IPKPYP{P PJPsP!PtPi

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

PKP{PyPhPyPtPk

(NITOPIN®®)

PYPeP»P°Pr:
PrC-CRC{P° CHPuCtPsPIPEPSP°: nimodipine;

1 C,P°P+P»PuC,PeP°, PIPeCEPEC,P° PiP»C-PIPePsPIPsCH PsP+PsP»PsPSPePsCH,
PjC-CI'C,PéC,CH PSC-PjPsPrP&PiC-PSCr 30 PjPi;

PrPsPiPsPjC-PIPSC- CEPuC}PsPIP6PSPé: CtPuP»CRP»PsP-P°
PjC-PeCEPsPeCHPECI'C,P°P»C-C+PSP®, PeCEPsC...PjP°P»CH PeCrPeCICEHCIPrP-CIIPSPEPN:,
PiPsP»C-PIC-PrPsPS, PeCEPsCI PiPsPIC-PrPsPS, PjP°PiPSC-CR CI'C,PuP°CEP°C,;

PsP+PsP»PsPSPeP°: PiC-PiCHPsPjPuP»PsP-P°, PjP°PeCEPsPiPsP» 4000, C,PEC,P°PSCr
PrC-PsPeCI'PéPr (E 171).

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

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: P+=C-P»C- P°P+Ps
PYPsPIC,CrPIP°C,C- PrPIPsPsPiCrPeP»C- C,P°P+P»PuC,PePé.

PuP°CEPjP°PePsC,PuCEP°PiPpPIC,PéCPSP° PiCKCIPiP°.

PYPuP»PuPeC,PEPIPSC- P+P»PsPeP°C,PsCRPé PeP°P»CHCTC-C”PIPEC... PeP°PSP°P»C-PI P-
PiPpCHPuPIP°PYPSP&Pj PIPiP»P&PIPsPj PSP° CI'CfPrPéPSPé. PyPsC...C-PrPSC-
PrPéPiC-PrCEHPsPiC-CRP&PrPéPSCY. PkC-PjPsPrP&PiC-PS.

PPsPr PHPYPT CO8C AO6.

P=P°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CI'C,PéPIPsCI'C,C-.
PxP°CEPjP°PePsPrPéPSP°PjC-PeP°.
P&C-PjPsPrP&PiC-PS C” P+P»PsPeP°C,PsCEPsPj PeP°P»CHCC-C”PIPEC... PeP°PSP°P»C-PI

PrPéPiC-PrChHPsPiC-CRHPeéPrPePSPsPIPsC— PiCHCrPiPe P- PiPnCHPuPIP°PIPSPEPj PIPiP»PEPIPsPj
PSP° CI'CfPrPéPSPé PiPsP»PsPIPSPsPiPs PjPsP-PeCr. PkC-PjPsPrPéPiC-PS P-P+C-P»CHCECIC”



CtPuCEPuP+CEP°P»CHPSCE PiPpCEC, CtP-C-CR, P-PsPeCEPPjP° PI PrC-P»CLIPSPeP°C... C-P-
PiPsPiC-CECEPuPSPsCR PiPuCEC, CP-C-C”Ch, CEP»CLIC...PsPj CEPsP-CEPéCEPRPSPSCII
P°CEC,PpCEC-PNe. P!PuPNe PuC, PuPeC, PiCEPsPiPSCEHC{C-PNePSPs P+C-P»CHCEPEPN: Cr
PjPRPSCEPEC... CI'CFPrPEPSP°C..., PSC-PY Cf P+C-P»CHhCEPEC....

P’ CrPjPsPIP°C... in vitro PIP°P-PsPePsPSCI'C,CHPéPeCtC-Ch, CI'PiCHPECPEPSPuPSCY
CHC-P-PSP&PjPé PIP°P-PsP°PeC,PéPIPSP&PjPé CHPuCtPsPIPEPSP°PjPé (PSP°PiCHP&PeP»P P
CI'PuCHPsC,PsPSC-PS, PiCRPsCI'C,P°PiP»P°PSPrPéPS C,P° PiC-CI'C,P°PjC-PS) P°P+Ps
PiCEPpPiP°CHP°C,P°PjPé PeCHPsPIC- C,P° PiCEPsPrCrPeC,P°PjPé CHPsP-PiP°PrCr PeCHPsPIC-,
PIPrP°PIP°P»PsCI'CII PiPsPiPuCHPuPrPéC,Pé P°P+Ps P-PjPuPSCEP&EC,Pé (PrPs 75 %)
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PSC-PjPsPrPéPiC-PSCr.

PxP°CEPjP°PePsPeC-PSPuC,PéPeP®.

PuC-CI'P»CII PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI]
P»C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ CEPIPEPrPePs PICIPjPsPeC,CrC”C,CHCICI].
PmP°PeCI'PEPjP°P»CHPSP°® PePsPSCtPuPSC,CHP°C+C-CII Cf PiP»P°P-PjC- PeCHPsPIC-
CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII C+PuCHPuP- 308560 C...PI PiC-CI'P»CI]
PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCI]I. PkPuP-PIP°PYP°CRCtPé PSP°
PIPECI'PsPeCt CEP»CrPSPePsPIPs-PePéCEPePsPICT P°P+CI'PsCRP+CtC-Ch
PSC-PjPsPrPéPiC-PSCt, P°P+CI'PsP»CRC,PSP° P+C-PsPrPsCI'C,CtPiPSC-CI'C,CH
CI'C,P°PSPsPIP&C,CH 58515 %, C%oPs PiPsCLICI'PSCRC”C,CHCI'CII
PuPeCI'C,PuPSCI'PEPIPSP&Pj PiCHPuCI'PéCI'C,PuPjPSPEPj PjPuC,P°P+PsP»C-P-PjPsPj
(P+P»P&P-CH>PePs 858595 %).

P PsP-CRP°C...PsPIP°PSP&PNe. PsP+8F ™ C”Pj CRPsP-PiPsPrC-P»Cr (Vss, PrPIPsPeP°PjPuCHPSP°
PjPsPrPuP»CH) PiCEPé PIPSCrC,CHC-CEPSCHPsPIPUPSPSPsPjCt PIPIPuPrPuPSPSC-
PrPsCHC-PIPSCRC” 0,985“2,3 P»/PePi PjP°CI'Pé C,C-P»P°. P—P°PiP°P»CIHhPSP&PN:
(CT'PECI'C,PpuPjPSPEPNs) PeP»C-CHPuPSCI" CI'C,P°PSPsPIP&C,CH 0,88 1,6 P»/PiPsPr/PePi.
PkC-PjPsPrPéPiC-PS PSP° 9785“99 % P-PIEF™ CLIP-C+C”C,CHhCI'CII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé PeCHPsPIC-.

