PtPkPYPyP PJPuP|PtPi

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

PyPHP'PtPyP+Pm
(TAVIPEC"®)
B
PYPeP»P°Pr:

PrC-CRC#P° CRPuCPsPIPEPSP®: 1 PeP°PiCI'CIP»P° PjC-CI'C,P&C,CHb 150 PjPi (0,15 Pi)
PuC,C-CHPSPsC— PsP»C-C— P»P°PIP°PSPrPé;

PrPsPiPsPjC-PYPSC- CHPuCtPsPIPEPSPé: PYPuP»P°C,PePS, PiP»C-CtPuCHPEPS,
C...C-PSPsP»C-PSPsPIP&EPNe PYPsPIC,PEPNe (P+ 104), CI'P°PSCI'PuC, PYPsPIC,PEPNe (P+ 110),
PjPuC,P°PeCRHPEP»P°C,PSPEPN: CI'PsPiPsP»C-PjPuCH (C,PéPi Ph), PSP°C,CHC-Ch
P>>P°C1‘C’E]PéP>>CFC1‘P»CH)C,,P°C,, PiCHPsPiC-P»PuPSPiP»C-PePsP»Ch, PiPsP»C—CfPsCBPiP°C,
80, PiP»C-CtPuCHPsP» PjPsPSPsCI'C,PuP°CHP°C,.

P>C-PeP°CHCI'CHPeP® C,PsCHPjP°. PP°PiCI'CrP»Pé PePéCEPePsPIPsCHPsP-C+PéPSPSC-
Pjsh™ CIIPeC-.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-: PsPIP°P»CHPSC-
PYPsPIC,C- PeP&CEPePsPIPSCEPsP-C+PéPSPSC- PjER™ CLIPeC- PeP°PiCI'CrP»Pé P-
PiCEHPsP-PsCHPsCh CECrC...PsPjPsChR CI'PIC-C,P»Ps-PPsPIC,PsCh P°P+Ps
P-PpuP»PuPSCIPIP°C,Ps-PPsPIC,PsCh CRC-PrPéPSPsCR.

PxP°CHPjP°PePsC,PnCHP°PiPpPIC,PéC+PSP° PiCHCrPiP°.
P—P°CI'PsP+P¢&, C%oPs P-P°CI'C,PsCI'PsPICFCRC,CHCI'CII PiCRPé PeP°CEP»C- C,P°

P-P°CI'C,CfPrPSPéC... P-P°C...PIPsCHCRPIP°PSPSCIIC.... P’C-PrC...P°CHPeCrPIP°P»CHPSC-
P-P°CI'PsP+Pé. PmPsPr PHPYPI RO5C A.

PuP°CEHPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-.
PrP°CEPjP°PePsPrPéPSP°PjC-PeP°.

PyP°PIC-PiPpPeCrt PiCHPEC,P°PjP°PSPSP°® CI'PuPeCHPuC,PsP»C-C,PEC+PSP°,
PIC-PrC...P°CRPeCrPIP°P»CHPSP®, PjCtPePsP»C-C,PéC+PSP°, PuPiC-C,PpP»C-P-CfCRC1P°,
PiCHPsC,P&P-P°PiP°P»CHPSP°, PiCEPsC,PéPjC-PeCHPsP+PSP®,
C-PjCrPSPsCI'C,P&PjCrP»CRCRCP° PrC-ClII.

