PtPkPYPyP PJPuP|PtPi

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

PbPhPLKPyP PhP>PaP>PePLPY

(CONTROLFLEX)

PYPecP»P°Pr:
PrC-CRC#P° CEPuCPsPIP6PSP®: thiocolchicoside;

1 PjP» CHPsP-C+PePSCr PrP»CILI C-PS’C"PeCtC-PNe PjC—CfC,PéC,CH)
C,C-PsPePsP»C...C-PePsP-PéPr'Cr 2 PjPi;

PrPsPiPsPjC-PPSC- CFPuCtPsPIPéPSPé: PSP°C,CHC-Ch C...P»PsCRPé&Pr, PePECI'P»PsC,P°
C...P»PsCRHP&CI'C,PsPIPsPrPSPuPIP® CHPsP-PIPuPrPuPSP° P°P+Ps
PePsPSCtPuPSC,CHEPsPIP°PSP°, PIPsPrP°® PrP»CII C-PSER™ C”PeCtC-PNe.

P>C-PeP°CHCI'CH:PeP° C,,PsCRPjP°. P PsP-C+P&PS PrP»CII C-PS’C”PeCtC-PNe.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-:
PiCEPsP-PsCHP° CHC-PrPéPSP° PYPsPIC,PsPiPs PePsP»CHPsCECT.

PaP°CHPjP°PePsC,PuCHP°PiPpuPIC,PeCiPSP° PiCHCIPiP°.

Pi.C-PsCRHPpuP»P°PeCI'P°PSC,Pé. PmC-PsCHPuP»P°PeCI'P°PSC,Pé P-
CtPpPSC,CHP°P»CHPSP&Pj PjPuC...P°PSC-P-PjPsPj PrC-C—. PtPSCEC- P-P°CI'PsP+Pé
CtPpPSC,CHP°P»CHPSPsC— PrC-C—. PyC-PsPePsP»C...C-PePsP-PéPr. PisPsPr PHPyPT
Pw03P’ PI05.

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

PyC-PsPePsP»C...C-PePsP-PéPr PiCEPuPrCI'C,P°PIP»CIIC” CI'PsP+PsCh
PSP°PiC-PICI'PéPSC,PuC,PéCPSCr CI'CrP»CHC, C-PrPSCr PiPsC...C-PrPSCr
CBHPuC+PsPIPéPSCT PePsP»C...C-PePsP-PEPrCr P- C,P°CEPjP°PePsP»PsPiC-C+PSPsCh
P°PeC,PéPIPSC-CI'C,ChR PjC-PsCEPuP»P°PeCI'P°PSC,P°.

PJ PrPsCI'P»C-PrPYPuPSPSCLIC... in vitro C,C-PsPePsP»C...C-PePsP-PéPr



P-PIE™ CIIP-CrC”C,CHCI'CII C,C-P»CIhPePé P- PiP°PjPjP°-
P°PjC-PSPsPjP°CI'P»CIIPSPsCh PePéCI'P»PsC,PsCh (P“PhPmPrm) C-
PiP»C-CtPéPSPuCHPiC-CtPSPéPjPé CHPuCtPuPiC,PsCHP°PjPé, C+CrC,P»PEPIPEPjPE PrPs
CI'C,CRHPé&C...PSC-PSCt. P] P°PIC,PsCHP°PrC-PsPiCRP°C,C-C+PSP&C...
PrPsCI'P»C-PrPYPuPSPSCIIC... C,C-PsPePsP»C...C-PePsP-PéPr PIPEC,C-CI'PSCIIC”
P-PIBR™ CLIP-PePé [°Pk] CI'C,CRP&C...PSC-PSCTF, PiPuCHPuPIP°PIPSPs Cr
CI'C,PsPIP+CrCHC- PiPsP»PsPIPSPsPiPs C,P° CI'PiPéPSPSPsPiPs PjPsP-PeCt C%oCrCHP®.
P] PuP»PuPeC,CHPsC, C-P-C-PsP»PsPiC-CfPSP&C... PrPsCI'P»C-PrP{PuPSPSCIIC... PSP°
PSP°C,PéPIPSPEC... P°P+Ps ChPuPePsPjP+C-PSP°PSC,PSPEC... P“PHPmPrmb-
ChPuCtPuPiC,PsChHP°C... C,C-PsPePsP»C...C-PePsP-PeéPr PSP PiPsPeP°P-P°PI

PuC, PuPeC,Cr, P°P»Pu P°PSC,P°PiPsPSC-P-CrPIP°PI P“PhPmPib-C-PSPrCrPePsPIP°PSC-
C...P»PsCHPePrPSC- PeP°PSP°P»Pé.

PyC-PsPePsP»C...C-PePsP-P&Pr PSP C+PEPSP&PI C-CI'C,PsC,PSPsPiPs PIPiP»P&PICT: PSP°
C-PSPrCfPePsPIP°PSC- PiP»C-CtP&PSPsPj PjPsC,PsPSPuPN-CEPsPSPSC- PeP°PSP°P»Pé
Cf P-CRC-P-P°C... CI'PiP6PSPSPsPiPs PjPsP-PeCt PjPsP»PsPrP&C... (10-PrPuPSPSPEC...)
C%oCICEC-PL

P‘CIP»Ps PiPsPeP°P-P°PSPs, C%oPs in vivo C,C-PsPePsP»C...C-PePsP-P&Pr
PiCEPsC,PéPrC-C” C-PSPrCtPePsPIP°PSPsPjCt CI'C,CHP&C...PSC-PSPsPj P»C-PSPiPIPs-
PjP°PSPrP&P+CP»CLICHPSPsPjCt CHPuC, P»PuPeCI'CE Ct
P°PSPuCI'C,PuP-PsPIP°PSPEC. .. CI'P°PjCtC-PI PeCRPsP»C-PI. PiC-
CEPpP-CIP»CHC,P°C,Pé CtP-PiPsPrPICECRC,CECI'CLI P- PiC-PiPsC,PuP-PsCh PiCEHPs
PiP»C-CtP8PSPuCEPiC-C+PSPEPNe PjPuC...P°PSC-P-Pj PrC-C—.

PJ] PjPsPrPuP»C- PSP° C,PIP°CHP&PSP°C... PrPIC-
PIPSCrC,CHC-CE£PSCHPsC+PuCHPuPIPSC- C-PSBR™ C”PeCtC-C—
C,C-PsPePsP»C...C-PePsP-PEPrCr P-PSPéPYCrPIP°P»Pé CHPuC, P»PpPeCl
PSP°PiCRCrPiPé Ct CI'PiP°CI'C,PEC+PSP&C... C%oCrCHC-PI, P° C-PSBR™ C”PeCtC-C— 10
PjPi/PePi PIPSCrC,CRC-CE€PSCHPsCtPuCHPuPIPSPs P°P+Ps 1 PjPi/PePi
PIPSCrC,CHC-CEPSCHPsPj’CLIP-PsPIPs, P°P+Ps 10 PjPi/PePi PiPuCHPsCHP°P»CHhPSPs
P-PSP&PYCIPIP°P»Pé PSP°® 60 % PiPsCI'C,CI'PéPSP°PiC,PéC+PSPEPN. CHPuC, P»PuPeCI Cr
P-PrPsCEPsPIPEC... C%oCrCRHC-PI. P{¥C-PsPePsP»C...C-PePsP-P&éPr PSP PjP°C”
CI'PuPrP°C,PéPIPSPsPiPs PuC,PpPeC,Cr.

PrP°CEPjP°PePsPeC-PSPuC,PéPeP°.
PhP+CI'PsCEP+CtC-CII

PuC-CI'P»CII PIPSCFC,CHC-CEPSCH>PsPjsE ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII
C,C-PsPePsP»C...C-PePsP-PéPrCt PjP°PeCI'P&PjP°P»CHPSP® PePsPSCtPuPSC,CHP°CtC-CII (PY,...)
PrPsCI'CIIPiP°C”C,CHCI'CII PiCHPsC,CLIPiPsPj 30 C...PIPEP»P&PS C- CI'PeP»P°PrP°C” 113
PSPi/PjP» PrP»CII PrPsP-Pe 4 PjPi C,P° 175 PSPi/PjP» PrP»CIl PrPsP-Pée BBBBBBBBBBBBS
PjPi. P—PSP°C#PuPSPSCII PiP»PsC%0.C- PiC-Pr C,P°CHPjP°PePsPeC-PSPuC,PeC+PSPsCh
PeCHP&PIPsChR B«PePsPSCTPuPSC,CHP°C+C-CII-C+P°CI'B» (AUC) CI'C,P°PSPsPIP»CIIC,CH 283
PSPi/PiPsPr/PjP» C,P° 417 PSPi/PiPsPr/PjP».

PuP°CRHPjP°PePsP»PsPiC-C+PSPs P°PeC,PePIPSPePNe PjPuC,P°P+PsP»C-C, SL18.0740 C,P°PePsP{
PIP&CIIPIP»CLIC”C,CHbCI'CII PiCHPé P+C-P»CHCE PSPEP-CHPeC-PNe



PePsPSCPuPSC,CEP°CC-C— C,., 11,7 PSPi/PjP», C%oPs PrPsCI'CLIPiP°C”C,CHCICII
C$PuCHPyP- 5 PiPsPrPéPS PiC-CI'P»CLI PIPIPuPrPuPSPSCLI PrPsP-Pé, C- AUC

BB BBBBBBB B B 83 PSPi/PiPsPr/PjP». P"PsCI'C,CtPiPSP&C... PrP°PSPEC. .. C%oPsPrPs
PSPUP°PeC,P&PIPSPsPiPs PjPuC,P°P+PsP»C-C,Ct SL59.0955 PSPuPjP°C”.

P PsP-PiPsPrC-P»

PJCLIPIPSPEPN: PsP+8H™ C”Pj CHPsP-PiPsPrC-P»Cr C,C-PsPePsP»C...C-PePsP-PéPrCr
CI'PeP»P°PrP°C” PiCEPéP+P»P&P-PSPs 42,7 P» PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHhPsPjsF ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII 8 PjPi. P”P°PSC- C%oPsPrPs
PsP+PsC... PjPuC,P°P+PsP»C-C,C-PI PIC-PrCI'C+C,PSC-.

