PtP&PYPyP PJPmP!PtPI

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

P P«PhHP“P{P>P}
(REAGILA®®)
PYPeP»P°Pr;

PmP°PiCI'CrP»Pé C,PIPUCRPrC- PiPs 1,5 PjPi

P”C-CRC#P° CHPuCtPsPIPEPSP°: PeP°CHPePICHP°P-PePS;

1 PeP°PiCI'CtP»P® PjC-CI'C,PéC,CHb PeP°CEP&PiCEP°P-P&PSCY 1,5 PjPi (Ct PIPEPiP»CIIPrC-
PeP°CRP&PICEP°P-PEPSCY PiC-PrCEHPsC...P»PsCEPEPrCY 1,635 PjPi).

P”PsPiPsPjC-PJPSC- CEPuC#PsPIPEPSPé: PeCEPsC...PjP°P»CH PeCrPeCrCEHCrPrP-CLIPSPEPNe
PiCHPRPYPuP»P°C,PEPSC-P-PSPIP°PSP&PN:, PjP°PiPSC-CR CI'C,PuP°CEHP°C,.

PwP°PiCI'CéP»Pé C,PIPUCEPrC-: C,PéC,P°PSCt PrC-PsPeCI'PéPr, P+ 171; PIPuP»P°C,P&PS;
C1PsCHPSPéP»Ps C+PsCHPSPsPiPs PePsP»CHPsCHCT PrP»ClI PrCHCPeCr: P-P°P»C-P-P°
PsPeCI'PéPr C+PsCEHPSP&PNe, P+ 172; CEPpP»P°Pe; PuC,P°PSPsP»; PIPsPrP°;
PiCHPsPiC-P»PpPSPiP»C-PePsP»CH; C-P-PsPiCHPsPiP°PSPsP»; P+CrC,P°PSPsP»; P°PjC-P°Pe
PIPsPrPSP&PNe; PeP°P»C-Ch PiC-PrCHPsPeCIP&Pr.

PP°PiCI'CP»Pé C,PIPuCRPrC- PiPs 3 PjPi
P”C-CRC#P° CHPuCtPsPIPéPSP°: PeP°CHPePiICHP°P-PePS;

1 PeP°PiCI'CIP»P° PjC-CI'C,PéC,CH PeP°CHP&PICEP°P-PEPSCY 3 PjPi (Cr PIP&PiP»CLIPrC-
PeP°CRP&PICHP°P-PEPSCT PiC-PrCHPsC...P»PsCHPEPrCr 3,270 PjPi).

P”PsPiPsPjC-PJPSC- CEPuC#PsPIPEPSPé: PeCEHPsC...PjP°P»CH PeCrPeCrCEHCrPrP-CLIPSPEPNe
PiCHPRPYPuP»P°C,PEPSC-P-PSPIP°PSP&PNe, PjP°PiPSC-Ch CI'C,PuP°CHP°C,.

PwP°PiCI'CéP»Pé C,PIPUCEPrC-: C,PéC,P°PSCt PrC-PsPeCI'PéPr, P+ 171; PIPuP»P°C,P&PS;
CI'PiPpCtC-P°P»CHPSPEPNe C+PpCHPIPSPSPEPNe PHPY, P+ 129; PrC-P°PjP°PSC,PsPIPEPNe
CI'PEPSC-PNe FCF, P+ 133; P-P°P»C-P-P° PsPeCI'P&Pr PPsPIC,PéPNe, P+ 172; C{PsCHPSP&P»Ps
C$PsCHPSPsPiPs PePsP»CHPsCHCT PrP»CILI PrCRHCrPeCr: P-P°P»C-P-P° PsPeCI'PEPT
C$PsCHPSPEPNe, P+ 172; CEPpP»P°Pe; PuC,P°PSPsP»; PIPSPrP°;
PiCHPsPiC-P»PpPSPiP»C-PePsP»CH; C-P-PsPiCHPsPiP°PSPsP»; P+CrC,P°PSPsP»; P°PjC-P°Pe
PIPsPrPSP&PNe; PeP°P»C-Ch PiC-PrCHPsPeCIP&Pr.

PmP°PiCI'CrP»Pé C,PIPUCRPrC- PiPs 4,5 PjPi

P”C-CRC#P° CHPuCtPsPIPEPSP°: PeP°CHPePICHP°P-PePS;

1 PeP°PiCI'CtP»P° PjC-CI'C,PéC,CHb PeP°CEP&PiCEP°P-P&PSCY 4,5 PjPi (Ct PIP&PiP»CIIPrC-
PeP°CRP&PiCEP°P-PEPSCT PiC-PrCEHPsC...P»PsCEPEPrCY 4,905 PjPi).



P”PsPiPsPjC-PJPSC- CEPuC#PsPIPEPSPé: PeCEHPsC...PjP°P»CH PeCrPeCrCEHCrPrP-CLIPSPEPNe
PiCHPRPYPuP»P°C,PEPSC-P-PSPIP°PSP&PNe, PjP°PiPSC-CR CI'C,PuP°CEHP°C,.

PwP°PiCI'CéP»Pé C,PIPUCEPrC-: C,PéC,P°PSCt PrC-PsPeCI'PéPr, P+ 171; PIPuP»P°C,P&PS;
CI'PiPpCtC-P°P»CHPSPEPNe C+PpCHPIPSPSPEPNe PHPY, P+ 129; PrC-P°PjP°PSC,PsPIPEPN.
CI'PEPSC-PNe FCF, P+ 133; P-P°P»C-P-P° PsPeCI'P&Pr PPsPIC,PéPNe, P+ 172; C{PsCHPSP&P»Ps
P+C-P»PsPiPs PePsP»CHPsCHCr PrP»CI] PrCHCrPeCr: PiP»P°P-CrCHCH
C,,P°CHPjP°CtPpPIC,PECFPSP° (CEPuP»P°PeCr CHPsP-C+PéPS PI PuC,P°PSPsP»C-); C,PéC,P°PSCY
PrC-PsPeCI'P&Pr, P+ 171; C-P-PsPiCHPsPiP°PSPsP»; P+CrC,P°PSPsP»; P°PjC-P°Pe PIPsPrPSP&PN;;
PiCHPsPiC-P»PpuPSPiP»C-PePsP»CH; CI'PEPjPuC,PéPePsPS.

PP°PiCI'CrP»Pé C,PIPuUCRHPrC- PiPs 6 PjPi

P”C-CRC#P° CHPuCtPsPIPEPSP°: PeP°CHPePICHP°P-PePS;

1 PeP°PiCI'CtP»P® PjC-CI'C,PéC,CHb PeP°CEP&PICEP°P-P&PSCY: 6 PjPi (Ct PIP&PiP»CILIPrC-
PeP°CRP&PICEP°P-PEPSCT PiC-PrCEHPsC...P»PsCEPEPrCY 6,540 PjPi).

P”PsPiPsPjC-PPSC- CEPuC#PsPIPEPSPé: PeCEPsC...PjP°P»CH PeCrPeCrCEHCrPrP-CLIPSPEPNe
PiCHPRPYPuP»P°C,PEPSC-P-PSPIP°PSP&PN:, PjP°PiPSC-CR CI'C,PuP°CEHP°C,.

PwP°PiCI'CéP»Pé C,PIPUCEPrC-: C,PéC,P°PSCt PrC-PsPeCI'PéPr, P+ 171; PIPuP»P°C,P&PS;
CI'PiPpCtC-P°P»CHPSPEPNe C+PpCHPIPSPSPEPNe PHPY, P+ 129; PrC-P°PjP°PSC,PsPIPEPN:
CI'P6PSC-PNe FCF, P+ 133; C+PsCEPSPéP»Ps C+PsCHPSPsPiPs PePsP»CHPsCECE PrP»ClI
PrCECrPeCr: P-P°P»C-P-P° PsPeCI'PéPr CfPsCEPSP&PNe, Ps 172; CEPuP»P°Pe; PuC,P°PSPsP»;
PIPsPrP°; PiCHPsPiC-P»PuPSPiP»C-PePsP»CH; C-P-PsPiCHPsPiP°PSPsP»; P+CrC,P°PSPsP»;
P°PjC-P°Pe PIPsPrPSPéPNe; PeP°P»C-Ch PiC-PrCHPsPeCI'P&PT.

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

PwP°PiCI'CéP»Pé PiPs 1,5 PjPi. PyPIPuCHPrC- PIPuP»P°C,PEPSPsPIC- PeP°PiCI'CrP»Pé,
CHPsP-PjC-CH B,- 4. PCHPECEPUCHPeP°® PeP°PiCI'CIP»Pé BR” P+C-P»P° PSPuPiCEPsP-PsCHP®,
PePsCHPiCrCI” PeP°PiCI'CfP»Pé BR” P+C-P»P&PNe PSPuPiCHPsP-PsCHP&PNe. PkP° PePsCHPiCrCI’
PeP°PiCI'CrP»Pé PSP°PSPuCI'PuPSPs PSP°PiP&éCI" B«GR 1.5B» C+PsCHPSPEPj PePsP»CHPsCHPsP;.
P’PjC-CI'C, PeP°PiCI'CIP» BE” PiPsCEPsCEPsPe P+C-P»PsPiPs P°P+Ps PIPsPIC,CPIP°C,Ps-
P+C-P»PsPiPs PePsP»CHPsCRHCr.

PwP°PiCI'CéP»Pé PiPs 3 PjPi. PyPIPuCEPrC- PYPuP»P°C,PéPSPsPIC- PeP°PiCI'CIP»Pé,
CHPsP-PjC-CF B,- 4. P.CHPECEPuCEPeP° PeP°PiCI'CrP»Pé B” P-PuP»PuPSP®
PSPuPiCHPsP-PsCHP®, PePsCEPiCICI" PeP°PiCI'CfP»Pé BR” P+C-P»P&PN:
PSPuPiCHPsP-PsCHP&PNe. PkP° PePsCRPiCICI" PeP°PiCI'CIP»Pé PSP°PSPuCI'PuPSPs PSP°PiP&éCI
B«GR 3B» C+PsCHPSP&Pj PePsP»CHPsCHPsPj. P’PjC-CI'C, PeP°PiCI'CtP» BR” PiPsCHPsCEPsPe
P+C-P»PsPiPs P°P+Ps PIPsPIC,CPIP°C,Ps-P+C-P»PsPiPs PePsP»CHPsCHCEF.

PP°PiCI'C4P»Pé PiPs 4,5 PjPi. PyPIPLCEPrC- P{PuP»P°C,P6PSPsPIC- PeP°PiCI'CfP»P§,
CEPsP-PjC-CF B, - 4. PCEPECEPUCEPeP® PeP°PiCI'CtP»Pé BF” P-PuP»PuPSP°
PSPUPIiCEPsP-PsCHP°, PePsCHPICICI' PeP°PiCI'CtP»Pé BF” P-PuP»PuPSP&PN:
PSPUPiCEPsP-PsCEP&PNe. PkP° PePsCHPICICI" PeP°PiCI"CP»Pé PSP°PSPuCI PuPSPs PSP°PiP&CT
B«GR 4.5B» P+C-P»P&Pj PePsP»CIbPsCEPsPj. P’PjC-CI'C, PeP°PiCI'CtP» BF” PiPsCHPsCEPsPe



P+C-P»PsPiPs P°P+Ps PYPsPIC,CrPIP°C,Ps-P+C-P»PsPiPs PePsP»CHPsCHCT.

PwP°PiCI'C2éP»Pé PiPs 6 PjPi. PyPIPuCHPrC- PYPuP»P°C,PéPSPsPIC- PeP°PiCI'CfP»Pé,
CHPsP-PjC-CH B,- 3. PCHPECEPUCEPeP° PeP°PiCI'CrP»Pé 8R” C,C-PsP»PuC,PsPIP®
PSPuPiCHPsP-PsCHP°, PePsCEPiCrCI" PeP°PiCI'CP»Pé BE” P+C-P»P&PNe
PSPuPiCHPsP-PsCHPéPNe. PkP° PePsCHPICICI PeP°PiCI'CrP»Pé PSP°PSPuCI PuPSPs PSP°PiPéCI’
B«GR 6B» C{PsCEPSP&Pj PePsP»CHPsCHPsPj. P’PjC-CI'C, PeP°PiCI'CIP» BR” PiPsCHPsCEPsPe
P+C-P»PsPiPs P°P+Ps P{PsPIC,CfPIP°C,Ps-P+C-P»PsPiPs PePsP»CHhPsCHCT.

PuP°CEHPjP°PePsC,PpnCHP°PiPpPIC,PéC+PSP° PiCRHCIPiP°. PCI'P&C...PsP»PpPiC,PéC+PSC-
P-P°CI'PsP+Pé, C-PSCEC- P°PSC,PéPiCI'P&C...PsC,PéC+PSC- P-P°CI'PsP+Pé.

PPsPr PHPYPI NO5SA X15.

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

PuPuC...P°PSC-P-Pj PrC-C—

PmPpC...P°PSC-P-Pj PrC-C— PeP°CEP&PiCHP°P-PEPSCT C%oPu PSPu PiPsPIPSC-CI'C,Ch
PIC-PrPsPjPéPNe. PiICHPsC,Pu C,PuCHP°PiPuPIC,PEC+PSPEPNe PuC, PuPeC,
PeP°CHPEPICRP°P-PéPSCY PjPsPPu PsPiPsCI' PuCEPuPrPePsPICIPIP°C,PECI'CII C+PuCHPuP:
PePsPjP+C-PSP°CtC-CR PrC-C— C$P°CI'C,PePsPIPsPiPs P°PiPsPSC-CI'C,P° PSP° D,- D,-

PrPsC, P°PjC-PSPsPIC- (P-PSP°C+PuPSPSCII Ki PIC-PrPiPsPIC-PrPSPs PI PjPuPYP°C...
0,08585“0,3 PSP PiCHPsC,Pé 0,49850,71 PSPw) C,P° 5-HT,,-CI' PuCHPsC,PsPSC-PSPsPIC-
CHPuCtPuPiC,PsCHPé (P-PSP°C+PuPSPSCII Ki PI PjPuPYP°C... 1,4852,6 PSP®) C- PrC-C—
P°PSC,P°PiPsPSC-CI'C,P° PSP° 5-HT,,-, 5-HT,,-CI'PpCEPsC,PsPSC-PSPsPIC- C,P° H,-
PiC-CI'C,P°PjC-PSPsPIC- CEPuCtPuPiC,PsCHPé (P-PSP°C+PuPSPSCII Ki PIC-PrPiPsPIC-PrPSPs PI
PjPuPYP°C... 0,588“1,1 PSPw, 18,8 PSPw C,P° 23,3 PSPm). PmP°CEP&PiCHP°P-PEPS PjP°C”
PSP&P-CHPeCr P°C, C-PSPSC-CI'C,CH C%oPsPrPs 5-HT,.-CI'PuCHPsC,PsPSC-PSPsPIPEC... C,P°
o,-P°PrCHPpPSPsCHPuCPuPiC,PsCHC-PI (P-PSP°C+PuPSPSCII Ki PIC-PrPiPsPIC-PrPSPs

134 PSP C,P° 155 PSPm). PisP°CEP&PiCHP°P-PEPS PSPy PjP°C” P-PSP°C+PSPsC—

P°C, C-PSPSPsCI'C,C- C%oPsPrPs C...PsP»C-PSPuCHPiC-C+PSPEC... PjCFCI'PeP°CHPEPSPSPIPEC. ..
CHPuCtPuPiC,PsCRHC-PI (IC,,> 1000 PSPm). P”PIP° PsCI'PSPsPIPSPEC... P°PeC,PéPIPSP&C...
PjPuC,P°P+PsP»C-C,Pé Ry PrPuP-PjPuC,PéP»-PeP°CRHPEPICHP°P-P&PS C,P°
PrPéPrPuP-PjPuC,PéP»-PeP°CHP&PiCHP°P-P&PS BR” P-PIBF™ CLIP-CrCRC,CHCI'CII P-
CBPuCtPuPiC,PsCRP°PjPé C,P° PjP°CRC,CH PiCEPsC,C-P»CH
C,,CrPSPeCtC-PsPSP°P»CHPSPsC— P°PeC,PéPIPSPsCI'C,C- in vitro, P°PSP°P»PsPiC-C+PSP&PNe
PIPEC...C-PrPSC-PNe PrC-CRC$C-PNe CEPuC#+PsPIPEPSC-.

PuP°CRHPjP°PePsPrPePSP°PjC-CPSC- PuC,PuPeC,Pé

P”PsPeP»C-PSC-C#PSC- PrPsCI'P»C-PrPYPuPSPSCII in vivo PiPsPeP°P-CFCRC,CH, C%oPs
PeP°CHPEPICRP°P-P&PS P-PIsR™ CLIP-CfC”C,CHCI'CII P- D,-CRPuCtPuPiC,PsCHP°PjPé
C,P°PePsCh PY PjC-CHPsCh, C%oPs PNe C-P- D,-CHPuC+PuPiC,PsCHP°PjPé Cr
C,P°CHPjP°PePsP»PsPiC-C+PSPs PuC,PuPeC,PEPIPSPEC. .. PrPsP-P°C.... P’PECLIPIP»CIIP»PsCI'CII
P-P°P»PuPYPSPu PIC-Pr PrPsP-Pé P-PIsR™ CIIP-CrPIP°PSPSCILI P- D,- C,P° D,-



PrPsC, P°PjC-PSPsPIPéPjPé CEPuCTPuPIiC,PsCEP°PjPé PiPsP»PsPIPSPsPiPs PjPsP-PeCr (P-
PiPuCEPuPIP°PIPSP&P] P-PIsR ™ CLIP-CfPIP°PSPSCLIPj PI PrC-P»CLIPSPeP°C... P-
PiC-PrPIP&C%oPpPSPéPj CI'PEPSC,PpP-PsPj D,) Cr PiP°CtC-C”PSC,C-PI P-

CEP&P-PsC, CEPuPSC-C”CR, CLIPeC- PiCEPEPNePjP°P»Pé C,PuCEP°PiPpPIC,PEC{PSC- PrPsP-Pé
PeP°CHP&PICHP°P-PéPSCT PICHPsC,CLIPiPsPj 15 PrPSC-PL.

P’PiP»PéPI PeP°CRP&PiCRP°P-PEPSCT PSP° C-PSC,PuCHPIP°P» QT P+CrPI PsCtC-PSPuPSP&PNe
Cr PiP°CtC-C”PSC,C-PI C-P- CEP&P-PsC,CHPuPSC-C”Ch P°P+Ps CEP&P-PsP°C, PuPeC,PEPIPSPEP;
CHPsP-P»P°PrPsPj. P PuP-CrP»CHC,P°C,Pé C...PsP»C,PuCRC-PICI'CH>PePsPiPs
PjPsPSC-C,PsCHCIPIP°PSPSCII B P+PmP“ B P+CrP»Pé B P-C-P+CEP°PSC- B Cr B 129
PiP°CtC-C”PSC,C-PI PiCRPsC,CIIPiPsPj 12-PiPsPrPéPSPSPsPiPs PiPuCHC-PsPrCr PSP°
PIP&C...C-PrPSPsPjCr CRHC-PIPSC- C,P° Cr CHC-PIPSPsPIP°P{PSPsPjCt CI'C,P°PSC-. P] CHP°P-C-
PIPéPePsCRP&CI'C,P°PSPSCI] CI'CP+C,PuCHP°PiPuPIC,PECPSPEC... PrPsP: (9 PjPi/PrPsP+Cr
P°P+Ps 18 PjPi/PrPsP+Cr) PSPu P+CrP»Ps PIC-PrPjC-C+PpuPSPs PiPsPrPsPIPPuPSPSCII
C-PSC,PuCHPIP°P»Cr QT. PJ PIPsPrPSPsPiPs P- PiP°CtC-C”PSC,C-PI, CLIPeC-
P»C-PeCrPIP°P»P&CI'CII PeP°CEP&PiCHP°P-PEPSPsPj, PSPu PIC-PrPjC-C+P°P»PsCI'CII
PiPsPrPsPIPYPuPSPSCII C-PSC,PuCEPIP°P»Ct QT = 60 PjCI" PIC-Pr PIP&C...C-PrPSPsPiPs
CRHC-PIPSCI], C- PIPsPrPuPS PiP°CtC-C”PSC, PSPu PjP°PI PiPsPrPsPIPYPuPSPSCII
C-PSC,PuCHPIP°P»Crt QT > 500 PjCI" PiC-Pr C+P°CI’ PrPsCI'P»C-PrPPuPSPSCI].

PmP»C-PSC-C+PSP° PuC,PuPeC,PéPIPSC-CI'C,CH C,P° P+PuP-PiPuPeP°

P+C,PuPeC,PéPIPSC-CI'C,CHh PiCEPé PePsCEPsC,PePsC#P°CI' PSPsPjC?
P-P°CI'C,PsCI'C4PIP°PSPSC-

P+C,PuPeC,PéPIPSC-CI'C,CH PeP°CHPEPiCHP°P-PEPSCY PI P»C-PeCrPIP°PSPSC-
PiPsCI'C,CEPsC— C€Pé&P-PsC,CHPuPSC-C— P+CrP»P° PIPEPICHPuPSP° PI C,CHECHPsC...
P+P°PiP°C,PsCtPuPSC,CHPsPIPEC...B B B B PjC-PYPSP°CHPsPrPSPéC...B B

B CEP°PSPrPsPjC-P-PsPIP°PSP&C...B B B PiPsPrPIC-PN:PSPsB B B CI'P»C-PiPéC...

B B B PiP»P°CtPuP+PsPePsPSC,CHPsP»CIHPsPIP°PSPEC...B B B 6-C,P&PIPSPuPIPéC...
PrPsCI'P»C-PrPYPuPSPSCIIC..., PI CLIPeP&C... P+CHP°P»Pé CrC+P°CI'C,CH 1 754
PiP°CtC-C”PSC,Pé PIC-PePsPj PIC-Pr 18 PrPs 60 CHPsPeC-PI. P] PICI'C-C...
PrPsCI'P»C-PrPYPuPSPSCIIC... PiPsCI'C,CHPsC— CEPéP-PsC,CHPpPSC-C—
PiPuCHPIPEPSPSPsCh PeC-PSCtPuPIPsCh C,PsC+PePsCh P+CrP»P° P-PjC-PSP° PIC-Pr
PIP&C...C-PrPSPsPiPs CHC-PIPSCII PrPs 6 C,PEPYPSCII P-P° P-P°PiP°P»CIhbPSP&PjPé
PiPsPeP°P-PSPéPeP°PjPé CEPeP°P»Pé PsCtC-PSPePé PiPsP-PéC,PéPIPSPEC... C,P°
PSPuPiP°C,PéPIPSP&C... CI'PEPjPIC,PsPjC-PI (PANSS), P° PIC,PsCHPEPSPSPsCh
PeC-PSCtPpuPIPsCHh C,PsCtPePsCh 8R“ P-PjC-PSP° PIC-Pr PIP&C...C-PrPSPsPiPs CRC-PIPSCII
PrPs 6 C,PEPYPSCII P-P° PiPsPeP°P-PSPéPeP°PjPé CEPeP°P»Pé P-P°PiP°P»CIHPSPsPiPs
PeP»C-PSC-C$PSPsPiPs PICEP°PIPuPSPSCII PiCHPs C,CIIP{PeC-CI'C,CH
P-P°C...PIPsCHCRPIP°PSPSCII (CGI-S). P] PjC-PPSP°CHPsPrPSPsPjCrf
PiP»P°CtPpP+PsPePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, PI CIIPePsPjCr
PrP»CII CCrC,P»PéPIPsCI'C,C- P°PSP°P»C-P-Cr PIPéPePsCHP&CI'C,PsPICIPIP°P»P&éCI'CII
C,,C-PeCI'PsPIP°PSC- PrPsP-Pé 1,5 PjPi, 3,0 PjPi C,P° 4,5 PjPi PeP°CHP&PiCRP°P-P&PSCT C- 4,0
PjPi CEP&CI PiPpCHPEPrPsPSCY, PICI'C- PrPsP-Pé PeP°CRP&PiCHP°P-PEPSCT C,P°
P°PeC,PéPIPSP&PN: PePsPSC,CHPsP»CH PiPsPeP°P-P°P»Pé CI'C,P°C,PECI'C,PéC+PSPs
PrPsCI'C,PsPIC-CHPSPu PiPsPeCHP°C%oPpPSPSCII CIIPe PiPuCHPIPEPSPSPsC—, C,P°Pe C-
PIC,PsCHPéPSPSPsC— PeC-PSCtPuPIP&C... C,PsCtPsPe Ct PiPsCHC-PIPSCIIPSPSC- P-
PiP»P°CtPuP+Ps. P] PjC-PYPSP°CHPsPrPSPsPjCr
PiP»P°C1PpP+PsPePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, PI CIIPePsPjCr
PrP»CII C+CrC,P»P&PIPsCI'C,C- P°PSP°P»C-P-Ct PIPéPePsCHP&CI'C,PsPICFPIP°P»P&CI'CII

C, C-PeCI'PsPIP°PSC- PrPsP-Pé 3,0 PjPi C,P° 6,0 PjPi PeP°CEP&éPiCHP°P-P&PSCY C- 10 PjPi



P°CRPé&PiC-PiCHP°P-PsP»Cr, CIIPe PrPsP-Pé PeP°CHP&PiCHP°P-PEPSCT, C,P°Pe C-
P°PeC,PéPIPSPEPNe PePsPSC,CHPsP»CH PiPsPeP°P-P°P»Pé CI'C,P°C,PECI'C,PECHPSPs
PrPsCI'C,PsPIC-CHPSPyu PiPsPeCEP°C%oPuPSPSCII PiPpCEPIPEPSPSPsC— C-
PIC,PsCRHP&PSPSPsC— PeC-PSCtPuPIPEC... C,PsCtPsPe Cr PiPsCRC-PIPSCIIPSPSC- P
PiP»P°CtPuP+Ps. P] C,CHPuC,CHPsPjCr PjC-PIPSP°CEPsPrPSPsPjCr
PiP»P°CtPpP+PsPePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC-, PI CIIPePsPjCr
PrP»CII CCrC,P»PéPIPsCI'C,C- P°PSP°P»C-P-Cr PIPéPePsCHP&CI'C,PsPICIPIP°P»P&éCI'CII
C,.C-PeCI'PsPIP°PSC-/P°PrP°PiC,PsPIP°PSC- PrPsP-Pé 3,0856,0 PjPi C,P° 6,085“9,0 PjPi
PeP°CHPEPICRP°P-PéPSCY, PsP+P&PrPIC- PiCHCrPiPé PeP°CHP&PiCHP°P-PEPSCT
PiPsPeP°P-P°P»Pé CI'C,P°C,PéCI'C,PéCPSPs PrPsCI'C,PsPIC-CHPSPyu PiPsPeCHP°C%oPuPSPSCII
CIIPe PiPuCEPIPEPSPSPsC—, C,P°Pe C- PIC,PsCEP8PSPSPsC— PeC-PSCtPuPIPEC... C,PsCfPsPe
Cr PiPsCHC-PIPSCIIPSPSC- P- PiP»P°CtPuP=+Ps.