PmPpC,P°P+PsP»C-C+PSPu PIPéPrP°P»PpuPSPSCILI PSC-PjPsPrPéPiC-PSCr
P-PrC-PNeCI'PSCRC”C,CHCI'CLI PiPsP»PsPIPSP&Pj C+PéPSPsPj CI'PéCI'C,PuPjPsCh
CtP&C,PsC...CHPsPjCr P450 3A4. PkC-PjPsPrPéPiC-PS PIPéPIPsPrPéC,CHCI'CII Cr
PIP&PiP»CIIPrC- PjPuC,P°P+PsP»C-C,C-PI, C%oPs CrC,PIPsCHCRCRC,CHCICII
PiPuCHPuPIP°PIPSPs CEP»CIIC...PsPj PrPuPiC-PrCEPsPiPuPSC-P-P°CtC-C—
PrPéPiC-PrCHPsPiC-CHPéPrPéPSPsPIPsPiPs PeC-P»CHC1CII C,P° PsPePéCI'PSPsPiPs Ph-
PrPpPjPuC,PéP»CRPIP°PSPSCII. PhPePéCI'PSPu CEPsP-C%oPuPiP»PpPSPSCII PuC,C-CHCY,
PiC-PrCHPsPeCI'PéP»CRPIP°PSPSCII 2- C,P° 6-PjPuC,PéP»-PiCHCrPi C,P°
PiP»CRPeCrCHPsPSC-P-P°CtC-CII CLIPe CEPpP°PeCtC-CILI PePsPSBR™ CRPiP°CtC-C— C”
PSP°CI'C,CrPiPSPéPjPé PIP°PYP»P&PIP&PjPé P»P°PSPeP°PjPé PjPuC,P°P+PsP»C-P-PjCr. PYCHPé
PsCI'PSPsPIPSC- PjPuC,P°P+PsP»C-C,Pé, PIPEP-PSP°C+PuPSC- Cr PiP»P°P-PjC- PeCHPsPIC-,
PSPp PIP&CLIPIPéP»Pé P°P+Ps PIPECIIPIPEP»Pé P»PéCEPp PSPuP-PSP°C+PSCY
P-P°P»P&8CEPePsPICT C,PuCHP°PiPuPIC,PéC+PSCY P°PeC,PEPIPSC-CI'C,CHb.

PkPp PIPECLIPIP»PuPSPs C-PSPrCrPeCrChCtPsC— P°P+Ps C-PSPiC-P+CrCRC#PsC—
P°PeC,P&PIPSPsCI'C,C- C%oPsPrPs C,PuCHPjPuPSC,C-PI PiPuC+C-PSPePé. P’PéPIPuPrPuPSPSCII
PjPuC,P°P+PsP»C-C,C-PI Cf P»CRPrPéPSPé P-PrC-PN.CI'PSCRC”C,CHCI'CII PSP° 50 %
PSPeCHPeP°PjPe C,P° PSP° 30 % C-P- PYPsPIC+CHh.

PuCHPé PiPuCEPsCHP°P»CHPSPsPJCY P-P°CI'C,PsCI'CI-PIP°PSPSC- PjP°PeCI'P&PjP°P»CIbPSP®



PePsPSCtPuPSC,CEP°CtC-CLI Cf PiP»P°P-PjC- PeCEPsPIC- C,P° PiP»PsC%oP° PiC-Pr
PeCHP&PIPsChR B«PePsPSCtPuPSC,CHP°CtC-CII-C+P°CI'B» P-CRHPsCI'C,P°CRC,CH
PiCHPsPiPsCHCTC-PNePSPs PrPsP-C- P°P{ PrPs PSP°PNePIP&C%oPsC—
PrPsCI'P»C-PrPYCrPIP°PSPsC— PrPsP-Pé (90 PjPi). PC-PSPuC,PéPeP° PIPEPIPuPrPuPSPSCII C”
P»C-PSC-PN:PSPsCh. PPuCEC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII PSC-PjPsPrPéPiC-PSCr
CI'C,P°PSPsPIP&C,CH PIC-Pr 1,1 PrPs 1,7 PiPsPrPéPSPé. PyPuCEPjC-PSP°P»CHhPSPEPNe
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII 58510 PiPsPrPéPS PSPy C”
CHPuP»PuPIP°PSC,PSPEPj PrP»CII PICI'C,P°PSPsPIP»PuPSPSCII
CBPpPePsPjPpPSPrPsPIP°PSPsPiPs C-PSC,PuCEPIP°P»Cr PjC-PY PiCEP&PN-PsPjPsPj PrPsP-
P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.

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

PuCHPsC, C-P»P°PeC,PéPeP° C,P° P»C-PeCrPIP°PSPSCLI C-CE€PpPjC-CPSPEC. ..
PSPuPICHPsP»PsPiC-C+PSPEC... CHPsP-P»P°PrC-PI PiC-CI'P»ClI
CI'CtP+P°CEP°C...PSPsC—PrP°P»CHPSPsPiPs PeCEPsPIPsPIP&P»P&PICT PIPSP°CI'P»C-PrPsPe
CEPsP-CRP&PICH P°PSPuPICHPEP-PjPé.

PyuCEHPsC,PePiPsPeP°P-P°PSPSCII.

PuC-PrPIP&C%oPuPSP° C+CrC,P»PéPIC-CI'C,CH PrPs PSC-PjPsPrPéPiC-PSCr P°P+Ps PrPs
C-PSCEPéC... PePsPjPiPsPSPuPSC,C-PI P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.

PuC-Pr C+P°CI" C,P° PIPiCHPsPrPsPIPY PsPrPSPsPiPs PjC-CI'CLICtCII PiC-CI'P»CII
C-PSC, P°CHPeC,Crt PjC-PsPeP°CEPrP° P°P+Ps PuPiC-P-PsPrCr PSPuCI'C,P°P+C-P»CHPSPsC—
CI'C,PuPSPsPeP°CHPrC-C—.

P—P°CI'C,PsCI'CFPIP°PSPSCII Ct PePsPjP+C-PSP°CtC-C— P- CRP&C, P°PjPiC-CtPéPSPsPj P°P+Ps
PiCHPsC,P&éPuPiC-P»PuPiC,PéCPSP&PjPé P-P°CI'PsP+P°PjPé (C,PuPSPsP+P°CHP+C-C,P°P»,
C,,PuPSC-C,PsC—PS, PeP°CRHP+P°PjP°P-PuPiC-PS) C+PuCHPuP: P-PSP°C+PSPu
P-PSPEPIPuPSPSCII PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
PkC-C,PsPiC-PS (PrPéPI. CHPsP-PrC-P» B«P’P-P°C"PjPsPrC-CILI P- C-PSC€P&PjPé
P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

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

P>C-PeP°CHCI CHhPeC- P-P°CI'PsP+Pé, CIIPeC- PIPiP»PéPIP°CRC,CH PSP° PSC-PjPsPrPéPiC-PS

PkC-PjPsPrPéPiC-PS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII C+PuCHPuP- CI'PECI'C,PuPjCrt
CtP&C,PsC...CHPsPjCt P450 3A4, P»PsPeP°P»C-P-PsPIP°PSCt CIIPe Ct CI'P»P&P-PsPIC-PNe
PsP+PsP»PsPSCtC- PePéCEPpC+PSP&PeCr, C,P°Pe C- PI PiPuC+C-PSCtC-. PyP°PePéPj C+PEPSPsP;,



P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, PIC-PrPsPjC- CIIPe C-PSPiC-P+C-C,PsCEPé P°P+Ps
C-PSPrCrPeC,PsCRHPé CtC-C”C— PpPSP-PEPjPSPsC— CI'PéCI'C,PuPjPé, PiCRHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- PjPsPYCrC,CH PIPiP»PéPSCrC,Pé PSP®
PiCHPuCI'P&CI'C,PuPjPSPéPNe PjPuC,P°P+PsP»C-P-Pj P°P+Ps PeP»C-CHPuPSCI’
PSC-PjPsPrPéPiC-PSCF.

PuCEPé P-P°CI'C,PsCI'CEPIP°PSPSC- PSC-PjPsPrP&éPiC-PSCt PsPrPSPsC+P°CI'PSPs P-
PSP&PYC+PUPSP°PIPuPrPuPSPEPjPé P»C-PeP°CECI CHPePEPjPE P-P°CI'PsP+P°PjPé CI'P»C-Pr
PIP-CLIC,Pé& PrPs CfPIP°PiPé CI'C,CFPiC-PSCH, P° C,P°PePsPq C,CRP&PIP°P»C-CI'C,CH
PIP-P°C”PjPsPrC-C—.

PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CFPIP°PSPSCII PSC-PjPsPrPéPiC-PSCr
PiPnCHPsCHP°P»CIHPSPs C,P° CHPEC, P°PjPiC-CtPéPSCT P°P+Ps
PiCEPsC,PéPuPiC-P»PpPiC,PéC+PSPé&C... P-P°CI'PsP+C-PI, C%oPs C” C-PSPrCrPeC,PsCHP°PjPé
CI'P&CI'C,PuPjPé CtPéC,PsC...CEPsPjCr P450 3A4 (C,P°PeC- CIIPe C,PuPSPsP+P°CHP+C-C,P°P»,
C,PuPSC-C,PsC—PS P°P+Ps PeP°CEP+P°PjP°P-PuPiC-PS), PiCHPsC,PéPiPsPeP°P-P°PSPy.
P+C,PuPeC,PéPIPSC-CI'C,CH P»C-PeP°CRHCI'CHPePsPiPs P-P°CI'PsP+Cr PkC-C,PsPiC-PS
PjPsPYPp P+CrC,Pé P-PSPEPIPuPSP®, CIIPeC%oPs PsPrPSPsC+P°CI'PSPs
P-P°CI'C,PsCI'PsPICfCRC,CHCI'CII C+C- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] PiP°Ct+C-C”PSC,P°Pj P»C-C,PSCH-PsPiPs
PIC-PeCr PSC-PjPsPrPéPiC-PSCt Cr PrPsP-C- 30 PjPi 3 CRP°P-Pé PSP°® PrPsP+Cr C,P°
P°PSC,PéPrPuPiCEPuCI'P°PSC,Ct PSPsCHC,CHPEPIC,PéP»C-PSCr PI PrPsP-C- 10 PjPi 3 CRP°P-Pé
PSP° PrPsP+Cr PiCHP&P-PIPsPrPéP»Ps PrPs PSPuP-PSP°C+PSPsPiPs P-PSP&PPuPSPSCII
PiP»P°P-PjPsPIP&C... CRC-PIPSC-PI PSC-PjPsPrPéPiC-PSCT, C,PsPrC- CIIPe PiP»P°P-PjPsPIC-
CRHC-PIPSC- PSPsCHC,CRP&PiC,PéP»C-PSCr PSPp P-PjC-PSCRPIP°P»PECI'CI]. P”PsP+PsPIP°
PrPsP-P°, C%oPs P-P°CI'C,PsCI'PsPICrC”C,CHCI'CII PiP°CtC-C”PSC,P°Pj C-P-
CI'CfP+P°CHP°C...PSPsC—PrP°P»CHPSP&Pj PeCRPsPIPsPIP&EP»P&PIPsPj, Cr 4 CHP°P-Pé
PiPuCHPuPIPEC%0CIC” PrPsP-Cr, C%oPs P-P°CI'C,PsCI'PsPICtPIP°P»P°CI'CII Cf CtCHPsPjCr
PrPsCI'P»C-PrPYPuPSPSC-, C,PsPjCt PeP»C-PSC-C+PSP° P-PSP°C+CrC%oC-CI'C,CH CtC-C”"C—
PIP-P°C”PjPsPrC-C— PiCHPé P»C-PeCrPIP°PSPSC- CI'CP+P°CRP°C...PSPsC—PrP°P»CIHhPSPsPiPs
PeCHPsPIPsPIPéP»PEPICT PIPSP°CI'P»C-PrPsPe CHPsP-CRP&PICT P°PSPuPICHPEP-PjPé PSPu
PIP&P-PSP°C+PuPSP°.

PiCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P- PSP°CI'C,CrPiPSPEPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé, C%oPs C” C-PSPiC-P+C-C,PsCHP°PjPé
CI'P&CI'C,PuPjPé CtP&C,PsC...CHPsPjCr P450 3A4, CI'P»C-Pr PePsPSC,CHPsP»CRPIP°C,Pé
P°CHC,PuCRHC-P°P»CHPSPEPNe C,PéCI'Pe C- Cr CRP°P-C- PSPuPsP+C...C-PrPSPsCI'C,C-
CHPsP-PiP»CIIPSCrC,Pé PiPéC,P°PSPSCII PiCRPs PePsCHP&éPiCrPIP°PSPSCII PrPsP-Pé
PSC-PjPsPrP&éPiC-PSCr:

PjP°PeCEPsP»C-PrPSC- P°PSC,P&P+C-PsC,PéPePé (PSP°PiCEP&PeP»P°Pr
PpCHP&C, CEPsPjC-CP&PS);

PiCHPsC,P&éPIC-CRCFCI'PSC- P-P°CI'PsP+Pé PrP»CII P»C-PeCrPIP°PSPSCII P’P1P>:
C-PSPiC-P+C-C,PsCERPé PiCHPsC,PuP°P-Pé (PSP°PiCHP&éPeP»P°Pr CHPEC,PsPSP°PIC-CE);

PiCHPsC,PéPiCHPéP+PePsPIC- P-P°CI'PsP+P¢é PiCHCrPiPé P°P-PsP»C-PI
(PSP°PiCHPePeP»P°Pr PePuC,PsPePsPSP°P-PsP»);

PSPuC, P°P-PsPrPsPS.



PI'PsCtP° C,PsCEPjP°P»CHPSC- PrPsCI'P»C-PrPIPuPSPSCII PrP»CILI PIPEPIC+PuPSPSCII
PiPsC,PpPSCt+C-PNePSPsC— PIP-P°C”PjPsPrC-C— PjC-PY PSC-PjPsPrPéPiC-PSPsPj C,P° CtPéPjPé
P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé PSPp PiCHPsPIPsPrPéP»P&éCI'CLI, PSPu
PjPsPYPSP° PIP&PeP»CRC$P&C,Pé PNePjPsPIC-CEPSC-CI'C,CH P-P+C-P»CHCEPuPSPSCII
PiP»P°P-PjPsPIP&C... PePsPSCtPuPSC,CHP°CtC-PNe PSC-PjPsPrPéPiC-PSCr (PrPéPI. CRPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCILIB»).

PhP-P&C,CEPsPjC-C1P&PS C...PsCiP° C- PSP°P»PpPP&C,CH P-P° CI'C,CECtPeC,CFCEPsCER PrPs
PeP»P°CI'Ct PjP°PeCEPsP»C-PrPSP&C... P°PSC,P&P+C-PsC,PéPeC-PI, PSP C”
C-PSPiC-P+C-C,PsCEPsPj CYP3A4.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CPIP°PSPSCI] PiP°Ct+C-C”PSC,P°Pj P»C-C,PSCH-PsPiPs
PIC-PeCr PSC-PjPsPrPéPiC-PSCr Cr PrPsP-C- 30 PjPi 2 CRP°P-Pé PSP° PrPsP+Cr C,P°
P°PSC,PéPrPuPiCHPuCI'P°PSC,Ct C,P»CrPsPeCI'PuC,PéPSCT 20 PjPi PSP°® PrPsP+Cr
PiCHPEP-PIPsPrPéP»Ps PrPs PiC-PrPIPEC%oPuPSPSCII CRHC-PIPSCII PSC-PjPsPrPéPiC-PSCr Crf
PiP»P°P-PjC- PeCHPsPIC- PjP°PNePPn PSP° 50 % C,P° P-PSP°C$PSPsPiPs P-PSP&PPuPSPSCII
CHC-PIPSCII C,P»CrPsPeCI'PuC,PEPSCTr P+PuP- PIPiP»PéPICt PSP° PNePsPiPs P°PeC,PEPIPSPEPNe
PjPuC,P°P+PsP»C-C, PSPsCHC, P»CrPsPeCI'PuC,PéPS (PrPéPI. CHPsP-PrC-P»
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CPIP°PSPSCI] PSC-PjPsPrPéPiC-PSCr P:
PiCHPsC,PéCI'CPrPsPjPSP&Pj P»C-PeP°CHCI CHhPePé&Pj P-P°CI' PsP+PsPj (PIP°P»CIHhPiCHPsC”PIP®
PePECI'P»PsC,P°) P°P+Ps P°PSC,P°PiPsPSC-CI'C,PsPj H,-CEPuCtPuPiC,PsCRC-PI
(CtP&PjPuC,PEPrPEPS) PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPpPSPSCII
PiP»P°P-PjPsPIPsC— PePsPSCtPuPSC,CHP°CtC-C— PSC-PjPsPrPéPiC-PSCr (PrPé&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P—PIP°P{P°CRC+tPé PSP° PrPsCI'PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII P°PSC,P°PiPsPSC-CI'C,P°
PeP°P»CHCtC-Ch PSC-C, PuPrPéPiC-PSCYt, PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCII P-
C...C-PSCrPiCHP&CI'C,PéPSPsPj/PrP°P»CHhC, PsPiCHPECI'C,PEPSPsPj PjPsPPu
PiCEP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII PiP»P°P-PjPsPIP&C...
PePsPSCtPpPSC,CHP°CtC-PNe PSC-PjPsPrPéPiC-PSCrt (PrPéPI. CRPsP-PrC-P»
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