P’PSPIPuPrPuPSPSCII

P1C-CI'P»CII PIPSCrC,CHC-CEPSCHPsPjsR ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII
PsC+C-PeCrPIP°PSP&PNe PiPuCHC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII (P¥,,)
C,C-PsPePsP»C...C-PePsP-P&PrCr CI'C,P°PSPsPIPEC,CH 1,5 PiPsPrPéPSPé, P° PiP»P°P-PjPsPIPéPNe
PeP»C-CHPpPSCI BR“ 19,2 P»/PiPsPr.

PbP»C-PSC-C1PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCIL.

P”P»CLI P°Pr8F™ CRPIP°PSC,PSPsC— C,PuCHP°PiC-C— P+PsP»C-CI'PSPéEC...

PjBR ™ CLIP-PSPIP&C... PePsPSC,CEP°PeC,CrCE, CLIPeC- CI'CtPiCEPsPIPsPrPICECRC,CH
PiPsCI'C,CEC- PiP°C,PsP»PsPiC-C— C...CHPuP+C,P° Ct PrPsCEPsCI'P»P&C... C,P°
PiC-PrP»C-C,PeC-PI PIC-PePsPj PIC-Pr 16 CEPsPeC-PI.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

P>C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PmPhPKPYP PhP>PuP>P+PmPY
PiCHPsC,PéPiPsPeP°P-P°PSPs P-P°CI'C,PsCI'PsPICrPIP°C,Pé:

PiP°C$C-C”PSC,P°Pj C-P- PiC-PrPIP&C%oPuPSPsCR C+CrC,P»PEPIC-CI'C,CR PrPs
PrC-CRC$PsC— CEPpCPsPIPEPSPé P°P+Ps PrPs P+CrPrCH-CLIPePsC— P-
PrPsPiPsPjC-PIPSP&C... CRPuCEPsPIP&PS P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Ct;

Cr CRHP°P-C- PIsR ™ CLIP»PsPiPs PiP°CRHP°P»C-CtCr, Pjsh™ CLIP-PSPIPsC—
PiC-PiPsC,PsPSC-C—;

PiCEPsC,CIIPiPsPj CFCI'CHhPsPiPs PiPuCHC-PsPrCr PIP°PiC-C,PSPsCI'C,C-;
Cr PiPuCHC-PsPr PiPsPrCrPIP°PSPSCII PiCRHCIPrPrCR;

PYC-PSPeP°Pj CEPuPiCEPsPrClPeC,P&PIPSPsPiPs PIC-PeCt, CLIPeC- PSPp
PIP&PePsCHP&CI'C,PsPICFCRC,CH PSP°P»PuPYPSC- P-P°CI'PsP+Pé PePsPSC,CEP°CtPuPiCtC-C—
PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C,P° PICRPsC,CLIPiPsPj PsPrPSPsPiPs PjC-CI'CLICtCII
PiC-CI'P»CLI PiCEP&PiPéPSPuPSPSCLI P»C-PeCrPIP°PSPSCLI P»C-PeP°CRCI'CHhPePEPj
P-P°CI'PsP+PsPj PrsPhP&PyP PhP>PxP>P+PsPY;



C$PsP»PsPIC-PeP°Pj, C1IPeC- PSPy PIPéPePsCHP&CI'C,PsPICFCRC,CH PSP°P»PuPYPSC-
P-P°CI'PsP+Pé PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr C$P°CI’ P»C-PeCrPIP°PSPSCIIB B
P»C-PeP°CRCI'CHPePEPj P-P°CI'PsP+PsPj PiPhPkPyP PhP>PuP>P+PmPY C,P° PiCHPsC,CIIPiPsPj
C,CBCHPsC... PjC-CI'CLICtC-PI PiC-CI'P»CII PiCHP&PiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCI].

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.

P+PSC, PsCHPjP°C1C-CILI C%oPsPrPs PIP-P°C”PjPsPrC-C—
C,C-PsPePsP»C...C-PePsP-P&PrCr P- C-PSCEPEPjPé P»C-PeP°CHCI' CHPePEPjPé
P-P°CI'PsP+P°PjPé PIC-PrCI'CrC,PSCI].

PhCIPsP+P»PéPIPsCIC,C- P-P°CIC,PsCIC4PIP°PSPSCII.

P] CEP°P-C- PIP&éPSP&PePSPuPSPSCII PrC-P°CEPuC— P»C-PeCrPIP°PSPSCII
PiCEPuPiP°CEP°C,PsPj PPhP&PyP PhP>PxP>P+PpPY PSPuPsP+C...C-PrPSPs PiCEP&PiPéPSPEC, Pé
(PrP&PI. CRPsP-PrC-P» B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B»).

P§jC-PsPePsP»C...C-PePsP-P&Pr PjPsP{Pu PIP&éPeP»P&PeP°C,Pé PuPiC-P»PuPiC,PéC+PSC-
PSP°PiP°PrPé Cr PiP°CtC-C”PSC,C-PI, CLIPeC- CI'C,CEP°PYPrP°CRC,CH PSP°
PpPiC-P»PpPiCI'C-CR P°P+Ps PSP° P-P°C...PIPsCRCRPIP°PSPSCII, CLIPeC-
CI'CtPiICRPsPIPsPrPICrCRC,CHCI'CLI CEP&P-P6PePsPj PIP6PSP&PePSPuPSPSCII
PpPiC-P»PpPiC,P&C+PSP&C... CI'CrPrPsPj (PrPéPI. CPsP-PrC-P» B«PyPsP+C-C+PSC-
CHPuP°PeCtC-C—B»).

P1iPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs PIPéPiP°PrPePé PIP°P-PsPIP°PiP°P»CHPSPsC—
PSPuPiCRP&EC,PsPjPSPsCI'C,C-. PkPpPsP+C...C-PrPSPs CI'PiPsCI'C,PuCRC-PiP°C,Pé P-P°
PiP°CtC-C”PSC,PsPj PiC-CI'P»CII PIPSCrC,CRC-CE€PSCIHPsPjsf™ CIIP-PsPIPsPiPs
PIPIPuPrPpPSPSCII P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr (PrPéPI. CEPsP-PrC-P»
B«PrPsP+C-C$PSC- CHPuP°PeCtC-C—B»).

PuPsC,PpPSCC-PNePSP° PiPpPSPsC,PsPeCI'PéC+PSC-CI'C,CH

P”PsPeP»C-PSC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCILI PiPsPeP°P-P°P»P&, C%oPs PsPrP&PS P-
PjPuC,P°P+PsP»C-C,C-PI C,C-PsPePsP»C...C-PePsP-PEPrCr (SL59.0955) PIPéPeP»PéPeP°C”
P°PSPuCIPiP»PsC—PrC-Ch (P-PjC-PSP° PeC-P»CHPePsCI'C,C- C...CHPsPjPsCI'PsPj PiC-Pr
C$P°CI’ PrC-P»PpPSPSCII PeP»C-C,PéPS) Cr PePsPSCtPuPSC,CHP°CtC-CIIC...,
PSP°P+P»P&PYPuPSPEC... PrPs C,P°PePéC... PiICRPé P-P°CI'C,PsCI'CfPIP°PSPSC- 8 PjPi 2
CHP°P-Pé PSP° PrPsP+Cr PiPuCEPsCHP°P»CHPSPs, CLIPeC- PIPiP»PEPIP°P»Pé
PiPsPrC-P+PSP&Pj C+PéPSPsPj PSP° P»CRPrPéPSCr. PhPSPuCrPiP»PsC—PrC-CII
PIPIP°PYP°C”C,CHCI'CII C,P°PeC,PsCHPsPj CHPéP-PéPeCr C,PuCEP°C,PsPiPuPSPSPsCI'C,C-,
C,PsPeCI'PéC+PSPsCI'C,C- PrP»CII PuPjP+CHC-PsPSP°/PiP»PsPrP°, PIPéPePéPrPSCI],
PiPsCHCrC€PpuPSPSCII C,PuCHC,PéP»CHPSPsCI'C,C- Cr C+PsP»PsPIC-PeC-PI C,P°
PiPsC,PuPSCtC-PNePSP&Pj C,P°PeC,PsCHPsPj CHP&P-PéPeCr PIPEPSP&PePSPuPSPSCII CHP°PeCr.
P”P»ClLI PiCHPsC, C-P»P°PeC,PéPePé CI'P»C-Pr CrPSPéPeP°C,Pé PiPpCEHPuPIPEC%0PpPSPSCII
CHPPPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr P°P+Ps
PNePsPiPs C,CHP&PIP°P»PsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII (PrPéPI. CEPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).



PuP°C1C-C”PSC,Pé (CLIPe PJC-PSPeP&, C,P°Pe C- C+PsP»PsPIC-PeP&) PiPsPIPEPSPSC- P+CrC,Pé
PiCEPsC-PSC, PsCHPjPsPIP°PSC- PiCEPs PiPsC,PuPSCC-PNPSP&PN: CFP&P-PéPe PiCEPé
P-P°CI'C,PsCI'CtPIP°PSPSC- Ct PiPpCEHC-PsPr PIP°PiC-C,PSPsCI'C,C- C,P° PiCEPs
PSPuPsP=+C...C-PrPSC-CI'C,CH PIP&PePsCEPECI'C,P°PSPSCLI PuC, PuPeC,PEPIPSPEC. ..
P-P°CI'PsP+C-PI PePsPSC,CEP°CtPuPiCtC-C— (PrPéPL. CEHPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB» C,P° B«P—P°CI'C,PsCI'CPIP°PSPSCII Ct PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCIPIP°PSPSCII PiCEC{PrPrCRB»).