P PpP-CtP»CIbC,P°C,Pé PIPEP-PSP°C+PpPSPSCII PiPuCHPIPEPSPSPSC— PeC-PSCHPRPIPSC—
C,PsC$PePé PuC, PuPeC,P&éPIPSPsCI'C,C- PSP°PIPUPrPuPSC- PI C,P°P+P»P&CTC- 1 PSPEPYCPy.
P PuP-CtP»CHbC,P°C,Pé PIPEP-PSP°C+PpPSPSCII PIC,PsCEPéPSPSPsC— PeC-PSCHPuPIPSC—
C,PsC$PePé PuC, PuPeC,P&éPIPSPsCI'C,C- (CGI) C,P° PrPsPrP°C,PePsPIPEC... PeC-PSCPRPIPEC...
C,PsC$PsPe PiC-PrC,PIPpuCEPrPCtPIP°P»Pé PiPuCEPIPEPSPSCE PeC-PSCPUPICE C,PsC+PeCt.

PyP°P+P»P&CtCII 1.B B BB P—PjC-PSPé PIC-Pr PIPEC...C-PrPSPsPiPs CHC-PIPSCI]I PrPs 6
C,PEPYPSCII P-P° P-P°PiP°P»CHPSP&Pj PiPsPeP°P-PSPéPePsPj PANSS Cr
PrPsCI'P»C-PrPYPuPSPSCIIC... P-P°PiPsCI'C,CRPuPSPSCII CEP&P-PsC,CHPpPSC-C— 8R”
PiCRHCIPiP° ITT.

P’PéC...C-PrPSPéPN. P—PjC-PSP° P C-P-PSPeCtCIIPI P-

CHC-PIPuPSCH PYPuCEPuPrPSC” P»C-PeC2PIP°PSPSC- P-PSP°CtPuPSPS
PYPuCHPuPrrSc” P-PSP°C#PuPSPSCII  PI CII
P-PSP°C#PuPSPSCII LS (PYPu) PiPsCRC-PIPSCIIPSPS

B+ PYP’ C- P- PiP»P°CtPuP+Ps

(95 % P”Pt)
P—P°PiP°P»CIbPSPEPNe PiPsPeP°P-PSPéPe PANSS (MMRM)
P”PsCI'P»C-PrPIPpPSPSCII RGH-MD-16 (n = 711)

PuP»P°CtPpP+Ps 97,3 B+ 9,22 5513,29 (1,82) BR” 55’
PpP°CEP&PICEP°P-Pé ) 857,97 (55"12,94,

PS 15 bipyprpspCy 71 BE 913 85“21,27 (1,77) SE301) 0,0017
PP°CEP&PICEP°P-Pé . B8F"8,16 (55"13,09,

PS 3 Piby/prpspacy 972 Bx 8,66 85“21,45 (1,74) SE322) 0,0013
PpP°CEP&PiCEP°P-Pé ) 85“10,48 (85“15,41,

PS 4,5 PIPY/PLPSPLCY 96,7 B+ 9,01 8523,77 (1,74) SE"5,55) < 0,0001
P P6CI'PiPuCEPPrPsP98,1 B 9,50 5529,27 (1,74) 55“15,98 (520,91, < 0,0001*
S 4 PjPi/PrPsP=Ct 55“11,04)
P”PsCI'P»C-PrPIPpPSPSCII RGH-MD-04 (n = 604)

PuP»P°CtPuP+Ps 96,5 B+ 9,1 85“14,3 (1,5) BR” BB’
PP°CHP&PICEP°P-Pé . 856,0 (510,1,

PS 3 Pibybrpspecy 961 B 87 8520,2 (1,5) SE19) 0,0044
PpP°CEP&PICEP°P-Pé ) 55“8,8 (8§“12,9,

PS 6 BibyPrPepxcy | 957 BE 9.4 5523,0 (1,5) SE47) < 0,0001
PHCEP&PiC-PiCEP°P-P95,6 B+ 9,0 85“21,2 (1,4) 85"7,0 (85“11,0, 0,0008*
sP» 10 PjPi/PrPsP+Cf 55"2,9)
P”PsCI'P»C-PrPIPpPSPSCII RGH-MD-05 (n = 439)

PuP»P°C{PpP+Ps 96,6 B+ 9,3 85“16,0 (1,6) BR” BR”
PpP°CEP&PICEP°P-Pé . )

PS 96,3 B+ 9,3 85“22,8 (1,6) 85°6,8 (85113, 0,0029

3856 PjPi/PrPsP+Cf

55"2,4)



PP°CHP&PICEP°P-Pé
PS 96,3 B+ 9,0 8525,9 (1,7)
68T)"“9 PjPi/PrPsP+Cr

559,9 (8F"14,5,
55"5,3)

< 0,0001
P"Pt BR“ PrPsPIC-CEC4P&PNe C-PSC,PuCEPIP°P»; ITT BF” P°PSP°P»C-P: P-P°
PiCHP&P-PSP°C4PuPSP&Pj P»C-PeCrPIP°PSPSCLIPj; CI'PuCRPuPrPSC” P-PSP°CPuPSPSCII LS BB
CI'PuCHPuPrPSC” PSP°PNePjPuPSCEPEC... PePIP°PrCEP°C,C-PI; PANSS ER” CEPeP°P»P°
PsCtC-PSPeP& PiPsP-P&C,PEPIPSPEC... C,P° PSPuPiP°C,PEPIPSPEC... CI'PEPSPrCEPsPjC-PI; PYPu
8R“ CI'C,P°PSPrP°CEC,PSP° PiPsC...PéP+PeP°; PYP’ BR” CI'C,P°PSPrP°CEC, PSP
PIC-PrC...PéP»PuPSPSCIL; MMRM BR" PjPsPrPuP»CH P-PjC-CEP°PSP&C... PuC,PuPeC,C-PI
PrP»CILI P+P°PiP°C,PsCHP°P-PsPIP&C. .. PIPéPjC-CHCRPIP°PSCl.

* PJ PiPsCHC-PIPSCIIPSPSC- P- PiP»P°CtPpP=Ps.

P+C,PuPeC,PéPIPSC-CI'C,CH PiCEPé PrPsPIPiPsC,CPéPIP°P»PsPjCé
P-P°CI'C,PsCI'C4PIP°PSPSC-

P+C, PuPeC,PéPIPSC-CI'C,CH PeP°CEP&PiCHP°P-PEPSCT PrP»CII PiC-PrC,CHPEPjP°PSPSCII
P°PSC,PéPiCI'P&C...PsC,PéC+PSPsPiPs PuC, PuPeC,Ct PrPsCI'P»C-PrPYCrPIP°P»P°CI'CI] Crf
PrPsPIPiPsC,CHPEPIP°P»PsPjCt B PeP»C-PSC-C$PSPsPjCt B PrPsCI'P»C-PrPYPuPSPSC- B P-

B PjPsPYP»P&PIC-CI'C,Ch B CHP°PSPrPsPjC-P-PsPIP°PSPsC— B PIC-PrPjC-PSPé.

B P—P°PiP°P»PsPj B 751 PiP°CtC-C”PSC, C-P- PiPsCI'C,CHPéPjPé CI'PéPjPiC,PsPjP°PjPé
C€P&P-PsC,,CEPuPSC-C— PsC,CRP&PjCrPIP°PI PeP°CRHPEPiCHP°P-P&PS Cr PrPsP-C-

3859 PjPi/PrPsP+Cr PIPiCHPsPrPsPIPY 20 C,PEPYPSC-PI, P- CIIPeP&C... 337 PsC,CHP&PjP°P»Pé
PeP°CHPEPICHP°P-P&PS PI PrC-P°PiP°P-PsPSC- PrPsP- PIC-Pr 3 PrPs 6 PjPi/PrPsP+Cr.
PkP°PrP°P»C- CI'C,P°P+C-P»C-P-PsPIP°PSC- PiP°CtC-C”PSC,Pé P+CrP»Pé
CHP°PSPrPsPjC-P-PsPIP°PSC- PiPsPrPIC-PNePSPs CI'P»C-PiPé&Pj PjPuC,PsPrPsPj PrP»CII
PsC,CHP&PjP°PSPSCII C,C-PeCI'PsPIP°PSPEC... PrPsP- PeP°CHP&PiCHP°P-PéPSCT PIC-Pr 3 PrPs
6 PjPi (n = 51) P°P+Ps PiP»P°CtPuP+Ps (n = 51) PiCEPsC,CLIPiPsPj 72 C,PéPYPSC-PI.
PuuPuCHPIPEPSPSPEPj CHPuP-CrP»CHhC,P°C,PsPj PrPsCI'P»C-PrPIPuPSPSCII P+CrPI C+P°CI’
PrPs CHPsP-PIPEC,PeCt CHPuCtPéPrP&PICT. P] PeC-PSCTC- PrPsCI'P»C-PrPIPuPSPSCII 49,0 %
PiP°Ct+C-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIrPIP°P»Pé PiP»P°CtPuP+Ps, PICRHPsC,Pé 21,6 %
PiP°Ct+C-C”PSC,C-PI, CLIPeC- PsC,CHP&éPjCIrPIP°P»Pé PeP°CHP&éPiCHP°P-P&PS, PjP°P»Pé
CHPuCtPéPrPeéPI CI'PéPjPiC,PsPjC-PI CEP&P-PsC,CRPuPSC-C—. PhC,PIPy, CP°CI" PrPs
CHPsP-PIP&C,PeCt CRPuCtPEPrPEPICY (92 PiCEPsC,Pé 326 PrPSC-PI PSP° PsCI'PSPsPIC- 25-PiPs
PiPuCHCTPuPSC,PéP»CR) P+CrPI P-PSP°C+PSPs PrPsPICEP&Pj Cr PiCHCIPiPé, CIIPeP®
PiCHP&PNPjP°P»P° PeP°CRHP&PiCHP°P-P&PS, PSC-P Cf PiCECIPiPé, C%oPs
PsC,CHP&PjCIPIP°P»P° PiP»P°CtPpP+Ps (CH = 0,009).

P+C,PuPeC,PéPIPSC-CI'C,CH PiCEPé PiPuCEPuPIP°PIPSPs PSPuPiP°C,PéPIPSPEC. ..
CI'PéPjPiC,PsPjP°C... CEP&P-PsC,CEPuPSC-C—

P+C, PuPeC,PEPIPSC-CI'C,CH PeP°CEP&PICEP°P-PEPSCY PI P»C-PeCrPIP°PSPSC-
PiPuCEPRPIP°PYPSPs PSPuPiP°C,P&PIPSPEC... CI'PéPjPiC,PsPjC-PI CEP&P-PsC, CEPuPSC-C—
PrPsCI'P»C-PrPYCIPIP°P»P°CI'CLI PI 26-C,P&PIPSPuPIPsPjCY
P+P°PiP°C,PsCtPuPSC,CEPsPIPsP|Ct PiPsPrPIC-PN:PSPs CI'P»C-PiPsPjCt PeP»C-PSC-C+PSPsPjCt
PrPsCI'P»C-PrPIPuPSPSC- P- P°PeC,PEPIPSP&Pj PePsPSC,CEPsP»PPj. PrsP°CHPEPiCEP°P-P&PS
(PrC-P°PiP°P-PsPS PrPsP- 384 PjPi, CtC-P»CHbPsPIP° PrPsP-P° 4,5 PjPi)
PrPsCI'P»C-PrPYC{PIP°PICI'CLI Cf PiPsCEC-PIPSCLIPSPSC- P- CEP&CI PiPuCEP&PrPsPSPsP;
(PrC-P°PiP°P-PsPS PrPsP- 386 PjPi, CtC-P»CHbPsPIP° PrPsP-P° 4 PjPi) Ct PiP°CtC-C”PSC,C-PI
C-P- PiPuCECI'PéCI'C,CIPIP°P»CHhPSP&P|Pé PiPpuCHPUPIP°PIPSPs PSPUPiP°C,PEPIPSPEPPé



CI'P&PjPiC,PsPjP°PjPé CEP&P-PsC,CHPUPSC-C— (n = 461). 86 % PiP°C+C-C”PSC,C-PI P+CfP»Pé
PIC-PePsPj PrPs 55 CEPsPeC-PI, 54 % P- PSP&C... P+CfP»Pé C+PsP»PsPIC-PeP°PjPé.

PiuPpCRCI'PECI'C,CrPIP°P»CHPSC- PiPuCHPuPIP°PIPSPs PSPuPiP°C,PEPIPSC- CI'P&PjPiC,PsPjPé
P+CrP»Pé PIPEP-PSP°C+PuPSC- CLIPe CI'PEPjPiC,PsPjPé, C%oPs C,CHPéPIP°CRC,CH PSPu
PjPuPSC€Pp 6 PjC-CI'CLICtC-PI C,P° C...P°CEP°PeC,PuCHP&P-CFCRC,CHCI'CII PIPECI PsPePEPj
CHC-PIPSPuPj PSPuPiP°C,PéPIPSPEC... CI'PEéPjPiC,PsPjC-PI C- PSPéP-CHhPeP&Pj CHC-PIPSPuP;
PiPsP-P&C,PEPIPSP&C... CI'PéPjPiC,PsPjC-PI [(P+P°P» P-P° PiPsPeP°P-PSP&PePsPj PANSS PrP»CII
PSPuPiP°C,P&PIPSPEC... CI'PEPPIC,PsPjC-PI = 24, P+P°P» = 4 C%oPsPSP°PN-PjPuPSCEPu PI 2
C-P- 3 PiPsPeP°P-PSP&PeC-PI PANSS (N1: CI'PiP»PsC%oPpPSPSCII PuPjPsCtC-PNe, N4:
PIC-PrCI'C+C,PSC-CI'C,CH PjPsC,PEPIP°CtC-C— C,P° N6: P+C-PrPSC-CI'C,CH PjPsPIPé) C,P°
P-PSP°C+PuPSPSCII PiPsPeP°P-PSPéPeP° PANSS PrP»CII PiPsP-P&C,PEPIPSPEC...
CI'PEPjPiC,PsPjC-PI < 19]. PuP°CtC-C”PSC,Pé C-P- C,P°PePéPjPé PIC,PsCHPéPSPSPEPjPé
PSPuPiP°C,PéPIPSP&PjPé CI'PéPjPiC,PsPjP°PjPé, C1IPe PrPuPiCEPuCI PEPIPSC- CI'P&PjPiC,PsPjPé
CI'PuCHPuPrPSCHPsPiPs C,P° C,CIIP{PePsPiPs CI'C,CrPiPuPSCII C,P° PeP»C-PSC-C+PSPs
P-PSP°C$CrC%oPéPNe PiP°CHPeC-PSCI'PsPSC-P-Pj (PpPeCI'C,CHP°PiC-CHP°PjC-PrPSC-
CI'P&PjPiC,PsPjPé [P+PuPY]), P+CrP»Pé PIPéPeP»CRCPuPSC-.

PiPe PiP°C+C-C”PSC,Pé, C%oPs P»C-PeCrPIP°P»PéCI'CLI PeP°CEP&PiCHP°P-PéPSPsPj, C,P°Pe C-
PiP°Ct+C-C”PSC,Pé, C%oPs P»C-PeCrPIP°P»PéCI'CLI CHP&CI PiPuCHPEPTrPsPSPsP;,
PiPsPeP°P-P°P»Pé CI'C,P°C,PéCI'C,PEC$PSPs PrPsCI'C,PsPIC-CHPSPpu PiPsPeCHP°C%oPuPSPSCII
PI P-PjC-PSP°C... PIC-Pr PIPEC...C-PrPSPsPiPs CHC-PIPSCII PrPs PiP°CHP°PjPuC,CHP®
PiPpuCHPIPEPSPSPsC— PuC,PuPeC,PéPIPSPsCI'C,C- BR” P+P°P» PiPsPeP°P-PSPéPeP°® PANSS
PrP»CII PSPpPiP°C,PéPIPSP&C... CI'PEPjPiC,PsPjC-PI (PANSS-FSNS) (p < 0,001). PuCHPsC,Py,
PiPsC+PéPSP°CRC+Pé P- 14 C,P&PIPSCI], CI'C,P°C,PéCI'C,PECFPSPs PrPsCI'C,PsPIC-CHPSP®
CHC-P-PSP&CtCII CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PSP°® PePsCHPECI'C,CH
PeP°CHPEPICRP°P-PéPSCr PiPsCHC-PIPSCIIPSPs P- CEP&CI'PiPuCHPEPrPsPSPsPj (p = 0,002)
(C,P°P+P»P&CtCII 2). PiPe PiP°CtC-C”PSC,Pé&, C%oPs P»C-PeCrPIP°P»P&CI'CII
PeP°CRP&PiCRP°P-PEPSPsPj, C,P°Pe C- PiP°CtC-C”PSC,Pé, C%oPs P»C-PeCrPIP°P»P&CICI]
CHP&CI PiPpuCHPEPrPsPSPsPj, PiPsPeP°P-P°P»Pé CI'C,P°C,PECI'C,PéC+PSPs
PrPsCI'C,PsPIC-CHPSPyu PiPsPeCEP°C%oPuPSPSCII PI P-PjC-PSP°C... PIC-Pr
PIP&C...C-PrPSPsPiPs CRC-PIPSCII PrPs PiP°CEP°PjPuC,CRP° PIC,PsCEP&PSPSPsC—

PuC, PuPeC,PEPIPSPsCI'C,C- BR“ P-P°PiP°P»CHPSPEPNe PiPsPeP°P-PSPéPe P-P° CEPeP°P»PsCh
PsCI'PsP+P&CI'C,C-CI'PSPsPiPs C,P° CI'PsCtC-P°P»CHPSPsPiPs
C,CfPSPeCtC-PsPSCrPIP°PSPSCII (PSP) (p < 0,001). PuCEPsC,Py, PiPsC+PéPSP°CRC+Pé P- 10
C,PéPYPSCI], CI'C,P°C,P&CI'C,P&C+PSPs PrPsCI'C,PsPIC-CHPSP° CRHC-P-PSPECTCII
CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PSP°® PePsCHP&CI'C,CH PeP°CHP&PiCHP°P-PEPSCY
PiPsCHC-PIPSCIIPSPs P- CRP&CI' PiPuCHP&éPrPsPSPsPj (p = 0,001) (C,P°P+P»P&CtCI] 2).

PiPe CEC-P-PSP&CtC- P-P° CEPeP°P»PsCh P-P°PiP°P»CHPSPsPiPs PeP»C-PSC-C+PSPsPiPs
PICHP°PPuPSPSCII PiCHPs C,CIIPYPeC-CI'C,CH P-P°C...PIPsCECRPIP°PSPSCII (CE = 0,005)
C,P° P-P° CEPeP°P»PsCh PiPsPeCHP°C%oPuPSPSCII (CH < 0,001), C,P°Pe C- CfP°CI'C,PsC,P°
PIC-PrPiPsPIC-PrC- P-P° PANSS-FSNS (PiPsPeCEP°C%oPuPSPSCII PANSS FSNS = 30 % PSP°
26 C,PEPYPSC-; CH = 0,003) PiC-PrC,PIPuCEPrPéP»Pé PIPECI'PSPsPIPePé CI'C,PsCI'PsPIPSPs
PiP°CHP°PjPuC,CHC-PI PiPuCHPIPEPSPSPsC— C,P° PIC,PsCHPéPSPSPsC—

PuC, PpuPeC,PEPIPSPsCI'C,C-.

PyP°P+P»P&CtCII 2.B B B B PuuC-PrCI'CfPjPsPe CHPuP-CrP»CHC,P°C,C-PI
PrPsCI'P»C-PrPIPuPSPSCII RGH-188-005



PyP°CBP°PiPUC,CH
PuC, PuPeC,P&éPIPSPsCIC,C

PrsP°CHPEPICHP P-PEPS
PYPuCEPRPrPSC”
P-PSP°C+PpPSPSCII LS

P PECI PIPRCHPEPTPSPS
PYPuCEPRPrPSC”
P-PSP°C+PRPSPSCII LS

P PsP-CHP°C...CrPSPePsPIPEPNe
PiPsPeP°P-PSPéPe
CHC-P-PSPECTC- PI
PjPuC,PsPrPeC...
P»C-PeCrPIP°PSPSCII

95 %
PPt

p-P-PSP°C+PuPSPSCI]

PANSS-FSNS PSP°
PIPEC...C-PrPSPsPjCr
CHC-PIPSC-

27,8

27,5

PANSS-FSNS PSP° 26
C,PéPIPSC-

18,5

19,6

PANSS-FSNS P-PjC-PSPé
PIC-PrPSPsCI'PSPs
PIP&C...C-PrPSP&C...
P-PSP°CHPuPSCH PrPs 26
C,P&PYPSCII

55"8,9

57,4

1,5

55"2,4;
E50,5

0,002

P—P°PiP°P>CIbPSPEPNe
PiPsPeP°P-PSP&Pe PSP PSP°
PIP&C...C-PrPSPsPjCr
CHC-PIPSC-

48,8

48,2

P—P°PiP°P»CIHbPSPEPNe
PiPsPeP°P-PSPéPe PSP PSP°
26 C,PEPIPSC-

64,0

59,7

P—P°PiP°P»CIbPSPEPNe
PiPsPeP°P-PSPéPe PSP
PIC-Pr P-PjC-PSPé
PIC-PrPSPsCI'PSPs
PIPEC...C-PrPSPéC...
P-PSP°C#+PuPSCIHb PrPs 26

14,3

C,PéPYPSCII

9,7

4,6

2,7; 6,6

< 0,001

PYPRCEPRPrPSC” P-PSP°C+PRPSPSCII LS BE" CLPRCEPRPrPSC” PSP°PN-PjPuPSCEP&C... PePIP°PrCRP°C,C-PL.

PyPuPrC-P°C,CEPECHPSP® PiPsPiCP»CLICTC-CII

P, PICHPsPiPuPNeCI'CHPePp P°PiPuPSC,CI'C,PIPs P»C-PeP°CHCI'CHPePEC... P-P°CI'PsP+C-PI
(European Medicines Agency) PIC-PrPeP»P°P»Ps PSPuPsP+C...C-PrPSC-CI'C,CH PiPsPrP°PSPSCII
CHPuP-CrP»CHC,P°C,C-PI PrPsCI'P»C-PrPYPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII
PeP°CRP&PiCHP°P-PEPSCT PrP»CII P»C-PeCrPIP°PSPSCII CEP&P-PsC, CHPuPSC-C— Cr
CHC-P-PSP&C... PiCRCIPiP°C... PiPuPrC-P°C,CHPéC+PSPsC— PiPsPiCtP»CLICtC-C—. POPsPrPs
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CECI'CHPePsPiPs P-P°CI'PsP+Ct PrC-C,CIIPj PrPéPI.
CHPsP-PrC-P» B«P”C-C,PéB».

PnP°CHPjP°PePsPeC-PSPuC,PEPeP°.

PmBP°CRHPEPICHP°P-P&PS PjP°C” PrPIP° C,P°CHPjP°PePsP»PsPiC-C+PSPs P°PeC,PéPIPSP&C...
PjPuC,P°P+PsP»C-C,Pé P- PiPsPrC-P+PSPsCh PrPs PeP°CRP&PiCRP°P-PEPSCTt PrC-C”Ch

8 ”PrPuP-PjPuC,PéP»-PeP°CHPEPICEP°P-PéPS (DCAR) C,P° PrPéPrPuP-PjPuC,PéP»-
PeP°CHPEPICHP°P-PéPS (DDCAR). P—P°PiP°P»CHPSP° PuPeCI'PiPsP-PECTC-CII
PeP°CRP&PiCHP°P-PEPSCT (CI'CIPjP° PeP°CEHPEPICHP°P-PEPSCY DCAR C,P° DDCAR)
PrPsCI'CLIPiP°C” 50 % PIC-Pr PuPeCI'PiPsP-PéCtC-C— PI CHC-PIPSPsPIP°PYPSPsPjCr
CI'C,P°PSC- PiCHPéP+P»PéP-PSPs C+PuCHPuP: 1 C,PéPIPrPuPSCH PiC-CI'P»CII
P-P°CI'C,PsCI'CFPIP°PSPSCII PrPsP+PsPIPsC— PrPsP-Pé, P° 90 % PIC-Pr
CHC-PIPSPsPIP°PYPSPsPiPs CI'C,P°PSCr PrPsCI'CIIPiP°C”C,CHCI'CLI C+PuCHPuP- 3 C,PEPIPSC-.
P] CRC-PIPSPsPIP°PYPSPsPjCr CI'C,P°PSC- PuPeCIPiPsP-PéCtC-CII DDCAR
PiCHP&éP+P»P&P-PSPs PIPrPIC-C+C- C$Pé PIC,CHPEC+C- PIPEC%oP° P-P° PuPeCI'PiPsP-PéCtC-Ch

PeP°CRP&PiCRP°P-PEPSCY, P° PuPeCIPiPsP-PéCtC-CLI DCAR PrPsCRC-PIPSCRC”

PiCEP&P+P»P&P-PSPs 30 % PpPeCI'PiPsP-PéCtC-C— PeP°CEP&PiCEP°P-PéPSCE.