P’PiP»P&PI PSC-PjPsPrPéPiC-PSCr PSP° C-PSCEC- P»C-PeP°CRCI' CHhPeC- P-P°CI'PsP+Pé

P] PrPsCI'P»C-PrPYPuPSPSCIIC... PSP° C,PIP°CHPEPSP°C... PICI'C,P°PSPsPIP»PuPSPs, C%oPs
PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CrPIP°PSPSCI]I PSC-PjPsPrPéPiC-PSCr C,P°
P-P&PrPsPICrPrPéPSCr PiCHPEP-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPpPSPSCII AUC
P-P&PrPsPICrPrPéPSCr C,P° P-PjPuPSCEPuPSPSCII PNePsPiPs PsP+8R™ C"PjCr
CHPsP-PiPsPrC-P»Cr PNe PeP»C-CHPuPSCI'Cr. P1eP»C-PSC-C$PSP° P-PSP°C+CrC%o0C-CI'C,CH
CtC-C”C— PIP-P°C”PjPsPrC-C— PSPuPIC-PrPsPjP°, P°P»Pp, P-PIP°PYP°CRCtPé PSP°
PrPsP-PsP-P°P»PuPPSPéPNe C...P°CRP°PeC,PuCH PiCHPsC,C-P»Ch PiPsP+C-C+PSPé&C...

PuC, PuPeC,C-PI P-PéPrPsPICrPrPéPSCr, CtCh PIP-P°C”PjPsPrC-Ch CI'P»C-Pr
PICHP°C...PsPICtPIP°C,Pé Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PsPrPSPsC+P°CI'PSPs
PsC,CHPé&PjCrCRC,CH PSC-PjPsPrPéPiC-PS C,P° P-PéPrPsPICIPrPePS.

PTPSCEC- C,PePiPe PIP-P°C”PjPsPrC-PNe

P“C-PiPsC,PpPSP-PEPIPSC- P»C-PeP°CECI'CHhPeC- P-P°CI'PsP+Pé.

PyCEP& PsPrPSPsCHP°CI'PSPsPjCt P-P°CI'C,PsCI'CLPIP°PSPSC- PSC-PjPsPrP&éPiC-PS PiPsPqPu



PiPsCI'PéP»CRPIP°C,Pé PiC-PiPsC,PuPSP-P&éPIPSP&PNe PuC,PuPeC, C,P°PePéEC...
PiC-PiPsC,PuPSP-P&PIPSPEC... P»C-PeP°CHCI'CHbPePEC. .. P-P°CI'PsP+C-PI:

PrC-CfCRPuC,P&PeP8;
P+PuC,P°-P+P»PsPeP°C,PsCRPE;

C-PSPiC-P+C-C,PsCEPé PhPuPx
(P°PSPiC-PsC,PuPSP-PéPSPiPuCEPRC, PIPsCEHCRPIP°P»CHPSPEPNe C, PuCHPPRPSC,);

A,-P°PSC,P°PiPsPSC-CI'C,Pé;

C-PSCEC- P°PSC,P°PiPsPSC-CI'C,Pé PeP°P»CHC1C-CR;
P°P»CHbC, P°-P°PrCHPUPSPsP+P»PsPeP°C,PsCHPé;
C-PSPiC-P+C-C,PsCRHPé C,PsCI'C, PsPrC-PuCI'C,PuCEP°P-Pé-5;
P°P»CHC, P°-PjPuC,PéP»PrPsPiP°.

PhPrPSP°Pe, C1IPeC%oPs PSPuPjPsPIP»PEPIPs CrPSPEPePSCrC,Pé PePsPjP+C-PSP°C+C-PNe
C,P°PePsPiPs C,PéPiCr, PSPuPsP+C...C-PrPSPs CrPIP°PIPSPs CI'C,PuPYP&C,Pé P-P° CI'C,P°PSPsP;
PiP°CtC-C"PSC,P°.

PkPn C"E)PpPePSPjPpPSPfCl‘C"C,CI-bCFCI,I PsPrPSPsC+P°CI'PSPs P- PSC-PjPsPrPePiC-PSPsPj
PIPYP&PIP°C,Pé PiCEPuPN:PiC,CECtC,PsPIP&PN. CI'C-Pe, PsCI'PeC-P»CHhPePé CtPy PjPsP{Pp
PiCEHP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII PiP»P°P-PjPsPIPEC. ..
PePsPSCTPuPSC,CHP°CtC-PNe PSC-PjPsPrPéPiC-PSCr C+PuCHPuP- C-PSPiC-P+CrPIP°PSPSCII
PsPeP&éCI'PSPsPiPs PjPuC,P°P+£PsP»C-P-PjCr PrPéPiC-PrCHPsPiC-CHPEPrPEPSC-PI. PiPe
PSP°CI'P»C-PrPsPe, PjPsPqPu PiPsCI'PéP»CRPIP°C,PéCI'CLI PiC-PiPsC,PuPSP-PePIPSPePNe
PuC,PuPeC,. P{PuPNe PuC,PuPeC, PjPsPYPu C,CHPEPIP°C,Pé PiCRPEPSP°PNPjPSC- 4 PrPSC-
PiC—CfP»CLI PsCI'C,P°PSPSCHPsPiPs PIPYPEPIP°PSPSCII PiCHPuPNePiC, CHCrC,PsPIPsPiPs
CI'PsPeCr.

P”PsPIPuPrPuPSP° PIC-PrCI'CrC,PSC-CI'C,CH PIP-P°C”PjPsPrC-C—

P] PrPsCI'P»C-PrPPuPSPSC-, PI CIIPePsPjCr PIPEPIC+P°PICI'CII PIPiP»P&PI
P-P°CI'C,PsCI'CrPIP°PSPSCII 90 PjPi PSC-PjPsPrPéPiC-PSCr (Cr CEPsP-PrC-P»PuPSP&C...
PrPsP-P°C...) PiP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeCt, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
PiP°P»PsPiPuCHP&PrPsP», PSPp PIP&CLIPIP»PuPSC- PsP-PSP°PePé PiPsC,PpPSCtC-PNePSP&C...
PIP-P°C”PjPsPrC-PNe. P—PSP°C+CrC%0C-CI'C,CH CtP&C... CRPuP-CrP»CHC,P°C,C-PI PrP»CII
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPé CI'CfP+P°CRP°C...PSPsC—PrP°P»CHPSPsPjCr
PeCHPsPIPsPIPéP»PEPIC- PSPy PICI'C,P°PSPsPIP»PuPSP°, PsCI'PeC-P»CHPePé PiCRPé
CtCHyPsPjCt PSC-PjPsPrPéPiC-PS P-P°CI'C,PsCI'PsPICrC”C,CHhCI'CII Cf P+C-P»CHCE
PIPECI'PsPePéC... PrPsP-P°C....

PuuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- PSC-PjPsPrPéPiC-PSCY
PiPpCEHPsCHP°P»CHPSPs C,P° PrC-P°P-PuPiP°PjCr, PrPéPiPsPeCI'PEPSCY,
PiP»C-P+PpPSPeP»P°PjC-PrCr, C-PSPrPsPjPuC,P°CtP&éPSCr, CRP°PSC-C,PéPrPéPSCr C,P°
PIP°CEC, P°CEP&PSCr PSP PIPECILIPIPEP»Pé PIPsPrPSPsC— PiPsC,PuPSCtC-PN.PSPsC—
PIP-P°C”PjPsPrC-C—.



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

PkC-C,PsPiC-PS Cr C,PsCHPjC- C,P°P+P»PuC,PsPe PSPy CI'P»C-Pr PsPrPSPsC+P°CI'PSPs
P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- CRPsP-C+P&éPSPsPj PSC-PjPsPrPé&PiC-PSCr.

PkC-C,PsPiC-PS PSPy CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiP°CtC-C”PSC,P°Pj C-P-
CI'CfP+P°CHP°C...PSPsC—PrP°P»CHPSP&Pj PeCRPsPIPsPIP&P»P&PIPsPj PIPSP°CI'P»C-PrPsPe
C,CRP°PIPjPé, PsCI'PeC-P»CHPePé PSPp PICI'C,P°PSPsPIP»PuPSPEPNe
CI'PiCHP&CLIC,P»PéPIPEPN: PiCHPsC, C-P»CH CI'PiC-PIPIC-PrPSPsCEPuPSPSCII
PePsCHPECI'C,CH/CHP&EP-PéPe C,P° PrP»CII CtCHhPsPiPs PiPsPeP°P-P°PSPSCII PSPu
PjPsPYCtC,CI P+CrC,Pé PIP&P-PSP°CPuPSC- CI'PiPuCtPéC, C-C+PSC- PiCHCrPiPé
PiP°CtC-C”PSC,C-PI, CIIPeC- P+ PsC,CHP&PjCrPIP°P»Pé PePsCRHP&CI'C,CHb.

P&C-C,PsPiC-PS CI'P»C-Pr P- PsP+PuCHPuPIPSC-CI'C,CR P-P°CI'C,PsCI'PsPICfPIP°C,Pé
PiP°CtC-C”PSC,P°Pj C-P- PSP°P+CRCIIPePsPj PjPsP-PeCt P°P+Ps PiC-PrPIP&C%oPpPSPSCIIP;j
PIPSCrC,CHC-CEPSCHPsC+PuCHPuPiPSPsPiPs C,PECI'PeCt C,CIIPYPePsPiPs CI'C,CrPiPuPSCI].
PI'PsC+P° PSPu P+CrP»Ps PiCHPsPrPuPjPsPSCI'C,CEPsPIP°PSPs, C%oPs P»C-PeCrPIP°PSPSCI]
P»C-PeP°CHCI'CHhPePéPj P-P°CI'PsP+PsPj PkC-C,PsPiC-PS P°CI'PsCtC-CRC”C,CHCI'CI] P-
PiC-PrPIP&éC%oPuPSPSCIIPj PIPSCIC,CHC-CEPSCHPsC+PuCHPuPiPSPsPiPs C,PéCI'PeCr, Cr
C,P°PePé&C... PIPEPiP°PrPeP°C... P°P+Ps PiCHPé PiC-PrPIP&C%oPpPSPSC- PIPjC-CI'C,Ct PIPsPrPé
Cr C,PeP°PSP&PSP°C... PjPsP-PeCr (PiPpPSPuCHP°P»C-P-PsPIP°PSPéPN. PSP°P+CHCLIPe
PiPsP»PsPIPSPsPiPs PjPsP-PeCr) CRPuPePsPjPuPSPrCrC”C,CHhCI'CLI CEPuC,PuP»CHPSP&PNe
PePsPSC,CHEPsP»CH CI'C,P°PSCr PiP°CtC-C”PSC,P°.

PYP»C-Pr PrPsC,CHP&PjCrPIP°C,PéCI'CII PsP+PuCHPuPYPSPsCI'C,C- PiCHPé
P»C-PeCrPIP°PSPSC- PiP°CtC-C”PSC,C-PI P- P°CRHC,PuCHC-P°P»CHPSPsCh
PiC-PiPsC,PuPSP-C-C”Ch (CI'PéCI'C,PsP»C-C+PSP&EPN. C,PECI'Pe PjPuPSCEPu 100 PjPj CRC,.
CI'C,.).

P] PiP°CtC-C”PSC,C-PI C-P- CtPECHPsP-PsPj PiPuC+C-PSPePé, CIIPeC- PsC,CEPéPjCFCRC,CH
PkC-C,PsPiC-PS, PjPsPYPpu P-PSPEPCIPIP°C,P&CI'CII PeP»C-CHPuPSCI
P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Cr, C,PsPjCr Cr C,P°PePéC... PiP°CtC-C”PSC,C-PI
CBPpPePsPjPpPSPrCrC”C,CHCI'CLI CHPuC,PuP»CHPSPEPNe PePsPSC,CEPsP»CH
P°CHC,PuCEC-P°P»CHPSPsPiPs C,PéCI PeCr.

PkC-PjPsPrP&PiC-PS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PuPSP-P&PjPSPsCh
CI'PECI'C,PpPjPsCh CtPéC,PsC...CEPsPjCt P450 3A4. P>C-PeP°CHCI'CHhPeC- P-P°CI'PsP+Pé¢,
PIC-PrPsPjC- CLIPe C-PSPiC-P+C-C,PsCHPé& P°P+Ps C-PSPrCrPeC,PsCHPé CtC-C"C—
PuPSP-P&PjPSPsC— CI'PéCI'C,PuPjPé, PjPsPCrC,CH PIPiP»P&PIP°C,Pé PSP°
PiCHPuCI'P&CI'C,PuPjPSPéPNe PjPuC,P°P+PsP»C-P-Pj P°P+Ps P-PjC-PSCRPIP°C,Pé
PeP»C-CHPpPSCI" PSC-PjPsPrPéPiC-PSCr (PrPéPI. CRHPsP-PrC-P»Pé B«P’P-P°C”PjPsPrC-CI]I P-
C-PSC£PéEPjPé P»C-PeP°CRHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé
PIP-P°C”PjPsPrC-PN:B» C,P° B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CfPIP°PSPSCII C,P° PrPsP-PéB» BR"
B«PuP°CtC-C”PSC,Pé C-P- PiPsCHCIrCEPPPSPSCIIPjPé C,CrPSPeCtC-C— PiPpCC-PSPePéB»).

P”Ps P»C-PeP°CECLI'CHbPePEC... P-P°CI'PsP+C-PI, PIC-PrPsPjP&C... CLIPe C-PSPIiC-P+C-C,PsCEPé
PRPSP-P&PjCt CtP&C,PsC...CEPsPJCt PA50 3A4 C- C%oPs PjPsPYCIC,CHb CI'PiCRP&C+P&PSCIIC,Pé
P-P+C-P»CHCEPPPSPSCLI PiP»P°P-PjPsPIPEC. .. PePsPSCPEPSC,CEP°CC-PNe
PSC-PjPsPrP&PiC-PSCt, PSP°P»PuP{P°C,Clb:

PjP°PeCEPsP»C-PrPSC- P°PSC,P&P+C-PsC,PéPePé (PSP°PiCEP&PeP»P°Pr
PpCHP&C,CEPsPjC-CP&PS);



PiCHPsC,PéPIC-CRCIrCI'PSC- P-P°CI'PsP+Pé PrP»CII P»C-PeCrPIP°PSPSCII P’PtP>:
C-PSPiC-P+C-C,PsCEPé PiCHPsC,PuP°P-Pé (PSP°PiCHP&éPeP»P°Pr CHPEC,PsPSP°PIC-CE);