PJ PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIPEC... P-PIC-C,P°C... PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PiPsCHCrCEPpuPSPSCII C,CrPSPeCtC-C— PiPpC+C-PSPePé Cr P-PIBF™ CLIP-PeCr C-P-
PiCHPEPN:PsPjPsPj C,C-PsPePsP»C...C-PePsP-PEPrCr. P] PiP°CtC-C”PSC,C-PI, CLIPeC-
CI'CrPiCIC,PSCHPs P-P°CI'C,PsCI'PsPICFPIP°P»Pé PSPuCI'C,PpCHPsC—PrPSC-
PiCEPsC,PéP-P°PiP°P»CHPSC- PiCEPuPiP°CHP°C,Pé (PkPiP—P11) P°P+Ps
PiP°CHP°C1PuC,P°PjPsP», P+CrP»Pé P-P°CEPuC”CI'C,CHPsPIP°PSC- CI'PuCHPNePsP-PSC-
PIPEPiP°PrPePé PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPpC+C-PSPePé
(PSP°PiCRP&PeP»P°Pr, C,CrP»CIHPjC-PSP°PSC,PSPEPNe PiPuPiP°C,PéC,). PiiP°CtC-C”PSC,P°Pj
CI'P»C-Pr CEPpuPePsPjPuPSPrCrPIP°C,Pé PiCHP&PiPEPSPEC,Pé P»C-PeCrPIP°PSPSCII C,P°
P-PIPuCHPSCrC,PéCI'CII PrPs P»C-PeP°CHCII Ct CHP°P-C- PiPsCLIPIPé PsP-PSP°Pe
PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé (PrPéPI. CHPsP-PrC-P»
B«P1iPsP+C-C$PSC- CHPpuP°PeCtC-C—B»).

P PuP°PeC+C-C— PI PjC-CI'CtC- PIPIPuPrPuPSPSCII C-PSeF™ C”PeC+C-C—

PyC-CI'P»CLI PIPSCYC,CHC-CEPSCHPsPjEE ™ CLIP-PsPIPsPiPs PIPIPpPrPuPSPSCILI
C,C-PsPePsP»C...C-PePsP-P&PrCt PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs CEPpP°PeCC-C— Cf
PjC-CI'CC- C-PSEF™ C”PeCtC-C—, PIPeP»CRCP°CRC$Pé PSPuPeCEPsP- Ct PjC-CI'CtC-
C-PSER™ C”PeCtC-C— C,P° P»C-PeP°CHCI'CHPeCt PuPjP+PsP»C-Ch CEPeC-CHPé, C,P°PePsPY
PIC-PrPsPjC- CLIPe CI'P&éPSPrCEPsPj PkC-PePsP»P°Ct C,P° P»C-PIPuPrPsC—PrPSP&PNe
PrPuCHPjP°C,P&C, (PrP&PI. CHPsP-PrC-P» B«PuPsP+C-C+PSC- CEPuP°PeCtC-C—B»). PuCHPé
PIPSCIC,CHC-CEPSCHPsPjE ™ CLIP-PsPIPsPjCt PIPIPuPrPuPSPSC-
C,C-PsPePsP»C...C-PePsP-PéPrCt PSPuPsP+C...C-PrPSPs PrPsC,CEP&PjCIPIP°C,P&CICLI
PiCRP°PIP&P»CHPSPsC— C,PuC...PSC-PePé C-PSER™ C”PeCC-C—.

P”PsPiPsPjC-PYPSC- CEPuC+PsPIPéPSPé
P!PpPNe P»C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> PjPpPSCEPp 1 PjPjPsP»CH (23

PjPi)/PrPsP-Ct PSP°C,CHC-CR, C,PsP+C,Ps PiCEP°PeC,PéC+PSPs PIC-P»CEHhPSP&PNe PIC-Pr
PSP°C,CEC-CR.

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

Pn»PsPSC,CHP°CtPuPiCtC-CII Cé PJC-PSPsPe C,P° C$PsP»PsPIC-PeC-PI
PyC-PsPePsP»C...C-PePsP-PePr PICHPsC,PePiPsPeP°P-P°PSPePN. PC-PSPeP°Pj
PrC-C,PsCHPsPrPSPsPiPs PIC-PeCr C,P° C+PsP»PsPIC-PeP°Pj, C1IPeC- PSPn

PIP&PePsCHP&CI'C,PsPICFCRC,CH PuC,PuPeC,PEPIPSC- P-P°CI'PsP+Pé
PePsPSC,CHP°CtPuPiCtC-C— (PrPePI. ChPsP-PrC-P» B«PiiCHPsC,PEPiPsPeP°P-P°PSPSCLIB»).

P§PuCHPuP- P°PSPuCrPiPuPSPSPEPN. PiPsC,PuPSCtC-P°P» C,C-PsPePsP»C...C-PePsP-PéPrCr C,P°



PNePsPiPs PjPuC,P°P+PsP»C-C,C-PI P]C-PSPePé PrC-C,PsCEPsPrPSPsPiPs PIC-PeCr
PiPsPIP&PSPSC- PIP&éPePsCEP&CI'C,PsPICFPIP°C,Pé PuC, PuPeC,PéPIPSC- P-P°CI'PsP+Pé
PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-P&PrPsPj C- PiCEPsC,CLIPiPsPj PsPrPSPsPiPs PjC-CI'CLICHCLI
PiC-CI'P»CLI P-P°PIPpCHCEPRPSPSCLI P»C-PeCr-PIP°PSPSCII.

P§PsP»PsPIC-PePé PiPsPIPEPSPSC- PIP&éPePsCHPECI'C,PsPICIPIP°C,Pé PuC, PuPeC,PEPIPSC-
P-P°CI'PsP+Pé PePsPSC,CHP°CtPpPiCtC-C— PiC-Pr C#P°CI’ P»C-PeCIPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-P&PrPsPj C- PiCEPsC,CILIPiPsPj C,CECHbPsC... PjC-CI'CLICTC-PI
PiC-CI'P»CLI P-P°PIPuCHCEPUPSPSCLI P»C-PeCFPIP°PSPSCII, P° C,P°PePsPq
CIC,CEP&PjCrPIP°C,P6CI'CLI PIC-Pr P-P°C$P°C,C,CLI PrP&éC,P6PSPé (PrPéPL. CHPsP-PrC-P»
B«PuCHPsC,P&éPiPsPeP°P-P°PSPSCLIB»).

P’P°PiC-C,PSC-CI'C,CHb

P+PSC, PsCRPjP°CtC-CII C%oPsPrPs P-P°CI'C,PsCI'CfPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-P&PrCr PIP°PiC-C,PSPéPj PYC-PSPeP°Pj PsP+PjPuP{PuPSP°.
P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CRP&PSP°C... PiPsPeP°P-P°P»Pé
C,PuCHP°C,PsPiPuPSPSP&PN: PIPiP»P&PI
C,C-PsPePsP»C...C-PePsP-P&PrCr.P>C-PeP°CRHCI'CHhPeP&PNe P-P°CI'C-P+

PiePhP&P§P PhP>PuP>P+PmPY PiCHPsC,PéPiPsPeP°P-P°PSP&PNe PIP°PiC-C,PSPEP; (PrP&PI.
CHPsP-PrC-P» B«PyuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P“PsPrC2PIP°PSPSCII PiCRCéPrPrCh

P—P°CI'C,PsCI'CrPIP°PSPSCII C,C-PsPePsP»C...C-PePsP-PéPrCr PiCRPsC,PéPiPsPeP°P-P°PSPu Crf
PiPuCHC-PsPr PiPsPrCrPIP°PSPSCII PiCRCrPrPrCh, PsCI'PeC-P»CHPePé PIC-PS
PiCHPsPSPéPeP°C” Cr PiCHCrPrPSPu PjPsP»PsPePs (PrPéPl. ChPsP-PrC-P»
B«PryyChHPsC,PePiPsPeP°P-P°PSPSCIIB»).

PuPuCHEC,PéP»CHPSC-CIC,CH

PyC-PsPePsP»C...C-PePsP-PePr C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Peé PiICHPsCILIPIP»CIICRC,CH
P°PSPuCrPiPpPSPSCr P°PeC,PEPIPSC-CI'C,CH PiCHPé CHC-P-PSPEC... CHC-PIPSCIIC...
PePsPSCtPpPSC,CHP°CtC-C—, C%oPs C” C,P°PeC,PsCHPsPj ChPéP-PéPeCr
PiPsCHCIrCEPpPSPSCII C,PuCHC,PEP»CHPSPsCI'C,C- C P»CRPrPéPSPé.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP°® CEPIPéPrPeC-CI'C,CHh CFPuP°PeCtC-C—
PiCFPé PePuCEC2PIP°PSPSC- P°PIC,PsC,CFP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”P°PSC- C%oPsPrPs PIPiP»P&PICt C,C-PsPePsP»C...C-PePsP-P&éPrCt PSP°
PePpCHCFPIP°PSPSCII P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps CEPsP+PsC,Ct P-C-
CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé PIC-PrCI'CtC,PSC-.

P5P»C-PSC-CPSC- PrPsCI'P»C-PrPYPuPSPSCII PiPsPeP°P-P°P»P&, C%oPs
C,C-PsPePsP»C...C-PePsP-PéPr PSP PIPiP»PéPIP°C” PSP°® PiCI'P&C...PsPjPsC,PsCEHPSC-
PSP°PIP&C$PePé. PCEPsC,Pu PjPsPPp PIP6PSP&PePSCrC,Pé CI'PsPSP»PéPIC-CI'C,CIb,
C%oPs PSPUPsP+C...C-PrPSPs PICEP°C...PsPIC{PIP°C,Pé PiCEPé PIPsPrC-PSPSC- P°P+Ps
CEPsP+PsC,C- P-C- CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé.



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

P>C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PmPhPKPyP PhP>PxP>P+PmPY PIPIPsPrCIIC,CH
PIPSCrC,CHC-CE€PSCIbPsPj’ CIIP-PsPIPs.

P PjPePsPjPuPSPrPsPIP°PSP° PjP°PeCI'PéPjP°P»CHPSP°® PrPsP+PsPIP°® PrPsP-P°
CI'C,P°PSPsPIP&C,CH> 4 PjPi PePsPIPSC- 12 PiPsPrPéPS (C,PsP+C,Ps 8 PjPi PSP° PrPsP+Cr).
P>C-PeCrPIP°PSPSCII PSP PiPsPIPEPSPSPs PiPuCHPuPIPEC%0CrPIP°C,Pé 5 PrPSC-PI
PiPsCI'PiC-P»CHb.

P&Pp CI'P»C-Pr PiPuCHPuPIPEC%0CrPIP°C,Pé CHPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé P°P+Ps
C,CHP&PIP°P»PsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCII (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P”C-C,Pe.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PSPp CRPuPePsPjPuPSPrCrC”C,CHCI'CII
PiCRP&P-PSP°C+P°C,Pé PrC-C,CIIPj C,P° PiC-PrP»C-C,PeP°Pj PIC-PePsPj PrPs 16 CHPsPeC-PI.