P’CI'PjPsPeC,CIPIP°PSPSCII

PhP+CI'PsP»CRC,PSP°® P+C-PsP»PsPiC-C+PSP° PrPsCI'C,CtPiPSC-CI'C,CH
PeP°CHP&PiCEP°P-P6PSCt PSPUPIC-PrPsPjP°. PP CEP&PICHP°P-P&PS PrPsP+CHPy
PICI'PjPsPeC,CtC”C,CHCI'CII PiC-CI'P»ClI PiPuCEPsCEP°P»CHPSPsPiPs PiCEP&PNePsPjCt.



P1iC-CI'P»CII P+P°PiP°C,PsPeCHP°C,PSPEC... PrPsP- PjP°PeCI'PéPjP°P»CHhPSP®
PePsPSCtPuPSC,CHP°CtC-CILI PeP°CRP&PiCEP°P-PEPSCY C,P° PNePsPiPs PsCI'PSPsPIPSP&C...
P°PeC,PEPIPSP&C... PjPuC,P°P+PsP»C-C,C-PI Cf B PiP»P°P-PjC- B PeCHPsPIC-

B P-P°P-PIP&C+P°PNe B PrPsCI'CIIPiP°C”C,CHCI'CLI B PiCHPéP+P»P&P-PSPs B C+PuCHPuP-

B 38B“8 PiPsPrPéPS PiC-CI'P»CII P-P°CI'C,PsCI'CPIP°PSPSCII.

PuCHP&PNePsPj PsPrPSC-C”C— PrPsP-Pé PeP°CEP&PiCEP°P-P&éPSCY 1,5 PjPi CFP°P-PsPj P-
PiCEPsPrCiPeC,P°PjPé P- PIP&CI PsPePéPj PIPjC-CI'C,PsPj PJPECECY (PIC-Pr 900 PrPs 1 000
PeP°P»PsCEC-PNe) P-PSP°C+PSPs PSP PIPiP»P&PIP°PI PSP° PiPsPeP°P-PSPéPe C,, P°P+Ps AUC
PeP°CRP&PiCHP°P-PEPSCY (P-PSP°C+PPPSPSCII AUC, ;... PiC-PrPIP&C%0CrPIP°P»PsCI'CII PSP
12 %, P-PSP°C4PuPSPSCII C,.. P-PSPEPYCIPIP P»PsCI'CLI PSP° 5 % PiCEP& PiCEPEPNePsPiC-
P»C-PeP°CECI'CHbPePsPiPs P-P°CI'PsP+Ct PiC-CI'P»CLI C—P9C- PI PiPsCEC-PIPSCLIPSC- P-
PiCEP&PNPsPjPsPj PSP°C,C%oPp). P{PYP° C,P°PePsPY PjP°P»P° PjC-PSC-PjP°P»CEbPSPEPN:
PIPiP»P&PI PSP° PjPuC,P°P+PsP»C-C,Pé DCAR C,P° DDCAR.

P5P°CHP&PICEP°P-PPS PjPSPIPSP° P-P°CI'C,PsCI'PsPICFPIP°C,Pé PSPuP-P°P»PuPYPSPs PIC-Pr
PiCHP&PNePsPjCt C—PYC-.

P PsP-PiPsPrC-P»

P&P°® PsCI'PSPSPIC- PiPsPiC{P»CLIC+C-PN-PSPsPiPs P°PSP°P»C-P-Cr

C, P°CTPjP°PePsPeC-PSPUC,PEPePé CICIIPIPSPEPNe PsP+EF™ C”Pj CEPsP-PiPsPrC-P»Cr (Ph/P )
CI'PeP»P°PrP°PI 916 P» PrP»CLI PeP°CHP&PiCEP°P-P6PSCY, 475 P» PrP»CLI DCAR C,P° 1 568 P»
PrP»CLI DDCAR, C%oPs PIPeP°P-CI-C” PSP° P-PSP°C+PSP&PN: CHPsP-PiPsPrC-P»
PeP°CHP&PICHP°P-PEPSCT C,P° PNePsPiPs PsCI'PSPsPIPSPEC... P°PeC,PéPIPSP&C. ..
PjPuC,P°P+PsP»C-C,C-PI. P1sP°CRP&PICEP°P-PEPS C,P° PNePsPiPs PsCI'PSPsPIPSC-
P°PeC,P&PIPSC- PjPuC,P°P+PsP»C-C,Pé P°PeC,PEPIPSPs P-PIsR ™ CLIP-CFCRC,CHCI'CII
(PeP°CEHP&PIiCEHP°P-P&PS EF” PSP® 968597 %, DCAR BE” PSP° 945597 %, DDCAR BF” PSP°
928“97 %) P- P+C-P»PeP°PjPé PiP»P°P-PjPé.

P‘C-PsC,CRP°PSCI'C,PsCRPjP°CtC-CII

PiPpC,P°P+PsP»C-P-Pj PeP°CEP&PiCHP°P-P&PSCY PIPeP»CRCEP°C”
PrPuPjPuC,PéP»CRPIP°PSPSCII (DCAR C,P° DDCAR), PiC-PrCEPsPeCI PéP»CRPIP PSPSCII
(PiC-PrCEHPsPeCI'P&Pr PeP°CHP&PiCEP°P-PéPSCY, HCAR) C,P° PePsPjP+C-PSP°CtC-Ch
PrPuPjPuC,PéP»CRPIP°PSPSCII C,P° PiC-PrCEPsPeCI'PéP»CRPIP°PSPSCII (PiC-PrCEHPsPeCIPé-
PrPuP-PjPuC,PéP»-PeP°CHPEPICEP°P-PéPS, HDCAR, C,P° PiC-PrCEPsPeCI Pé-
PrP&PrPuP-PjPuC,PéP»-PeP°CEP&PICHPP-PéPS, HDDCAR). P&P°PrP°P»C- PjPuC,P°P+PsP»C-C,Pé
HCAR, HDCAR C,P° HDDCAR P+C-PsC,CEP°PSCI'C, PsCEPjCCRC,CECI'CII Cf
PIC-PrPiPsPIC-PrPSC- PePsPSER™ CRPiP°C,Pé CI'CfP»CIbC,P°C,Ct C,P°
PiP»CRPeCICEPsPSC-PrCr. P”PsPrP°C,PePsPIPEPNe PjPuC,P°P+PsP»C-C, By” PeP&CI'P»PsC,P°
PrPuCI'PrP&C...P»PsCEHPsC, PuPSC-P»Cr-PiC-PiPpCHP°P-PéPSCE-PeP°CEPEPiCHP°P-PEPSCY
(DDCPPCAR) 8R” CtC,PIPsCECRC”C,CHCI'CII PI PiCEPsCPuCI'C-
PrPuP-P°P»PeC-P»CIPIP°PSPSCII C,P° PSP°CI'C,CtPiPSPsPiPs PsPePéCI' PSPRPSPSCII
PeP°CEHP&PiCEP°P-PEPSCY.

PBP°CHPEPICRHP°P-PEPS PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII CYP3A4 C,P° PjPuPSCEPsCh
PjC-CHPsCh CYP2D6 PrPs DCAR C,P° HCAR. PkP°PrP°P»C- DCAR
PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII CYP3A4 C,P° PjPuPSC£PsCh PjC-CHPsCh CYP2D6 PrPs
DDCAR C,P° HDCAR. PyPsC,C-Pj DDCAR PjPuC,P°P+PsP»C-P-CrC”C,CEbCI'CII P-P°
PrPsPiPsPjPsPiPsCh CYP3A4 PrPs HDDCAR.



PmP°CHPEPICEP°P-PEPS C,P° PNePsPiPs PsCI' PSPsPIPSC- P°PeC,PEPIPSC- PjPuC,P°P+PsP»C-C,Pé
PSPp C” CI'CfP+CI'C,CHP°C,P°PjPé PrP»CII P -PiP»C-PePsPiCHPsC,PuC—PSCr (P-gp),
PiPsP»C-PiPuPiC,PéPrCr-C,CHP°PSCI'PiPsCHC,PuCHP°® PsCRHPiP°PSC-C+PSPé&C... P°PSC-PsPSC-PI
1P’1 C,P° 1P’3 (OATP1B1 C,P° OATP1B3) C- P+C-P»PeP° CEPuP-P&CI'C,PuPSC,PSPsCI'C,C-
CHP°PeCr PjPsP»PsC+PSPsC— P-P°P»PsP-Pé (BCRP). PiCHPEéPiCrCI'PeP°C”C,CHhCI'CII, C%oPs
PIP-P°C”PjPsPrC-CII PeP°CEP&PiCHP°P-PEPSCT C,P° C-PSPiC-P+C-C,PsCHC-PI P-gp, OATP1B1,
OATP1B3 C,P° BCRP, C” PjP°P»PsPN:PjPsPIC-CHPSPsCH.

P’PePIPuPrPuPSPSCII

P’P&PIPPrPuPSPSCLI PeP°CEHP&PiCHPP-PEPSCY C,P° PN-PsPiPs PsCI'PSPsPIPSP&C. ..
P°PeC,P&PIPSPEC. .. PjPuC,P°P+PsP»C-C,C-PI PiPpuCEPpPIP°PIPSPs PIC-PrP+CrPIP°C”C,CHCICLI
CEP»CIIC...PsPj PjPuC,P°P+PsP»C-P-PiCt Cf PiPuCtC-PSCtC-. PuC-CI'P»ClII
P-P°CI'C,PSCI'C£PIP°PSPSCILI 12,5 PjPi/PrPsP+Ct PeP°CEP&PiCEP°P-P&PSCE Cr
PiP°CtC-C”PSC,C-PI C-P- CEP&P-PsC,CEPuPSC-C”CH 20,8 % PrPsP-Pé P+CtP»Ps
PIP&PIPuPrPuPSPs P- CI'PuC+PuCR Cf PIP&PiP»CLIPrC- PeP°CEP&PICEP°P-P&PSCY C,P° PN:PsPiPs
PjPuC,P°P+PsP»C-C,C-PL.

PkPpP-PjC-PSPuPSPEPNe PeP°CRP&PiCHP°P-PEPS PIPEPIPsPrPéC,CHCI'CII Cr
PeC-P»CHPePsCI'C,C- 1,2 % PrPsP-Pé P- CI'PuC+PuCh C,P° 3,7 % PrPsP-Pé P- PeP°P»PsPj.

PYPuCHPuPrPSC-PNe PeC-PSCtPpPIP&EPNe PiPpCHC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII (1853
PrPSC- PrP»CII PeP°CHPéPiCHP°P-PEPSCT C,P° DCAR C- 138519 PrPSC-PI PrP»CII DDCAR)
PSPp PiCHPsPiPSPsP-CrC”C,CHCI'CII PI C+P°CI'C- PrP»CII PrPsCI'CIIPiP°PSPSCII
CHC-PIPSPsSPIP°PPSPsPiPs CI'C,P°PSCt P°P+Ps P-PSP&PIPuPSPSCI]
PePsPSCtPuPSC,CHP°CtC-C— PI PiP»P°P-PjC- PiC-CI'P»CII PiCHP&PiPéPSPuPSPSCII
P»C-PeCrPIP°PSPSCII. P”P»CI] P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI, CIIPeC-
PiCHPEPNePjP°CRC,CH PeP°CRHPEPiCHP°P-P&PS, PuC, PuPeC,PEPIPSPEPNe PiPpCHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII PjP°C” P+C-P»CHCEPp P-PSP°C+PuPSPSCII, P°PSC-PY
PeC-PSCtPuPIP&PNe PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCI]. P+C,PpPeC,PEPIPSPEPNe
(C,CrPSPeCtC-PsPSP°P»CHPSP&PNe) PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
CI'C,P°PSPsPIP&C,CH ~ 2 PrPSC- PrP»CI]I PeP°CHPéPiCHP°P-PEPSCY C,P° DCAR, 8 PrPSC-PI
PrP»CII DDCAR C- ~1 C,PéPPrPuPSCH PrP»CII P-P°PiP°P»CIHPSPsPiPs
PeP°CHPEPICRP°P-PéPSCY. PisPsPSCTPuPSC,CHP°CTC-CII P-P°PiP°P»CHPSPsPiPs
PeP°CRP&PICRP°P-PEPSCT PI PiP»P°P-PjC- PeCHPsPIC- P+CrPrPp PiPsCI'C,CrPiPsPIPs
P-PjPuPSCECIPIP°C,PéCI'CII PiC-CI'P»CI] PiCHP&PiPEPSPuPSPSCII P°P+Ps
PiPuCHPuCHPEPIP°PSPSCII P-P°CI'C,PsCI'CrPIP°PSPSCII. PPsPSCtPuPSC,CHP°CtC-CII
P-P°PiP°P»CIHPSPsPiPs PeP°CHP&éPiCRP°P-P&PSCr PI PiP»P°P-PjC- P-PSPEPYCrC”C,CHCI'CII PSP°
50 % PiCHPéP+P»P&P-PSPs CfPuCHPuP- 1 C,PéPIPrPuPSCIh, P° P-PSPEPYPuPSPSCII
PePsPSCtPpPSC,CHP°CtC-C— P-P°PiP°P»CHPSPsPiPs PeP°CHPéPiCHP°P-P&PSCT P+C-P»CHCEP
PSC-P{ PSP°® 90 % PIC-PrP+CrPIP°C”C,CHCI'CII PiCHPéP+P»PéP-PSPs C+PuCHPuP- 3
C,PéPYPSC-.

P>C-PSC-PN.PSC-CI'C,CHh

P1uC-CI'P»CII PiPsPIC,PsCRPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PePsPSCtPuPSC,CHP°CtC-CII
PeP°CHP&PiCHP°P-PEPSCT C,P° PNePsPiPs PrPIPsC... PsCI'PSPsPIPSP&C... P°PeC,PEPIPSPEC...
PjPuC,P°P+PsP»C-C,C-PI, PrPuP-PjPuC,PéP»-PeP°CHP&PiCHP°P-PEéPSCT (DCAR) C,P°
PrPéPrPuP-PjPuC,PéP»-PeP°CHPEPICHP°P-PEPSCY (DDCAR), PI PiP»P°P-PjC-
PiC-PrPIPEC%oCrC”C,CHCI'CII PiCRPsPiPsCHCtC-PNePSPs PrC-P°PiP°P-PsPSCr
C,PuCRP°PiPuPIC,PéC+PSPsC— PrPsP-Pé PIC-Pr 1,5 PjPi PrPs 6 PjPi.



PhPeCHPuPjC- PiCRCIPiPé PiP°CtC-C”PSC,C-PI

PuPsCHC2éC€PuPSPSCII C,CéPSPeCtC-C— PSPéCHPsPe

PuPsPiCrP»CLICtC-PNePSPyu C,P°CHPjP°PePsPeC-PSPuC,PéC+PSPn PjPsPrPuP»CRPIP°PSPSCII
PIPéPePsPSCIPIP°P»PsCI'CII P- PIPéPePsCHP&CI'C,P°PSPSCIIPj PrP°PSPEC... PIC-Pr
PiP°CtC-C”PSC,C-PI, CLIPeC- P+CrP»Pé P-P°P»CrCtPuPSC- PrPs PeP»C-PSC-C+PSPsPiPs
PrPsCI'P»C-PrPYPuPSPSCII CI'C,PsCI'PsPIPSPs P»C-PeCrPIP°PSPSCILI CEPEP-PsC, CEPpPSC-C—
PeP°CHPEPiICEP°P-PéPSPsPj, P- CHC-P-PSPéPjPé PiPsPeP°P-PSP&PeP°PjPé C, CrPSPeCtC-C—
PSP&CHPsPe, PIPeP»CRC1PSPs P- PSPsCHPjP°P»CHPSPsCh C,CrPSPeCtC-Ch PSPéCHPsPe
(PeP»C-CHPuPSCI’ PeCEPpP°C,PEPSC-PSCT (CrCl) = 90 PjP»/C...PI) C-
PiPsCHCICEPuPSPSCIIPjPé C, CrPSPeCtC-C— PSPECHPsPe P»PuPiPePsPiPs (CrCl

6085 “89 PjP»/C...PI) C,P° CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIPYPePsCI'C,C- (CrCl
308F“59 PjP»/C...PI). PBC-PY PeP»C-CHPuPSCI'PsPj PeP°CEP&PiCHP°P-PEPSCT PI PiP»P°P-PjC-
C,P° PeP»C-CEPuPSCIPsPj PeCHPuP°C,PéPSC-PSCr PSPp P+CrP»Ps P-PSP°PNePrPuPSPs
PYPsPrPSP&C... C-CI'C,PsC,PSP&C... P-PIsR™ CIIP-PeC-PI.

P”C-CII PeP°CHPéPiCHP°P-PEPSCF PSPp PsCtC-PSCRPIP°P»P°CI'CII Cf PiP°CtC-C”PSC,C-PI C-P-
C,CIIPPeP&PjPé (CrCl < 30 PjP»/C...PI) PiPsCECrCEPuPSPSCIIPjPé C,CrPSPeCtC-C—
PSPECEHPsPe (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°
PrPsP-PéB»).

PuPsCECCEPUPSPSCII C,C4PSPeCtC-C— PiPuCtC-PSPePé

P”PsCI'P»C-PrPIPuPSPSCII PI PrPIPsC... C+P°CI'C,PéPSP°C... (PsPrPSPsPeCEP°C,PSP° PrPsP-P°
PeP°CHP&PICEP°P-P6PSCY 1 PjPi [C{P°CI'C,PEPSP° Ph] C,P° PeP°CEP&PiCEP°P-P&PS Cr
PrPsP+PsPIC-PNe PrPsP-C- 0,5 PjPi PiCEPsC,CLIPiPsPj 14 PrPSC-PI [C{P°CI'C,P&PSP° P'))
PiCHPsPIPsPrPéP»PsCI'CII P-P° CrC4P°CI'C,Ch PiP°CtC-C”PSC,C-PI P- CEC-P-PSP&PjPé
CI'C,CPiPuPSCILIPjPé PiPsCHCrCEPUPSCH C,CIPSPeCTC-C— PiPpCiC-PSPePé (PeP»P°CI'Pé Ph
C,P° P’ P-P° P§SP°PN:P»PrPsPj 55" Pusf™ CR). PuiC-CI'P»CII P-P°CI'C,PsCI'CrPIP°PSPSCII
PsPrPSPsPeCEHP°C,PSPsC— PrPsP-Pé PeP°CHP&PiCEP°P-PEPSCY 1 PjPi P°P+Ps PiCEP&PN:PsPjCT
0,5 PjPi PeP°CEHP&PiCRP°P-PEPSCY PiCEPsC,CLIPiPsPj 14 PrPSC-PI PiP°C+C-C”PSC,Pé P-
PiPsCRCICEPuPSPSCIIPjPé C,CrPSPeCtC-C— PiPuCtC-PSPePé P»PpPiPePsPiPs C1Pé
CI'PuCHPuPrPSCHPsPiPs CI'C,CIPiPuPSCII Ct PiPsCEC-PIPSCIIPSPSC- B P-
PiP°CtC-C”PSC,P°PjPé P- PSPsCEPjP°P»CHPSPsCR C,CrPSPeCtC-C”Ch PiPpC+C-PSPePé
PjP°P»Pé PiCEP&P+P»P&P-PSPs PSP° 25 % PIPEC%0Cr PePsPSCtPuPSC,CHP°CtC-Ch
PeP°CHP&PiCEP°P-PEPSCY (C,,, C,P° AUC) C,P° PiCEP&P+P»P&P-PSPs PSP° 45 % PSP&PCCr
PePsPSCPuPSC,CEP°CC-Ch PsCI'PSPsPIPSP&C... P°PeC,PEPIPSPEC. .. PjPuC,P°P+PsP»C-C,C-PI,
PrPpuP-PjPuC,PéP»-PeP°CHPEPICEP°P-PEPSCYE C,P° PrPEPrPuP-PjPuC,PéP»-
PeP°CEHP&PiCEP°P-PEPSCY.

P1iC-CI'P»CII P+P°PiP°C,PsCEP°P-PsPIPsPiPs PiCHPéPN.PsPjCt PeP°CEP&PiCHP°P-P&PSCT
PePsPSCtPpPSC,CHP°C1C-CII P-P°PiP°P»CHhPSPsPiPs P°PeC,PéPIPSPsPiPs PePsPjPiPsPSPuPSC,P°
(CAR DCAR DDCAR) (AUC C,P° C,,,,) Cf PiPsCRHC-PIPSCIIPSPSC- B P- PIC-PrPiPsPIC-PrPSPéP;
PiPsPeP°P-PSP&PePsPj CfB PiP°CtC-C”PSC,C-PI P- PSPsCHPjP°P»CHPSPsCh C,CrPSPeCtC-C"Ch
PiPpC+C-PSPePé P-PSP&P-PEP»P°CI'CII PSP° 218522 % C,P° 138H“15 % PIC-PrPiPsPIC-PrPSPs Cr
B PiP°C+C-C”PSC,C-PI P- PiPsCRHCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé (PuPxPr)
P»PpPiPePsPiPs C+Pé CI'PuCRHPpPrPSCIHPsPiPs CI'C,CtPiPuPSCII C,CIIPfPePsCI'C,C-, CLIPeC%oPs
PICHP°C...PsPICfPIP°P»P&CI'CII PSPuP-PIEF™ CILIP-P°PSC- P-PIRF™ CLIP-P°PSC-
PePsPSCtPuPSC,CEP°CtC-C—, B C,PsPrC- CLIPe PrP»CII PSPuP-PIEE™ CIIP-P°PSPsPiPs
P-P°PiP°P»CHhPSPsPiPs PePsPjPiPsPSPuPSC,P° P+CrP»Ps CEPsP-CHP°C...PsPIP°PSPs
P-PSPEPYPuPSPSCII PSP° 1285“13 % C,P° PiC-PrPIPéC%oPuPSPSCII PSP° 208525 %



PIC-PrPiPsPIC-PrPSPs B Cr PiP°CtC-C”PSC,C-PI P- PuPxPy P»PuPiPePsPiPs C,P°
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPIPePsCI'C,C-.

P”C-CII PeP°CHP&éPiCHP°P-PEPSCT PSPu PsCtC-PSCRPIP°P»P°CI'CII Cr PiP°CtC-C”PSC,C-PI C-P-
C,CLIPYPePéPjPé (PeP»P°CIL’ PY P-P° P§P°PNeP»PrPsPj 8" PusF™ Ch) PiPsCECrCEPuPSPSCIIPjPé
C, CrPSPeCtC-C— PiPuC+C-PSPePé (PrPéPI. CHPsP-PrC-P» B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB»).

P’C-Pe, CI'C,P°C,CH C,P° CEP°CI'P°

PJ PiPsPiCtP»CIICtC-PNePSPsPjCr C,P°CEPjP°PePsPeC-PSPuC,PEC+PSPsPjCt P°PSP°P»C-P-C-
PSPp P+CfP»Ps PeP»C-PSC-C+PSPs P-PSP°C+PéPjP&C. .. PIC-PrPjC-PSPSPSCI'C,PuPNe Cr
PiP°CHP°PjPuC,CHP°C... C,P°CRPjP°PePsPeC-PSPuC,PéPePé (AUC C,P° C,,.B
PeP°CHP&PICEP°P-PEPSCY C,P° PNePsPiPs PsCI'PSPSPIPSP&C... P°PeC,PEPIPSPEC. ..
PjPuC,P°P+PsP»C-C,C-PI) P-P°P»PuPYPSPs PIC-Pr PIC-PeCt, CI'C,P°C,C- C,P° CEP°CI'Pé
PiP°CtC-C”PSC,C-PI. PuC-Pr C+P°CI" P°PSP°P»C-P-Cf B B PIP&PIC+P°P»Pé B PrP°PSC-

B C%oPsPrPs B 2 844 PiP°CtC-C”PSC,C-PI CFC-P-PSP&C... CRP°CL’, P- CIIPePEC... 536
PiP°CtC-C”PSC,C-PI P+CfP»Pé PIC-PePsPj PIC-Pr 50 PrPs 65 CEPsPeC-PI, 933 PsCI'PsP+Pé
P+CfP»Pé PJC-PSPeP°PjPé (PrP&PL. CEPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI"CFPIP°PSPSCILI
C,P° PrPsP-PéB»). P"P°PSC- C%oPsPrPs PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr
(PiPsPSP°Pr 65 CEPsPeC-PI) PsP+PjPuPIPuPSC-.

PyP°P»C-PSPSCII
PSPUCEPRP- C,Py, C%oPs PeP°CEP&PICEP°P-P&PS PSPu C” CI'CrP+CI'C,CHP°C,PsPj PrP»ClI

CYP1A2, PSPy PsC+C-PeCrC”C,CHhCI'CII PIPiP»P&PICT PiP°P»C-PSPSCII PSP®
C,P°CHPjP°PePsPeC-PSPuC,PePeCr PeP°CHPEPICHP°P-PEPSCr.