PiCHPsC,P&éPiCHP&P+PePsPIC- P-P°CI'PsP+Pé PiCHCIPiPé P°P-PsP»C-PI
(PSP°PiCHP&PeP»P°Pr PePuC,PsPePsPSP°P-PsP»);

P°PSC,PéPrPuPiCHPuCI'P°PSC,Pé PSPuC,P°P-PsPrPsPS C- C,P»CrPsPeCI'PuC,PéPS;
C...C-PSCIPiCHP&CI'C,PéPS/PrP°P»CHhC, PsPiCHP&CI'C,PEPS;
CtP&PjPuC,P&PrP&PS;
PIP°P»CHbPiCHPsC”PIP® PePéCI'P»PsC,P°.
PuCHPé PsPrPSPsCﬂ;P°(;fPSPstC1‘ P-P°CF(’3,PsCfC1‘PIP°’PSPSC— P- P+CrPrCH-CIIPeP&Pj C-P:
CtP&C... P»C-PeP°CRHCI'CHhPePEC... P-P°CI'PsP+C-PI CI'P»C-Pr PePsPSC,CEPsP»CRPIP°C,Pé

P°CHC,PuCHC-P°P»CHPSPEPNe C,P&CI"Pe C- P-P° PSPuPsP+C...C-PrPSPsCI'C,C- P-PSP&P-P&C,Pé
PrPsP-Ct PSC-PjPsPrP&PiC-PSCE.

P—P°CI'C,PsCI'C2PIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2PIP°PSPSCII PiCECZPrPrCR.

P’P°PiC-C,PSC-CI'C,CHb.

P’C-PrPiPsPIC-PrPSC- PePsPSC,CHPsP»CHPsPIP°PSC- PrPsCI'P»C-PrPIPuPSPSCII C%oPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCI] P»C-PeP°CHCI' CHhPePsPiPs P-P°CI'PsP+Cr PIP°PiC-C,PSPé&Pj
PYC-PSPeP°Pj PSPp PiCHPsPIPsPrPéP»PECI'CII. P”PsCI'P»C-PrPIPuPSPSCII
CBPpPiCEPsPrCrPeC,PEPIPSPsC— C,PsPeCI'PéPePsP»PsPiC-C— PSP° C,PIP°CHP&PSP°C... C-P-
PiPuCHPsCHP°P»CHPSPEP] PIPIPuPrPuPSPSCIIPj PSC-PjPsPrPéPiC-PSCY
PiCEPsPrPuPjPsPSCI'C,CHCIPIP°P»Pé PIC-PrCI'CrC,PSC-CI'C,CH C,PuCEP°C,PsPiPuPSPSPsPiPs
PIPiP»P&PICY, PsPrPSP°Pe Cr PrPsCI'P»C-PrPYPuPSPSCIIC... PSP° C,PIP°CHPEPSP°C...
PiCEPsPrPuPjPsPSCI'C,CHPsPIP°PSP° CRPuPiCHPsPrCrPeC,PEPIPSP® C,PsPeCI'PéCPSC-CI'C,Cl.
PiPeC%oPs PSC-PjPsPrPéPiC-PS PSPuPsP+C...C-PrPSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiC-Pr
C$P°CI" PIP°PiC-C,PSPsCI'C,C-, CI'P»C-Pr CHPuC,PuP»CHPSPs P-PIP°PP&C,Pé
PePsCEP&CI'C,CH C,P° PiPsC,PpuPSCtC-PNePSC- CHP&P-PéPePé P-P°P»PuPYPSPs PIC-Pr
C,CLIPPePsCI'C,C- PeP»C-PSC-C$PSPsC— PeP°CHC,PEPSPé.

PrrPuCRHC-PsPr PiPsPrCrPIP°PSPSCII PiCRCrPrPrCh.

P’PECIIPIP»PuPSPs, C%oPs PePsPSCtPuPSC,CHP°Ct+C-CII PSC-PjPsPrPéPiC-PSCr C,P° PNePsPiPs
PjPuC,P°P+PsP»C-C,C-PI Cf PiCECIrPrPSPsPjCt PjPsP»PsCtC- P-P° PiPsCECLIPrPePsPj
PIPuP»P&C$P&PS PIC-PrPiPsPIC-PrP°C” PePsPSCtPuPSC,CHP°CtC-C— Cr PiP»P°P-PjC-
PeCEHPsPIC- PjP°C,PuCHC-. PiuC-Pr CP°CI" P-P°CI'C,PsCI'CfPIP°PSPSCII PSC-PjPsPrPéPiC-PSCr
CI'P»C-Pr PiCEP&PiPEPSP&C,Pé PiPsPrCrPIP°PSPSCII PiCECrPrPrCh.

P PuPiCRHPsPrCrPeC,PéPIPSP° C,CrPSPeCtC-CIL.

PJ] PiPsPsPrPéPSPsPeP&C... PIPEPiP°PrPeP°C... PI CrPjPsPIP°C... P-P°PiP»C-PrPSPuPSPSCII in
vitro P°PSC,P°PiPsPSC-CI'C,Pé PeP°P»CHCtC-Ch P°CI'PsCtC-CRPIP°P»P&éCI'CII P-
PsP+PsCEPsC,PSPéPjPé P+C-PsC...C-PjC-C+PSP&PjPé P-PjC-PSP°PjPé PI PrC-P»CILIPSCtC-
PiPsP»C-PIPePé CI'PiPuCEHPjP°C,PsP-PsC—PrC-PI, C%oPs PjPsPPu PiCEP&P-PIPsPrPéC,Pé PrPs



PiPsCECrCE€PUPSPSCII C, CIPSPeCtC-C— CI'PiPpCHPjPé. PKkPuPIC-PrPsPjPs,
PSP°CI'PeC-P»CIbPePé P-PSP°CHCrC%0P&PjPé C” CtC- P-PjC-PSPé PiCHPé
PePsCEPsC,PePsC,CEPEPIP°P»PsPjCt P»C-PeCrPIP°PSPSC-.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CH CEPuP°PeCtC-C— PiCFPé
PePuCFC2PIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P—PrP°C,PSC-CI'C,CHh PiP°CtC-C”PSC,P°® PePuCHCI-PIP°C,Pé P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj
P°P+Ps PiCEP°C{CRPIP°C,Pé P- C-PSCEP&PjPE PjPuC...P°PSC-P-PjP°PjPé PjPsP{Pu P+CrC,Pé
PiPSCECrCEPuPSP® Ct P-PIER™ CLIP-PeCr P- PjPsPIP»P&PIPEPj PIP6PSPEPePSPUPSPSCLIP
P-P°PiP°PjPsCHPsC+PpPSPSCIL.

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

PYC#P+P°CEP°C...PSPsC—PrP°P»CEbPSPéPNe PeCEPsPIPSPIPEP»P&PI PIPSP°CI'P»C-PrPsPe
CEPsP-CEP&PICé P°PSPuPICEPéP-PjPé

P PuPePsPjPpPSPrPsPIP°PSP° PrPsP-P° CI'C,P°PSPSPIPEC,CHb 2 C,P°P+P»PuC,PePé.
PuCEHP&PN-PjP°CRC,CH P- C-PSC,PuCHPIP°P»P°PjPé 4 PiPsPrP&PSPé (P-P°PiP°P»CHPSP®
PrPsP+PsPIP° PrPsP-P° 55" 360 PjPi), P-P°PiP6PIP°CRCPé PIPsPrPsCR.
P—P°CI'C,PsCI'CFPIP°PSPSCII CI'P»C-Pr CHPsP-PiPsC#P°C,Pé PIPiCEPsPrPsPIPY 4 PrPSC-PI
PiC-CI'P»CLI CI'CfP+P°CHP°C...PSPsC—PrP°P»CHPSPsPiPs PeCEPsPIPsPIP&P»P&PICK,
C,CEP&PIP°P»C-CI'C,CHb PiCEP&PN:PsPjCt 8F“ 21 PrPuPSCHb.