PYPuPeCEPRC,PsP»C-C,PéCPSP® PrC-ClI PiCEPuPiP°CEP°C,Cr PiCEPsCLIPIP»CLIC”C,CEHhCICII



Cr PiC-PrPIP&C%oPpPSPSC- PjCrPePsCtPéP»C-P°CHPSPsPiPs PeP»C-CHPuPSCI'Cr.B
PmCrPePsP»C-C,PéC+PSP° C,P° PIC-PrC...P°CHPeCrPIP°P»CIHPSP° PrC-CII
P-CfPjPsPIP»CRC”C,CHCI'CII CHPsP-CHC-PrPIPuPSPSCIIPj CI'P»P&P-Cr C-
PiPsCI'PéP»PpuPSPSCIIPj C,CrPSPeCtC-PsPSP°P»CHPSPsC— P°PeC,PéPIPSPsCI'C,C-
PIC-PNeC#P°CI'C,PsPiPs PpuPiC-C,PuP»C-Ch, C%oPs CI'PiCEP&CIIC” CEPIPEPrCEPsPjCr C,P°
P»PpPiCEPsPjCt PIPEPIC-P»CHPSPuPSPSCH PIC-Pr CI'P»PéP-Cr PrPéC...P°P»CIHHPSPEC...
C€P»CIIC...C-PI1.B PuCHEPsC,PéPjC-PeCHPsP+PSP° C,P° PiCRHPsC,P&éP-P°PiP°P»CIHhPSP°
P°PeC,PEPIPSC-CI'C,CH PyP°PIC-PiPuPeCr CI'PiCHP&C+PEPSPuPSP®
P+P°PeC,PuCHPECTPEPIPSPEPjPé C,P° PiCHPsC,P&P-P°PiP°P»CHhPSPEPjPé
PIP»P°CI'C,P&PIPsCI'C,CIIPjPéB PuC,C-CHPSPsC— PsP»C-C— P»P°PIP°PSPrPé C-B
PiCHPsCIIPIP»CIIC”C,CHCI'CII Cf PiCHPéPiPSC-C+PuPSPSC- P-P°PiP°P»CIHhPSPsPiPs
CRHPsCI'C,CfB P+P°PeC,PuCREC-PNe.B P+C,C-CHPSP° PsP»C-CII P»P°PIP°PSPrPé PI
PrPsCI'P»C-PrPPuPSPSCIIC... in vitro PiCHPéPiPSC-C+CrC” P-P°PiP°P»CHPSPEPN. CHC-CI'C,B
P+P°PeC,PuCHC-PNe C,P° PiCEP&P+C-PI, Ct C,PsPjCt C+PECI'P»C- PjC-PePsP+P°PeC,PuCHC-PNe
C,CrP+PuCHPeCrP»CIHbPsP-Cr, PICHPé CPsPjCr PSPy PIPiP»P&PIP°C” PSP®
PSPsCEHPjP°P»CHPSCr PjC-PeCHPsC, P»PsCRCr PeP6CEPuCHPSPEPeCY. PyP°PIC-PiPuPe
PrPuP-P°PeC,PEPICFC” CI'C,P°C, C-P»PsPePsPePsPIPEPN: C,PsPeCI'PEPS — P°P»CHyC,P°-
PiPpPjPsP»C-P-P&PS C,P° CI'C,CHPuPiC,PsPePsPePsPIPEPN: C,PsPeCI'PEPS —
CI'C,CHPuPiC,PsP»C-P-PéPS, C,PsPeCI'PéPSPé,B C%oPs PIPEPIC-P»CHPSCLICRC,CHCI'CII
PiP°C,PsPiPpPSPSPé&PjPé P+P°PeC,PuCHC-CIIPjPé. PyP°PIC-PiPuPe CI'C,PéPjCIP»CRC”
PSPuCI'PiPuCtP&C, C-CPSC- P»P°PSPePé C-PjCtPSC-C,PuC,Ct CEP»CIIC...PsPj
P°PeC,PéPIP°CtC-C— PeP»C-C,PéPSPSPsPiPs C-PjCfPSC-C,PuC,Cr, PiC-PrPIPéC%oPuPSPSCII
C,P°PiPsCtP&C,P°CHPSPsC— P°PeC,PéPIPSPsCI'C,C- P»PpPNePePsCtP&C,C-PI.

PxP°CHPjP°PePsPeC-PSPuC,PéPeP°.