PuPsC,PuPSCC-PN.PSPEPN. PIPiP»PEPI PeP°CHP&PiCHP°P-PEéPSCT PSP° C-PSCEC-

PiCRPuPiP°CRP°C,Pé

PisP°CHPEPICEP°P-P6PS C,P° PNePsPiPs PsCI'PSPsPIPSC- P°PeC,PéPIPSC- PjPuC,P°P+PsP»C-C,Pé
PSPy C-PSPrCrPeCPIP°P»Pé PuPSP-P&PjPé CYP1A2, CYP2B6 C,P° CYP3A4 C- PSP P+CrP»Pé
C-PSPiC-P+C-C,PsCEP°PjPé CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP219, CYP2DS,
CYP2E1 C,P° CYP3A4 in vitro. PrsP°CEP&PiCEP°P-P&PS C,P° PN:PsPiPs PsCI'PSPsPIPSC-
P°PeC,P&PIPSC- PjPuC,P°P+PsP»C-C,Pé PSPp C” C-PSPiC-P+C-C,PsCHP°PjPé
C,CRP°PSCI'PiPsCEC,PSPEC... P+C-P»PeC-PI OATP1B1, OATP1B3, BCRP,
PsCHPiP°PSC-C+PSPsPiPs PeP°C,C-PsPSPSPsPiPs C,CHP°PSCI'PiPsCEC,PSPsPiPs P+C-P»PeP° 2
(OCT2) C,P° PsCHPiP°PSC-C+PSPEC... P°PSC-PsPSPSPEC... C,CHP°PSCIPiPsCRC,PSPéC. ..
P+C-P»PeC-PI 1 C,P° 3 (OAT1 C,P° OAT3) in vitro. DCAR C,P° DDCAR PSPy P+CfP»Pé
C-PSPiC-P+C-C,PsCEP°PjPé C,CEP°PSCI PiPsCEC,PSPsPiPs P+C-P»PeP° P-gp, C...PsC{P°
PeP°CEHP8PICEP°P-P6PS P+CrPI C-PSPiC-P+C-C,PsCHPsPj P-gp PI PePéCEPuCPSP&PeCY (PrP&PI.
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CECI'CHhPePEPjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PN:B»).

P”P°PSC- PrPsPeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrP{PuPSCH P- P+PuP-PiPuPePé

PBP°CHPEPICHP°P-P&PS CI'PiCHP&C+PEPSCLIPI PrPIPsCI'C,PsCHPsPSPSCH PeP°C,P°CHP°PeC,Cr
C,P° PIC,PsCHPEPSPSC- P-PjC-PSPé CI'C-C,PeC-PIPePé (PIC-PrCEP°CRHCIrPIP°PSPSCII C,P°
PeC-CI'C,PsPiPsPrC-P+PSCr PrPuPiPpPSPuCHP°CtC-Ch CI'C-C,PeC-PIPePé) Cf CI'PsP+P°Pe.
P—P°PiP°P»CHPSP°® PuPeCI'PiPsP-P&CtC-CII (AUC) PeP°CHP&éPICHP°P-PEPSCT,

B PrPsCI'CLIPiPSCrC,P° PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PjP°PeCI PéPjP°P»CHPSPsC—



PrPsP-Pé, C%oPs PSPy PiCHP&P-PIPsPrPéC,CH PrPs CRPsP-PIPEC,PeCr CIIPIPSPEC...
PSPuP+P°PYP°PSP&C... PuC,PuPeC,C-PI (NOAEL) P- P+PsPeCt PsCHPiP°PSC-PI P-PsCRHCY, Cr 4,2
CHP°P-P° PiPuCHPUPIPEC%0CrC” PeP»C-PSC-C+PSCr AUC PiCHPé PjP°PeCI'PéPjP°P»CHhPSC-PNe
CEPpPePsPjPpPSPrPsPIP°PSC-PNe PrPsP-C- PrP»CLI P»CRPrPéPSPé (PP P”P>) 6 PjPi PSP°
PrPsP+Cr. P—P+C-P»CHhCEPuPSPSCII C+P°CI'C,PsC,Pé
PrPuPiPpPSPuCHP°Ct+C-C—/P°C,CHPsC,C-C— CI'C-C,PeC-PIPePé
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Ct C%oCrCHC-PI-P°P»CHP+C-PSPsCI'C-PI Cr 2-
CBC-C+PSPsPjCr PrPsCI'P»C-PrPIPuPSPSC- PSP° C,P»C- PeP»C-PSC-C+PSPs
P-PSP°C+CrC%o0PsC— PpPeCIPiPsP-PéCtC-C— PiCHPuPiP°CHP°C,Cf.

PxPsCI'C, PsP»C-PiC-PrPsP- CI'PiPsCI'C,PuCHC-PiP°PICI'CII Cf P»PuPiPpPSCIIC... C%oCrCHC-PI,
CI'PsP+P°Pe C,P° PjPéCEPuPNe (P P-P°PiP°P»PuPSPSCIIPj P°P+Ps P+PuP- PSCHPsPiPs) C,P° Cr
PePsCEC- PSP°PrPSPECHPePsPIPEC... P-P°P»PsP- CI'PsP+P°Pe PSP° C, PsPSC-
PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPé&C... PpPeCI'PiPsP-PéCtC-PNe PiCEPuPiP°CHP°C,Cr.
PYPiPsCI'C,PuCHC-PiP°P»PsCI'CII P-P°PiP°P»PpuPSPSCII P»PpuPiPuPSCH Cr CI'PsP+P°Pe, CIIPeC-
PsC,CHP&PjCrPIP°P»Pé PeP°CRP&PiCHP°P-PEPS PiCHPsC,CIIPiPsPj 1 CHPsPeCt, PiCHPé
CtCHPsPjCr NOAEL C,P° PIC-PrPiPsPIC-PrPSC- PiPsPeP°P-PSP&PePé AUC
PiPpCHPPPIPEC%0CIPIP°P»Pé B C,P°PeC- Cr CRHP°P-C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB PmP P”P>
Cr 2,7 (CI'P°PjCtC-) C,P° 1,7 (CI'P°PjPePé) CHP°P-P°. PKP°PiCKP&éPeC-PSCTC- 2-
PjC-CI'CLIC+PSPsPiPs PiPuCHC-PsPrCr P+PuP- PiCHP&PNePsPjCr PiCHPuPiP°CHP°C,Cr PiCHPé
PuPeCIPiPsP-PéCtC-C—, CLIPeP® PI 4,2 CHP°P-P° B PiPuCHPuPIPEC%0CrC” PeP»C-PSC-C+PSCY
PuPeCI'PiPsP-PéCtC-CRB PiCHPé PwP P”P>, P-P°PiP°P»PuPSPSCII PSPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLL; PiCHPsC,Pp P-P°PiP°P»PuPSPSCII P-P+PuCHC-PiP°P»PsCI'CII
PiCEPé P+C-P»CHC€ PIPECI'PsPePé&C... PrPsP-P°C....

P“C-PiPuCEC,CHPsC,C-CII PePsCHPé PSP°PrPSPECHPePsPIP&C... P-P°P»PsP-
CI'PiPsCI'C,PpCHC-PiP°P»P°CI'CLI PSP°® C,P»C- PePsPSCtPpPSC,CHP°C+C-C—
PiCEPpPiP°CHP°C,Cr, C%oPs PI 4,1 CHP°P-P° PiPuCHPuPIPEC%0CIC” B C,P°PeCr PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PwP P”P5, Cf C%oCrCHC-PI (C,C-P»CHPePé Cr CI'P°PjPsPe) C,P°
PiCHPé PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéC... P-P°PiP°P»CIHbPSPEC...
PePsPSCtPpPSC,CHP°CtC-CIIC... PeP°CHPEPICHP°P-P&PSCY PI PiP»P°P-PjC- Cf PjPECEPuPNe. PJ
CI'PsP+P°Pe CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PsP+PsCEHPsC,PSP°

PiC-PiPuCHC,CERPsC, C-CI1/PiC-PiPuCHPiP»P°P-C-CII C,P°
PIP°PeCrPsP»C-P-P°C1C-CILI/PIPuP-P&PeCrP»CIICtC-CLI PePsCHPé PSP°PrPSPéCHPePsPIPEC...
P-P°P»PsP-, NOAEL Cr 4,2 CEP°P-P° PiPuCHPuPIPEC%0CrPIP°P»P° B C,P°PeCt PiCEPé& PP P”P>.

P] CI'P°PjPsPe C%oCrCHC-PI PIC-PrP-PSP°C+P°P»PsCI'CI] P-PSPEPIPuPSPSCII
PiP»PsPrCRC#PsCI'C,C- C,P° C-PSPrPuPeCI'Ct P-P°PiP»C-PrPSPuPSPSCII PiCRPé
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPéC... PuPeCI'PiPsP-PéC+C-CIIC... Cf
PiPuCHPuCHP°C...CrPSPeCr PSP° PjPi/Pj* PiP»PsC%oC- PiPsPIPuCHC...PSC- C,C-P»P°.
P’PiP»P&PICF PSP° C,PuCHC,PéP»CHPSC-CI'C,CH CI'P°PjCtC-PI PiCHPé
PuPeCI'PiPsP-P&éCtC-CIIC..., C%oPs PiPuCHPpuPIP&C%0CrCRC,CH PeP»C-PSC-C$PSCr
PuPeCI'PiPsP-PéCtC-Ch PiCEPé PmP P”P> Cr 4,3 CHP°P-P°, PSP
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI].

P’PIPuPrPuPSPSCLI PeP°CEHP&PiCEP°P-PEPSCYE C%0CrCEP°Pj Cf PiPuCEC-PsPr
PsCHPiP°PSPsPiPuPSPuP-Ct B CI'PiCRP&C+PEPSCLIP»Ps PIP°PrPé CRPsP-PIPEC, PeCr,
P-PSP&PPuPSPSCII PIP6PIP&PIP°PSPSCII PiPsC,PsPjCI'C,PIP® C,P° P-P°C,CRP&PjPeCY
CEPsP-PIP&C,PeCr PiCEPé PuPeCI'PiPsP-P&CTC-CLIC... PICRPRPiP°CEP°C,Ct, PjPuPSCEPEC...,
PSC-PYB PpPeCI'PiPsP-P&CtC-CII Ct P»CRPrPéPSPé PiCEPé PP P”Ps 6 PjPi PSP° PrPsP+Cr. PJ
PeCRPsP»C-PI PeP°CEP&PICHP°P-PEPS B C+P&éPSPEPI C,PsPeCI'PEC+PSCE PrC-Ch PSP°
PjP°C,PuCEP&PSCI'CHhPePEPNe PSCEPiP°PSC-P-Pj, P°P»Pp PSPu CI'C,P°PSPSPIP&PI



PSPUP+PpP-PiPuPePé PrP»CII PiP»PsPrP° PiCRPé PuPeCIPiPsP-P6CtC-CLIC..., Cf 5,8 CEP°P-P°
PIP&C%oP&C... P-P° PeP»C-PSC-C+PSCt PuPeCIPiPsP-P&CtC-Ch PiCHPé PP P”P>.

PBP»C-PSC-C+PSPs P-PSP°C+CrC%o0C- PpPeCI'PiPsP-PéCtC-C— PeP°CHPEPiCEP°P-PéPSCY,
CIIPePEPNe PIPIPsPrPéP»Pé PIP°PiC-C,PSPEPj CI'P°PjPeP°Pj C%oCrCHC-PI Ct PiPuCHC-PsPr
PsCHPiP°PSPsPiPuPSPuP-Ct, PiCEPsC,CIIPiPsPj C+CI"C-C”C— PIP°PiC-C,PSPsCI'C,C- C,P°
PiPuCHC-PsPrCr PiCHCrPrPSPsPiPs PIP&éPiPsPrPsPICYPIP°PSPSCII,B P-PSP&PYCIPIP°P»Pé
PiPsCI'C,PSP°C,P°P»CIHPSPu PIPEPIPEPIP°PSPSCI], PjP°CI'Ct C,C-P»P° PiCRPé
PSP°CHPsPrPYPuPSPSC- C,P° PjP°CI'Ct C,C-P»P° PiC-CI'P»CII PIC-PrP»CrC$PuPSPSCII PIC-Pr
PiCHCrPrPpuPNe PiPsC,PsPjCI'C,PIP°B PiPuCECEPsPiPs PiPsPePsP»C-PSPSCII. PiCEC-Pj C,PsPiPs,
P-P° PIC-PrCI'C*C,PSPsCI'C,C- C,PsPeCI'PéCPSPsC— PrC-C— PSP®

PjP°C,PuCHPEPSCI CHhPePéPN: PsCHPiP°PSC-P-Pj CI'PiPsCI'C,PuCEC-PiP°P»P°CI'CII
P+P»C-PrC-CI'C,CH,B P-PSP&PIPuPSPSCII C,PuPjPiPuCHP°C,CrCHPé C,C-P»P° C,P°
P-P°C,CHP&PjPeP° CHPsP-PIP&C,PeCt Ct PiP»PsPrP° (PSPuPrPsCEPsP-PIPEC,PsPe
PSPECEPePsPIP&C... CI'PsCI'PsC$PeC-PI C,P° P-PSPEPIPuPSPSCII CI'P»CrC...PsPIPsPiPs
CHPuC, P»PpPeCI'Cr Ct CI'P°PjCtC-PI). PuPuCHC,PéP»CHPSC-CI'C,CH B PiPsC,PsPjCI'C,PIP®
B PiPuCECEPsPiPs PiPsPePsP»C-PSPSCII B PSPu P-P°P-PSP°P»P° P-PjC-PS, PsPrPSP°Pe Cr
C%oCrCHC-PI PrCHCrPiPsPiPs PiPsPePsP»C-PSPSCII PIC-PrP-PSP°C+P°P»P&éCI'CII
P°PSP°P»PsPiC-C+PSC- PeP»C-PSC-C$PSC- PsP-PSP°PePé C,P° P-PSPEPPuPSPSCI]I PjP°CI'Pé
C,C-P»Pe.

PsP°CHPEPICHP°P-PEPS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIChPsPSPéPeP°P»Pé PI
PjPsP»PsPePs C%oCrCHC-PI Cr PiPuCHC-PsPr PiCHCrPrPSPsPiPs PIPéPiPsPrPsPICIPIP°PSPSCILI.

P5P»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsPeP°P-P°PSPSCII.

P”P»CII P»C-PeCIPIP°PSPSCLI CEP&P-PsC, CEPuPSC-C— Cr PrPsCEPsCIP»PéC...
PiP°CtC-C”PSC,C-PI.

PyuCLBHPsC,PePiPsPeP°P-P°PSPSCII.

PuC-PrPIP&C%oPuPSP° C+CrC,P»PéPIC-CI'C,CH PrPs PrC-CRCtPsC— CHPuCtPsPIPEPSPé P°P+Ps
PrPs P£CrPrCHb-CLIPePsC— P- PrPsPiPsPjC-PIPSPéC... ChHPuC+PsPIPEPS.

PYCrPiCtC,PSC” P-P°CI'C,PsCI'CfPIP°PSPSCI] PiPsC,CfPIPSPsPiPs C-PSPiC-P+C-C,PsCRP®
CYP3A4 (PrPePI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CLI P- C-PSC£PePjPe
P»C-PeP°CRCI' CHbPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PYCrPiCtC,PSC” P-P°CI'C,PsCI'CFPIP°PSPSCI] PiPsC,CtPIPSPsPiPs P°P+Ps PiPsPjC-CHPSPsPiPs
C-PSPrCrPeC,PsCHP° CYP3A4 (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”"PjPsPrC-CLI P- C-PSCEP€EPjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

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



PuPsC,PuPSCtC-PN-PSPePNe PIPiP»PePI C-PSC€PeC... PICRPuPiP°CRP°C,C-PI PSP°
PeP°CRHPePiCRHP°P-PEPS

PwPuC,P°P+PsP»C-P-Pj PeP°CRP&PICHP°P-PEPSCT C,P° PNePsPiPs PsCI'PSPsPIPSPEC...
P°PeC,P&PIPSPEC... PjPuC,P°P+PsP»C-C,C-PI, PrPuP-PjPuC,P&éP»Cr-PeP°CRPEPICEP°P-PéPSCY
(DCAR) C,P° PrPéPrPuP-PjPuC,PéP»Cr-PeP°CRPEPICHPP-PéPSCT (DDCAR), PiPpCHPuPIP°PYPSPs
PsPiPsCI' PuCEPuPrPePsPICFC”C,CHCI'CLI CYP3A4 P- PjC-PSC-PjP°P»CHbPSP&P]j PIPiP»P&PIPsPj
CYP2D6.

P{PSPiC-P+C-C,PsCHPé CYP3A4

PmPuC,PsPePsPSP°P-PsP», CI'PéP»CHPSPéPNe C-PSPiC-P+C-C,PsCH CYP3A4,
CI'PiCHPéCPEPSCRC” PiC-PrPIPEC%oPuPSPSCII PIPjC-CI'C,Ct P-P°PiP°P»CHPSPsPiPs
PeP°CRP&PICRP°P-PEPSCT (PeP°CRHPEPICHP°P-PEPSCY C,P° PNePsPiPs P°PeC,PéPIPSP&C...
PjPuC,P°P+PsP»C-C,C-PI) PI PiP»P°P-PjC- PI 2 CEP°P-Pé PiCHPsC,CIIPiPsPj
PSPuC,CRP&PIP°P»PsPiPs (4 PrPSC-) CI'CrPiCrC,PSCHPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI],
CIIPeC%oPs PICHP°C...PsPICfCRC,CHCI'CII PSPuP-PISF™ CIIP-P°PSC- P°P+Ps
PSPuP-PIB{™ CIIP-P°PSC- P-PIEF™ CIIP-P°PSC- PePsPjPiPsPSPuPSC,Pé.

PSPuCEHPpP- PrPsPIPiPEPNe PIPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII P°PeC,PEPIPSPEC...
PePsPjPiPsPSPuPSC,C-PI PeP°CHPEPiICHP°P-PEPSCr PiPsPrP°P»CHCEPu
PiC-PrPIP&C%oPpPSPSCII PIPjC-CI'C,Ct P-P°PiP°P»CHPSPsPiPs PeP°CHPEPiCEP°P-PEPSCT PI
PiP»P°P-PjC- PjPsPPu PsC+C-PeCrPIP°C,PECI'CII PiC-Pr C+P°CI' P+C-P»CIHhCE
C,CRP&PIP°P»PsPiPs PePsPjP+C-PSPsPIP°PSPsPiPs PiCHP&PNePsPjCr. PyPsPjCr
PePsPjP+C-PSPsPIP°PSP&PNe PICRP&PNePsPj PeP°CHP&PiICRP°P-PEPSCr P- PiPsC,CrPPSP&PjPé
C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 (PSP°PiCEP&PeP»P°Pr, P+PsCtPpPiCRHPuPIC-CH,
PeP»P°CRP&C,CHPsPjC-CtPéPS, PePsP+C-CtP&CI'C,P°C,, C-PSPrPéPSP°PIC-CH,
C-C,ChP°PePsPSP°P-PsP», PePuC,PsPePsPSP°P-PsP», PSPuC, P°P-PsPrPsPS,
PSPuP»C,C-PSP°PIC-CT, PiPsP-P°PePsPSP°P-PsP», CHP&éC,PsPSP°PIC-CH,
CI'P°PePIC-PSP°PIC-CH, C,PuP»P°PiCEPuPIC-CH, C,PuP»C-C,CHPsPjC-CtP&PS,
PIPsCHP&éPePsPSP°P-PsP») PiCHPsC,PéPiPsPeP°P-P°PSP&PNe (PrP&éPI. CHPsP-PrC-P»
B«PyuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P+CHP&C,CHPsPjC-CtP&PS (500 PjPi PrPIC-C+C- PSP° PrPsP+Cr), PiPsPjC-CHPSP&PNe
C-PSPiC-P+C-C,PsCH CYP3A4, PIPéPeP»P&PeP°PI Ct CI'PpCHPuPrPSCHPsPjCT 1,4-
PeCEP°C,PSPp (PrC-P°PiP°P-PsPS 1,0385“2,32 CHP°P-P°) P-P+C-P»CHCEPuPSPSCII
PuPeCI'PiPsP-PéCtC-C— P-P°PiP°P»CHPSPsPiPs PeP°CHP&éPiCHP°P-P&PSCY PI PiP»P°P-PjC-
PeCHPsPIC- PiC-CI'P»CI] 3 C,P&PIPSC-PI PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCI].
PyP°PePéPj C+PEPSPsPj, PiCHPsC,CLIPiPsPj PiPuCHC-PsPrCr PsPrPSPsC+P°CIPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PeP°CEP&PiCHP°P-PEPSCT P- PiPsPjC-CHPSPEPj
C-PSPiC-P+C-C,PsCEPsPj CYP3A4 (PSP°PiCHP&PeP»P°Pr, PuCHP&C, CEPsPjC-C1PEPSPsP;,
C,P»CrPePsPSP°P-PsP»PsPj, PrPéP»C,C-P°P-PuPjPsPj, PIPuCHP°PiP°PjC-P»PsPj)
CHPpPePsPjPpPSPrCrC”C,CHCI'CII PePsPSC,CEPsP»CRPIP°C,Pé C-PSPrPéPIC-PrCrP°P»CHPSCT
CHPuP°PeCtC-Ch C,P° PiPuCHPuPSPsCI'PéPjC-CI'C,CH C-, CIIPeC%oPs PSPuPsP+C...C-PrPSPs,
PrPsP-Cr PeP°CRP&PiCHP°P-P&PSCrt CI'P»C-Pr (C,PéPjC+P°CI'PsPIPs) P-PjPuPSCEP&EC,Pé,
PICHP°C...PsPICfCRC+Pé PiPsC,PuPSCtC-PNePSPsPiPp P-P+C-P»CHCEPuPSPSCI]
PuPeCIPiPsP-PéCtC-C—. P’PSP°CI'P»C-PrPsPe C,CHP&PIP°P»PsPiPs PiPuCEC-PsPrCr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII PeP°CHP&EPICHP°P-PEPSCY C,P° PNePsPiPs P°PeC,PéPIPSPEC...
PjPuC,P°P+PsP»C-C,C-PI PiPsC+P°C,PsPe, PiCHP&PiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII
PiPsPjC-CHPSPé&Pj C-PSPiC-P+C-C,PsCHPsPj CYP3A4 P°P+Ps P-PjC-PSP° PrPsP-Pé
PiPsPIPSC-CI'C,ChR PSPy PIC-PrPsP+CHP°P-P&C,CHCI'CII PSP° CHC-PIPSCIIC...



PiCHPuPiP°CHP°C,Ct PI PiP»P°P-PjC- PeCHPsPIC- PiCEPsC,CLIPiPsPj PiPuCEHCEP&C. ..
PrPuPeC-P»CHPePsC... C,PéPIPSC-PI. PyCEPsC,CIIPiPsPj PrPpuPeC-P»CHPePsC... C,PéPJPSC-PI
PiC-CI'P»CLI PiPsC+P°C,PeCt P°P+Ps PiCEP&PiP6PSPuPSPSCII CI'CrPjC-CI'PSPsPiPs
PiCEP&PNPsPjCT PiCEPuPiP°CEP°C,C-PI P°P+Ps PiC-CI'P»CII PePsPIPSPsC— P-PjC-PSPé
PrPsP-Pé PeP°CEP&PiCEP°P-PEPSCT CI'P»C-Pr PePsPSC,CEPsP»CRPIP°C,Pé PiP°CtC-C”PSC,C-PI
PSP° PSP°CLIPIPSC-CI'C,CH PiPsP+C-C$PSP&C... CEPuP°PeCtC-PNe C,P° PIC-PrPiPsPIC-PrC-
PSP° P»C-PeCrPIP°PSPSCIL.

PYP»C-Pr CfPSPéPeP°C,Pé PIPP&PIP°PSPSCI] PiCHPuPNePiC,CHCrC,PsPIPsPiPs CI'PsPeCt.
PtPSPrCéPeC,PsCHPé CYP3A4

PsPsPjP£C-PSPsPIP°PSPEPN. PiCHPEPNePsPj PeP°CHPEPiCHP°P-PEPSCr P- PiPsC,CrPYPSPEPjPé
P°P+Ps PiPsPjC-CHPSPEPjPé C-PSPrCrPeC,PsCHP°PjPé CYP3A4 PjPsPYPu
CI'PiCHP&CHPEPSCIIC,Pé P-PSP°C+PSPu PiC-PrPIPEC%oPpPSPSCII PIPiP»PEPICT
P-P°PiP°P»CHPSPsPiPs PeP°CHPEPiCHP°P-PEPSCT, C,PsPjCr PePsPjP+C-PSPsPIP°PSPEPNe
PiCHPéPNePsPj PeP°CHPEPiCHP°P-PEPSCr C,P° PiPsC,CrPIPSPEC... P°P+Ps PiPsPjC-CHPSPéC...
C-PSPrCrPeC,PsCHC-PI CYP3A4 (PSP°PiCHPEPeP»P°Pr, PeP°CHP£P°PjP°P-PuPiC-PS,

C, PuPSPsP+P°CRHP+C-C,P°P», C,PuPSC-C,PsC—PS, CHPeC, P°PjPiC-CtPePS, P-PIC-CHPsP+C-PNe
P-PIPeC+P°PNePSPePN. (Hypericum perforatum), P=PsP-PuPSC,P°PS, PuC,P°PIC-CHPuPSCHt,
PuC,ChP°PIC-CRHPEPS, PjPsPrP°C,C-PSC-P», PSP°C, CtPeP»C-PS)
PiCHPsC,PéPiPsPeP°P-P°PSPéPN. (PrPéPI. ChPsP-PrC-P» B«PuiCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P{PSPiC-P+C-C,PsCHPé CYP2D6

PhPiPsCI'PuCEPuPrPePsPIP°PSC- CYP2D6 CEP»CIIC...Pé PIC-PrC-PiCEP°CRC,CH
PSPUP-PSP°C4PSCt CEPsP»CHb Cf PjPuC,P°P+PsP»C-P-PjC- PeP°CEP&PiCEP°P-P&PSCY,
PiPsP»PsPIPSP&PNe CEP»CIIC... BF” C+PuCHPpP- CYP3A4 (PrPéPL. CHPsP-PrC-P»
B«PxP°CEHPjP°PePsPeC-PSPuC,PEPeP°B»). PYPsPjCrt PjP°P»PsPNePjPsPIC-CEPSPs, C%oPs
C-PSPiC-P+C-C,PsCEPé CYP2D6 PjP°C,P&PjCtC,CH PeP»C-PSC-C+PSPs P-PSP°C+CIC%oPEPN:
PIPiP»P&PI PSP° PjPuC,P°P+PsP»C-P-Pj PeP°CEP&PiCEP°P-PEPSCY.

