPsP+C...C-PrPSPs
PiCHPsPIPuCI'C,Pé C...C-CECtCRPiC-C+PSPu PIC,CECrC+P°PSPSCII P- PIP&PrP°P»PuPSPSCILI
PeP°C,P°CEP°PeC, Pé.

P—P°CI'C,PsCI'C4PIP°PSPSCII PiP°CtC-C”PSC,P°Pj C-P- PiPsCFC2C€PuPSPSCIIPjPé
C,CéPSPeCtC-C— PSPéCHPsPe P°P+Ps PiPuCt+C-PSPePé

P&Pu PrPsCI'P»C-PrPYCrPIP°P»Pé PrC-Ch P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Ct, C%oPs
PjC-CI'C,PéC,CH C,PsP+CHP°PjC-CtPéPS C- PrPuPeCI'P°PjPuC,P°P-PsPS, Cr CtPéC...
PiPsPiCrP»CIICtC-CIIC... PiP°CtC-C”PSC,C-PI. P’CHP°C...PsPICFfCRCtPé CI'P»P°P+PeCr
CI'C,CrPiC-PSCH> CI'PECI'C,PuPjPSPsPiPs PICI'PjPsPeC,CrPIP°PSPSCII
PIPEC%oPpP-P°P-PSP°C+PuPSPEC... CHPuC+PsPIPEPS PiC-CI'P»CII C—C... PjC-CI'CtPpPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII, PIPIP°PYP°CRC,CH, C%oPs PSPuPjP°C”
PSPuPsP=+C...C-PrPSPsCI'C,C- PI PjPsPrPéC, C-PeP°C+C-C— PrPsP-CrPIP°PSPSCIJ.

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

PuPuCRPuPr P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,P»P°PePsPS PSPuPsP+C...C-PrPSPs
CHPuC,PuP»CHPSPs CI'C,CRHCrCI'PEC,Pé.

P"P»CLI C,PsPiPs, C%oPsP+ PiPsPiPuCEPuPrPéC,Pé P-P°P+CECIPrPSPRPSPSCLI



PSP°PePsPSPuCPSPEPEP° C- CI'CFCI'PiPpPSP-C-C— Cf C,P»P°PePsPSC-, PSPuPsP+C...C-PrPSPs
CIPSP&PeP°C,Pé PePsPSC,P°PeC,Ct PSP°PePsPSPUCPSPEPeP® P-C- CEPeC-CEPSPEPjPé
PiPsPeCEP&PIP°PjPé, PIC-CLIPjPé C- CI'P»P&P-PsPIP&PjPé PsP+PsP»PsPSPeP°PjPé PsPeP°® P°P+Ps
P- C-PSCEPSCR PiPsPIPCEC...PSPuCRE.

P”C-C,Pe.

PhC,CHP&PjP°PSC- PrP°PSC- PiC-PrC,PIPuCHPrPICrCRC,CH P+PuP-PiPuPeCr C,P°
PuC, PpuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CfPIP°PSPSCII PiCRHPuPiP°CEP°C,Ct PrC-C,CLIPj
PIC-PePsPj PIC-Pr 2 CEPsPeC-PI.

P‘PuP-PiPpPeP® C,P° PuC,PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CfPIP°PSPSCI]
PiCRHPpPiP°CHP°C,Cr PrC-C,CIIPj PIC-PePsPj PrPs 2 CEPsPeC-PI PSPy PICI'C,P°PSPsPIP»PuPSC-.

PyPsP+CEPsCI'PsPiC,**-P”P+PiPY PjPsPIPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrC-C,CIIPj
PIC-PePsPj PIC-Pr 2 CRPsPeC-PI.

PuPuCHPuPrPsP-CéPIP°PSPSCII.