PuPuCEPuPrPsP-CéPIP°PSPSCII.

P’'P&PiP°PrPePé PiPpCHPRPrPsP-CLPIP°PSPSCII PSPp CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI Cr
PiP°CtC-C”PSC,C-PI, C%oPs P-P°CI'C,PsCI'PsPICIPIP°P»Pé C,C-PsPePsP»C...C-PePsP-P&Pr.

P] CEP°P-C- PiPuCEPRPrPsP-CFPIP°PSPSCLI CEPuPePsPjPuPSPrCfC”C,CHCICLI
CRPuC,PuP»CHPSPEPNe PjPuPrPEéCPSPEPNe PSP°PiP»CLIPT C,P° P-P°CI'C,PsCI'CIPIP°PSPSCII
CI'P&PjPiC,PsPjP°C,PéCPSPsC— C,PuCHP°PiC-C—.

PyPsP+C-CtPSC- CEPuP°PeC+C-C—.

P§P°CI'C,PsC,Ct PIP6PSPéPePSPUPSPSCLI PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe
PIP&P-PSP°C+PuPSPs C,P°PePéPjPé C+PEPSPsPj: PrCrPYPu CP°CI'C,Ps (> 1/10), CP°CI'C,Ps
(PIC-Pr > 1/100 PrPs < 1/10), PSPuC$P°CI'C,Ps (PIC-Pr > 1/1000 PrPs < 1/100), CHC-PrPePs
(PIC-Pr > 1/10000 PrPs < 1/1000), PrCfPYPu CEC-PrPePs (< 1/10000), CtP°CI'C,PsC,P°
PSPRPIC-PrPsPjP° (PSPp PjPsPYPp P+CrC,Pé PIP&P-PSP°C+PuPSP° P-P° PSP°CLIPIPSPsCR

C-PSC, PsCEHPjP°CtC-C"CR).

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé: PSPuCtP°CI'C,Ps BR"
PeCHPsPiPéPIBR ™ CLIPSPeP°; CHC-PrPePs R P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPNe
PSP°P+CHCLIPe C,P° P°PSP°C, C-P»P°PeC,PECPSPEPN. CEPsPe, PiC-CI'P»CLI
PIPSCrC,CHC-CEPSCHPsPjs] ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII, PrCrPYPu CHC-PrPePs 8R”
PiC-PiPsC,PuPSP-C-CII; C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8F“ P°PSP°C,C-P»P°PeC,PéC+PSC-
CHPpP°PeCtC-C—.

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



PSPuCHP°CI'C,Ps 85" PuCEP&C, PuPjP° PiC-CI'P»CII
PIPSCIC,CEC-CEPSCHPsPjs ™ CLIP-PsPIPsPiPs PIPIPpPrPuPSPSCIL

P—P°PiP°P»CHhPSC- PiP°C,PsP»PsPiC-C— C,P° CI'C,P°PSPé, PiPsPIe ™ CIIP-P°PSC- P-
PjC-CI'CtPuPj PIPIPuPrPuPSPSCII: CfP°CI'C,PsC,P° PSPuPIC-PrPsPjP° B
CRHPuP°PeCtC-C— Cr PjC-CI'CtC- C-PSBR™ C”PeCtC-C—, PIPeP»CRC$P°CRC$Pé
PSP°P+CHCIIPe, PuCHP&C,PuPjCt, CI'PIPuCHP+C-PY, P+C-P»CH PSP°PIPePsP»Ps
PjC-CI'CtCLI C-PSBR™ C”PeCtC-C— C,P° CI'PéPSPrCHPsPj PkC-PePsP»P°Cr
(B«P»C-PeP°CHCI'CHhPeP° PuPjP+PsP»C-CII CEPeC-CEP&B» C,P°
B«P»C-PIPuPrPsC—PrPSP&PNe PrPuCHPjP°C,PéC,B») PiC-CI'P»CILI
PIPSCrC,CHC-CEPSCHPsPjs] ™ CLIP-PsPIPsC— C-PSBR™ C”PeCtC-C—.

P— P+PsPeCé PSPuCEPIPsPIPsC— CI'PéCI'C,PuPjPé: CfP°CI'C,Ps BR“ CI'PsPSP»P&éPIC-CI'C,CH;
CHC-PrPePs 8R“ P-P+CrPrPIPuPSPSCII P°P+Ps PePsCHPsC,PePsC,CEP&PIP°P»P°
CI'PiP»CrC,P°PSC-CI'C,CH CI'PIC-PrPsPjPsCI'C,C-; C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8RK“
PIP°P-PsPIP°PiP°P»CHPSP°® PSPuPiCEP&C,PsPjPSC-CI'C,CHy, C%oPs PIPEPSP&PeP°C”
PIPiCEHPsPrPsPIPY PiPuCRHCEPEC... PrPuPeC-P»CHPePsC... C...PIPEP»P&PS PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPjsE ™ CIIP-PsPIPsPiPs PIPIPuPrPuPSPSCI], CI'CfPrPsPjPé (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB»).

P— P+PsPeCé CE£P»C2éPSPePsPIPs-PePéC€PePsPIPsPiPs C,CFP°PeC,Cé: C+P°CI'C,Ps BR“
PrC-P°CHBPuCII (PrPéPI. CBPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»), P+C-P»CH Cf CEP»CrPSPeCr; PSPuCtP°CI'C,Ps R
PSCrPrPsC,P°, P+P»CRPIP°PSPSCI]; CHC-PrPePs 8 PiPpC+C-CIJ.

P— P+PsPeC# PiPuPiP°C,PsP+C-P»C-P°CEPSPsC— CI'PéCI'C,PuPjPé C,P°
PYPsPIC#PsPIPéPIC-PrPSPéC... CEP»CIIC...C-PI: C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8"
PiPsCHCrCEPpuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

PuPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-CtPSC-
CBHPUP°PeCtC-C—

P1iPsPIC-PrPsPjP»PuPSPSCII PiCEPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-CfPSC-
CBPpP°PeCtC-C—, C%oPs PIPEPSPéPeP»Pé PiC-CI'P»CILI CHPuC”CI'C,CBP°CtC-C—
P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Ct, PrCrPIPu PIP°P{P»P&PIC-. P!Pu PrP°C”
P-PjPsPiCr PiPsCI'C,C-PNe.PSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P°
CI'PiC-PIPIC-PrPSPsCEPuPSPSCIIPj PePsCHP&CI'C,CH/CHP&P-PéPe
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr. PuCHP°CtC-PIPSPéPePé CI'PéCI'C,PuPjPé
PsC...PsCHPsPSPé P-PrPsCHPsPIBE ™ CLI PiPsPIP&éPSPSC- PiPsPIC-PrPsPjP»CLIC,Pé
PiCHPs P+CrPrCH-CLIPeC- PiC-PrPsP-CHCRPIP°PSC- PiPsP+C-C+PSC-
CHPuP°PeCtC-C— C+PuCHPuP: PrPuCHPIP°PIPSCT CI'PECI'C,PuPjCr

C, P°CHPjP°PePsPSP°PiP»CIIPrCr.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

2 CHPsPePé.



PJPjPsPIPe P-P+PpuCHC-PiP°PSPSCII.

P—P+PuCEC-PiP°C,Pé PiCEPé C,PuPjPiPpuCHP°C,CtCHC- PSPu PIPEC%0Pu 25 B°PY PI
PsCEP&PiC-PSP°P»CHPSC-PNe CIPiP°PePsPICTC-.

P—P+PuCEC-PiP°C,Pé Cf PSPRPrPsCI'C,CIPiPSPsPjCt PrP»CLI PrC-C,PpPNe PjC-CI'CHC-.

PJPiP°PePsPIPeP°.

PuPs 2 PjP» PI P°PjPiCrP»P°C..., PiPs 5 P°PjPiCrP» Cr P+P»C-CI'C,PuCHC-, PiPs 1 P°P+Ps 2
P+P»C-CI'C,PuCHPé Cr PiP°C+CtC- P- PeP°CRC,PsPSCT.

PP°C,PpPiPsCRHC-CII PIC-PrPiCiCI'PeCr.

P—P° CEPuCtPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

PyPhP’ PKP’Pr B«PwPtPsP PhPI PtP®B» (PIC-PrPiPsPIC-PrP°P»CIHPSPEPN: P-P° PIPEPiCICI Pe
CI'PuCREC-C—, PSPu PIPeP»CRCP°CRC$Pé PePsPSC,CHPsP»CHy/PIPEPiCRPsP+CrPIP°PSPSCI]
CI'PuCHC-C—)

PHPy B«P“P°P»P&éC+C, P°CHPjB» (PIC-PrPiPsPIC-PrP°P»CHPSPEPN: P-P°
PIP&CHPsP+PSP&CtC,PIPs C,P° PePsPSC,CHPsP»CH/PIPEPICHPsP+CrPIP°PSPSCII CI'PuCEC-C—,
PSPp PIPeP»CRC$P°CRC+$Pé PIPéPiCICI'Pe CI'PuCEC-C—)

PmC-CI'CtPpP-PSP°C...PsPrPIPpPSPSCII PIPéCHPsP+PSP&PeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCKPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.

PJPeCRP°C—PSP®, 01013, Pj. PP&C—PI, PIC£P». P‘CtPrC-PSPrCtCI'C,CHC-C—, P+CFPr. 5
(PYPhP’ PkP’Pxt B«PwPtP1sP PhPI P1P®:B»).

PJPeCEP°C—PSP®, 79024, P>CHPIC-PICI'CEbPeP® PsP+P»., PjC-CI'C,Ps P>CHPIC-PI,
PICIP»P&C1CLI PhPiCEP8CEPeC-PICI' CIbPeP®, P+CIPrPéPSPsPe 6/8 (PHPy
B«P“P°P»P&C4C, P°CHPjB»).

P—P°CIIPIPSP¢Pe.

PyPhP’ PkP'Pxt B«PwPtPP PhPT PtPmB».



P C-CI'CtPpP-PSP°C...PsPrPYPuPSPSCII P-P°CIIPIPSPéPeP°.

PJPeCEP°C—PSP®, 01013, Pj. PmP&C—PI, PICtP». P‘CtPrC-PSPrCCI'C,CHC-C—, 5.