PuPsC,PuPSCtC-PN.PSPéPN. PIPiP»P€PI PeP°CHP&éPiCHP°P-PEéPSCT PSP° C-PSCEC-

PiCRPuPiP°CRP°C,Pée

PYC2P+CI'C,CEP°C,Pé P-PiP»C-PePsPiCEPsC,PuC—PSC3 (P-gp)

PP°CEP&PICEP°P-P&PS B” CtPp C-PSPiC-P+C-C,PsCE P-gp in vitro PI PNePsPiPs
C,PuPsCEHPuC,P8C+PSPs PSP°PNeP+C-P»CHCEC-PNe PeP&CEPePSPIC-PNe
PePsPSCHPUPSC,CEP°CtC-C—. P1sP»C-PSC-C4PSC- PSP°CI'P»C-PrPePé CCHPsPiPs

PuC, PpPeC,Cr C%oPp PSPy PiPSPIPSC-CI'C,CR P-CEPsP-CfPjC-P»C-, PiICEPsC,Pu PrP»CII
PIP&PePsCEP&CI'C,P°PSPSCII C,P°PeP&C... CI'CrP+CI'C,CRP°C,C-PI P-gp C-P- PICIP-CHhPeP&PjPé
C,PuCEP°PiPuPIC,PECPSP&P] C-PSPrPuPeCIPsPj, CLIPe PrP°P+C-PiP°C,CEP°PS C,P°
PrP&PiPsPeCI'PéPS, PjPsPPu B P+CrC,Pé PiPsC,CEC-P+PSP&PNe PiPsCI'P&P»PuPSPEPNe
PjPsPSC-C,PsCEP&PSPi C,P° PePsCEP&PiCtPIP° PSPSCII PrPsP-Pé.

P“PsCHPjPsPSP°P»CHbPSC- PePsPSC,CEP°CtPuPiC,PéPIPé

PJ PrPsCI'P»C-PrPIPuPSPSC- PIP-P°C”PjPsPrC-C— P»C-PeP°CECI'CHbPePEC. .. P-P°CI'PsP+C-PI
28-PrPpuPSPSPu P»C-PeCrPIP°PSPSCLI PeP°CHP&PiCEP°P-PéPSPsPj Cf PrPsP-C- 6 PjPi PSP°
PrPsP+Ct PSPy PjP°P»Ps PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsPiPs PIPiP»P&PICT PSP°

C, P°CEPjP°PePsPeC-PSPuC,PéPeCt PiPpCEPsCEPP»CHPSPEC. .. PePsPSC,CEP°CtPuPiC,PEPIC-PI
(PRC,PPSC-P»PuCI'C,CHP°PrC-PsP»Ct C,P° P»PuPIPSPSPsCHPiPpCI'C,CHPRP»CY).



PxP°CHPjP°PePsPrPePSP°PjC-C+PSC- PIP-P°C”PjPsPrC-C—

B P— PsPiP»CLIPrCt PSP°® PiPpuCHPIPEPSPSP&PN: PIPiP»P&PI B PSP° C+PpPSC,CEP°P»CHPSCY
PSPuCHPIPsPICE CI'P6CI'C,PpPjCt PiCEPuPiP°CEP°C, P PuP°PiC-P»P° PSPuPsP+C...C-PrPSPs
PsP+PuCEPpPYPSPs P-P°CI'C,PsCI'PSPICIPIP°C,Pé PI PePsPjP+C-PSP°CtC-C— P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHhPeP&PjPé P-P°CI' PsP+P°PjPé CtPuPSC,CHP°P»CHPSPsC— PrC-C— C,P°
P°P»PePsPiPsP»PpPj.

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

PYCfC—CtP&PrP°P»CIbPSC- PrCrPjPePé C,P° PiPsPIPuPrC-PSPeP°

PmPsPIP»PéPIC-CI'C,CH B CI'CrC—CtP&PrP°P»CHPSPsCI'C,C- (CI'CFfC—C1PéPrP°P»CHPSC-
PrCrPjPePé, CI'PiCHPsP+Pé CI'PePsC”PSPSCII CI'P°PjPsPiCrP+CI'C,PIP°® C,P° CI'PePsC”PSPu
CI'P°PjPsPiCfP+CI'C,PIPs) C” C...P°CHP°PeC,PuCHPSP&Pj CIIPIPEC%oPuPj PrP»CII
PiCI'P&C...C-C+PSPéC... P-P°C...PIPsCRCRPIP°PSCIh C-B P-P°PiP°P»PsPj
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII PsPrCRHP°P-Cr PiC-CI'P»CII PiPsC+P°C,PeCr CfPé
P-PjC-PSPé P°PSC,PéPiCI'P&C...PsC,PéC+PSPsC— C,PuCHP°PiC-C—. PyPuCHP°PiC-CII
P°PSC,P&PiCI'P&C...PsC,PéPeP°PjPé PjP°C” CI'CrPiCHPsPIPsPrPYCrPIP°C,PéCI'CI]
PiP&éP»CHPSP&Pj PSP°PiP»CIIPrPsPj P-P° PiP°C+C-C”PSC,P°PjPé PiCHCIPiPé PIPECI PsPePsPiPs
CHPé&P-PéPeCY.

PhLPeP°C,PéP-C-CII, P-P+CrPrPIPuPSPSCII

PHPeP°C,PéP-C-CII C,P° P-P+CrPrPYPuPSPSCII 8F” CtPu PiPsP+C-C+PSC- PuC, PuPeC,Pé
P°PSC,PéPiCI'P&C...PsC,PéPeC-PI, C%oPs PIPEPSPéPeP°CRC,CH PrPsCI'C,P°C,PSCHPs
C1P°CI'C,Ps. PhPeP°C,PéP-C-CII BF” CtPp CHPsP-P»P°Pr CHCrC...Ct, C%oPs
C...P°CRHP°PeC,PuCRP&P-CrC”C,CHCI'CII PiPsC+CrC,C,CIIPj PIPSCrC,CHC-CEPSCHPsC—
P-P+CrPrPYPuPSPsCI'C,C- C,P° PSPuPiPuCHPpP+PsCHPSPsCh PiPsC,CHPuP+PsCh
PiPsCI'C,C-PNePSPs PiPuCHPuP+CrPIP°C,Pé PI CRCrCI'C-, P° C,P°PePsPY C,P°PeP&PjPé
PrC-CIIPjPé, CIIPe PiPsC...PéC,CrPIP°PSPSCII PiC-Pr C#P°CI' CI'C,PsCIIPSPSCII CtPé
CI'PéPrC-PSPSCII, PiC-PrC-PNePjP°PSPSCII PSPsPiPé CIIPe PiCKPé PjP°CHCEPECHCrPIP°PSPSC-
PSP° PjC-CI'CtC-, PiPuCHPuC...CHPuC%oCrPIP°PSPSCII C,P° CHPsP-PiCHCILIPjP»CIIPSPSCII
PSC-Pi PiC-Pr CfP°CI’ CI'PéPrC-PSPSCII. PhCI'PeC-P»CHPePé PeP°CHP&PiCHP°P-PEPS
CI'PiCHP&8CHPEPSCRC” P°PeP°C,PéP-C-Ch C,P° P-P+CrPrPPuPSPSCII, PiP°CtC-C”PSC,P°Pj,
CILIPeC- CI'C...PéP»CIHPSC- C$Pé PIPYPp PiCEPsCIIPIP»CILICRC,CH CI'PéPjPiC,PsPjPé
P°PeP°C,PéP-C-C—, PiPsC,CHC-P+PSPs P-P°CI'C,PsCI'PsPICIPIP°C,Pé PN:PsPiPs P-
PsP+PuCHPpPIPSC-CI'C,ChR. PhPeP°C,PéP-C-CII CRHPsP-PIPéPIP°C”C,CHCI'CII PSP°
CHP°PSPSC-C... PuC,P°PiP°C... P»C-PeCrPIP°PSPSCII. PyPsPjCt PIP°PYP»P&PIPs
PiCHPsPIPsPrPéC,Pé CHPuC,PuP»CHPSPEPNe PjPsPSC-C,PsCRHP&éPSPi PSP° PiPuCHCEPsPjCr
PuC,P°PiC- P»C-PeCrPIP°PSPSCII. PuCHPsC,C-P»P°PeC,PéPeP°® PIPeP»CRCHP°C”
PiPsPIC-P»CHPSPp PiC-PrPIPéC%oPuPSPSCII PrPsP-Pé; C,PuCHP°PiPuPIC,PéC+PSC-
P-P°C...PsPrPé PIPeP»CRC+P°CRC,CH PSPuP-PSP°C+PSPu P-PSP&PPuPSPSCII PrPsP-Pé
PeP°CRHPEPICRP°P-PéPSCT C+Pé P»C-PeP°CHCI'CHPePEC... P-P°CI'PsP+C-PI PrP»CII
P»C-PeCrPIP°PSPSCII PuPeCI'C,CHP°PiC-CRHP°PjC-PrPSP&C... CI'PéPjPiC,PsPjC-PI. P”PsP-P°
PjPsPYPpu P-PjC-PSCRPIP°C,P&CI'CII P-P°P»PuPYPSPs PIC-Pr C-PSPrPéPIC-PrCrP°P»CHPSPsC—
PIC-PrPiPsPIC-PrC- C,P° PiPuCHPuPSPsCI'PéPjPsCI'C,C- (PrPéPI. CHPsP-PrC-P»
B«P1yPsP+C-C$PSC- CRPpP°PeCtC-C—B»).

PuC-P-PSCII PrPéCI'PeC-PSPuP-C-CII



P1iC-P-PSCII PrPéCI'PeC-PSPuP-C-CII 8F” CtPp CI'PEPSPrCEHPsPj, C%oPs
PiCRPsCILIPIP»CIIC”C,CEhCI'CII CHP&C,PjC-CPSP&PjPé PjPéPjPsPIC-P»CHPSPEPjPé
CHRCrC...P°PjPé PiPuCHPuPIP°PYPSPs CIIP-PéPeP° C,P°/P°P+Ps PsP+P»P&C+C+CII C- PjPsPYPu
CEPsP-PIPéPIP°C,PéCI'CII Cf PiP°CtC-C”PSC,C-PI, CIIPeC- P»C-PeCrCRC,CHCI'CII
P°PSC,PéPiCI'P&C...PsC,PéPeP°PjPé. PIPeC%oPs CI'PEP;jPiC,PsPjPé PiC-P-PSCHPsC—
PrPéCI'PeC-PSPuP-C-C— P-8™ CILIPIP»CILICRC,CHCI'CII Cf PiP°CtC-C”PSC,P°, CILIPeP&éPNe
P»C-PeCrC”C,CHCI'CII PeP°CHPEPiCEP°P-PEPSPsPj, PiPsC,CHC-P+PSPs CHPsP-PiP»CIIPSCrC,Pé
PSPuPsP+C...C-PrPSC-CI'C,CH PiCHP&éPiPéPSPuPSPSCII B P-P°CI'C,PsCI'CFPIP°PSPSCII
CtCHPsPiPs PiCRPuPiP°CEP°C,C¥.

PI'PIPsCRHPsP+P° PuP°CEPeC-PSCI'PsPSP®

PIPeC%oPs P°PSC,PéPiCI'P&C...PsC,PEC+PSC- P-P°CI'PsP+Pé PiCHP&P-PSP°C+P°CRC,CHCICII
PiP°CtC-C”PSC,P°Pj C-P: C...PIPsCEPsP+PsCh PiP°CHPeC-PSCI'PsPSP°, C,Ps PjPsPP»P&éPIPu
P-P°PiPsCI'C,CEPuPSPSCII C, PsPSPsPIPsPiPs P-P°C...PIPsCHCRPIP°PSPSCII C,P°
PiPsPiC-CHC€PuPSPSCII PiPuCHPuP+C-PiCrt C...PIPsCHPsP+Pé PiuP°CEPeC-PSCI'PsPSP°.
PyPsPjCr, PiCHP&P-PSP°C+P°CRC$Pé PeP°CRP&PiCHP°P-PEPS PiP°CtC-C”PSC,P°Pj C-P-
C...PIPsCEPsP+PsCh PuP°CHPeC-PSCI'PsPSP°, P»C-PeP°CHC- PjP°CRC,CH P-PIP°PCrPIP°C,Pé
CI'PiC-PIPIC-PrPSPsCE€PuPSPSCII PePsCHP&CI'C,CH/CHPEP-PEPe.

PYP&PjPiC,PsPjPé P- P+PsPeCt PsCPuPNe/ PeP°C,P°CHP°PeC,P°

PJ PrPsPeP»C-PSC-C$PSPé&C... PrPsCI'P»C-PrPYPuPSPSCIIC... PeP°CHP&PiCHP°P-PEPSCT PI
CI'PsP+P°Pe P+CrP»Ps PiPsPjC-CPuPSPs PiPsPjCrC,PSC-PSPSCII PeCHPECEC,P°P»PéPeP°/
PeP°C,P°CRHP°PeC,P° (PrPéPI. CHPsP-PrC-P»Pé B«PyPsP+C-C+PSC- CRPuP°PeCtC-C—B» C,P°
B«P”P°PSC- PrPsPeP»C-PSC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH P- P+PuP-PiPuPePéB»).
PiiCRP&CP&PSPSPs-PSP°CI'P»C-PrPePsPIPéPNe P-PIEF ™ CIIP-PsPe PjC-P{ P-PjC-PSP°PjPé PI
PeCHP&CEC,P°P»PéPeCt/ PeP°C,P°CHP°PeC,PsCh, C%oPs CI'PiPsCI'C,PuCEC-PiP°P»P&éCI'CII
PiC-Pr C+P°CI" PrPsCI'P»C-PrPIPuPSCH Ct P»CRPrPuPNe, C- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
PeP°CHPEPICRP°P-PEPSCr PSPu P+CrPI CrCI'C,P°PSPsPIP»PuPSPéPNe. PuCHPsC,Pu
PiP°CtC-C”PSC,P°Pj, Cr CLIPeP&C... PjPsPICrC,CH CHPsP-PIPEPSCIrC,PéCI'CLI CI'P&PjPiC,PsPjPé,
C%oPs PiPsC,PpPSCtC-PNePSPs PjP°CRC,CH PIC-PrPSPsC€PuPSPSCII PrPs PeP°C,P°CRHP°PeC,Pé,
PiPsC,CHC-P+PSPs PiPsCHP°PrPéC,Pé PiCRHPsPNC,Pé PsC, C,P°P»CHPjPsP»PsPiC-CPSPyu
PsP+CI'C,PuPIPuPSPSCII, P° PiPsC,C-Pj CI'P»C-Pr PiPsPIC,PsCHPSPs B CHPsP-PiP»CIIPSCIC,Pé
PiP&C,P°PSPSCI]I PiCEPs PiCRPsPrPsPIP{PuPSPSCII P»C-PeCrPIP°PSPSCI].

P—P»PsCIIPeC-CI'PSP&PN: PSPuPNeCHPsP»PuPiC,PEC+PSP&PN. CI'PEPSPrCHPsPj
P1iPsC,PuPSCtC-PNePSPs P»PuC,P°P»CIHPSPEPNe PePsPjPiP»PuPeCI” CI'PéPjPiC,PsPjC-PI, C%oPs
PjP°C” PSP°P-PICt P-P»PsCIIPeC-CI'PSP&PN: PSPuPN.CHPsP»PuPiC,PéC+PSP&EPNe CI'PEPSPrCHPsPj
(P—P%PY), PIC-PrP-PSP°C+P°C”C,CHCI'CII PiCHPé P»C-PeCrPIP°PSPSC-
P°PSC,P&PiCI'P&C...PsC,PéPeP°PjPé. PiP»C-PSC-C+PSP&PjPé PICHPsCLIPIP°PjPé P—PKPY C”
PiC-PiPuCEPiC-CEPuPeCI'C-CIl, Pjh™ CLIP-PsPIP° CHP&éPiC-PrPSC-CI'C,CHb,
PiC-PrPIPéC%oPpPSPEPNe CHC-PIPUPSCH PeCHPuP°C,PéPSC-PSC,PsCI'C, PsPeC-PSP°P-Pé PI
CI'PECHPsPIP°C,CtC-, P-PjC-PSPuPSPEPN: PiCI'PéC...C-C+PSPéPNe CI'C,P°PS C,P° PsP-PSP°PePé
CEPsP-P»P°PrCr PIPuPiPuC,P°C,PéPIPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé
(PSPuCHPuPiCrP»CLICEPSPEPN: PiCrP»CHCI' P°P+Ps P°CEC,PuCHC-P°P»CHPSPEPNe C,PECI Pe,
C,P°C...C-PeP°CRHPrC-Cll, PrC-P°C,PsCHPuP: C,P° CI'PuCHCPuPIP° P°CHPEC,PjC-CI).
P”PsPrP°C,PePsPIC- PsP-PSP°PePé PjPsPYCrC,CH PIPeP»CRC$P°C,Pé
PjC-PsPiP»PsP+C-PSCrCHC-Ch (CHP°P+PrPsPjC-PsP»C-P-) C,P° PiPsCI'C,CHCt PSP&CHPePsPICT
PSPuPrPsCI'C,P°C,PSC-CI'C,CH. PIPeC%oPs Cr PiP°CtC-C”PSC,P° CRPsP-PIPEPIP°CRC,CHCI'CII
CI'PéPjPiC,PsPjPé, C%oPs PIPeP°P-CrCRC,CH PSP° P—PkPY, P°P+Ps Cr PSCHPsPiPs

P-8F™ CLIPIP»CLIC”C,CHCI'CII PIPECI'PsPeP° C,PuPjPiPuCHP°C,CrCHP° P- PSPuPIC-PrPsPjPéC...




PiCHP&C+P&PS P+PpP- PrPsPrP°C,PePsPIPEC... PeP»C-PSC-C+PSPé&C... PICKPsCIIPIC-PI P—PXPY,
P-P°CI'C,PsCI'CfPIP°PSPSCII PeP°CHP&PICHP°P-PEPSCT PjP°C” P+CrC,Pé PSPuPiP°PNePSPs
PiCHPePiPePSPuPSPy.

PYCrPrPsPjPé C,P° PePsPSPICIP»CHCI'C-C—

PsP°CHP&PICEP°P-PéPS PiPsC,CHC-P+PSPs PsP+PpCHPRPPSPs PiCEP&P-PSP°CHP°C,Pé
PiP°CtC-C”PSC,P°Pj, Ct CLIPeP&C... PI P°PSP°PjPSPuP-C- C” CI'CrPrPsPjPé P°P+Ps
PiP°C,PsP»PsPiC-C$PSC- CI'C,P°PSP&, C%oPs PiPsC,PpuPSCtC-PNPSPs P-PSP&PYCICRC,Clb
CI'CtPrPsPjPSP&PN: PiPSCRC-Pi.

PuP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeCr P- PrPuPjPuPSCtC-C”"Ch

P”C-CII PeP°CHP&PiCHP°P-PEPSCT Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt P-
PrPpPjPuPSCtC-C”Ch PSPu P+CrP»P° PIP&PIC+PuPSP°, C,PsPjCt P»C-PeP°CHCI'CHhPePEPNe
P-P°CI'C-P+ PSPu CEPuPePsPjPuPSPrCrC”C,CHCI'CII PrPs P-P°CI'C,PsCI'CrPIP°PSPSCII
C,P°PePéPj PiP°CtC-C”PSC,P°Pj C+PuCEPpP- PiC-PrPIPEC%oPuPSPEPNe CHPEP-PEPe
P-P°PiP°P»CHPSPsC— P»PuC,P°P»CHPSPsCI'C,C-.

P PeP-PéPe PIPEPSPéPePSPuPSPSCII PiPsCHCIrCE€PuPSCH PjPsP-PePsPIPsPiPs
PeCHPsPIPsPsP+C-PiCr (PuPmPrb)

P] CEP°PSPrPsPjC-P-PsPIP°PSP&C. .. PiP»P°CPuP+PsPePsPSC,CHPsP»CHPsPIP°PSPEC. ..
PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... Cf PiCRCIPiC- PiP°C+C-C”PSC,C-PI C-P-
PrPuPjPuPSCtC-C”CHh, CLIPeC- P»C-PeCtPIP°P»P&CI'CLI PrPuCLIPeP&PjPé P°C,P&PiPsPIPEPjPE
P°PSC,P&PIiCI'P&C...PsC,PEPeP°PjPé, P+CrP»Ps PiPsPjC-C+PuPSPs, C%oPs CHP&P-PéPe
PIP&éPSP&PePSPRPSPSCII PuPmPib P-P+C-P»CHCEPUPSPEPNe PiCEP&P+P»P&P-PSPs PI C,CHPé
CEP°P-Pé. PiPuC...P°PSC-P-Pj PiC-PrPIPEC % PuPSPSCLI CHP&P-PEPeCt PSPuPIC-PrPsPjPEPNe.
PyC-PrPIPEC%0PpPSPEPNe CRP&P-PéPe PuPmPrmb PSP PjPsPYPSP° PIPéPeP»CRCP°C,Pé PICHPé
PiCHPEPNePsPjC- C-PSCEPEC... P°PSC,PEPiCI'PEC...PsC,PEPeC-PI P°P+Ps PrP»CLI C-PSCEPEC..
PiCRCIPi PiP°CtC-C”PSC,C-PL. P1sP°CEP&PICEP°P-PéPS PiPsC,CEC-P+PSPs PsP+PuCHPuPYPSPs
PiCEP&P-PSP°C#P°C,Pé PiP°C1C-C”PSC,P°Pj P- C{PéPSPSP&PeP°PjPé CHP&P-P&PeCr
PIP&éPSP&PePSPuPSPSCII C-PSCI'CIP»CHbC,CF.

P—P°C...PIPsCRCRPIP°PSPSCII CI"'PuCRCtPuPIPs-CI'CrPrPéPSPSPsC— CI'PEéCI'C,PuPjPé

P—PjC-PSPé P°CEC,PuCFC-P°P»CEbPSPsPiPs C,PéCI PeC$

PP°CRHP&PiCHP°P-P&PS PjPsPPu CI'PiCHPECHPEPSCILIC,Pé CLIPe PsCHC,PsCI'C,P°C,PéCEPSCr
PiC-PiPsC,PpPSP-C-Ch, C,P°Pe C- PiC-PiPuCHC,PuPSP-C-Ch (PrPéPI. CHPsP-PrC-P»
B«PyPsP+C-C$PSC- CHPuP°PeCtC-C—B»). PmP°CHPEPiCEHP°P-PEPS PiPsC,CHC-P+PSPs
PsP+PuCHPuPYIPSPs P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiP°C+C-C”PSC,P°Pj, Ct CIIPePEC... PI
P°PSP°PjPSPuP-C- C” P-P°C...PIPsCHCRPIP°PSPSCII CI'PuCECtPuPIPs-CI'CfPrPéPSPSPsC—
CI'PECI'C,PpPjPé C- CIIPeC- CI'C...PéP»CHPSC- PrPs P-PjC-PS P°CKC,PuCHC-P°P»CIHPSPsPiPs
C,PéCI'PeCt. PiiPsC,CHC-P+PSPs B PePsPSC,CEPsP»CRPIP°C,Pé P°CHC,PuCHC-P°P»CHPSP&PN:
C,PéCTPe.

P—PjC-PSPe PSP° PuP»PuPeC,CHPsPeP°CEPrC-PsPiCEP°PjC- (P*PnP”)

PJ PiP°C+C-C”PSC,C-PI, CIIPeC- PiCHPéPN:PjP°CRC,CH P°PSC,PéPiCI'P&C...PsC,PéPePé, PjPsPYPu
CHPsP-PIPEPIP°C,P&CI"CII PiPsPrPsPIPJPuPSPSCII C-PSC,PuCHPIP°P»Cr QPy.