P—PIP°PIP°CRC4Pé PSP° C...P°CHP°PeC,PuCHPECIC,PéPePé CTCHPsPiPs PiICRPuPiP°CEP°C,CY,
PiCHPeP-PSP°C+PnPSPsPiPs PrP»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCI]I, PSPn
PsC+C-PeCrC”C,CHCI'CII P+CrPrCH-CLIPePsPiPs C,PsPeCI'P&CPSPsPiPs PuC, PuPeC,Ct CLIPe
PiCHPé& PNePsPiPs P-P°CI'C,PsCI'CFPIP°PSPSC- PI PsC, C,P°P»CHPjPsP»PsPiC-C— PI
CHPpPePsPjPuPSPrPsPIP°PSPEC... PrPsP-P°C..., C,P°Pe C- PiCEPé PIP&PiP°PrPePsPIPsPjCY
PiCRPsPePsPIC,CIPIP°PSPSC- PIPjC-CI'C,Ct C,P»P°PePsPSP°. PmPsPYP»PEPIC- C,P°PeC-
PeP»C-PSC-C+PSC- CI'PéPjPiC,PsPjPé PiPuCHPuPrPsP-CrPIP°PSPSCII
PiCHPuPiP°CHP°C,PsPj, CIIPe PeCHP°PiC+P°CI'C,PéPNe PePuCHP°C,PEC,,
PpCHP&EC,PuPjP°, PiC-PrPIPEC%0PpPSP° CI'P»CHPsP-PsC,PuCiP°, PSP°P+CHCIIPe C,P°
CI'PIPuCHP+C-PY PiPsPIC-Pe, PjPsPYCrC,CH P+CrC,Pé PiPsPrC-P+PSP&PjPé PrPs
PiPsP+C-C+PSPéEC... PuC, PuPeC,C-PI, C%oPs CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII Cr
PrPuCIIPePéC... PiP°CtC-C”PSC,C-PI.

P] CEP°P-C- PiPuCEPuPrPsP-CPIP°PSPSCII PiCHPRPiP°CEP°C,PsPj PyPsP+CEHPsCI'PsPiC, -
P”P+PPY PiCEP& PjC-CI'CPuPIPsPjCt P-P°CI'C,PsCI'CtPIP°PSPSC- PiCEPsPjP&C,Pé PsPePs
(PsC+C-) C,PuPiP»PsCR PIPsPrPsCH.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

PkP°PN:C+P°CI'C,C-C£P&PjPé PiPsP+C-C+PSPéPjPé PuC, PuPeC,P°PjPé,
PiPsPIs ™ CLIP-P°PSP&PjPé P- P»C-PeCrPIP°PSPSCIIPj, PiCHPs CLIPeC-
PiPsPIC-PrPsPjP»CILIP»PsCI'CLI, P+CrP»Pé PuC,PuPeC,Pé, PiPsPIsF™ CLIP-P°PSC- P-
PjC-CI'CtPpPIPsCh PsC+PSPsCh PiPuCHPpPSPsCI'PéPjC-CI'C,Ch, PIPeP»CRC+P°CRCtPé
PiC-PrPIP&C%oPuPSCrt C+CrC,P»PéPIC-CI'C,CHb, CLIPeP°® PIPEPSPEPeP°P»P° Crf PjPuPSCE
PSC-PY 4 % PiP°CtC-C”PSC,C-PI C,P° PIPeP»CRC$P°P»P° PIC-PrC+CrC,C,CII
PrPéCI'PePsPjC,PsCHC,Cr PI PsCtP°C..., PiPsPrCHP°P-PSPuPSPSCII PsC+PuPNe,



P+C-P»CHb PI PsC+P°C..., PiC-PiPuCEHPpPC-CR PsCPuPNe, CI'PIPUCEP+C-P{ PsCiPuPNe,
CI'PIPuCEP+C-PY PiPsPIC-Pe, PSP°P+CHCLIPe PiPsPIC-Pe C,P° PIC-PrC4CrC,C,CII
CI'C,PsCHPsPSPSCHPsPiPs C,C-P»P° PI PsCtC-.

PPsP+C-C+PSC- CEPpP°PeCtC-C— PeP»P°CI'P&C, C-PeCrPIP°P»P&CI'CII C,P°PePéPj C+PEPSPsP;:
PrCrPYPp C+P°CI'C,C- (21/10), C+P°CI'C,C- (=1/100, <1/10), PSPuC+P°CI'C,C- (=1/1000, <1/100),
PiPsPsPrPéPSPsPeC- (=1/10000, <1/1000), PsPrPéPSP&C+PSC- (<1/10000), C+P°CI'C,PsC,P°
PSPpPIC-PrPsPjP° (PSPuPjPsPYP»P&PIPs PsCtC-PSP&C,Pé C+P°CI'C,PsC,Cr C—C...
PIPEPSP&PePSPuPSPSCII P-P° PSP°CLIPIPSPéPjPé PrP°PSPEPjPE). P] PjPuPYP°C... PePsPIPSPsC—
PiCHCrPiPé PiPsP+C-C+PSC- PuC, PuPeC,Pé PiCHPuPrCI'C,P°PIP»PuPSC- PI PiPsCHCLIPrPeCr
P-PjPpPSCEPpuPSPSCII C—C... CI'C,CrPiPpPSCII C,CLIPYPePsCI'C,C-.