P] CHP°P-C- PiCHPsPIPuPrPpPSPSCII PsPiPnCHP°C,PéPIPSPsPiPs PIC,CHCrC+P°PSPSCII
P-P°CI'C,PsCI'CrPIP°PSPSCII P»C-PeP°CHCI' CHhPePsPiPs P-P°CI'PsP+Cr PkC-C,PsPiC-PS
CI'P»C-Pr PiCEPsPrPsPIPIPEC,Pé (Ct P-P°P-PSP°C+PpuPSPsPjCt PIP&C%oPp PrPsP-CrPIP°PSPSC-)
PrPs P-P°PIPuCHCEPuPSPSCII 21-PrPuPSPSPsPiPs PiPuCHC-PsPrCr P»C-PeCrPIP°PSPSCII.

PJ] CHP°P-C- CEPsP-PIPEC,PeCt PiPsP+C-C4PSPEC... CEPuP°PeCtC-PNe P-P° PiPsC,CHPuP+Pé
CI'P»C-Pr P-PjPuPSCEP&EC,Pé PrPsP-Cr P°P+Ps PICEP&PiPéPSPEC,Pé P»C-PeCrPIP°PSPSCIL.

PYC#P+P°CEP°C...PSPsC—PrP°P»CEbPSPéPNe PeCEPsPIPSPIPEP»P&PI PIPSP°CI'P»C-PrPsPe
C,CEP°PIPjPé

P—P°CI'C,PsCI'CfPIP°PSPSCII PSC-PjPsPrPéPiC-PSCr PSPy CHPuPePsPjPuPSPrCrC”C,CHCICI],
PsCI'PeC-P»CHPePé PSP PICI'C,P°PSPsPIP»PuPSPéPNe CI'PiCRHP&CLIC,P»P&PIPEPNe
PiCEPsC, C-P»CH PePsCHPECI'C,CH/CRP&P-PéPe.

PyP°CtC-C”PSC,Pé P- PiPsCHCZ2CEPuPSPSCIIPjPé C,C2PSPeCtC-C— PiPuCtC-PSPePé

PuCHPé C,CLIPYPePsPjCt PiPsCECFCEPRPSPSC- C, CFPSPeCTC-C— PiPpC+C-PSPeP§,
P-PsPeCHPpPjP° PiCEPé CtPECEPsP-C- PiPpCtC-PSPePé, P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PSC-PjPsPrP&PiC-PSCY PjPsPYPp P-P+C-P»CHCECEPIP°C,P&CI'CII PIPSP°CI'P»C-PrPsPe
P-PSP&PPuPSPSCII PiCHPuCI'PECI'C,PuPjPSPsPiPs PjPuC,P°P+PsP»C-P-PjCt C,P°
PjPuC,P°P+PsP»C-C+PSPsPiPs PeP»C-CEPuPSCI'Ct. P”’C-ClI P»C-PeP°CECI'CHbPePsPiPs
P-P°CI'PsP+Ct C,P° PiPsP+C-C+PSC- CEPuP°PeC+C-C—, PSP°PiCEP&PeP»P°Pr
P-PSP&PPuPSPSCII P°CEC,PuCEC-P°P»CHPSPsPiPs C,PéCI'PeCt, Ct CPEC...



PiP°CtC-C”PSC,C-PI PjPsPqCrC,Ctb P+CrC,Pé P+C-P»CHCE PIPECHP°PIPuPSPEPjPE.

PJ C,P°PeP&C. .. PIPEPiP°PrPeP°C... PrPsP-Ct CI'P»C-Pr P-PjPuPSCEPEC,Pé (P-P°P»PuPYPSPs
PIC-Pr P°CEC,PuCEC-P°P»CHPSPsPiPs C,P&CI'PeCr), P° Ct CHP°P-C-
PSPuPsP+C...C-PrPSPsCI'C,C- 8BR“ PICRHP&PiPEPSP&C, Pé P»C-PeCrPIP°PSPSCIL

PuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P- C-PSPiC-P+C-C,PsCRHP°PjPé
P°P+Ps C-PSPrCrPeC,PsCHP°PjPé CYP 3A4 PjPsPYPp PIPEPSPéPePSCrC,Pé PiPsC,CHPuP+P° Crf
PePsCHPpPeCtC-C— PrPsP-Pé (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSC£PEPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

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

PhCI'PsP+P»P&PIC- PIP&PjPsPiPé C%oPsPrPs PrPsP-CrPIP°PSPSCII PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiP°CtC-C”PSC,P°Pj P»C-C,PSCHPsPiPs PIC-PeCr
PIC-PrCI'CrC,PSC-.

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

PyP°P+P»PuC,PePé CI'P»C-Pr PePsPIC,P°C,Pé CtC-P»P&PjPE, P-P°PiPéPIP°CRCPé
PSPuPIPuP»PéPePsCh PeC-P»CHPeC-CI'C,CR CHC-PrPéPSPé&, PSPuP-P°P»PuPYPSPs PIC-Pr
PiCHP&PNePsPjCt C—PC-. PtPSC,PuCHPIP°P» PjC-P{ PiPsCI'P»C-PrPsPIPSP&PjPé PrPsP-P°PjPé
PiPsPIPEPSPuPS CI'C,P°PSPsPIPEC,Pé PSPu PjPuPSCEPy 4 PiPsPrPéPS.

PkPpPsP+C...C-PrPSPs CPSP&PeP°C,Pé PIPTP&PIP°PSPSCII PiCHPuPNePiC, CHCIC,PsPIPsPiPs
CI'PsPeCt (PrP&PIL. CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PP&
P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PN:B»).

P"C-C,Pe.

P‘PuP-PiPuPeP® C,P° PuC, PuPeC,PéPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII
PSC-PjPsPrPéPiC-PSCr PiP°CtC-C”PSC,P°Pj PIC-PePsPj PrPs 18 CHPsPeC-PI PSPu
PICI'C,P°PSPsPIP»PuPSC-.

P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PSPy P-P°CI'C,PsCI'PsPICFfCRC,CH PrC-C,CIIPj.

PuPuCHPuPrPsP-CéPIP°PSPSCII.

PYPéPjPiC,PsPjPé. PuCEPé PiPsCI'C,CEPsPjCt PiPpCEPuPrPsP-CtPIP°PSPSC-
CI'PiPsCI'C,PuCHC-PiP°CRC,CHhCI'CII PIPECEP°PIPuPSP°® P°CEC,PuCEC-P°P»CHHPSP®
PiC-PiPsC,PpPSP-C-ClI, C,P°C...C-PeP°CRPrC-ClI P°P+Ps P+CHP°PrPéPeP°CEPrC-Cll, P° Cr
CEP°P-C- PiPuCEPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CFPIP°PSPSCLI 55 CHPsP-P»P°Prpé P-
P+PsPeCt CEP»CIPSPePsPIPs-PeP&CEPePsPIPsPiPs C,CEP°PeC,Cr C,P° PSCIPrPsC,P°.