PJ PeP»C-PSC-C$+PSPsPjCt PrPsCI'P»C-PrPPuPSPSC-, CLIPePp PiCEPsPIPsPrPéP»Pé PrP»ClLI



PsCtC-PSPePé PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Cr QT, PiCEPé PiCHP&PN:PsPjC-
PeP°CHP&PiCEP°P-P&PSCt PSPy P+CtP»Ps PiPsPjC-C+PuPSPs PIPsPrPSPsPiPs
PiPsPrPsPIPYPuPSPSCLI C-PSC,PuCEPIP°P»Ct QT Ct PiPsCEC-PIPSCLIPSPSC- P- PiP»P°CtPuP=+Ps
(PrP&PI. CRPsP-PrC-P» B«PxP°CEPjP°PePsPrPéPSP°PjC-PeP°B»). P] PeP»C-PSC-C+PSPEC...
PrPsCI'P»C-PrPIPuPSPSCIIC... PiPsPIC-PrPsPjP»CLIP»PsCI'CH P»PéCEPp PICHPs
PrPuPeC-P»CHbPeP® PIP&PiP°PrPeC-PI PSPRP-PSP°C+PSPsPiPs PiPsPrPsPIPIPuPSPSCII
C-PSC,PuCHPIP°P»Ct QT PiCEPé PiCEP&PNePsPjC- PeP°CEP&PiCEP°P-PéPSCT (PrPéPL.
CEPsP-PrC-P» B«PyPsP+C-C4PSC- CRPpP°PeCtC-C—B»). PyPsPjCt PeP°CEPEPICHP°P-PEPS
C,CRPuP+P°® PsP+PuCEPpPYPSPs P-P°CI'C,PsCI PSPICIPIP°C,Pé PiP°C+C-C”PSC,P°Pj, Cr
CLIPeP&C... P1 P°PSP°PjPSPuP-C- C” CI'PuCEHCtPuPIPs-CI'CPrPéPSPSPy
P-P°C...PIPsCECRPIP°PSPSCII P°P+Ps PiPsPrPsPIPJPRPSPSCLI C-PSC,PuCEPIP°P»Ct QT PI
CI'C-PjPuPN-PSPsPjCt P°PSP°PjPSPuP-C-, P° C,P°PePsPq PiP°C+C-C”PSC,P°Pj, CLIPeC-
P»C-PeCIPIP°P»P&CI'CLI PiCEPuPiP°CHP°C,P°PjPé, C%oPs PjPsPCrC,CHb PiPsPrPsPIPYP&C,Pé
C-PSC,PuCEPIP°P» QT (PrP&PI. CRPsP-PrC-P» B«PuP°CEPjP°PePsPrPéPSP°PjC-PeP°B»).

P’PuPSPsP-PSP° C,CFPsPjP+PsPuPjP+PsP»C-CII (P'PyP+)

PuPsPIC-PrPsPjP»CLIP»PsCI'CH PiCEHPs PIPéPiP°PrPePé PIPEPSPéPePSPUPSPSCII P’PiP+ PiCHPé
P-P°CI'C,PsCI'CFPIP°PSPSC- P°PSC,PéPiCI'PéC...PsC,PEC+PSP&C... P-P°CI'PsP+C-PI.
PhCI'PeC-P»CHPePé Crf PiP°CtC-C”PSC,C-PI, CLIPeC- PiCEPéPN-PjP°CRC,CH
P°PSC,PéPiCI'PéC...PsC,PéPePé, C+P°CI'C,Ps PIPEPSPEPeP°CRC,CH PSP°P+CrC,C-
C$P&PSPSPéPePé CHPEP-PEPeCT CRPsP-PIPEC,PeCr P’PyPe, PICI'C- PjPsPP»P&PIC-
C$P&éPSPSP&éPePé PIPEPSPéPePSPuPSPSCII P’PyPe CI'P»C-Pr PIP&CLIPIPEC,Pé PiPpCEPuPr C,P°
PiC-Pr C$P°CI’ P»C-PeCrPIP°PSPSCII PeP°CHP&PiCHP°P-PEPSPsPj, P° C,P°PePsPY C,CHPuP+P°
PiCHPsPIPsPrPéC,Pé C—C...PSCh PiCEPsC, C-P»P°PeC,PéPeCr.

P“C-PiPuCHPiP»C-PePuPjC-CII C,P° CtCrPeCHPsPIPéPNe PrC-P°P+PuC

P] PiP°CtC-C”PSC,C-PI C-P- CtCtPeCHPsPIP&Pj PrC-P°P+PuC,PsPj P°P+Ps Cr
PiP°CtC-C”PSC,C-PI C-P- C{PéPSPSP&PeP°PjPé CHPEP-PEPeCt CHPsP-PIP&C,PeCr
CtCrPeCHPsPIPsPiPs PrC-P°P+PuC,Cr (PSP°PiCRPéPeP»P°Pr, PsPIPEéCHC-PSPSCI],
PSP°CIIPIPSC-CI'C,CH PrC-P°P+PuC,Cr PI CI'C-PjPuPNePSPsPjCt P°PSP°PjPSPuP-C-), CLIPeC-
PiPsCtPéPSP°CRC,CH P»C-PeCrPIP°PSPSCII P°C,PéPiPsPIP&PjPé
P°PSC,PéPiCI'P&C...PsC,PéPeP°PjPé, CI'P»C-Pr PePsPSC,CHPsP»CRPIP°C,Pé CEC-PIPSC-
PiP»CRPePsP-Pé PI CI'PéCHPsPIP°C,CtC-. PuC-Pr C$P°CI" PeP»C-PSC-C+PSPéC...
PrPsCI'P»C-PrPPuPSCH PeP°CHP&PiCHP°P-P&PSCY PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs
PiPsP+C-C+PSC- CHPuP°PeCtC-C— CI'C,PsCI'PsPIPSPs CEC-PIPSC-PI PiP»CRPePsP-Pé (PrP&PI.
CHPsP-PrC-P» B«PxP°CEPjP°PePsPrPéPSP°PjC-PeP°B»).

P—PjC-PSP& PjP°CI'Pé C,C-P»P°

PiCHPé PiCHP&PNePsPjC- PeP°CHP&éPiCRP°P-PéPSCr CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI]
P-PSP°C$PSPu P-P+C-P»CHCEPuPSPSCI]I PjP°CI'Pé C,C-P»P°. PuP°CtC-C”PSC,P°Pj CI'P»C-Pr
CHPpPiCIP»CLICHPSPs PePsPSC,CRPsP»CRPIP°C,Pé PjP°CI'Cr C,C-P»P° (PrPéPI. CRPsP-PrC-P»
B«PyiPsP+C-C$#PSC- CHPuP°PeCtC-C—B»).

PhPrPSPsC+P°CI'PSPu P»C-PeCrPIP°PSPSCII PiPsPjC-CRHPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé

CYP3A4

PhPrPSPsC+P°CI'PSPy P-P°CI'C,PsCI'CFPIP°PSPSCII PeP°CRHPEPiCHP°P-PEPSCY P-
PiPsPjC-CHPSPé&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 PjPsPPu PiCEP&P-PIPuCI'C,Pé PrPs
P-P+C-P»CHCEPuPSPSCII P-P°PiP°P»CHPSPsC— PuPeCIPiPsP-PéC+C-C—



PeP°CRP&PICEP°P-PEPSCT. P PuPePsPjPuPSPrCrC”C,CHCI'CII PjPsPSC-C,PsCEP&PSPi
C-PSPrP&PIC-PrCIP°P»CHPSPsC— CHPuP°PeCtC-C— C,P° PiPpCHPUPSPsCIPEPjPsCI'C,C- C,P°,
CLIPeC%oPs PSPuPsP+C...C-PrPSPs, PrPsP-Ct PeP°CHP&PiICHP°P-PéPSCt CI'P»C-Pr
(C,P&PjC4P°CI'PsPIPs) P-PjPuPSCEPEC,Pé P- CFCHP°C...CrPIP°PSPSCIIP
PiPsC,PpPSCtC-PNePSPsPiPs P-P+C-P»CHCEPuPSPSCII PuPeCI'PiPsP-P&CtC-C— (PrPéPL
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé P»C-PeP°CRCI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

P"PsPiPsPjC-PIPSC- CRPuCtPsPIPéPSPé

P PuP°PiC-P»P°, PeP°PiCI'CrP»Pé C,PIPuCEPrC- PiPs 3 PjPi, 4,5 PjPi C,P° 6 PjPi, PjC-CI'C,CLIC,CHb
P+P°CRPIPSP&Pe CI'PiPpCtC-P°P»CEbPSPEPNe C+PuCHPIPsPSPEPNe PHPY (Pe 129), C%oPs
PjPsPYPu CI'PiCEP&C+P&PSCLIC,Pé P°P»PuCHPiC-CPSC- CEPuP°PeCtC-C—.

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

P-C-PSPePé CHPuPiCHPsPrCrPeC,PéPIPSPsPiPs PIC-PeCr/ PJC-PSPeP€, CLIPeC-
PIPéPePsCRHP&CI'C,PsPICFCRC,CH PePsPSC,CRP°CtPuPiCtC-Ch

P-C-PSPeP°Pj CEPpPiCEPsPrCrPeC,PéPIPSPsPiPs PIC-PeCr PiPsC,CHC-P+PSPs CrPSP&PeP°C,Pé
PIP°PiC-C,PSPsCI'C,C- PiC-Pr C+P°CI" PiCHPéPN:PsPjCt P»C-PeP°CRCI'CHPePsPiPs
P-P°CI'PsP+Ct P PuP°PiC-P»P°. PyP°CtC-C”PSC,PePé CEPuPiCHPsPrCrPeC,PEPIPSPsPiPs
PIC-PeCt PjP°CRC,CH PIP&PePsCRHPECI'C,PsPICFPIP°C,Pé PIP&CI PsPePsPuC, PuPeC,PEPIPSC-
PjPuC,PsPrPé PePsPSC,CHP°CtPuPiCtC-C— PiC-Pr C+P°CI" P»C-PeCrPIP°PSPSCII C,P°
C%oPsPSP°PNPjPuPSC£Pyu PiCRHPsC,CIIPiPsPj 10 C,P&PYPSC-PI PiC-CI'P»CII PiCEP&éPNePsPjCr
PsCI'C,P°PSPSCHPsC— PrPsP-Pé PiCEPuPiP°CHP°C,Ct P PuP°PiC-P»P°.

P’P°PiC-C,PSC-CI'C,CH

P”P°PSC- C%oPsPrPs P-P°CI'C,PsCI'CtPIP°PSPSCLI PeP°CHP&PiCEP°P-P6PSCY PIP°PiC-C,PSP&P;
P§C-PSPeP°Pj PIC-PrCI'CfC,PSC- P°P+Ps PsP+PjPuPIPuPSC-.

P”PsCI'P»C-PrPYPpPSPSCII PSP° C,PIP°CEPEPSP°C... PiPsPeP°P-P°P»Pé
CHPpPiCRPsPrCrPeC,PEPIPSCT C,PsPeCI'PEC+PSC-CI'C,CHh, PIPeP»CRC+PSPs P- PIP°PrP°PjPé
CHPsP-PIP&C,PeCt Ct C%oCrCHC-PI (PrPéPI. CHPsP-PrC-P» B«P”P°PSC-
PrPsPeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH P- P+PyuP-PiPuPePéB»).

P—P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,Cr P PuP°PiC-P»P° PSPp
CHPpPePsPjPpPSPrCrC”C,CHCI'CII PiCHPsC,CIIPiPsPj PIP°PiC-C,PSPsCI'C,C-, P° C,P°PePsPf
PYC-PSPeP°Pj CRHPuPiCHPsPrCrPeC,PEPIPSPsPiPs PIC-PeCr, CIIPeC- PSPu
PIPéPePsCEP&CI'C,PsPICFCRC,CH PuC,PuPeC,PEPIPSCE PePsPSC,CHP°CtPuPiCtC-Ch.
P1C-CI'P»CII PiCEP&PiP&EPSPuPSPSCII P»C-PeCrPIP°PSPSCII PeP°CEP&PiCHP°P-PEPSPSP;
C+PpuCHPuP: PiPsPIC-P»CHPSPp PIPEPIPuPrPuPSPSCII P°PeC,PEPIPSP&C. ..
PePsPjPiPsPSPuPSC,C-PI PjPuC,PsPrPe PePsPSC,CHP°CtPuPiCtC-C— PiPsC,CHC-P+£PSPs
P-P°CI'C,PsCI'PsPICPIP°C,Pé C%oPsPSP°PNePjPuPSC£Pp PiCHPsC,CIIPiPsPj 10 C,PEPIPSC-PI.

PkPsPIPsPSP°CHPsPrPIPuPSC-, PSP° CIIPeP€EC... PIPiP»PEPIP°P»Pé
P°PSC,P&PiCI'P&C...PsC,PéPePé (PIPeP»CRCHPSPs P- PeP°CHP&PiCHP°P-PEPSPsPj) PiC-Pr C+P°CT
C,CHPuC,CHPsPiPs C,CRHP&PjPuCI'C,CRCr PIP°PiC-C,PSPsCI'C,C-, P-PSP°C...PsPrCIIC,CHCI'CII
PI PiCHCrPiC- ChPéP-PePeCr CHPsP-PIPEC,PeCr C,P°PePéC... PiPsP+C-C+PSPéC...



CBPpP°PeCtC-PNe, CIIPe PuPeCI'C,CHP°PiC-CHP°PjC-PrPSC- CI'P&PjPiC,PsPjPé C,P°/P°P+Ps
CI'P&PjPiC,PsPjPé PIC-PrPjC-PSPé, CI1IPeC- PjPsPYCrC,CH P+CrC,Pé CHC-P-PSPsC—
C,CLIPYPePsCI'C,C- C,P° C,CHPéPIP°P»PsCI'C,C-. PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCHPs
P-P+CrPrPYPuPSPSCI], PiC-PiPuCHC,PsPSC-Ch, PiC-PiPsC,PsPSC-Ch, C,CEPuPjPsCH,
CI'PsPSP»P&PIC-CI'C,CH, CRPuCI'PiC-CRHP°C,PsCRHPSP&PN. PrPECI'C,CRHPuCI-CI' PEPSPrCHPsPj
C,P° PiPsCHCrCEPuPSPSCII PIPJP&PIP°PSPSCII C—P9C-. P!C- CFCI'PeP»P°PrPSPuPSPSCI]
CBC-P-PSPéP»P&CI'CII P-P° C,CIIPPeC-CI'C,Ch; CLIPeC%oPs Ct PrPuCIIPeP&C...
PIPéPiP°PrPeP°C... CI'PEPjPiC,PsPjPé P-PSPEPeP°P»Pé CI'P°PjC- CI'PsP+PsCHh, C,Ps PI
C-PSCEPé&C... PIP&PiP°PrPeP°C... PSPsPIPsPSP°CHPsPrPIPuPSC- PiPsC,CHPuP+CrPIP°P»Pé
P»C-PeCrPIP°PSPSCII Crf PIC-PrPrC-P»PuPSPSC- C-PSC,PuPSCI'PéPIPSPsC— C,PuCHP°PiC-C—
C,P° C,CRP&PIP°P»PsC— PiPsCI'PiC-C,P°P»C-P-P°CtC-C—. PyPsPjCr P-P° CI'C,P°PSPsPj
PSPsPIPsPSP°CHPsPrPPuPSP&C... PiPsC,CHC-P+PSPs CEPuC,PuP»CHPSPs
CI'PiPsCI'C,PuCHC-PiP°C,Pé.

P“PsPrCrPIP°PSPSCII PiCRCIrPrPrCh

P”PsCI'C- PSPuPIC-PrPsPjPs, C{Pé PIP&PrC-P»CLICRC,CIbCI'CLI PeP°CEP&PiCHP°P-P&PS C,P°
PNePsPiPs PsCI'PSPSPIPSC- PjPuC,P°P+PsP»C-C,Pé P- PjPsP»PsPePsPj P»CRPrPéPSPé.
PP°CRP&PICHP°P-PEPS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIP&PrC-P»CLICRC,CHhCI'CLI P-
PjPsP»PsPePsPj C%oCrCHC-PI PiC-Pr CP°CI" P»P°PeC,P°CtC-C— (PrPéPL. CEHPsP-PrC-P»
B«P”P°PSC- PrPsPeP»C-PSC-C4PSPEC... PrPsCI'P»C-PrP{PuPSCH P- P+PuP-PiPpPePéB»). PkPp
PjPsPYPSP° PIP&éPeP»CRC+P°C,Pé PIPiP»PéPICT PSP°
PSPsPIPsPSP°CHPsPrP{PuPSP&C.../PSPuPjPsPIP»CIIC,. PuC-Pr CP°CI" P»C-PeCrPIP°PSPSCII
PeP°CEHP&PiCEP°P-P6PSPsPj PiPsC,CHC-P+PSPs PiPuCEPpCHPIP°C,Pé PiPsPrCrPIP°PSPSCII
PiCECrPrPrCh.

PruPuCRHC,PéP»CHHPSC-CI'C,CH

P’PiP»P&éPI PeP°CHPEPiCEHP°P-PEPSCY PSP° C, PuCEC,PéP»CHPSC-CI'C,CH P»CRPrPEPSPé PSPh
P+CrPI PIPEPIC+PuPSP&PNe. P] PrPsCI'P»C-PrPIPuPSPSCIIC... PSP° C%0CrCHP°C...
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII P-PSPéPYPuPSPSCII C,PuCHC,PéP»CHPSPsCI'C,C- C,P°
PiPsPeP°P-PSP&PeC-PI P-P°PiP»C-PrPSPuPSPSCII Cr CI'P°PjPsPe (PrPéPI. CEPsP-PrC-P»
B«P”P°PSC- PrPsPeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPIPuPSCH P P+PuP-PiPuPePéB»).

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

P5P°CHPEPICEP°P-PEPS PjP°C” CI'P»P°P+PeP&PNe P°P+Ps PiPsPjC-CEPSP&PNe PIPiP»P&PI PSP®
P-PrP°C,PSC-CI'C,CHb PiP°C+C-C”PSC,C-PI PePuCECrPIP°C,Pé P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj
C,P° PICRP°CtCRPIP°C,Pé P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé. PuP°C+C-C”PSC,C-PI
PiPsC,CHC-P+PSPs P-P°CI'C,PuCEPuPiC,Pé PIC-Pr CRPsP+PsC,Pé P- PSPuP+PpP-PiPuCtPSP&PjPé
PjPuC...P°PSC-P-PjP°PjPé, PIPeP»CRC1PSPs P- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj, PrPsPiPsPePé
PIPsPSPé PSPy P+CrPrCiC,CH CtC-P»PePsPj PIPiPuPIPSPUPSC-, C%oPs
P»C-PeP°CHCI'CHbPePEPNe P-P°CI'C-P+ P PuP°PiC-P»P° PSPy PjP°C” PSP° PSP&C...
PSPuPiP°C,PéPIPSPsPiPs PIPiP»P&PICE.

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



P”PsP-CrPIP°PSPSCII

P PpPePsPjPuPSPrPsPIP°PSP°® PiPsC+P°C,PePsPIP° PrPsP-P° PeP°CHP&PiCHP°P-PEPSCT
CI'C,P°PSPsPIP&C,CH 1,5 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cr. P—PiPsPrPsPj PrPsP-Cr Cr
CBP°P-C- PiPsC,CHPuP+Pé PjPsPIPSP°® PiPsPIC-P»CHPSPs PiC-PrPIP&C%oCrPIP°C,Pé PiPs
1,5 PjPi PrPs PjP°PeCI'PéPjP°P»CHPSPsC— PrPsP-Pé 6 PjPi/PrPsP+Cr. PKP°PN.PSPEP{C+P°
PuC, PuPeC,PEPIPSP° PrPsP-P° PjP°C” PiC-PrC,CHP&PjCrPIP°C,PéCI'CII P-PiC-PrPSPs P-
PeP»C-PSC-C$PSPsChR PsCtC-PSPePsCh P»C-PeP°CHCLI. PSPuCHPuP: PrPsPIPiPéPNe
PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII PeP°CHP&PiCHP°P-PEPSCT C,P° PNePsPiPs
P°PeC,PéPIPSP&C... PjPuC,P°P+PsP»C-C,C-PI P-PjC-PSPé PI PrPsP-CrPIP°PSPSC- PSP
P+CrPrCrC,CH PiPsPIPSC-CI'C,ChR PIC-PrPsP+CHP°PP°C,PECI'CI] PI PiP»P°P-PjC-
PiCHPsC,CLIPiPsPj PeC-P»CHPePsC... C,PEPIPSC-PI. P—P° CI'C,P°PSPsPj PiP°CtC-C”PSC,P°
C,CHPuP+P° CI'PiPsCI'C,PuCHC-PiP°C,Pé CI'C,PsCI'PsPIPSPs PiPsCIIPIPé PiPsP+C-CfPSPé&C...
CEPpP°PeCtC-PNe C,P° PIC-PrPiPsPIC-PrC- PSP° P»C-PeCrPIP°PSPSCII PiCHPsC,CLIPiPsPj
PeC-P»CHPePsC... C,PPIPSC-PI PiC-CI'P»CII PiPsC+P°C,PeCr PiCHPEPN.PsPjCr
PeP°CHPEPICHP°P-P6PSCY C,P° PiC-CI'P»CLI PePsPIPSPsC— P-PjC-PSPé PrPsP-CrPIP°PSPSCII
(PrPéPI. CHPsP-PrC-P» B«PuP°CHPjP°PePsPeC-PSPuC,PéPeP°B».).

PyPuCEPLC...C-Pr P- C-PSCEPEC... P°PSC,PéPIiCI'PEC...PsC,PéPeC-PI PSP
PeP°CEPéPiCEP°P-PéPS

PuCHPé PiPuCHPuC...PsPrC- P- C-PSCEPEC... P°PSC,PéPiCI'P&C...PsC,PéPeC-PI PSP®
PeP°CHP&PICEP°P-P&PS PiPsC,CEC-P+PSPs PICEP°C...PsPICFPIP°C,Pé PiPsCI'C,CfPiPsPIPn
PiPuCEPuC...CEPuCI'PSPy C,P&C,CECEPIP PSPSCILI P- PiPsCI'C,CtPiPsPIP&Pj
PiCHP&PiPéPSPuPSPSCIIP] P-P°CI'C,PsCI'CfPIP°PSPSCII PiPsPiPpuCHPuPrPSCHPsC—
C,PuCHP°PiC-C— PiC-Pr C+P°CI" PiPsC4P°C,PeCr PiCEP&PN:PsPjCr PeP°CRP&PiCEP°P-P&PSCY.

PuPuCHPuC...C-Pr P- PeP°CEPéPiCFP°P-PéPSCé PSP° C-PSCEPEPNe P°PSC,PéPiCI PéC...PsC,PéPe

PuCHPé PiPuCHPuC...PsPrC- P- PeP°CHPEPiCHP°P-PEPSCT PSP° C-PSCEP&PNe
P°PSC,P&PiCI'PéC...PsC,PéPe PiPsCI'C,CIPiPsPIPsPiPs PiPuCHPuC...CHPuCI'PSPsPiPs
C,P&C,CRCIrPIP°PSPSCII PSPu PIC-PrP+CrPIP°C,PéPjPuC,CHCI'CII, C,PsPjCt PiCHPEPN:PsPj
PSPsPIPsPiPs P°PSC,P&PiCI'P&C...PsC,PéPeP® PjPsPYPSP° PiPsC+P&PSP°C,Pé P- PNePsPiPs
PSP°PNePSP&PYC+PsC— PrPsP-Pé PiC-Pr C+P°CI’ PiCHP&éPiPéPSPuPSPSCII
PIPéPePsCRP&CI'C,P°PSPSCII PeP°CEPéPiICHP°P-PEPSCY. P1iiPsC,CHC-P+PSPs
PICRHP°C...PsPICIPIP°C,P&, C%oPs PePsPSCtPuPSC,CHP°CtC-CII PeP°CHPEPICHP°P-PEPSCT C,P°
PNePsPiPs P°PeC,P&PIPSP&C... PjPuC,P°P+PsP»C-C,C-PI PI PiP»P°P-PjC- P-PjPuPSCEP&C,CHCI'CII
PSP° 50 % PiCHP&P+P»P&P-PSPs PiCRPsC,CIIPiPsPj 1 C,PéPIPSCI] (PrPéPI. CHPsP-PrC-P»
B«PuP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

PyCEPsPiC4CI'Pe PiCFPEPN-PsPjCé C,P°P+P»PuC,PsPe

PuCHPé PiCHPsPiCFCI'PeCt PiCEPEPNePsPjCt C,P°P+P»PuC,PePé PiP°CtC-C”PSC, PiPsPIPEPSPuPS
PSPUPiP°PN:PSPs PiCEPEPNPSCIIC,Pé PiCHPsPiCrC%PuPSCY C,P°P+P»PuC,PeCr. PhPrPSP°Pe
CLIPeC%oPs CIPYPy PjP°PNePPp PSP°CI'C,P°PI C+P°CI" PiICHP&PNePsPjCI PSP°CI'C,CIPiPSPsC—
C,P°P+P»PuC,PePé, PiCEPsPIiCIC%oPuPSCt C,P°P+P»PuC,PeCr PSPp PIP°CHC,Ps
PiCEP&EPN:PjP°C,P&, P° CI'P»C-Pr PiCEPEPN:PSCLIC,P& PSP°CI'C,CIPiPSCT PrPsP-Ct P-PiC-PrPSPs
P-C- P-PIP&CP°PN-PSP&Pj PiCEP°C, C-PePsPj. PkPp CRPuPePsPjPuPSPrCrC”C,CHhCICII
PiCHP&PNPjP°C,Pé PiPsPrPIC-PNePSCI PrPsP-Cr, C%oPsP+ PePsPjPiPuPSCI'CrPIP°C,Pé
PiCHPsPiC{C%oPuPSCr PrPsP-Ct.