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

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: P°PSP°C,C-P»P°PeC,PéC+PSC- CHPuP°PeCtC-C—,
PiC-PiPuCRC+CrC,P»PéPIC-CI'C,Clb.

P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PECIC,PuPjPé:

PKPuC+P°CI'C,C-: PiPsP»PsPIPSP&PNe P+C-P»Cl.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: P-P°PiP°PjPsCHPsC+PuPSPSCII.
P— P+PsPeC?é PsCHPiP°PSC-PI P-PsCHCz:

P§P°CI'C,C-: PIC-PrC+CrC,C,CII PrPéCI'PePsPjC,PsCEHC,Cr PI PsC+P°C..., P=C-P»CH PI
PsCtP°C..., PiPsPrCHP°P-PSPuPSPSCII PsCPpPNe.

PkPpC$P°CI'C,C-: PiICRHPsCLIPIPé P°P»PuCEPiC-C— P- P»PsPeP°P»C-P-P°C+C-C”Ch PI PsCtC-
(PiC-PrPIPEC%oPpPSP° C+CrC,P»PEPIC-CI'C,CH), PiC-PrPIPEC%0oPpPSPEPNe
PIPSCrC,CHC-CEPSCHPsPsCPSPéPNe C,PECI'Pe, PePuCEP°C,PéC,, PeCEP°PiC+P°CI'C,PEPNe
PePuCHP°C,PEC,, PiC-PiPuCHPuPjC-CII PsC+PpPNe, CI'PIPuCHP+C-PY PsC+PuPNe,
CI'PIPuCHP+C-PY PiPsPIC-Pe, PuCHP&EC,PuPjP° PiPsPIC-Pe, P-P°C,CrPjP°PSPuPSPSCII P-PsCHCY,
PIC-PrC#CrC,C,CII CI'C,PsCEPsPSPSCH>PsPiPs C,C-P»P° PI PsC$P°C..., PSP°P+CHCIIPe
PePsPSBR™ CRPSPeC,PéPIPE, CI'CrC...C-CI'C,CH PsC+PuPNe, PSP°P+CHCIIPe PiPsPIC-Pe,
PiC-PrPIPEC%oPpPSP° CI'P»CHPsP-PsC,PuCtP°, PIPECHP°P-PePsPIPéPNe PePuCHP°C,PEC,.

P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: PiP»P°CtPePsPjP°, PeP°C,P°CEP°PeC,P°, P-PSPEPIPuPSPSCILI
PiPsCI'C,CEPsC,Pé P-PsCECY, PjC-PrCEC-P°P-, C,PsC,PsC, PsP+C-CII.

P— P+PsPeCé PrPéC...P°P»CHPSPsC— CI'PéCIC,PuPjPé, C,PsCEP°PeP°P»CHPSC- C,P°
PjPuPrC-P°CI'C,PéPSP°P»CHPSC- PiPsCHCCEPUPSPSCII:

P&PpC$P°CI'C,C-: P»P°CHP&PSPiPsCI'PiP°P-Pj, CRPéPSPsCHPuCI].
P— P+PsPeCé C,CEP°PIPSPsC— CI'PéCI C,PuPjPé:

PkPuCtP°CI'C,C-: PrP&P-PiPuPIP-C-CI] (PiC-CHPeP&PNe P°P+Ps PSPuP-PIPECPSPEPNe
PiCEP&CI'PjP°Pe Cr CHPsC,C-).

P§P°Cl"C,PSC,P° PSPuPIC-PrPsPjP°: P+P»CRPIP°PSPSCI], PSCrPrPsC,P°, PfPéCFPePSPjC,,PSC'BC,
Cr CEP»CrPSPeCr.



P— P+PsPeCé CE€PeC-CHPé C,P° PiC-PrC€PeC-CEPSPsC— C,PeP°PSPéPSPe:

P§P°CI'C,PsC,P° PSPRPIC-PrPsPjP°: PIPCI'P6PiP°PSPSCLI, PSP°P+CEClIPe PsP+P»PéCHC1Cl],
CI'PIPuCEP+C-PY, PjCP»CHC,P&C, PsCEPjPSP® PuCEP&C, PuPjPe.