PtPKPYPyP PJPuP!PtPi

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

P/sPhPKPYP PhP>PxP>PePsPY

(CONTROLFLEX)

PYPeP»P°Pr:
PrC-CRC#P° CRPuCtPsPIPePSP°: thiocolchicoside;

1 PjP» CRPsP-C+PéPSCr PrP»CII C-PS’'C”PeCt+C-PNe PjC-CI'C,PéC,CH
C,C-PsPePsP»C...C-PePsP-PéPrCr 2 PjPi;

PrPsPiPsPjC-PIPSC- CEPuC#PsPIPEPSPé: PSP°C,CRHC-Ch C...P»PsCEHP&Pr, PePéCI'P»PsC,P°
C...P»PSCHP&CI'C,PsPIPSPrPSPuPIP° CEPsP-PIPuPrPuPSP° P°P+Ps
PePsPSCtPRPSC,CHPsPIP°PSP®, PIPsPrP° PrP»CLI C-PSER™ C"PeCtC-PNe.

P>C-PeP°CRHCI'CHbPeP® C,PsCRHPjP°. P PsP-C+PéPS PrP»CII C-PS’C”PeCtC-PNe.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-:
PiCHPsP-PsCEP° CHC-PrP&PSP° PYPsPIC,PsPiPs PePsP»CHPsCHCT.

PuP°CEPjP°PePsC, PuCHP°PiPuPIC,PéC+PSP° PiCECIPiP°.

PmC-PsCRPpuP»P°PeCI'P°PSC,Pé. PmC-PsCRPuP»P°PeCI'P°PSC,Pé P-



CPRPSC,CHP°P»CHbPSP&P] PiPuC...P°PSC-P-PjPsPj PrC-C—. PtPSCEC- P-P°CI'PsP+Pé
CtPUPSC,CHP°P»CHbPSPsC— PrC-C—. PyC-PsPePsP»C...C-PePsP-P&Pr. PiPsPr PhP{PT
P03P’ PI'OS5.

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

PyC-PsPePsP»C...C-PePsP-PéPr PiCEPuPrCI'C,P°PIP»CIIC” CI'PsP+PsCh
PSP°PiC-PICI'PEPSC,PuC,PéC+PSCr CI'CrP»CHC, C-PrPSCt PiPsC...C-PrPSCr
CHPuC+PsPIPEPSCT PePsP»C...C-PePsP-PEPrCr P- C,P°CEPjP°PePsP»PsPiC-CPSPsCh
P°PeC,PéPIPSC-CI'C,Ch PjC-PsCHPuP»P°PeCI'P°PSC,P°.

P] PrPsCI'P»C-PrPIPuPSPSCIIC... in vitro C,C-PsPePsP»C...C-PePsP-PéPr

P-PIRR™ CIIP-CrC”C,CHCI'CII C,C-P»CH>PePé P- PiP°PjPjP°-
P°PjC-PSPsPjP°CI'P»CLIPSPsCh PeP&éCI'P»PsC,PsCh (P“PhPmPim) C-
PiP»C-CtPéPSPuCHPiC-CPSP&PjPé CRPuCtPuPiC,PsCHP°PjPé, C+CrC,P»P&PIP&PjPé PrPs
CI'C,CRPé&C...PSC-PSCt. P] P°PIC,PsCHP°PrC-PsPiCHP°C, C-C+PSPé&C...
PrPsCI'P»C-PrPIPuPSPSCIIC... C,C-PsPePsP»C...C-PePsP-PéPr PIPéC,C-CI'PSCIIC”
P-PIBR™ CIIP-PePé [*Pk] CI'C,CRPéC...PSC-PSCTF, PiPuCHPuPIP°PPSPs Cr
CI'C,PsPIP+CrCHC- PiPsP»PsPIPSPsPiPs C,P° CI'PiPéPSPSPsPiPs PjPsP-PeCr C%oCrCHP°.
P] PuP»PuPeC,CHPsC, C-P-C-PsP»PsPiC-C$PSPé&C... PrPsCI'P»C-PrPPuPSPSCIIC... PSP°
PSP°C,P&PIPSPEC... P°P+Ps CHPuPePsPjP+C-PSP°PSC,PSPEC... P“PHPwPb-
ChPuCtPpPiC,PsChHP°C... C,C-PsPePsP»C...C-PePsP-PePr PSPn PiPsPeP°P-P°PI

PuC, PpuPeC,Cr, P°P»Pu P°PSC,P°PiPsPSC-P-CrPIP°PI P“PhPwPm-C-PSPrCrPePsPIP°PSC-
C...P»PsCHP&PrPSC- PeP°PSP°P»Pé.

PjC-PsPePsP»C...C-PePsP-PéPr PSPu C+P&PSP&PI C-CI'C,PsC,PSPsPiPs PIPiP»P&PICK PSP®
C-PSPrCi-PePsPIP°PSC- PiP»C-CtP&PSPsPj PjPsC,PsPSPuPN-CEPsPSPSC- PeP°PSP°P»Pé
Cf P-CRC-P-P°C... CI'PiPéPSPSPsPiPs PjPsP-PeCt PjPsP»PsPrP&C... (10-PrPuPSPSPEC...)
C%oCICHC-PL

P‘CrP»Ps PiPsPeP°P-P°PSPs, C%oPs in vivo C,C-PsPePsP»C...C-PePsP-PéPr
PiCHPsC,PéPrC-C” C-PSPrCrPePsPIP°PSPsPjCr CI'C,CHP&C...PSC-PSPsPj P»C-PSPiPIPs-
PjP°PSPrPéP+CrP»CIICRPSPsPjCt CHPuC,P»PpPeCI'Cr Cr
P°PSPuCI'C,PuP-PsPIP°PSPEC... CI'P°PjCtC-PI PeCHPsP»C-PI. PiC-
CEPuP-CfP»CHC,P°C,Pé CrP-PiPsPrPICrCRC,CHhCI'CII P- PiC-PiPsC,PpuP-PsCh PiCHPs
PiP»C-C1PéPSPuCHPiC-C+PSP&PNe PjPuC...P°PSC-P-Pj PrC-C—.

P] PjPsPrPuP»C- PSP° C,PIP°CEP&PSP°C... PrPIC-
PIPSCtC,CHC-CEPSCHPsCPuCEPUPIPSC- C-PSER™ C”PeCC-C—
C,C-PsPePsP»C...C-PePsP-P&PrCt P-PSPEPYCIPIP°P»Pé CHPuC, P»PuPeCl
PSP°PiCEHCrPiPé Ct CI'PiP°CI'C,PECPSPEC. .. C%oCICHC-PI, P° C-PSEF™ C”PeCtC-C— 10
PjPi/PePi PIPSCIC,CHC-CEPSCHPsCPUCEPUPIPSPs P°P+Ps 1 PjPi/PePi
PIPSCtC,CHC-CEPSCHPsPj’'CLIP-PsPIPs, P°P+Ps 10 PjPi/PePi PiPpuCHPsCEHP°P»CHPSPs
P-PSP&PYCrPIP°P»Pé PSP° 60 % PiPsCI'C,CI'PEPSP°PiC,PéC{PSPEPNe CHPuC, P»PuPeCT’ Cr
P-PrPsCHPsPIPEC. .. C%oCrCHC-PI. P§C-PsPePsP»C...C-PePsP-PéPr PSPy PjP°C”



CI'PuPrP°C,PéPIPSPsPiPs PuC, PuPeC,Cr.
PxP°CHPjP°PePsPeC-PSPuC,PéPeP°.
PhP+CI'PsCEP+CtC-CII

PuC-CI'P»ClI PIPSCrC,CHC-CEPSCHPsPjeR ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII
C,C-PsPePsP»C...C-PePsP-P&éPrCt PjP°PeCI'PEPjP°P»CHPSP°® PePsPSCPuPSC,CHP°CtC-CLI (PV,,.,)
PrPsCI'CIIPiP°C”C,CHCI'CII PiCEPsC,CIIPiPsPj 30 C...PIP&P»PéPS C- CI'PeP»P°PrP°C” 113
PSPi/PjP» PrP»CII PrPsP-Pé 4 PjPi C,P° 175 PSPi/PjP» PrP»CII PrPsP-PEBBBBBBBBBBBB 8
PjPi. P—PSP°C+PuPSPSCII PiP»PsC%oC- PiC-Pr C,P°CEPjP°PePsPeC-PSPuC,PéC+PSPsCh
PeCHPEPIPsCh B«PePsPSCTPuPSC,CHP°CC-CII-C+P°CI'B» (AUC) CI'C,P°PSPsPIP»CIIC,CH 283
PSPi/PiPsPr/PjP» C,P° 417 PSPi/PiPsPr/PjP».

PrP°CHPjP°PePsP»PsPiC-C+PSPs P°PeC,PéPIPSPEPN: PjPuC,P°P+PsP»C-C, SL18.0740 C,P°PePsPY
PIPECIIPIP»CLIC”C,CHCI'CII PiCHPé P+C-P»CHCE PSP&P-CHPeC-PNe
PePsPSCtPuPSC,CRP°CtC-C— C,,, 11,7 PSPi/PjP», C%oPs PrPsCI'CIIPiP°C”C,CHCI'CII
C$PuCHPuP: 5 PiPsPrPéPS PiC-CI'P»ClI PIPIPuPrPuPSPSCII PrPsP-Pé, C-
AUCBBBBBBBBBBB 83 PSPi/PiPsPr/PjP». P”PsCI'C,CrPiPSP&C... PrP°PSP&C... C%oPsPrPs
PSPuP°PeC,P&PIPSPsPiPs PjPuC,P°P+PsP»C-C,Cr SL59.0955 PSPuPjP°C”.

P PsP-PiPsPrC-P»

PJCIIPIPSP&PNe PsP+BF™ C”Pj CHPsP-PiPsPrC-P»Cr C,C-PsPePsP»C...C-PePsP-P&PrCr
CI'PeP»P°PrP°C” PiICHP&P+P»P&P-PSPs 42,7 P» PiC-CI'P»CI]I
PIPSCfC,CHC-CEPSCH:PsPjsF ™ CIIP-PsPIPsPiPs PIPIPuPrPuPSPSCII 8 PjPi. P”P°PSC- C%oPsPrPs
PsP+PsC... PjPuC,P°P+PsP»C-C,C-PI PIC-PrCI'CC,PSC-.