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




PuPsCHCZ2C€PuPSPSCII C,CéPSPeCtC-C— PSPéCHPsPe

PP°CtC-C”PSC,Pé P- PiPsCHCrCEPpPSPSCIIPj C,CfPSPeCtC-C— PSPECEPsPe P»PuPiPePsPiPs
CtPé CI'PuCHPpPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CIIPPePsCI'C,C- (PeP»C-CHPuPSCI
PeCHEPpP°C,PEPSC-PSCT (CrCl) = 30 PjP»/C...PI C,P° < 89 PjP»/C...PI) PSPu
PiPsC,CHPuP+CrCRC,CH PYPsPrPSPEC... PePsCHP&PiCIPIP°PSCH> PrPsP-Pé.
P‘PpP-PiPuC+PSC-CI'C,CH C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII
PeP°CHPEPICHP°P-P&PSCr PrP»CII PiP°CtC-C”PSC,C-PI C-P- C,CIIPPeP&Pj
PiPsCHCICEPuPSPSCIIPj C, CfPSPeCtC-C— PSPECEPsPe (CrCl < 30 PjP»/C...PI) PSPu
PsCtC-PSCRPIP°P»P&CI'CII. PuP°CtC-C”PSC,P°Pj C-P- C,CIIPPeP&Pj PiPsCHCrCEPuPSPSCIIP;
C, CtPSPeCtC-C— PSPECEPsPe PSPu CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiCHPEPNePsP;
PeP°CEP&PiCEP°P-PéPSCT (PrPéPI. CHPsP-PrC-P» B«PuP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

PyPsCHC2C€PuPSPSCII C,CéPSPeCtC-C— PiPuC#C-PSPePé

PuP°CtC-C”PSC,Pé P- PiPsCRCICEPRPSPSCII C, CtPSPeCtC-C— PiPuCiC-PSPePé P»PpPiPePsPiPs
P°P+Ps CI'PuCEPuPrPSCHPsPiPs CI'C,CFPiPpPSCII C,CLIP{PePsCI'C,C- (58F“9 P-P°
CEPeP°P»PsCR P§P°PN:P»PrP° 8Fy” Py ™ CR) PSPy PiPsC,CEHPuP+CfCRC,CH PIPsPrPSP&C. ..
PePsCEP&PICIPIP°PSCH PrPsP-Pé. P'PpuP-PiPuC+PSC-CI'C,CH C,P° PuC,PuPeC,PEPIPSC-CI'C,CH
P-P°CI'C,PsCI'CfPIP°PSPSCII PeP°CHP&PiCRP°P-P6PSCt B PrP»ClI PiP°CC-C”PSC,C-PI C-P-
C,CLIP{PeP&Pj PiPsCRCICEPRPSPSCLIPj C, CrPSPeCtC-C— PiPpC+C-PSPePé (1085 15 P-P°
CEPeP°P»PsCH P§P°PN:P»PrP° 8" Pus|™ CR) PSPp PsCtC-PSCRPIP°P»P&CI'CLL.
PuP°CtC-C”PSC,P°Pj C-P- C,CLIPYPeP&P;j PiPsCECrCEPuPSPSCLIPj C,CPSPeCC-C—
PiPuC$C-PSPePé PSP CHPpPePsPjPuPSPrCrC”C,CEbCI'CLI PiCHPEPN:PsPj
PeP°CHP&PICEP°P-PEPSCY (PrP&PI. CHPsP-PrC-P» B«PrP°CEHPjP°PePsPeC-PSPUC,PéPeP°B).

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

P”"PsCI'C,CrPiPSPEC... PrP°PSP&C... CI'C,PsCI'PsPIPSPs P»C-PeCrPIP°PSPSCII
PeP°CRP&PiCRP°P-PEPSPsPj PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr (= 65
CHPsPeC-PI) PSPuPrPsCI'C,P°C,PSCHPsB PrP»CII PIPECLIPIP»PpPSPSCII
PIC-PrPjC-PSPSPsCI'C,PuPNe C—C...PSCHPsC— PIC-PrPiPsPIC-PrC- PSP°® P»C-PeCrPIP°PSPSCII
PIC-Pr PIC-PrPiPsPIC-PrC- PiP°CtC-C”PSC,C-PI PjPsP»PsPrC€PsPiPs PIC-PeCr (PrP&PI.
CBPsP-PrC-P» B«PxP°CEPjP°PePsPeC-PSPuC,PéPeP°B»). PiiC-PrP+C-CH PrPsP-Pé PrP»CII
PiP°Ct+C-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr PjP°C” P+CrC,Pé P+C-P»CHCE
PsP+PuCEPuPIPSPEP;.

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

P>C-PeP°CRCI'CHhPePéPNe P-P°CI'C-P+ P PuP°PiC-P»P° P-P°CI'C,PsCI'PsPICfPIP°C,Pé
PiPpCHPsCHP°P»CHPSPs 1 CEP°P- PSP° PrPsP+Cr PI PsPrPéPS C- C,PsPNe CI'P°PjP&PNe C+P°CI’
PSPuP-P°P»PuPYPSPs PIC-Pr PIP{P&PIP°PSPSCLI C—P9C-.

PiCHPé P-P°CI'C,PsCI'CPIP°PSPSC- PeP°CHP&PiCHP°P-PEPSCr CI'P»C-Pr CrPSPéPeP°C,Pé
PIPPEPIP°PSPSCII P°P»PePsPiPsP»Ch (PrPéPI. CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P

C-PSC€Pé&PjPé P»C-PeP°CRCI' CHhPePé&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé
PIP-P°C”PjPsPrC-PNeB»).

P”C-C,Pe.

P‘PpP-PiPuPeCr C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CrPIP°PSPSCII



PeP°CEHP&PICEP°P-P6PSCY PrP»CII PrC-C,PuPNe (PIC-PePsPj PrPs 18 CEPsPeC-PI) PSPy
PICI'C,P°PSPSPIP»PuPSPs. PkPuPjP°C” PrP°PSP&C....

PyPuCEPuPrPsP-C4PIP°PSPSCII.
PYP&PjPiC,PsPjPé

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PIP&PiP°PrPePsPIPu PiPsCI'C,CHPy
PiPuCEPuPrPsP-CrPIP°PSPSCII (48 PjPi/PrPsP+Cr) PI PsPrPSPsPiPs PiP°CtC-C”PSC,P°. P]
CtCHbPsPiPs PiP°CtC-C”PSC,P° P-8F™ CLIPIP6P»P&CI'CLI PsCHC,PsCI'C,P°P- C,P°
CI'PuPrP°C,PéPIPSP&PNe PuC, PpPeC,. PYC,P°PS PiP°C+C-C”PSC,P° PiPsPIPSC-CI'C,Ch
PIC-PrPSPsPIP&PICI'CII PI C,PsPNe PPy PrPuPSChb.

P>C-PeCrPIP°PSPSCII PiCRHPé PiPuCRHPuPrPsP-CrPIP°PSPSC-

P>C-PeCrPIP°PSPSCI] PiCEPé PiPuCHPuPrPsP-CrPIP°PSPSC- PjP°C” P+CrC,Pé
PiC-PrC,CR{P&PjCrPIP°P»CHbPSPy, PIPeP»CRC+PSPs P- PiC-PrC,CHPéPjPePsCh PIC-P»CHPSPsC—
PiCHPsC...C-PrPSPsCI'C,C- PrPéC...P°P»CHhPSP&C... CEP»CIIC...C-PI, PSP°CI'PEC+PpPSPSCIIP;
PeP&CI'PSPuPj C,P° PIPuPSC,PéP»CIICTC-C”Ch, P° C,P°PePsP{ CI'P&PjPiC,PsPjP°C,PéC+PSPy.
PYPiPsCI'C,PuCEPuPIPuPSPSCII P-P° CI'PpuCHCtPuPIPs-CI'CrPrPéPSPSPsCh CI'PECI'C,PuPjPsCh
PjP°C” CRPsP-PiPsC+P&PSP°C,P&CI'CI]I PSPuPiP°PNePSPs C,P° PIPeP»CRC$P°C,Pé
PuP»PpuPeC,CEPsPeP°CRHPrC-PsPiCEP°C, C-C+PSPéPNe PjPsPSC-C,PsCHP&PSPi PrP»CII
PIPECIIPIP»PpuPSPSCII PjPsPYP»P&PIP&C... P°CHPEC,PjC-PNe. P] CEP°P-C-
PIPEPSP&PePSPuPSPSCII C,CIIPYPePé&C... PuPeCI'C,CHP°PiC-CHP°PjC-PrPSPéC...
CI'PéPjPiC,PsPjC-PI CI'P»C-Pr P-P°CI'C,PsCI'CrPIP°C,Pé P°PSC,P&C...PsP»C-PSPuCEPiC-C$PSC-
PiCEPpPiP°CHP°C,Pé. PhCI'PeC-P»CHPePé PeP°CRP&PICHP°P-PEPS CI'PEP»CHPSPs

P-PIBF™ CIIP-C*C”C,CHCI'CII P- P+C-P»PeP°PjPé PiP»P°P-PjPé, PiPpPjPsPrC-P°P»C-P- PSPy
P+CrPrPu B PuC, PuPeC,PEPIPSPEPj PrP»CII P»C-PeCrPIP°PSPSCII
PiPpCHPpPrPsP-CrPIP°PSPSCII. PuPéP»CHPSPéPNe PjPuPrPéC+PSPéPNe PSP°PiP»CIIPr C,P°
PjPsPSC-C,PsCHP&PSPi PjP°CRC,CH C,CHPEPIP°C,Pé PrPsC,Pé, PrPsPePé CI'C,P°PS
PiP°CtC-C”PSC,P° PSPu PIC-PrPSPsPIPEC,CHhCI'CI].

PisP°CRP&PICHP°P-PéPS PSPy PjP°C” CI'PiPuCtPéC, C-C+PSPsPiPs P°PSC,PéPrPsC,Cr.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.

PiPsP+C-C$PSPé&PjPé CHPuP°PeCtC-CIIPjPé, PiCHPs CIIPeC- PSP°PNeC+P°CI'C,C-C£Pu
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- PeP°CHP&PICHP°P-PEPSCr PI
PrC-P°PiP°P-PsPSC- PrPsP- (1,58F“6 PjPi), P+CrP»Pé P°PeP°C,PéP-C-CII (19 %) C,P°
PiP°CHPeC-PSCI'PsPSC-P-Pj (17,5 %). P‘C-P»CHCEC-CI'C,CH CHPuP°PeCtC-PNe P+CrP»Pé
P»PpPiPePsPiPs C+Pé CI'PuCHPpPrPSCHPsPiPs CI'C,CtPiPuPSCII C,CIIPPePsCI'C,C-.

PyP°P+P»PeC+PSPePNe PiPuCHPuP»C-Pe PiPsP+C-C$PSPeC... ChPuP°PeC1C-PNe

P1iPsP+C-C+PSC- P»C-PeP°CHCI'CHhPeC- CRPuP°PeCtC-C— (PuP>P ) PSP® PsCI'PSPsPIC-
PsP+gER™ C”PrPSP°PSP&C... PrP°PSP&C... P- PrPsCI'P»C-PrPIPuPSPSCII P»C-PeCrPIP°PSPSCII
C€Pé&P-PsC, CEPuPSC-C— PeP°CHPé&PiCHP°P-PEPSPsPj PiCHPuPrCI'C,P°PIP»PuPSPs P-P°
CI'PECI'C,PpPjP°PjPé PsCRHPiP°PSC-PI C- P- PIPéPePsCRP&CI'C,P°PSPSCIIPj
PIC-PrPiPsPIC-PrPSPsPiPs C,PuCHPjC-PSP° Cr C,P°P+P»P&éCtC- 3.



P1iPsP+C-C#PSC- CEPpP°PeCtC-C— CEPsP-PiPsPrC-P»PuPSC- P-P° CP°CI'C,PsC,PsCh
PIPEPSP&PePSPuPSPSCII C,P°PePéPj C+PEPSPsPj: PrCrPYPu C+P°CI'C,C- (= 1/10); CP°CI'C,C-
(PIC-Pr = 1/100 PrPs < 1/10); PSPuC$P°CI'C,C- (PIC-Pr = 1/1 000 PrPs < 1/100);
PiPsPsPrPéPSPsPeC- (PIC-Pr = 1/10 000 PrPs < 1/1 000); CHC-PrPeC-CI'PSC- (< 1/10 000);
C$P°CI'C,PsC,P° PSPuPIC-PrPsPjP° (PSPuPjPsPYP»P&PIPs PIPEP-PSP°C$P&C,Pé PSP°
PsCI'PSPsPIC- PSP°CIIPIPSPEC... PrP°PSP&C...). P] PePsPIPSC-PNe PiCECrPiC- P-P°
C$P°CI'C,PsC,PsCh PIPéPSP&éPePSPuPSPSCII PiPsP+C-C+PSC- CRPpP°PeCtC-C—
PiCEPpPrCI'C,P°PIP»PuPSC- PI PiPsCHCIIPrPeCt P-PSPEPIPuPSPSCII C—C...PSCHPsC—
CI'PuCHPNePsP-PSPsCI'C,C-.

PyP°P+P»P&CtCI!I 3. PuuPsP+C-C$PSC- CHPuP°PeCtC-C—, C%oPs PIPEPSPEPeP°CRC,CH Cr
PiP°Ct+C-C”PSC,C-PI C-P- CE€PeP-PsC, ChPpPSC-C"Ch

PYP&CTC,PuBPjPé PsCHPIP°PSC-PI P-P°
MedDRA

[P"CEPYIPp C+P°CI'C,C- (= 1/10)

[PSP°CT'C,C- (PIC-Pr = 1/100 PrPs < 1/10)

[PkPpC$P°CI'C,C- (PIC-Pr = 1/1 000 PrPs
< 1/100)

[PIPsPsPrPEPSPsPeC-
(PIC-Pr = 1/10 000
IPfPSBBBBBBBBB <
1/1 000)

[PSP°CI'C,PsC,P°
PSPUBPIC-PrPsPjP°

PCHPsPI C,P° P»C-PjC,P°C,PECIPSP®
CI'PéCI'C,PuPjP°

[PHPSPRPIC-CIT
P+PsP-P&PSPsC,C-P>C-CII

[PKPUPN.C, CHPSPIPuPSC-CL]]

PtPjCrPSPSP° CI'PECI'C,PuPjP°

[PC-PrPIPEC%0PRPSP°
IC+CrC,P»PEPIC-CI'C,CH

P+PSPrPsPcBCHPEPSPSP°® CIPECTB-
C,PuPjP°

P—PSPEPTPuPSPSCII

CHC-BPIPSCI] C,PéCHPuPsC,B-
CHPsPiPSPsPiPs PiPsCHBPjPsPSCr PI
PeCHPsPIC-

[P“C-PiPsC,PéCHPuPsP-

PhP+PjC-PS CHPuCtPsPIPEPS C,P°
C...P°CRC{CIPIP°PSPSCII

[P"P&CI'P»C-PiC-PrPuPjC-CII
P—P=+C-P»CHCEPPPSPSCII PjP°CI'Pé C,C-P»P°
P—PSPEPPuPSPSCII P°PiPuC,PéC,Ct
[PurC-PrPIPEC%o0PuPSPSCII P°PiPuC,PEC,Cr

[PhPSPsCHPjP°P»CHPSPEPNe
CHC-PIPuPSCH PSP°C,CHC-Ch PI
[PeCHPsPIC-

PiCPeCHPsPIPEPNe

PrC-BP°P+PyC, PiiC-PrPIPEC%0PuPSPEPNe
CHC-PIPpPSCH PiP»ChPePsBP-Pé P1
PeCRPsPIC-

PuCI'PéC...C-PeP°®

[P PsP-P»P°PrPé CI'PSCr*
[PyCHP&PIPSPIPSC-CI'C,CHb

PYCrC—CtP&PrP°P»CHPSP°
PiPsPIPuPrC-PSPeP°®
P"PuP»C-CHC-PNe
P”PuPiCHPUCIC-CII
P—PSPEPYPRPSPL

P»C-P+C-BPrPs
PuC-PrPIP6C%0PRPSPR P»C-P+C-PrPs
P+ CHPpPeC,PéP»CHPSP®
PrpeCIC,CEPSPeCHC-CLL

PKPLCHPIPSBPIP® CI'PECIC,PLPjP°

[PhPeP°C,P&P-C-CII*
[P1iP°CHPeC-PSCI'PsBPSC-P-Pj]

PYPuPrP°C,P&PIPSPEPN: PuC, PpPeC,
[P—P°PiP°PjPsCHPsBCPuPSPSCII
[P"PECT'C,PsPSC-CLI*

PtPSCEC- PpPeCI'C,CBP°BPiC-CHP°PjC-PrPSC-
IC,P° CECFC...PSPIC-

ICEPsP-P»P°BPrP&’

PC-P-PSCII

PrPéCI PeC-BPSPP-C-CII
P”P&CI'PeC-PSPuP-C-CII’
P"P&P-PuCI'C, PuP-C-CII
P—P°PiP°P»CEbPjPSPIP°BPSC-CI'C,CH

[PYCFPrPSBP}P&/
[PPSPSPICP»CHCIC-C—
[PhPjPSPUP-C-CLI
[PhC,P°P-C-CII

[P—P>PsCLIPeC-CT PSPEPN:
PSPyPNeCEPs-P»>PPiC, PEC+PSPEPNY
ICI'P&PSPrCHPsP)

PhCHPiP°PSPé P-PsCRCI

IP PsP-PjPéC,PéPN. P-C-ChH

PuC-PrPIPEC%oPRPSPEPNe
PIPSCIC,CHC-CEPSCHPsPSBCIPSPEPNe
C,P6CTPe

PuPsCHCrCEPRPSPSCLI
P°PePsPjPsPrP°CtC-C—
P—PSPEPYPRPSPSCII PiPsBCI'C,CHPsC,Pé
P-PsCHCt PyPsPrCHP°P-PSPuPSPSCII
[PsPeP®

[PIP°C,P°CHP°PeC,P°
[PuPsC,PsC, PsP+C-CII

PhCHPiP°PSPé CI'P»CrC...Cr C,P°
CHC-PIBPSPsPIP°PiPé

P'PLCEHC, PEPiPs

PYPRCECTPR

[PyP°C...C-P°CHPEC, PJC-CLL

[PuPsCBCrCEPUPSPSCII
CI'PuCHCPUPIPSC—
PiCHPSBPIC-PrPSPsCI'C,C-
P‘CHP°PrC-P°CHPEC,PiC-CLI
PuPsPrPsPIPIPuPSPSCLI
(C-PSC,PuCEPIP°P>Ct QT PSP°
PuP>PyPeC,CHPsPeP° BCHPrC-PsPiCHP°PC-
PuP°C,PsP»PsPiC-C{PSP&PNe
P-CfP=PpCtCH Py PSP
PpP>PyPeC,CHPsPeP°CEBPrC-PsPiCHP°PiC-

PYCIPrPePSPe

PLCEC, PRCEC-P°P>CFbPSP®
PiC-PiPCEC, PuPSP-C-CII

PhCHC,PRCHC-P°P»CIbPSP®
PiC-PiPsC,PuPSP-C-CII

PhCEPiP°PSPé PrpéC...P°PSPSCI],
PiCBCPrPSPsC—

PeP»C-BC,PePé C,P°
CI'PuCHPuBPrPsCI'C,C-PSPSCII

P“P&PeP°PIPeP°

PEP»CrPSBPePsPIPs-PePECEPePsPIPEPN
C.CEP°PeC,

[P"P»CRPIP°PSPSCII PKCIPrPsC,P°
[P—P°PiPsCE

P“P°CI'C,CEPsPuP-PsBC, P°PiPuP°P»CEbPSP’]
CEPuC,P»CRPeCI'PSP° C...PIPsSCHPsP+P°®

[P"P&CTC, P°PiC-CII

PuPuC$C-PSPeP° C,P° PYPsPIC#PsPIPEB-
PIC-PrPSC-
CEP»CIIBC...Pé

[PuC-PrPIP&C%oPpPSP&PNe CHC-PIPRPSCH
[PiPuC+C-PSBPePSPIPEC... C,PuCHPjPuBPSC,C-PI

PuC-PrPIPEC%0PuPSPEPNe CHC-PIPuPSCH
P+C-P»C-CRHCrBP+C-PSCr PI PeCRHPsPIC-

[PyPsPeCT PEC+PSPEPNe
[PiPRPiP°C,P&C,

IPEPeC-CHP° C,P° PiC-PrC€PeC-CHB-
PSC- C,PeP°PSPéPSPé

PYPIPLCHP+C-PY
[P'PECT'PEPT

PhPiPsCHPSPs-CHCIC...PSPIPEPN
P°PiP°CHP°C, C,P° CI'PiPsP»CrCiPSP°
C,PeP°PSPEPSP®

[PuC-PrPIP&CY%oPPSPEPN: CHC-PIPPPSCH
[PeCHPUP°BC,PEPSC-PSC, PsCI'C, PsBPeC-PSP°P-Pg|
PI PeCHPsPIC-

[P P°P+PrPsPjC-PsP»C-P-

PKPECTPCPE C,P°
CIPLCHPSPIPEBPIC-PrPSC- CEP>CLIB-
C...Pé

P"P&P-CFCHO-CII
PiPsBP»P°PeC-CFCHC-CII

P'P°PIC-C,PSC-CI'C,Ch,
PiC-CI'P»CLIPiPsP»PsPiPsBPIP&PNe
PiPuCHC-PsPr C,P°
PiPuCHPEPSP°C,P°P>CHBPSC-
CI'C,P°PSPé

P&PpPsPSP°C,P°P»CIbBPSPEPN:
[P°P+CI'C,PéPSPuBPSC,PSP&PNe
(CI'PéPSPrBCEPsPj (PrP&PI.
ICHPSP-PrC-P» B«P—P°B-
CT'C,PsCI'CIPIP°PSPSCI] Cf
PiPuCHC-PsPr
PIP°PiC-C,BPSPSCI'C,C- P°P+Ps
[PiPSBPrCFPIP°PSPSCLI
[PiCECfBPrPrCEB»)

PJCI'PeP»P°PrPSPuPSPSCII
P-P°PiP°P»CHPSPsPiPs

C...P°CEP°PeC,PuCHCE

P'C PsPjP°

PYPICHP°PiP°

1

P PsP-P»P°PrPé CI'PSCr: P+PuP-CI'PsPSPSCII, P°PSPsPjP°P»CFHhPSC- CI'PSPé, PePsCEPjP°CHPE,



CHPsP-P»P°PrPé CtPéCHPeP°PrPSPsPiPs CHPEC,PjCr CI'PSCY, PrPéCIPsPjPSC-CIJ,
PiC-PiPuCHCI'PsPjPSC-CLI, PiPsCHCrCEPuPSPSCII P-P°CI'PéPSP°PSPSCII, PiPsCRHCrCEPuPSPSCII
B PiPsCI'PuCEPpPr CI'PSCF, PSC-C$PSC- PYP°C...Pé, CEPsP-P»P°PrPé CI'PSCY,
CI'PsPjPSP°PjP+CrP»C-P-Pj, PiPsCHCrCEPuPSPSCII PiCHPsP+CrPrPIPuPSPSCII.

2 PhPeP°C,P&P-C-CII: P°PeP°C,PéP-C-CI], PiCI'PEC...PsPjPsC,PsCHPSP®
PiC-PiPuCRP°PeC,PéPIPSC-CI'C,Clb, P-P+CrPrPIPuPSPSCI].

3 pyP°CHPeC-PSCI'PSPSC-P-Pj: P°PeC-PSPiP-C-ClI, P+CHP°PrPéPeC-PSPuP-C-Cl],
P+CHP°PrPéC,CRPuPSC-CI], CI'P&PjPiC,PsPj P-CrP+C+P°C,PsPiPs PePsP»PuCI'P°,
PuPeCI'C,CHP°PiC-CEP°PjC-PrPSC- CHPsP-P»P°PrPé, PiPsCHCrCEPuPSPSCII C...PsPrPe,
PiC-PiPsPeC-PSPuP-C-CI], CI'PeCrC,C-CI'C,CH> PI CI'CfPiP»PsP+P°C..., C,CHPuPjPsCH,
PjP°CI'PePsPiPsPrC-P+PSPu PsP+P»P&C+C+CI], Pjsf™ CLIP-PsPIP® CHP&PiC-PrPSC-CI'C,CI,
CI'PePuP»PuC,PSPs-Pjsf™ CIIP-PsPIP® CI'PeCrC,C-CI'C,CH, CHP&PiC-PrPSC-CI'C,CH
PiPsC,PéP»P&C+PSP&C... Pjsh™ CIIP-C-PI, PiP°CEPeC-PSCI'PsPSC-P-P;j.

4 prPCI'C,PSPSC-CLL: P+P»PyuC, P°CBPsCI'PiP°P-Pj, PrP&CI'C,PsPSC-CLI, Pjs§™ CLIP-PsPIPp
PSP°PiCECIPIPuPSPSCLI, PsCEPsPjP°PSPrPéP+CrP»CLICEPSP® PrPéCI'C,PsPSC-CIJ,
PeCEP&PIPSCEPECLI, C,CHP&P-P;.

5 P{PSCEC- PpPeCI'C,CEP°PiC-CEP°PjC-PrPSC- C,P° CECYC...PsPIC- CEPsP-P»P°PrPé:
PiPsCRCICEPuPSPSCII CEC-PIPSPSPIP°PiPé, P+CECrPeCI PP-Pj, CI'P»PéPSPsC,PuCtP®,
PrPéP-P°CEC,CEC-CII, PiPsCHCICEPRPSPSCII C...PsPrPé, P°PSPsPjP°P»CHbPSPEPNe
PiP»P°P+PpuP»CLICEPSP&PNe CEPuC, P»PuPeCl’, PiC-PiPsCEPuC, P»PuPeCI'C-CLI, CEPsP-P»P°PrPé
CHCEC...C-PI, CI'PéPSPrCEPsPj PSPuCI PiPsPeC-PNePSP&C... PSC-P,
PiC-PiPuCECI'P°P»C-PIP°C+C-CII, PiPsCECtCEPRPSPSCLI CECLC...C-PI CLIP-P&PeP®.