P>C-PeCéPIP°PSPSCII. PuCHPé PiPsCI'C,CEPsPjCr PiPuCEPuPrPsP-CrPIP°PSPSC-
PSPuPsP+C...C-PrPSPs PSPuPiP°PNePSPs PiCEP&PiPEPSP&C,Pé P-P°CI'C,PsCI'CIPIP°PSPSCI]
PiCHPpPiP°CHP°C,Cr PKC-C,PsPiC-PS. PuCERPé PiCRP&P-PSP°C+PuPSPSC- PuPeCI'C,CHPuPSPsC—
PrPsPiPsPjPsPiPé PiPsPeP°P-P°PSP° CI'PéPjPiC,PsPjP°C,PEC+PSP° C,PuCRHP°PiC-CI]. PuCHPé
PiPnCHPsCHP°P»CIHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PSC-PjPsPrPéPiC-PSCr CIIPe



P-P°C...C-Pr PuPeCI'C,CHPRPSPsC— C,PuCEP°PiC-C— CHPRPePsPjPuPSPrCrC”C,CHCICII
PiCHPsPjP&PIP°PSPSCLI CEP»CFPSPeP® P- PiPsPrP°P»CHCEPEP] P-P°CI'C,PsCI'Cf-PIP°PSPSCIIP]
P°PeC,P&PIPSPIP°PSPsPiPs PICFPiC-P»P»CLL. PyCEPé CI'CrC,C,C”PIPsPjCt P-PSP&PIPuPSPSC-
P°CHC,PuCEC-P°P»CHbPSPsPiPs C,P&CI'PeCt PIPSCFC,CHC-CEPSCHPsPIPHPSPSPs
PIPIPSPrCIIC,CH PSPSCEP°PrCEPuPSP°P»C-PS P°P+Ps PrPsPiP°PjC-PS. PhCI'PeC-P»CHPePé
CI'PiPuCtP&C, C-C+PSP&PNe P°PSC,P&PrPsC, PSPUPIC-PrPsPjP&PNe, PiCEPé P»C-PeCrPIP°PSPSC-
C-PSCEP&C.... PiPsP+C-C+PSPEC... CHPuP°PeCtC-PNe CI'P»C-Pr PePpCEHCrPIP°C,PECICII
PSP°PNeP+C-P»CHhC€ PIPECEP°PIPuPSP&PjPé CI'P&PjPIiC, PsPjP°PjPé.

PyPsP+C-C#PSC- CRPuP°PeCtC-C—.

P&P&PYC4Pu PSP°PIPpPrPuPSPs PiPuCEPuP»C-Pe PiPsP+C-C+PSP&C... CRPRP°PeCtC-PN:,
PIP&P-PSP°CPpPSP&C... Ct PiICEPsCPUCI'C- PeP»C-PSC-C4PSP&C... PrPsCI'P»C-PrPPuPSCH
PiCEPé P-P°CI'C,PsCI'C{PIP°PSPSC- PSC-PjPsPrPéPiC-PSCY P-P° PiPsPeP°P-P°PSPSCIIP;
B«CI'CtP+P°CHP°C...PSPsC—PrP°P»CHPSPEPNe: PeCEPsPIPsPIP&P»P&PI PIPSP°CI'P»C-PrPsPe
CEPsP-CEP&PICH P°PSPuPICEP&P-PjPéB», CIIPeC- P-P° C+P°CI'C,PsC,PsCh
CHPsP-PiPsPrC-P»PuPSPs P-P° PSP°CI'C,CPiPSP&PjPé PeP°C,PuPiPsCEC-CLIPjPé: PrCrPIPu
C$P°CI'C,Ps (= 1/10), CfP°CI'C,Ps (= 1/100, < 1/10), PSPuC+P°CI'C,Ps (= 1/1 000, < 1/100),
CHC-PrPePs (= 1/10 000, < 1/1 000), PrCtPIPp CRHC-PrPePs (< 1/10 000), C+P°CI'C,PsC,P°
PSPRPIC-PrPsPjP° (PSPRPjPsPP»P&PIPs PIP&P-PSP°C+P&éC,Pé PSP° PsCI'PSPSPIC-
PSP°CIIPIPSP&C... PrP°PSPéC...).

PJ PePsPIPSC-PNe PiCRCrPiC- P-P° C+P°CI'C,PsC,PsCh PiPsP+C-C+PSC- CHPuP°PeCtC-C—
PiCEPpPrCI'C,P°PIP»PuPSPs Cf PiPsCHCILIPrPeCrt P-PjPuPSCEPpPSPSCII
CI'PuCHPNePsP-PSPsCI'C,C-.

P— P+PsPeCé PeCEPsPIC- C,P° P»C-PjC,P°C,PéC+PSPsC— CI'PéCI C,PuPjPé: PSPuC+P°CI'C,Ps 8R"
C,CHPsPjP+PsCtP&C,PsPiPpPSC-CI].

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCIC,PuPjPé: PSPuC+P°CI'C,Ps 8" P°P»PuCHPiC-C+PSP®
CHPuP°PeCtC-ClI, PIP&CI'PéPiP°PSPSCII.

P— P+PsPeCé PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé: PSPuC+P°CI'C,Ps BR“ PiPsP»PsPIPSPEPNe
P+C-P»CHb.

P— P+PsPeCé CI'PuCFCtCLI: PSPUCP°CI'C,Ps EF“ C,P°C...C-PeP°CHPrC-CLI; CEC-PrPePs 5"
P+CRP°PrPéPeP°CHPrC-CLL.

P— P+PsPeCé CI'CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé: PSPuC+P°CI'C,Ps BR”
P°CHC,PuCRC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CI], PIP°P-PsPrPéP»P°C,P°CtC-CII.

P— P+PsPeCé C,CEP°PIPSPsC— CI'PéCI C,PuPjPé: PSPuC$P°CI'C,Ps 8" PSCIrPrPsC,P°;
CHC-PrPePs 8F“ PeP&CEPePsPIP® PSPuPiCHPsC...C-PrPSC-CI'C,CHb.

P— P+PsPeCé PiPuPiP°C,PsP+C-P»C-P°CHPSPsC— CI'PéCIC,PuPjPé: CHC-PrPePs 8"
C,CHP°PSP-P&C,PsCHPSPy PiC-PrPIPEC%0PpPSPSCII P°PeC,PEPIPSPsCI'C,C-
C,,PuCHPjPuPSC,C-PI PiPuCtC-PSPePé.

P— P+PsPeCé PsCHPiP°PSC-PI PrPéC...P°PSPSCII, PiCHCéPrPSPsC— PeP»C-C,PePé C,P°
CI'PuCEPuPrPsCI'C,C-PSPSCII: PSPuPIC-PrPsPjPs 8" PiC-PiPsPeCI'C-CI].



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

PJPjPsPIPé P-P+PpuCEHC-PiP°PSPSCI].

P—P+PuCHC-PiP°C,Pé PI PsCHP&PiC-PSP°P»CHPSC-PNe CPiP°PePsPICtC- PiCHPé
C,PuPjPiPuCHP°C,CrCHC- PSPu PIPEC%oPp 25 B°PY, Cf P-P°C...PéC%oPpPSPsPjCrt PIC-Pr
CI'PIC-C,P»P° PjC-CI'CtC-.

P—P+PuCHC-PiP°C,Pé Cr PSPuPrPsCI'C,CrPiPSPsPjCt PrP»CII PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

PuPs 10 C,P°P+P»PuC,PsPe, PIPeCHPEC,P&EC... PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCHh, Cr
P+P»C-CI'C,PuCHC-; PiPs 3 P+P»C-CI'C,PuCHPé Cr PeP°CHC,PsPSPSC-PNe PiP°C+C1C-.

PsP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CEPuCTPRPiC,PsP;.

P'PeéCHPsP+PSPéPe.

PHPSC, P°CEPj P+P»P»P°CI" PY.Ph.

PmC-CI'CtPpP-PSP°C...PsPrPYPpPSPSCII PIP6CHPsP+PSP&éPeP° C,P° P°PrCHPuCIP°
PjC-CI'CtCII PiCEPsPIP°PrPIPuPSPSCII PNePsPiPs PrC-CIIP»CHPSPsCIC,C-.

61-PNe PePj PkP°CtC-PsPSP°P»CHPSPsC— PrPsCEPsPiPé PhC, C-PSPé-P>P°PjC-Cll,
PYC...C-PjP°C,P°CFC- P'C-PsC,C-P°CI’, 32009, P“CHPuCtC-CLL