P’PéPIPuPrPuPSPSCII

P1iC-CI'P»CIJ PIPSCIC,CHC-CEPSCH>PsPjsF ™ CIIP-PsPIPsPiPs PIPIPuPrPuPSPSCII
PsC+C-PeCrPIP°PSP&éPNe PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII (P¥,,,)
C,C-PsPePsP»C...C-PePsP-P&PrCr CI'C,P°PSPsPIPEC,CH 1,5 PiPsPrP&PSPé, P° PiP»P°P-PjPsPIPéPNe
PeP»C-CHPPSCI 8F“ 19,2 P»/PiPsPr.

PwsP»C-PSC-C+PSC- C...P°CBP°P€C,PpC"BPéCfC,PéPePé.
PyPsPeP°P-P°PSPSCII.

P”P»CLI P°Pr8F™ CRPIP°PSC,PSPsC— C,PpuCHP°PiC-C— P+PsP»C-CI'PSP&C...

PjBR™ CLIP-PSPIP&C. .. PePsPSC,CRP°PeC,CICH, CLIPeC- CI'CFPiCHPsPIPsPrPICICRC,CH

PiPsCI'C,CRC- PiP°C,PsP»PsPiC-C— C...ChPuP+C,P°® Ct PrPsCHPsCI'P»P&C... C,P°
PiC-PrP»C-C,PeC-PI PIC-PePsPj PIC-Pr 16 CRPsPeC-PI.

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

P>C-PeP°CECI'CHhPePéPNe P-P°CI'C-P+ PisPhPkP{P PhP>PuP>PePPY
PiCHPsC,P&PiPsPeP°P-P°PSPs P-P°CI'C,PsCI'PsPICrPIP°C,Pé:



PiP°C1C-C”PSC,P°Pj C-P- PiC-PrPIP&C%oPuPSPsCR C+CrC,P»PEPIC-CI'C,CR PrPs
PrC-CRC$PsC— CEPpCPsPIPEPSPé P°P+Ps PrPs P+CrPrCH-ClIPePsC— P-
PrPsPiPsPjC-PIPSP&C... CRPuCEPsPIP&PS P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Ct;

Cr CRHP°P-C- PIs ™ CLIP»PsPiPs PiP°CRHP°P»C-CtCr, Pjsh™ CLIP-PSPIPsC—
PiC-PiPsC,PsPSC-C—;

PiCEPsC,CIIPiPsPj CfCI'CHhPsPiPs PiPuCHC-PsPrCr PIP°PiC-C,PSPsCI'C,C-;
Cr PiPuCHC-PsPr PiPsPrCrPIP°PSPSCII PiCHCIPrPrCR;

PYC-PSPeP°Pj CEPuPiCHPsPrClPeC,PéPIPSPsPiPs PIC-PeCt, CLIPeC- PSPp
PIP&PePsCHP&CI'C,PsPICFCRC,CH PSP°P»PuPYPSC- P-P°CI'PsP+Pé PePsPSC,CEP°CHPuPiCtC-C—
PiC-Pr C$P°CI" P»C-PeCrPIP°PSPSCII C,P° PICEPsC,CLIPiPsPj PsPrPSPsPiPs PjC-CI'CLICtCII
PiC-CI'P»CLI PiCEP&PiP&PSPuPSPSCLI P»C-PeCrPIP°PSPSCLI P»C-PeP°CHCI'CHhPeP&Pj
P-P°CI'PsP+PsPj PsPhP&PyP PhP>PxP>P+PsPY;

C$PsP»PsPIC-PeP°Pj, CIIPeC- PSPy PIPéPePsCRPECI'C,PsPICFCRC,CH PSP°P»PuPYPSC-
P-P°CI'PsP+Pé PePsPSC,CRP°CtPuPiCtC-C— PiC-Pr C+P°CI' P»C-PeCrPIP°PSPSCIIB B
P»C-PeP°CECI'CIhPeP&P] P-P°CI'PsP+PsPj P1sPhPkPYP PhP>PxP>P+PiPY C,P° PiCEPsC,CLIPiPsP;j
C,CHCEbPSC... PjC-CI'CLICtC-PI PiC-CI'P»ClI PiCEP&PiPPSPRPSPSCII P»C-PeCtPIP°PSPSCIL.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI CEbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSC€C- PIPéPrPé PIP-P°C”PjPsPrC-PANe.

P+PSC,PsCHPjP°C+C-CII C%oPsPrPs PIP-P°C”PjPsPrC-C—
C,C-PsPePsP»C...C-PePsP-P&PrCr P- C-PSCEPEPjPé P»C-PeP°CHCI' CHPePEPjPé
P-P°CI'PsP+P°PjPé PIC-PrCI'C+C,PSCII.

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

PJ CEP°P-C- PIPéPSP&PePSPuPSPSCII PrC-P°CEPuC— P»C-PeCIPIP°PSPSCII
PiCEHPuPiP°CHP°C,PsPj P1sPhP&P{P PhP>PxP>P+PPY PSPuPsP+C...C-PrPSPs PiCEP&PiP&éPSP&C, Pé
(PrP&PI. CHPSP-PrC-P» B«PyPsP+C-C+PSC- CEPuP°PeCtC-C—B»).

Py/C-PsPePsP»C...C-PePsP-P&Pr PjPsP{Pp PIP&éPeP»P&PeP°C,Pé PuPiC-P»PuPiC,PéCHPSC-
PSP°PiP°PrPé Cf PiP°C+C-C”PSC,C-PI, CIIPeC- CI'C,CEP°PIPrP°CRC,CHb PSP®
PuPiC-P»PuPIiCI'C-CR P°P+Ps PSP° P-P°C...PIPsCECRPIP°PSPSCLI, CLIPeC-
CI'CFPiCHPsPIPsPrPICtCRC,CEbCI'CLI CRP&P-P&PePsPj PIP6PSP&PePSPUPSPSCLI
PUPIC-P»PpPiC,P8C+PSPEC. .. CICLPrPsPj (PrP&PL. CHPsP-PrC-P» B«PyPsP+C-C4PSC-
CHPuP°PeCC-C—B»).

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePé PIP°P-PsPIP°PiP°P»CHPSPsC—
PSPUPiCEP&C,PsPjPSPSCI'C,C-. PkPpPsP+C...C-PrPSPs CI'PiPsCI'C,PpuCEC-PiP°C,Pé P-P°
PiP°CtC-C”PSC,PsPj PiC-CI'P»CLI PIPSCIC,CEC-CEPSCHPsPjEF ™ CLIP-PsPIPsPiPs
PIPIPuPrPuPSPSCII P»C-PeP°CECI CHbPePsPiPs P-P°CI'PsP+Ct (PrPéPI. CEPsP-PrC-P»
B«PyPsP+C-CPSC- CHPRP°PeC+C-C—B»).

PuPsC,PpuPSCtC-PNePSP°® PiPuPSPsC,PsPeCI'PéC+PSC-CI'C,CH



P”PsPeP»C-PSC-C+PSC- PrPsCI'P»C-PrPYPuPSPSCII PiPsPeP°P-P°P»P&, C%oPs PsPrP&PS P-
PjPuC,P°P+PsP»C-C,C-PI C,C-PsPePsP»C...C-PePsP-PEPrCr (SL59.0955) PIPEPeP»PéPeP°C”
P°PSPuCIPiP»PsC—PrC-Ch (P-PjC-PSP° PeC-P»CHPePsCI'C,C- C...CHPsPjPsCI'PsPj PiC-Pr
C$P°CI" PrC-P»PpPSPSCII PeP»C-C,PéPS) Ct PePsPSCtPuPSC,CHP°Ct+C-CIIC...,
PSP°P+P»P&PYPuPSPEC... PrPs C,P°PePéC... PiICRPé P-P°CI'C,PsCI'CfPIP°PSPSC- 8 PjPi 2
CBP°P-Pé PSP° PrPsP+Cr PiPuCHPsCHP°P»CHPSPs, CLIPeC- PIPiP»P&PIP°P»Pé
PiPsPrC-P+PSP&Pj C+PéPSPsPj PSP° P»CRPrPéPSCr. PhPSPuCrPiP»PsC—PrC-CII
PIPIP°PYP°C”C,CHCI'CII C,P°PeC,PsCHPsPj CHPéP-PéPeCr C,PuCHP°C,PsPiPuPSPSPsCI'C,C-,
C,PsPeCI'PéC+PSPsCI'C,C- PrP»CILI PuPjP+CHC-PsPSP°/PiP»PsPrP°, PIPéPeP&PrPSCI],
PiPsCHCrCEPpuPSPSCII C, PuCHC,PéP»CHPSPsCI'C,C- Ct C+PsP»PsPIC-PeC-PI C,P°
PiPsC,PuPSCtC-PN-PSP&Pj C,P°PeC,PsCHPsPj CHP&P-PéPeCr PIPEPSP&PePSPuPSPSCII CHP°PeCr.
P"P»CII PiCHPsC, C-P»P°PeC,PéPePé CI'P»C-Pr CFPSPéPeP°C,Pé PiPuCHPUPIPEC%oPuPSPSCII
CBPuPePsPjPpPSPrPsPIP°PSPsC— PrPsP-Pé P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr P°P+Ps
PNePsPiPs C,CHP&PIP°P»PsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII (PrPéPI. CEPsP-PrC-P»
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB»).