P— P+PsPeCé PuPSPrPsPeCFPéPSPSPsC— CI'PéCI'C,PuPjPé:

P§P°CI'C,PsC,P° PSPRPIC-PrPsPjP°: CI'PéPSPrCEPsPj PrsClrCEPEPSPIP?,
PiCRP&PiPSC-C+PuPSPSCII C, CPSPeCTC-C— PSP°PrP&CHPePsPIPEC... P-P°P»PsP-.

PhPiPéCI” PrPuCIIPePéC... PiPsP+C-C#PSPéC... CRPuP°PeCtC-PNe

PyCHPEPIP°P»Pp P-P°CI'C,PsCI'CrPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI
PjC-CI'CtPuPIPs PI PsPePs PjPsPPu PiCHPEP-PIPuCI'C,Pé PrPs PiC-PrPIPéC%oPuPSPSCII
PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs C,PECI'PeCr P- PiPsPrP°P»CHCEPEP;
CrC€PePsPrPIPuPSPSCIIPj P-PsCEPsPIPsPiPs PSPuCHPIP®, PiPsPiC-CHCEPuPSPSCIIPj
PiPsCI'C,CHPsC,Pé P-PsCHCr C- PiPsCHCrCEPuPSPSCIIPj PiPsP»CLI P-PsCHCY, P° C,P°PePsP
PrPs CrC,PIPsCEPuPSPSCII P-P°PrPSCHPsC— CI'CfP+PeP°PiCI'CrP»CLICEPSPsC—
PeP°C,P°CHP°PeC,Pé C,P° CrPiPsPIC-P»CHPSPuPSPSCII P-P°PiPsC”PSPSCII CHP°PS (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

PhCI'PeC-P»CHPePé PiCHPuPiP°CHP°C, PjC-CI'C,PéC,CH PePsCHC,PéPePsCI'C,PuCHPsC—Pr,
C,Ps PiCHPé PSP°CLIPIPSPsCI'C,C- P-P°C...PIPsCHCRPIP°PSCH, C%oPs PiCHP&P-PIPsPrCILIC,CH
PrPs PiPsC,PsPSCEP°PSPSCII CEPsPiC-PIPePé P°P+Ps CI'PeP»PuCHPé,
PiC-PrPIPEC%oCrC”C,CHCI'CLI CHP&P-PéPe PiPuCHC, PsCEP°CtC-C— PsCI'PsP+P»P&PIPs
PiC-CI'P»CII PrPsPIPiPsC,CEP&PIP°P»PsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PmPsPYP»P&PIPEPNe CHPsP-PIPEC,PsPe PIC,PsCHPEPSPSP&C... C-PSC, PpPeCtC-PNe PiC-CI'P»ClI
P-P°CI'C,PsCI'CfPIP°PSPSCII PePsPjP+C-PSP°C+C-PNe, C%oPs PjC-CI'C,CIIC,CI
PePsCHC,PéPePsCI'C,PuCHPsC—PrPé C,P° P°PSC,PéPjC-PeCEPsP+PSC- CHPuC+PsPIP&PSPé.
P“CHPéP+PePsPIC- C-PSC, PuPeCtC-C— CEPsPiC-PIPePé PsCI'PsP+P»P&PIPs P°PeC,PEPIPSPs
CHPsP-PIPEPIP°CRC,CHCI'CLI PiCHPé C,CHP&PIP°P»PsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC-
CI'C,PuCHPsC—PrC-PI. (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P] PiP°CtC-C”PSC,C-PI, CIIPeP&Pj P-PrC-PNeCI'PSCRPIP°P»Pé CI'P&CI'C,PpuPjPSCr
C,PuCHP°PiC-Ch C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,PsP+CEP°PjC-CtPéPSCr,
PIPEPSP&PeP°P»Pé CI'PuCHPNePsP-PSC- PiPsP+C-C$PSC- CHPuP°PeCtC-C—,
PIPeP»CRC+P°CRC$Pé PSPuPN.CHPsC,PsPeCI'PéC+PSC-CI'C,CH,
PsC,PsC,PsPeCI'PéC+PSC-CI'C,CH C- PSPuC,CHPsC,PsPeCI'PéC+PSC-CI'C,CH> (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P”PuCIIPeC- PiPsP+C-C+PSC- CHPuP°PeCtC-C—, C,P°PeC- CIIPe P°P+CHP°P-C-CII
CHPsPiC-PIPePé, PiPsPiC-CECEPuPSPSCII P-PsCRCY, PSP°P+CHCIIPe