P1iC-CI'P»CI] PiPuCHPsCHP°P»CHPSPsPiPs PiCHPEPNePsPjCr 1,8-CtPéPSPuPsP»Cr Cr
PeP&CEPePsPIPsCRPsP-C+PéPSPSP&C... PeP°PiCI'CIP»P°C..., PjC-CPuPSPéEC... P°C,PsPjPsPj
PuC, C-CHPSPsC— PsP»C-C— P»P°PIP°PSPrPé, PICHPé PjP°PeCI'PPjP°P»CHbPSPsPjCY

PiPuCEC-PsPrC- PiPpCHPRP+CrPIP°PSPSCII Cf C,CHP°PIPSPsPjCr C,CHP°PeC,C-B
P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCEPuPiP°CHP°C,Ct PSP P-PjC-PSCRC”C,CHCICII.

P/sP»C-PSC-C+PSC- C...P°CRP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.
P“PsCI'C,CRP&éPN-B P+CHPsPSC...C-C,;
C...CHPsPSC-C$PSP&PNe P+CHPsPSC...C-C,;
P+CHPsPSC...PuPeC,P°C,PECEPSP® C...PIPsCHPsP+P°;
PeP°CE€PpP»CH PeCrCRHCTCILL;

CI'PéPSCrCIP&C,.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

PuC-PrPIP&C%oPuPSP°® C+CrC,P»PEPIC-CI'C,CH PrPs P+CrPrCH-CIIPePsPiPs P-



PePsPjPiPsPSPEPSC,C-PI PICRPuPiP°CEP°C,Ct, PIPECEP°P-PePsPIP® C...PIPsCRPsP+P°,
PiC-PiPpCHP°CtPéPrPSPEPN: PiP°CI'C,CRP&C,, PiPsCI'C,CEPEPN: PiPpPiP°C,PéC,,
PiP°PSPeCEPuP°C,PéC,, PSPuC,CHPEC,.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI CHbPePéPjPé P-P°CI PsP+P°PjPé C,P°
C-PSCEC- PIPéPrPé PIP-P°C” PjPsPrC-PNe.B

PkPn PIPECLIPIP»PnuPSP°.

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

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

P—P°CI'C,PuCHPuPYPuPSPSCII C%oPsPrPs PiCEP&PNePsPjCr PiCHPuPiP°CHP°C,Cr Cr
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCHCIPrPrCh
PIC-PrCI'CrC,PSC-.

P—PrP°C,PSC-CI'C,CH» PIPiP»PéPIP°C,Pé PSP° CE€PIPéPrPeC-CI'C,CH CEPuP°PeCtC-PNeB C-
PiCFPé PePuCEC2PIP°PSPSC- P°PIC,PsC,CHP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

PuCHPuPiP°CEP°C, PSP PIPiP»P&PIP°C” PSP° P-PrP°C,PSC-CI'C,CH PePuCHCrPIP°C,Pé
P°PIC,PsPjPsP+C-P»PuPj P°P+Ps C-PSC£P&PjPé PjPuC...P°PSC-C+PSP&PjPé P-P°CI'PsP+P°PjPé.

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

P”PsCEPsCI'P»PéPj C,P° PrC-C,CLIPj PIC-PePsPj PIC-Pr 12 CEPsPeC-PI — PiPs 1-2
PeP°PiCI'CtP»Pé 3 CRP°P-Pé PSP° PrPsP+Cr, PSPu CHPsP-PYPsPICFCRC+Pé, PiC-Pr C+P°CI
C—PrPé. PyPuCHPjC-PSB P»C-PeCrPIP°PSPSCII P-P°P»PuP{PéC,CH PIC-Pr
C...P°CHP°PeC,PuCHCT C,P° C,CIIPYPePsCI'C,C- P-P°C...PIPsCHCRPIP°PSPSCII C-
PIPéP-PSP°C+P°C”C,CHCI'CLI P»C-PeP°CHPuPj C-PSPrPéPIC-PrCrP°P»CHPSPs.