PuP°CtC-C”PSC,Pé (CLIPe PJC-PSPePé, C,P°Pe C- C+PsP»PsPIC-PePé) PiPsPIP&PSPSC- P+CrC,Pé
PiCHPsC-PSC, PsCHPjPsPIP°PSC- PiCHPs PiPsC,PuPSCtC-PN.PSPEPN: CRP&P-PéPe PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- Cr PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- C,P° PiCHPs
PSPuPsP+C...C-PrPSC-CI'C,CH PIPéPePsCHPECI'C,P°PSPSCII PuC, PuPeC,PEPIPSP&C...
P-P°CI'PsP+C-PI PePsPSC,CHP°C+PpuPiC+C-C— (PrPéPI. CRPsP-PrC-P»
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB» C,P° B«P—P°CI'C,PsCI'CrPIP°PSPSCII Cr PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

P] PiPsCI'C,PjP°CRPePuC,PéPSPiPsPIPEC... P-PIC-C,P°C... PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPs
PiPsCHCrC€PuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé Crt P-PIsR™ CLIP-PeCr C-P-
PiCHPEPN:PsPjPsPj C,C-PsPePsP»C...C-PePsP-PEPrCr. P] PiP°CtC-C”PSC,C-PI, CLIPeC-
CI'CfPiCrC,PSCHhPs P-P°CI'C,PsCI'PsPICIPIP°P»Pé PSPuCI'C,PuCEPsC—PrPSC-
PiCEPsC,PéP-P°PiP°P»CHPSC- PiCEPuPiP°CHP°C,Pé (PkPuP—P11) P°P+Ps
PiP°CHP°C1PuC,P°PjPsP», P+CrP»Pé P-P°CEPuC”CI'C,CHPsPIP°PSC- CI'PuCHPNePsP-PSC-
PIPEPiP°PrPePé PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPpuC#C-PSPePé
(PSP°PiCRP&PeP»P°Pr, C,CrP»CIHhPjC-PSP°PSC,PSPéPNe PiPuPiP°C,PéC,). PiiP°CtC-C”PSC,P°Pj
CI'P»C-Pr CEPuPePsPjPuPSPrCrPIP°C,Pé PiCHPéPiPéPSPEC,Pé P»C-PeCIrPIP°PSPSCII C,P°
P-PIPuCHPSCrC,PéCI'CII PrPs P»C-PeP°CHCII Cf CHP°P-C- PiPsCLIPIPé PsP-PSP°Pe
PiPsCHCICEPuPSPSCII C,CrPSPeCtC-C— PiPpCtC-PSPePé (PrPéPI. CHPsP-PrC-P»
B«PriPsP+C-C$PSC- CHPuP°PeCtC-C—B»).

P PuP°PeCt+C-C— PI PjC-CI'C+C- PIPIPuPrPuPSPSCII C-PSeF™ C”PeCtC-C—

PuC-CI'P»CII PIPSCrC,CRHC-CE€PSCHPsPjsR™ CIIP-PsPIPsPiPs PIPIPuPrPuPSPSCII
C,C-PsPePsP»C...C-PePsP-P&PrCr PiPsPIC-PrPsPjP»CILIP»PsCI'CII PiCHPs CRPpP°PeCtC-C— Cr
PjC-CI'CtC- C-PSBR™ C”PeCtC-C—, PIPeP»CRC$P°CRC+Pé PSPuPeCHPsP- Cr PjC-CI'CtC-
C-PSBR™ C”PeCtC-C— C,P° P»C-PeP°CHCI'CHhPeCr PuPjP+PsP»C-Ch CEPeC-CHPé, C,P°PePsP
PIC-PrPsPjC- CLIPe CI'PéPSPrCEPsPj PKC-PePsP»P°Cr C,P° P»C-PIPuPrPsC—PrPSP&PNe
PrPuCHPjP°C,P&C, (PrPéPI. CEPsP-PrC-P» B«PuPsP+C-C+PSC- CEPpP°PeCtC-C—B»). PuCEPé
PIPSCrC,CHC-CEPSCIbPsPjEF ™ CLIP-PsPIPsPjCt PIPIPpPrPpPSPSC-
C,C-PsPePsP»C...C-PePsP-P&PrCr PSPuPsP+C...C-PrPSPs PrPsC,CHP&PjCrPIP°C,PECI'CII
PiCHP°PIPeP»CHPSPsC— C,PuC...PSC-PePe C-PSeRh™ C”"PeCtC-C—.

P”PsPiPsPjC-PYPSC- CHPuCtPsPIPeéPSPé

P!PpPNe P»C-PeP°CHCI'CHPePéPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH> PjPpPSC€Pp 1 PjPjPsP»CH> (23



PjPi)/PrPsP-Ct PSP°C,CEC-Ch, C,PsP+C,Ps PiCEP°PeC,PéC+PSPs PIC-P»CHPSPEPNe PIC-Pr
PSP°C,CEC-CR.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCFC2PrPrCR.

Pn»PsPSC,CHP°CtPuPiCtC-CII Cé PJC-PSPsPe C,P° C$PsP»PsPIC-PeC-PI

PyC-PsPePsP»C...C-PePsP-PePr PiICHPsC,PePiPsPeP°P-P°PSPEPNe PC-PSPeP°Pj
PrC-C,PsCHPsPrPSPsPiPs PIC-PeCr C,P° C+PsP»PsPIC-PeP°Pj, C1IPeC- PSPn
PIPéPePsCEP&CI'C,PsPICFCRC,CH PuC,PuPeC,PEPIPSC- P-P°CI'PsP+Pé
PePsPSC,CHP°CtPuPiCtC-C— (PrPePI. ChPsP-PrC-P» B«PiiCHPsC,PEPiPsPeP°P-P°PSPSCLIB»).

P§PuCEHPUP- P°PSPuCPiPuPSPSPEPN: PiPsC,PuPSCtC-P°P» C,C-PsPePsP»C...C-PePsP-P&PrCrt C,P°
PN:PsPiPs PjPuC,P°P+PsP»C-C,C-PI PIC-PSPePé PrC-C,PsCEPsPrPSPsPiPs PIC-PeCt
PiPsPIPPSPSC- PIP&PePsCRPECI'C,PSPICEPIP°C,Pé PuC, PuPeC,PEPIPSC- P-P°CI'PsP+Pé
PePsPSC,CHP°CPuPiCtC-C— PiC-Pr C+P°CI* P»C-PeCfPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-PéPrPsPj C- PiCEPsC,CLIPiPsPj PsPrPSPsPiPs PjC-CI'CLICTCLI
PiC-CI'P»CLI P-P°PIPuCHCEPPSPSCLI P»C-PeCrPIP°PSPSCIL.

P§PsP»PsPIC-PePé PiPsPIP6PSPSC- PIPéPePsCHP&CI'C,PsPICFPIP°C,Pé PuC, PuPeC,PéPIPSC-
P-P°CI'PsP+Pé PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-P&PrPsPj C- PiCHPsC,CLIPiPsPj C,CHCHPsC... PjC-CI'CIIC+C-PI
PiC-CI'P»CII P-P°PIPuCHCEPuPSPSCII P»C-PeCrPIP°PSPSCII, P° C,P°PePsPq
CrC,CRP&PjCIrPIP°C,PéCI'CII PIC-Pr P-P°C+P°C,C,CII PrPéC,PéPSPé (PrPéPI. CHPsP-PrC-P»
B«PuCHPsC,PeéPiPsPeP°P-P°PSPSCLIB»).

P’P°PiC-C,PSC-CI'C,CH

P+PSC,PsCHPjP°CtC-CII C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C,C-PsPePsP»C...C-PePsP-P&éPrCr PIP°PiC-C,PSP&Pj PC-PSPeP°Pj PsP+PjPuPPuPSP°.
P”PsCI'P»C-PrPIPuPSPSCII PSP° C,PIP°CHP&PSP°C... PiPsPeP°P-P°P»Pé
C,PuCHP°C,PsPiPuPSPSP&PN. PIPiP»P&PI
C,C-PsPePsP»C...C-PePsP-P&éPrCr.P>C-PeP°CHCI CHhPeP&éPNe P-P°CI'C-P+

PiEPhP&P{P PhP>PaP>P+PmPY PiCHPsC,PéPiPsPeP°P-P°PSP&EPNe PIP°PiC-C,PSPEP] (PrP&PI.
CHPsP-PrC-P» B«PiiCRPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P“PsPrCePIP°PSPSCII PiCRCéPrPrCh

P—P°CI'C,PsCI'CFPIP°PSPSCII C,C-PsPePsP»C...C-PePsP-P&éPrCr PiCHPsC,PéPiPsPeP°P-P°PSPu Cr
PiPuCHC-PsPr PiPsPrCrPIP°PSPSCII PiCKCfPrPrCR, PsCI'PeC-P»CHPePé PIC-PS
PiCHPsPSPéPeP°C” Cr PiCKHCrPrPSPyu PjPsP»PsPePs (PrPéPI. CHPsP-PrC-P»
B«PuCHPsC,PeéPiPsPeP°P-P°PSPSCLIB»).

PxPuCEC,PéP»CHPSC-CI'C,CH

PyC-PsPePsP»C...C-PePsP-P&Pr C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PiCEPsCLIPIP»CLICRC,CH
P°PSPuCIPiPuPSPSCE P°PeC,PEPIPSC-CI'C,CH PiCEP8 CHC-P-PSP&C... CRC-PIPSCIIC...
PePsPSCHPuPSC,CEP°CtC-C—, C%oPs C” C,P°PeC,PsCEPsPj CEP&P-P&PeCY
PiPsCRCFCEPRPSPSCLI C, PRCEC,PEP»CHPSPsCI'C,C- Ct P»CRPrPEPSPé.



P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CHPuP°PeCtC-C—
PiCEPé PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCFC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P”P°PSC- C%oPsPrPs PIPiP»P&PICK C,C-PsPePsP»C...C-PePsP-PéPrCr PSP°
PePuCHCIPIP°PSPSCII P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj P°P+Ps CHPsP+PsC,Cr P-C-
CI'PeP»P°PrPSPéPjPé PjPuC...P°PSC-P-PjP°PjPé PIC-PrCI'CrC,PSC-.

P5P»C-PSC-C$PSC- PrPsCI'P»C-PrPIPuPSPSCILI PiPsPeP°P-P°P»P&, C%oPs
C,C-PsPePsP»C...C-PePsP-P&Pr PSPy PIPiP»P&PIP°C” PSP°® PiCI'P&C...PsPjPsC,PsCEPSC-
PSP°PIP&C$PePé. PCEPsC,Pp PjPsPPu PIP6PSPéPePSCrC,Pé CI'PsPSP»PéPIC-CI'C,CIb,
C%oPs PSPuPsP+C...C-PrPSPs PICEP°C...PsPICtPIP°C,Pé PiCEPé PIPsPrC-PSPSC- P°P+Ps
CEPsP+PsC,C- P-C- CI'PeP»P°PrPSP&PjPé PjPuC...P°PSC-P-PjP°PjPé.

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

P>C-PeP°CECI'CEbPeP&PNe P-P°CI'C-P+ PrsPhPKP{P PhP>PuP>P+PiPY PIPIPSPrCIIC,CH
PIPSCrC,CHC-CEPSCHbPsPj CLIP-PsPIPs.