PePsPSBR™ CRPSPeC,PéPIPE, PiPsCHCrCEPuPSPSCII P- P+PsPeCr PiPsPIC-Pe,
PIP&PrC-P»PuPSPSCII P- PsC+PuPNe, CI'PIPuCHP+C-PY PiPsPIC-Pe, PeCEPsPiPéPIBF ™ CLIPSPeP®,
PrPuCHPjP°C,P&C,, PjP°PrP°CHPsP-, P»PuPNePePsPrPuCHPjP°, CI'CfC...C-CI'C,CH C€PeC-CHPé
CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CH> PiC-Pr C$P°CI' C,PuCHP°PiC-C— C,PsP+CHP°PjC-CtPEPSPsP;.

PuPsP+C-CPSC- CEPuP°PeC+C-C—, C,P°PeC- CLIPe
PePuCEHP°C,PsPePsPSER ™ CRPSPeC,PEPIC-C,, P-P°P+P°CEHPIP»PuPSPSCII CHPsPiC-PIPePé,
C,PsC,PsC, PsP+C-ClI, CfC,PIPsCEPuPSPSCII P»CrCI'PsCPsPe PiPs PeCEP°CIIC... PiPsPIC-Pe,



P-PSPéPYPuPSPSCII PiPsCI'C,CHPsC,Pé P-PsCEHCY, PuCHPsP-C-CII CEPsPiC-PIPePé, PiC,PsP-
PiPsPIC-Pe CI'PiPsCI'C,PpuCHC-PiP°P»P&éCI'CH PiC-Pr CP°CI' C,PuCHP°PiC-C—
PrPuPeCI'P°PjPuC,P°P-PsPSPsP;.

P] PrPuCILIPePé&C... PiP°CtC-C”PSC,C-PI PjPsPP»P&PIP° CHPuP°PeCtC-CII
PiC-PrPIP&C%oPuPSPsC— C+CrC,P»PéPIPsCI'C,C- PrPs P°PjC-PSPsPiP»C-PePsP-P&EPrC-PI, PiCHPé
PjC-CI'CtPpPIPsPjCr P-P°CI'C,PsCI'CPIP°PSPSC- (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

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

P{PuCEPjC-PS PiCEP&PrP°C,PSPSCI'C,C- PiCHPRPiP°CEP°C,Cr PiC-CI'P»CLI PiPpuCECEPsPiPs
PIC-PrPeCEP&C,C,ClI 8R” 4 C,PEPIPSC-.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHbPSC-PNe CI-PiP°PePsPICtC- PiCEPé
C,PuPjPiPuCEP°C,CrCHC- PSPu PIP&C%0Pu 30 ™PY.

P—P+PuCRC-PiP°C,Pé Ct PSPuPrPsCI'C,CrPiPSPsPjCt PrP»ClI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

PuPs 5 PjP» Ct C,P»P°PePsPSC--PeCHP°PiPuP»CHPSPECTC- P- PeCEPECEPePSCH C,P°
PiP°CHP°PSC,C-PN:PSP&Pj PeC-P»CHbC1PpPj.

PuPs 1 C,P»P°PePsPSCr PI PeP°CHC,PsPSPSC-PNe PePsCHPsP+CtC-.

PP°C,PpPiPsCHC-CII PIC-PrPiCrCI'PeCr.

P—P° CEPuCtPuPiC,PsPj.

P’PeCHPsP+PSPéPe.
P’P°CRCEP°PICT'CHhPeP&PN: C, P°CHPjP°CtPuPIC,PECEPSPEPNe P-P°PIPsPr PuPsP»CHC,P° PhPy/

Warsaw Pharmaceutical Works Polfa SA.

Pr,C-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPECHPsP+PSPéPeP° C,P° P°PrCRHPuCIP°
PjC-CI'CtCII PiCHPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCI'C,C-.



PICrP». PisP°CHPsP»CHbPePsPIP® 22/24, 01-207 P’P°CHCEP°PIP®, PuPsP»CHC%oP°/

22/24 Karolkowa Str., 01-207 Warsaw, Poland.