P”C-C,Pé. PuCHPuPiP°CRHP°C, P-P°CI'C,PsCI'PsPICIPIP°C,Pé PrP»CII
P»C-PeCrPIP°PSPSCILI PrC-C,PpPNe PIC-PePsPj PIC-Pr 12 CHPsPeC-PI.

PuPuCEPuPrPsP-CéPIP°PSPSCII.

P&Pp PsPiP&CI'P°PSPy. PYP&P;PIC,PsPjPé PiPpCHPRPrPsP-CPIP°PSPSCII PuC,C-CEPSPsCh
PsP»C-C”Ch P»P°PIP°PSPrPé PSPuPIC-PrPsPjC-. PuCEPé PiPpuCHPRPrPsP-CLPIP°PSPSC-
C-PjPsPIC-CHPSPp PIPéPSP&PePSPuPSPSCII PSCIPrPsC,Pé C,P° C-PSCEPEC...



PiP°CI'C,CHPsC-PSC,PuCI'C,PéPSP°P»CIHPSPEC... CI'PeP°CHPi.

PyPsP+C-C+PSC- CEPuP°PeCtC-C—.

P C-PrPePs PjPsPPp PIP6PSP&PeP°C,Pé PIC-PrCEPEPYPeP°, PePsCEPsC,PePsC+P°CI'PSP®
PSC{PrPsC,P°, P+P»CRPIP°PSPSCILI, P+C-P»CH Cf PJP&PIPsC,C-, PrPéCI'PiPuPIP-C-CILB P&Pp
PjPsPYPSP° PIP&éPeP»CRC+PEC,Pé PjPsPIP»P&PIC-CI'C,CH CHPsP-PIP&C, PeCr
P°P»PuCEHPiC-C+PSPEC... CEPuP°PeCtC-PNe, PIPeP»CRC+P°CRCEPé CEPeC-CHPSC-
PIP&CI'P&PiP°PSPSCII. PyCEPé PIPPrP&C...Ct C-PjPsPIC-CEPSP° PSP°CLIPIPSC-CI'C,Clb
P-P°PiP°C...Cf P»P°PIP°PSPrPsPIPsC— PsP»C-C—, C%oPs PSPp CI'PiCRP&CP&PSCLIC”
PSPRPiCEP&C”PjPSPEC. .. PIC-PrC4CrC,C,C-PL.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.B 3 CEPsPeP&.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL.

P—P+PuCEC-PiP°C,Pé PI PeP°CEC,PsPSPSC-PNe CPiP°PePsPICC- PrP»CII P-P°C...PéCI'C,Cr
PIC-Pr CI'PIC-C,P»P°® PiCEP& C,PuPjPiPuCEP°C,CfCEC- PSP PIPEC%0Pp 30 BPY.

PJPiP°PePsPIPeP°.

P1Ps 10 PeP°PiCI'CfP» Cr P+P»C-CI'C,PuCRC-; PiPs 3 P+P»C-CI'C,PuCHPé PI
PeP°CHC,PsPSPSC-PNe PePsCHPsP+CtC-.

PuP°C,PuPiPsCHC-CII PIC-PrPiCfCI'PeCrt. P'PuP- CRPuCtPuPiC,P°.

P'PeCHPsP+PSP¢Pe.

PoP°CHPjP°C1PuCtC,C-CEPp C,P°P+CHC-Pe PmPsPSC,P°PIC-C, P“PjP+PT.

PwC-CI'CtPpP-PSP°C...PsPrPIPuPSPSCII PIP6éCHPsP+PSP&PeP° C,P° PNePsPiPs
P°PrCHPuCIP° PjC-CI'C+CII PiCEPsPIP°PrPIPpPSPSCII PrC-CIIP»CHPSPsCIC,C-.

P—P°P»CHP+PuCEPICEC,CHP°CI'CI'Pp 96, 6067 PHP+P-P°Pj, PPICI'C,CHC-CII