P PpPePsPjPuPSPrPsPIP°PSP° PjP°PeCI'PEPjP°P»CHPSP°® PrPsP+PsPIP° PrPsP-P°
CI'C,P°PSPsPIP&C,CH 4 PjPi PePsPIPSC- 12 PiPsPrPéPS (C,PsP+C,Ps 8 PjPi PSP° PrPsP+Cr).
P>C-PeCrPIP°PSPSCII PSPy PiPsPIPEPSPSPs PiPuCEPpPIPéC%0CrPIP°C,Pé 5 PrPSC-PI
PiPsCI'PiC-P»CH.

PkPu CI'P»C-Pr PiPuCHPuPIP&C%oCrPIP°C,Pé CHPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé P°P+Ps

C,CRHP&PIP°P»PsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCII (PrPéPI. CEPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

P”C-C,Pe.

P>C-PeP°CEHCI'CHbPeP&PNe P-P°CI'C-P+ PSPy CHPpPePsPjPuPSPrCrC”C,CHCICLI
PiCEP&P-PSP°C+P°C,Pé PrC-C,CLIPj C,P° PiC-PrP»C-C,PeP°Pj PIC-PePsPj PrPs 16 CEPsPeC-PI.

PyPuCEPuPrPsP-C4PIP°PSPSCIL.

P’P&PiP°PrPePé PiPuCEPpPrPsP-CrPIP°PSPSCLI PSP CI'PiPsCI'C,PuCEC-PiP°P»P&CI'CLI Cf
PiP°CtC-C”PSC,C-PI, C%oPs P-P°CI'C,PsCI'PsPIC{PIP°P»Pé C,C-PsPePsP»C...C-PePsP-P&Pr.

P] CRP°P-C- PiPuCHPuPrPsP-CrPIP°PSPSCII CHPuPePsPjPuPSPrCrC”C,CHCI'CII
CBPuC,PuP»CHPSPEPNe PjPuPrPéC+PSPEPNe PSP°PiP»CIIPr C,P° P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'PéPjPiC,PsPjP°C,PéC+PSPsC— C,PuCHP°PiC-C—.



PyPsP+C-CPSC- C5PpP°PeC+C-C—.

P§P°CI'C,PsC,Ct PIPéPSP&PePSPuPSPSCII PiPsP+C-C+PSPEC... CRPuP°PeCtC-PNe
PIP&P-PSP°C+PuPSPs C,P°PeP&PjPé CPEPSPsPj: PrCrPYPu C+P°CI'C,Ps (> 1/10), C+P°CI'C,Ps
(PIC-Pr > 1/100 PrPs < 1/10), PSPuC+P°CI'C,Ps (PIC-Pr > 1/1000 PrPs < 1/100), CEC-PrPePs
(PIC-Pr > 1/10000 PrPs < 1/1000), PrCPPu CHC-PrPePs (< 1/10000), C+P°CI'C,PsC,P°
PSPRPIC-PrPsPjP°® (PSPu PjPsPfPu P+CtC,Pé PIP&P-PSP°CPuPSP® P-P° PSP°CLIPIPSPSCR

C-PSC, PsCHPjP°CtC-C"CR).

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé: PSPuC+P°CI'C,Ps BR"
PeCHPsPiPéPIBR ™ CLIPSPeP°; CHC-PrPePs BR“ P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPNe
PSP°P+CHCLIPe C,P° P°PSP°C, C-P»P°PeC,PECPSPEPNe CEPsPe, PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPjsH ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCII, PrCrPYPu CEC-PrPePs 8h*
PiC-PiPsC,PuPSP-C-CLI; C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8g“ P°PSP°C, C-P»P°PeC,PéC+PSC-
CBPuP°PeCtC-C—.

P— P+PsPeCé CEPeC-CEPé C,P° PiC-PrC€PeC-CEPSPSC— PeP»C-C,PePsPIPEPSPé:
PSPuCtP°CI'C,Ps EB“ PRCEP&C,PuPjP° PiC-CI'P»ClI
PIPSCtC,CEC-CEPSCIhPsPjEF ™ CLIP-PsPIPsPiPs PIPIPuPrPuPSPSCLI.

P—P°PiP°P»CHPSC- PiP°C,PsP»PsPiC-C— C,P° CI'C,P°PSPé, PiPsPIgF™ CLIP-P°PSC- P
PjC-CI'C+PuPj PIPIPuPrPuPSPSCII: C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8F“ CHPuP°PeCtC-C— Cr
PjC-CI'CtC- C-PSBR™ C”PeCtC-C—, PIPeP»CRC$P°CRC$Pé PSP°P+CRCIIPe, PuCHP&C, PuPjCr,
CI'PIPuCHP+C-PY, P+C-P»CH PSP°PIPePsP»Ps PjC-CI'CtCLI C-PSEH™ C”PeCtC-C— C,P°
CI'PéPSPrCHPsPj PkC-PePsP»P°Cr (B«P»C-PeP°CHCI'CHPeP°® PpPjP+PsP»C-CII CEPeC-CHPEB»
C,P° B«P»C-PIPpPrPsC—PrPSP&PN:. PrPuCHPjP°C,P&C,B») PiC-CI'P»CII
PIPSCTC,CHC-CEPSCH:PsPjs ™ CIIP-PsPIPsC— C-PSBR™ C”PeCtC-C—.

P— P+PsPeCé PSPuUCEPIPsPIPsC— CI'PéCI'C,PuPjPé: CfP°CI'C,Ps BR“ CI'PsPSP»PéPIC-CI'C,CH;
CBC-PrPePs 8F“ P-P+CrPrPIPuPSPSCII P°P+Ps PePsCHPsC,PePsC,CHP&PIP°P»P°
CI'PiP»CrC,P°PSC-CI'C,CH CI'PIC-PrPsPjPsCI'C,C-; C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° BR“
PIP°P-PsPIP°PiP°P»CHPSP°® PSPuPiCEP&C,PsPjPSC-CI'C,CHp, C%oPs PIPEPSP&PeP°C”
PIPiCEHPsPrPsPIPY PiPuCRHCEPEC... PrPuPeC-P»CHPePsC... C...PIPEP»P&PS PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPjs ™ CIIP-PsPIPsPiPs PIPIPuPrPuPSPSCI]I, CI'CfPrPsPjPé (PrPePI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P— P+PsPeCé CE€P»C2éPSPePsPIPs-PePéC€PePsPIPsPiPs C,CHP°PeC,Cé: C+P°CI'C,Ps BR“
PrC-P°CHPuCII (PrPéPI. CEPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»), P+C-P»CH> Cf CEP»CrPSPeCr; PSPuC+P°CI'C,Ps R
PSCfPrPsC,P°, P+P»CRPIP°PSPSCI]; CHC-PrPePs 8" PiPuC+C-CIJ.

P— P+PsPeC# PiPuPiP°C,PsP+C-P»C-P°CEPSPsC— CI'PéCI'C,PuPjPé C,P°
PYPsPIC$PsPIPéPIC-PrPSPéC... CEP»CIIC...C-PI: C+P°CI'C,PsC,P° PSPuPIC-PrPsPjP° 8"
PiPsCHCrCEPuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

PuPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiC-PrPsP-ChRCEPIP°PSC- PiPsP+C-CtPSC-
CBPuP°PeCtC-C—

PuPsPIC-PrPsPjP»PuPSPSCII PiCEHPs PiC-PrPsP-CECRPIP°PSC- PiPsP+C-C+PSC-
CRPuP°PeCtC-C—, C%oPs PIP8PSP&PeP»Pé PiC-CI'P»CII CRPuC”CI'C,CRP°CtC-C—
P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Ct, PrCPPp PIP°PYP»P&PIC-. P'Pu PrP°C”



P-PjPsPiCr PiPsCI'C,C-PNePSPs CI'PiPsCI'C,PuCHC-PiP°C,Pé P-P°
CI'PiC-PIPIC-PrPSPsC£PuPSPSCIIPj PePsCHPECI'C,CHy/CHPEP-PéPe
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr. PuCHP°CtC-PIPSPéPePé CI'PECI'C,PuPjPé
PsC...PsCHPsPSPé P-PrPsCHPsPIBE ™ CII PiPsPIPEPSPSC- PiPsPIC-PrPsPjP»CIIC,Pé
PiCEPs P+CrPrCH-CIIPeC- PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C+PSC-
CRHPuP°PeCtC-C— C+PuCHPuP: PrPuCHPIP°PIPSCT CI'PECI'C,PuPjCr

C, P°CRPjP°PePsPSP°PiP»CIIPrCr.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

2 CHPsPePeé.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PiCEPé C,PuPjPiPuCEP°C,CtCHC- PSP PIP&C%0Pyp 25 B°PY PI
PsCEP&PiC-PSP°P»CHPSC-PNe CfPiP°PePsPICTC-.

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

PJPiP°PePsPIPeP°.

PyPs 2 PjP» PI P°PjPiCfP»P°C..., PiPs 5 P°PjPiCtP» Ct P+P»C-CI'C,PuCEC-, PiPs 1 P°P+Ps 2
P+P»C-CI'C,PuCHPé Cr PiP°C+CtC- P- PeP°CEC,PsPSCY.

PsP°C,PpPiPsCHC-CII PIC-PrPiCiCIPeCr.

P—P° CEPuCtPuPiC,PsPj.

P'PeéCHPsP+PSP¢Pe.

PyPhP’ PKP'Px B«P#P1P/sP PhPT PtP#B».

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

PJPeCHP°C—PSP®, 93400, P>CfPiP°PSCI'CFhbPeP° PsP+P»., Pj. PYC”PIC”CEPsPrPsPSPuCtCHPe,
PICIP». PuCHPsPjPECI' P»PsPIP°, P+CrPr. 24-PI

P—P°CIIPIPSP¢Pe.



PyPhP’ PKP'Pxt B«PwPtPP PhPT PtPmB».

PwC-CI'CtPuP-PSP°C...PsPrPIPuPSPSCII P-P°CIIPIPSPéPeP°.

PJPeCEP°C—PSP®, 01013, Pj. PmP&C—PI, PICEP». P‘CtPrC-PSPrCCI'C,CHC-C—, 5.