°P”P&CI'PeC-PSPuP-C-CII: C...PsCEPuPsP°C,PuC,PsP-, PrPEéCI'PeC-PSPuP-C-CI], PiCHP&PjP°CI P&,
CI'PiP°P-Pj PiPsPiP»CIIPrCr, PiCHPsC,CHCrP-C-CII CLIP-P&éPeP°.

PyPsPjC2C,PSC-PSPSCII PeCHPéCEC,P°P»PéPeP°/ PeP°C,P°CEP°PeC,P°

P PsP-PIP&C,PsPe PeP°C,P°CRP°PeC,Pé CI'PiPsCI'C,PuCRC-PiP°PICI'CI]I PiC-Pr CP°CI’
PrPsPeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSCH PeP°CRPEPiCRP°P-PEPSCr (PrPEPI.
CBPsP-PrC-P» B«P”P°PSC- PrPsPeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrPYPuPSCH P-
P+PpuP-PiPuPePéB»). PyPsPjCt P-P° C,PsCHPjCIFPIP°PSPSCIIPj PeP°C,P°CHP°PeC,Pé
CI'PiPsCI'C,PuCHC-PiP°P»Pé P-P° PrPsPiPsPjPsPiPsCh PsPiP»CIIPrC-PI C-P-
C%oC-P»PEPSPSPsCH P»P°PjPiPsCh, P° PiP°CtC-C”PSC,Pé, CIIPeC- PIPIPu PjP°P»Pé
PeP°C,P°CHP°PeC,Ct, P+CrP»Pé PIPéPeP»CRC+PuPSC- P- PrPsCI'P»C-PrPIPuPSPSCII. PuC-Pr
C$P°CI" PeP»C-PSC-C+PSPsC— PiCHPsPiCHP°PjPé PrPsCI'P»C-PrPIPuPSPSCII PrC-C—
PeP°CHPEPICRP°P-PéPSCr Crf PiP°CtC-C”PSC,C-PI P- CEPEP-PsC,CRPuPSC-C”Ch
PiPsPIC-PrPsPjP»CIIP»PsCI'CII PiCEPs PeC-P»CHPeP° PIPEPiP°PrPeC-PI PeP°C,P°CEP°PeC,Pé,
C%oPs C...P°CHP°PeC,PuCHPEP-CFPIP°P»P°CI'CII PSPuP-PSP°C$PSPEPj PiPsPjCrC,PSC-PSPSCIIPj
PeCHP&CEC,P°P»PéPeP° P+PuP- PiPsCHCrCEPuPSPSCII P-PsCHCr (13/3192; 0,4 %). P”PuCIIPeC-
P- CtPéC... PiP°CtC-C”PSC,C-PI PjP°P»Pé C+PéPSPSP&éPePé CHP&P-PéPeCY.
P&P°PNeC+P°CI'C,C-C€Pp PiPsPIC-PrPsPjP»CLIP»PsCI'CILI PiCHPs C,P°PePéPNe PiPsP+C-C+PSPEPNe
PuC, PuPeC, P- P+PsPeCt PsCHPiP°PSC-PI P-PsCHCY, C1IPe PSPuC+C-C,PeC-CI'C,CH P-PsCHCr



(PiP»P°CtPuP+Ps: 1/683, 0,1 %; PeP°CHPEPICHP°P-PEPS: 22/2048, 1,1 %).
P+PeCI'C,CFP°PiC-CEP°PjC-PrPSC- CI'PéPjPiC,PsPjPé (P+PyPY)

P] PePsCHPsC,PePsC,CHP&PIP°P»PEC... PrPsCI'P»C-PrPIPuPSPSCIIC... C+P°CI'C,PsC,P°
PIPEPSP8PePSPRPSPSCII P+PuPY CI'C,P°PSPsPIPEP»P° 27 %, 11,5 %, 30,7 % C,P° 15,1 %
PiP°C1C-C”PSC,C-PI, CLIPeC- P»C-PeCrPIP°P»PéCI'CII PIC-PrPiPsPIC-PrPSPs
PeP°CHP&PiCHP°P-PEPSPsPj, PiP»P°CtPpuP+Ps, CRPéCI PiPuCHPEPrPsPSPsPj C,P°
P°CHPé&PiC-PiCHP°P-PsP»PsPj. PhPeP°C,PéP-C-CII CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PI 13,6 %,
5,1 %, 9,3 % C,P° 9,9 % PiP°C+C-C”PSC,C-PI, CLIPeC- P»C-PeCrPIP°P»P&CICII
PIC-PrPiPsPIC-PrPSPs PeP°CHP&éPiCEP°P-PEPSPsPj, PiP»P°CtPuP+Ps,
CHPECIPiPuCHPEPrPsPSPsPj C,P° P°CHPEPiIC-PiCHP°P-PsP»PsPj. PiP°CEPeC-PSCI'PsPSC-P-Pj
CI'PiPsCI'C,PuCRC-PiP°PICI'CLI PI 13,6 %, 5,7 %, 22,1 % C,P° 5,3 % PiP°CtC-C”PSC,C-PI, CIIPeC-
P»C-PeCrPIP°P»P&CI"CII PIC-PrPiPsPIC-PrPSPs PeP°CHPEPiCHP°P-PéPSPsPj, PiP»P°CtPuP+Ps,
CHPECI PiPuCHP&PrPsPSPsPj C,P° P°CHP&PiC-PiCEP°P-PsP»PsPj. P”PéCI'C,PsPSC-Ch
CI'PiPsCI'C,PuCHC-PiP°P»Pé PI1 1,8 %, 0,2 %, 3,6 % C,P° 0,7 % PiP°CtC-C”PSC,C-PI, CIIPeC-
P»C-PeCrPIP°P»P&CI'CII PIC-PrPiPsPIC-PrPSPs PeP°CHP&PiCHP°P-PEPSPsPj, PiP»P°CtPuP+Ps,
CHPECIPiPuCHP&PrPsPSPsPj C,P° P°CHPEPiC-PiCHP°P-PsP»PsPj.

P] PiP»P°CtPuP+PsPePsPSC,CHPsP»CHPsPIP°PSC-PNe C+P°CI'C,PéPSC-
PrPsCI'P»C-PrPYPuPSPSCII PrPsPIPiPsC,CHP&PIP°P»PsC— PiC-PrC,CHPéPjPePé PuC, PuPeC,Cr
C$P°CI'C,PsC,P° P«PyPV CI'C,P°PSPsPIPEP»P° 13,7 % Cr PiCHCIPiC-, CLIPeP° PiCHP&PNPjP°P»P°
PeP°CRHPEPICRP°P-P&PS, Cr PiPsCHC-PIPSCIIPSPSC- P- 3,0 % Cr PiCHCrPiC-, CLIPeP®
PsC,CHP&PjCrPIP°P»P° PiP»P°CtPuP+Ps. PhPeP°C,PéP-C-CII CI'PiPsCI'C,PuCHC-PiP°P»P°CI'CII PI
3,9 % PiP°CtC-C”PSC,C-PI, CIIPeC- P»C-PeCrPIP°P»PéCI'CII PeP°CHPEPiCHP°P-PEPSPsPj,
PiCHPsC,Pé 2,0 % PI PiCRCIrPiC-, CLIPeP° PiCHP&PNePjP°P»P° PiP»P°CtPuP+Ps.
PuP°CRHPeC-PSCI'PsPSC-P-Pj CI'PiPsCI'C,PuCRHC-PiP°PICI'CII PI 7,8 % C,P° 1,0 % Cr
PiCRCIPiP°C..., C%oPs PIC-PrPiPsPIC-PrPSPs PiCHP&éPN.PjP°P»Pé PeP°CHP&PiCHP°P-PEPS C,P°
PiP»P°CtPpP+Ps.

P] PrPsCI'P»C-PrPYPpPSPSC- PSPuPiP°C,PéPIPSP&C... CI'PéPjPiC,PsPjC-PI PiCHPs P+ PPy
PiPsPIC-PrPsPjP»CLIP»PsCI'CII PI 14,3 % Cr PiCRC{PiC-, C%oPs PiCHP&PN:PjP°P»P°
PeP°CRP&PICRP°P-PEPS, C,P° PI 11,7 % Cr PiCHCIPiC-, C%oPs P»C-PeCrPIP°P»P°CI'CII

CHPECI PiPuCHP&PrPsPSPsPj. PhPeP°C,PéP-C-CII CI'PiPsCI'C,PpCRHC-PiP°P»P°CI'CII PI 10,0 %
PiP°CtC-C”PSC,C-PI, CLIPeC- P»C-PeCrPIP°P»P&CI'CLI PeP°CHP&PiCHP°P-PEPSPsPj, C,P° PI 5,2 %
Cr PiCHCIPiC-, C%oPs PiCHPEPNePjP°P»P° CHPECI PiPuCHP&PrPsPS. PiiP°CHPeC-PSCI'PsPSC-P-Pj
CI'PiPsCI'C,PuCHC-PiP°PICI'CILI PI 5,2 % C,P° 7,4 % Cr PiCHCrPiP°C..., C%oPs
PIC-PrPiPsPIC-PrPSPs PiCHP&PN:PjP°P»Pé PeP°CHP&PiCEP°P-PEPS C,P° CRP&CI PiPpCHPEPIPsPS.
P‘C-P»CHCEC-CI'C,CH PIPEPiP°PrPeC-PI P« PPy P+CrP»Pé P»PuPiPePsPiPs CtPé
CI'PuCHPuPrPSCHPsPiPs CI'C,CrPiPuPSCII C,CLIP{PePsCI'C,C- C,P°
PePsPSC,CHPsP»CRPIP°P»P&CI'CII P-PIPECHP°PN-PSP&PjPé P»C-PeP°CHCI CH>PeP&PjPé
P-P°CI'PsP+P°PjPé PrP»ClLI P»C-PeCrPIP°PSPSCII P+PuPy. P C-PIPuPSCH
PiCHP&PiPéPSPuPSPSCII P»C-PeCrPIP°PSPSCII C+PuCHPuP: PIPEPiP°PrPePé PePyPV, C%oPs
PiPsPIBR™ CLIP-P°PSC- P- PuP>P , P+CrPI PSP&P-CHPeP&P;.

P’PuPSPsP-PSP° C,CEPsPjP+PsPuPjP+PsP»C-CLI (P’PyP+)

P’PEPiP°PrPePé P'PyPe, PIPeP»CRC$PSPs P- PIPEPiP°PrPeP°PjPé P»PuPiPpPSPuPIPsC—
PuPjP+PsP»C-C— C,P° C,CHPsPjP+PsP-Cr PiP»PéP+PsPePéC... PIPuPS,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CII PiCHPé PiCHP&PNePsPjC- P°PSC,PéPiCI'P&C...PsC,PéPeC-PI.
P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°.



PyC-PrPIPC%0PuPSPEPNe CEC-PIPLPSCH PiPuCtC-PSPePsPIPéC... C,CFP°PSCI'P°PjC-PSP°P-

PuCEPé P»C-PeCrPIP°PSPSC- P°PSC,P&PIiCI'PEC. .. PsC,PéPeP°PjPé C+P°CI'C,Ps
CI'PiPsCI'C,PuCHC-PiP°C”C,CEbCI'CLI PiC-PrPIP&C%oPuPSPSCLI CEC-PIPSCII
PiPpC+C-PSPePsPIPEC... C,CEP°PSCI'P°PjC-PSP°P-
(P°P»P°PSC-PSP°PjC-PSPsC,CEP°PSCI'C, PuCEP°P-Pé (PhP>PY),
P°CI'PiP°CEC,P°C,P°PjC-PSPsC,CEP°PSCI'C, PuCEP°P-Pé (PHPYPY)). P] PeP»C-PSC-CPSP&C...
PrPsCI'P»C-PrPIPEPSPSCIIC... PeP°CEP&PiCHP°P-PéPSCY PiC-PrPIPEC%oPuPSPSCII
CERC-PIPSCILI PhP>P§, PhPYP§ PIPEPSP&PeP°P»Ps PI 2,2 %, 1,6 % C,P° 0,4 % PiP°CtC-C”PSC,C-PI,
CLIPeC- PIC-PrPiPsPIC-PrPSPs P»C-PeCrPIP°P»P&CI'CLI PeP°CEP&PiCHP°P-P&PSPsPj,
CRP&CIPiPpCHPPrPsPSPsPj C,P° PiP»P°C+PpP+Ps. P-PsPrPuPS P- PiP°CC-C”PSC,C-PI, CLIPeC-
P»C-PeCrPIP°P»P&CI'CLI PeP°CEP&PiCEP°P-P&éPSPsPj, PSPy PjP°PI PYPsPrPSP&C. ..
CICEP°PYPuPSCH PiPuCiC-PSPePé.

P—PjC-PSPé B PjP°CI'Pé C,C-P»P° PiP°CtC-C”PSC,C-PI

P] PePsCHPsC,PePsC,CHP&PIP°P»P&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PIC-PrPjC-C+P°P»PsCI'CII
C,CHPsC...Pé P+C-P»CHCEPp P-P° CI'PuCRPpuPrPSC” P-P+C-P»CHCEPuPSPSCII B PjP°CI'Pé
C,C-P»P° PiP°CtC-C”PSC,C-PI PI PiCECrPiC-, C%oPs P»C-PeCrPIP°P»P°CI'CII
PeP°CRP&PICRP°P-PEPSPsPj, Cr PiPsCHC-PIPSCIIPSPSC- C-P- PiCHCIrPiPsCh, C%oPs
PiCHPEPN:PjP°P»P° PiP»P°CtPuP+Ps: 1 PePi C,P° 0,3 PePi PIC-PrPiPsPIC-PrPSPs. P]
PrPsPIPiPsC,CHPEPIP°P»P&C... PrPsCI'P»C-PrPIPuPSPSCIIC... PiC-PrC,CHP&PjP°PSPSCII

PuC, PuPeC,Cr PSPu CI'PiPsCI'C,PuCEC-PiP°P»PsCI'CILI PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsC—
CEC-P-PSP&CtC- PI P-PjC-PSC- PjP°CI'Pé C,C-P»P° PIC-Pr PIP&C...C-PrPSPsPiPs CHC-PIPSCII
PrPs PeC-PSCtCII P»C-PeCrPIP°PSPSCII (1,1 PePi PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC-
PeP°CHP&PiCHP°P-PEPSCT C,P° B 0,9 PePi BR” PiP»P°CtPuP+Ps). B PkP° B PIC-PrPeCEP&C,C-PNe
B CI'C,P°PrC-C— B PrPsCI'P»C-PrPPuPSPSCII PiCRPsC,CIIPiPsPj B 20 C,PéPYPSC-PI
P»C-PeCrPIP°PSPSCII PeP°CHP&PICHP°P-PEPSPsPj Cr 9,0 % PiP°CtC-C”PSC,C-PI
CHPsP-PIPEPSCrP»PsCI'CII PiPsC,PuPSCtC-PNePSPs PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPp
(PuuPmP—) P-P+C-P»CHCEPuPSPSCII PjP°CI'Pé C,C-P»P° (PIPEP-PSP°C+P°C”C,CHCI'CII CIIPe
P-P+C-P»CHCEPuPSPSCII PSP° = 7 %), P° PiC-Pr C+P°CI" PiPsPrPIC-PN.PSPs CI'P»C-PiPsC—
CI'C,P°PrC-C— C$PuCHPpP- 20 C,PEPYPSC-PI PiC-CI'P»CI] PIC-PrPeCHP&C,PsPiPs
P»C-PeCrPIP°PSPSCII PeP°CEP&éPICEP°P-PEPSPsPj PiPisP— P-P+C-P»CHCEPpPSPSCII PjP°CI'Pé
C,C-P»P° PjP°P»Pé 9,8 % PiP°CtC-C”PSC,C-PI, CLIPeC- PiCRPsPrPsPIPYCrPIP°P»Pé
P»C-PeCrPIP°PSPSCII PeP°CEP&PiCEP°P-PEPSPsPj, PiCHPsC,Pé 7,1 % PiP°CtC-C”PSC,C-PI,
CIIPeC- P+CrP»Pé CHP°PSPrPsPjC-P-PsPIP°PSC- PrP»CII PiCEP&PNPsPjCt PiP»P°CtPuP+Ps. P]
PrPsCI'P»C-PrPYPuPSPSC- PSPuPiP°C,PEPIPSPEC... CI'PéPjPiC,PsPjC-PI CI' PuCHPuPrPSCII
P-PjC-PSP° PjP°CI'Pé C,C-P»P° CI'C,P°PSPsPIPEP»P° 8F“0,3 PePi Ct PiCHCIrPiC- PiCHP&PN.PsPjCr
PeP°CRP&PICRP°P-PEPSCT C,P° 0,6 PePi Ct PiCHCIPiC- PiCHP&PN:PsPjCT

CBP&CI PiPpuCHPEPrPsPSCT, P° PuPmP— P-P+C-P»CHCEPpPSPSCII B PjP°CI'Pé C,C-P»P°
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cf 6 % PiP°CtC-C”PSC,C-PI P- PiCKCFPiPé, C%oPs
PiCEP&PN:PjP°P»Pé PeP°CHP&PiCHP°P-PEPS, C,P° Cr 7,4 % PiP°CtC-C”PSC,C-PI, CILIPeC-
P»C-PeCrPIP°P»PECI'CI] CHP&CI PiPuCEPEPTrPsPSPsP;.

PyPsPrPsPIPPuPSPSCLI C-PSC,PuCEPIP°P»C# QT

PJ PeP»C-PSC-C$PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- PrP»CLI PsCtC-PSPePé
PiPsPrPsPIPYPPSPSCLI C-PSC,PuCEPIP°P»Cr QT PiCEPé PiCHP&PN:PsPjC-
PeP°CHP&PiICEP°P-P6PSCE PSPy P+CIP»Ps PiPsPjC-C+PpPSPs PIPsPrPSPsPiPs
PiPsPrPsPIPYPRPSPSCLI C-PSC,PuCEPIP°P»Ct QT Cr PiPsCEC-PIPSCLIPSPSC- P- PiP»P°CtPuP=+Ps
(PrP&PI. CRPsP-PrC-P» B«PP°CEPjP°PePsPrPéPSP°PjC-PeP°B»). P’ C-PSCEPEC...
PeP»C-PSC-C$PSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... PiPsPIC-PrPsPjP»CLIP»PsCI'CH P»P&CEPy



PiCEPs PrPpuPeC-P»CHPeP°® PIPEPiP°PrPeC-PI PSPuP-PSP°C+PSPsPiPs PiPsPrPsPIPYPuPSPSCII
C-PSC,PuCHPIP°P»Cr QT PiCEPé& PiCEP&PN:PsPjC- PeP°CHP&PiCHP°P-PEPSCY. PiiC-Pr CP°CI
PrPsPIPiPsC,CHP&PIP°P»PsPiPs PIC-PrPeCHP&C,PsPiPs PiPuCRC-PsPrCt P»C-PeCrPIP°PSPSCII 3
PiP°CtC-C”PSC,Pé (0,4 %) PjP°P»Pé CI'PePsCHP&PiPsPIP°PSPéPNe P-P° C,PsCHPjCIP»PsCh
P‘P°P-PuC,C,P° C-PSC,PuCHPIP°P» QT > 500 PjCI’, P° PsPrPéPS C-P- PSP&C... PjP°PI
C-PSC,PuCHPIP°P» QT P- PePsCHP&PiCIPIP°PSPSCIIPj PrCRHP&PrPuCHPECTC-CII > 500 PjCT.
PuiPsPrPsPIPYPuPSPSCII PSP® > 60 PjCI' CI'PePsCEP&PiPsPIP°PSPsPiPs P-P° C,PsCHPjCIP»PsCh
P‘P°P-PuC,C,P° C-PSC,PuCHPIP°P»Cr QT PIC-Pr PIP&C...C-PrPSPsPiPs CHC-PIPSCII
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr 7 PiP°CtC-C”PSC,C-PI (1 %), P° Cr 2 PiP°C+C-C”PSC,C-PI
(0,3 %) B” P- PePsCHP&PiCrPIP°PSPSCIIPj PuCHPEPrPuCHPECTC-CII. PJ
PrPsPIPiPsC,CHP&PIP°P»PsPjCt PrPsCI'P»C-PrPPuPSPSC- PrP»CII PiC-PrC,CEP&PjP°PSPSCII
PuC,PpPeC,Cr PiC-Pr C+P°CI’ PIC-PrPeCRHP&C,PsC— CI'C,P°PrC-C— PiPsPrPsPIPYPuPSPSCII
CI'PePsCHP&PiPsPIP°PSPsPiPs P-P° C,PsCHPjCtP»PsCh P‘P°P-PuC,C,P° C-PSC,PuCHPIP°P»Cr QT
PSP° > 60 PjCI" PIC-Pr PIP&C...C-PrPSPsPiPs CHC-PIPSCII CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI]I Cf
12 PiP°CtC-C”PSC,C-PI (1,6 %), P° C-PSC,PuCHPIP°P»Ct QT P- PePsCHP&PiCrPIP°PSPSCIIP;
PxCHPEPrPuCHPECTC-CII BR” Cr 4 PiP°CtC-C”PSC,C-PI (0,5 %). PuC-Pr C+P°CI’
PiPsPrPIC-PN.PSPs CI'P»C-PiPsPiPs PiPpCHC-PsPrCr P»C-PeCrPIP°PSPSCII
PiPsPrPsPIPPuPSPSCII CI'PePsCEP&PiPsPIP°PSPsPiPs P-P° C,PsCHPjCIP»PsCh P‘P°P-PuC,C,P°
C-PSC,PuCHPIP°P»Cr QT PSP°® > 60 PjCI" PIC-Pr PIP&C...C-PrPSPsPiPs CRC-PIPSCII
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII Cr 3 PiP°CtC-C”PSC,C-PI (3,1 %), CIIPeC-
P»C-PeCrPIP°P»P&CI'CI] PeP°CRP&PiCHP°P-PEPSPsPj, C,P° Cr 2 PiP°CtC-C”PSC,C-PI (2 %),
CLIPeC- PiCEP&PNPjP°P»Pé PiP»P°CtPuP+Ps.

PuPsPIC-PrPsPjP»PuPSPSCII PICHPs PiC-PrPsP-CRCRPIP°PSC- PiPsP+C-C+PSC-

CRhPuP°PeCtC-C—

P1iPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiPsP+C-C+PSC- CHPuP°PeCtC-C— PiC-CI'P»CI]
CBPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt PjP°C” PIP°PIP»P&PIPn
P-PSP°C+PuPSPSCII. P!Pu PrP°C” P-PjPsPiCt PiCHPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCREP&CI'C,CHy/CHPéP-PéPe PiCEHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtCHPsPiPs P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.
PmPpPrPéC+PSP&Pj C,P° C,P°CHPjP°CtPuPIC,PECPSPEP] PiCEP°CtC-PIPSP&EPeP°Pj, P°
C,P°PePsP{ PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPéPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs CrCI'C-
PIP&PiP°PrPePé PiC-PrPsP-CECRPIP°PSP&C... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe C,P°
PIC-PrCI'CfC,PSPsCI'C,C- PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
C$PuCHPuP: P°PIC,PsPjP°C,PéP-PsPIP°PSCr C-PSC, PsCHPjP°C+C-PN:PSCt CI'P&CI'C,PuPjCr P-
C,P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'PéP»P°PSPSCIIPj: https://aisf.dec.gov.ua.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

5 ChPsPeC-PI.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCIL.

P—P+PpCHC-PiP°C,Pé PI PsCHP&éPiC-PSP°P»CHPSC-PNe CrPiP°PePsPICtC- PrP»CI]I
P-P°C...P&CI'C,Cr PIC-Pr PIPiP»P&PICT CI'PIC-C,P»P°.



P>C-PeP°CRCI'CHhPeP&PNe P-P°CI'C-P+ PSPy PIP&PjP°PiP°C” CI'PiPuCtC-P°P»CH>PSP&C...
C,PuPjPiPuCHP°C,CrCEPSPéC... CrPjPsPI P-P+PuCHC-PiP°PSPSCI].

P—P+PuCRC-PiP°C,Pé PI PSPuPrPsCI'C,CIPiPSPsPjCt PrP»CLI PrC-C,PuPNe PjC-CI'CtC-.

PJPiP°PePsPIPeP°.

PuPs 1,5 PjPi P°P+Ps PiPs 3 PjPi: PiPs 7 PeP°PiCI'CfP» Cf P+P»C-CI'C,PuCRC-; PiPs 1 P°P+Ps 4
P+P»C-CI'C,PuCHPé PI PeP°CHC,PsPSPSC-PNe CrPiP°PePsPICTC-.

PuPs 4,5 PjPi P°P+Ps PiPs 6 PjPi: PiPs 7 PeP°PiCI'CfP» Ct P+P»C-CI'C,PuCHC-; PiPs 4
P+P»C-CI'C,PuCEPé PI PeP°CHC,PsPSPSC-PNe CPiP°PePsPICtC-.

PuP°C,PpPiPsCHC-CII PIC-PrPiCiCIPeCr.

P—P° CHPuCtPuPiC,PsPj.

P'PeCHPsP+PSP¢Pe.

P’PhP§ B«P“PuPrPuPsPS P C-C...C,PuCEB», PJPiPsCEC%0PEPSP®.

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

H-1103, P‘CFPrP°PiPuCEC,, PICEP». P”PuPjCEPuC—, 19-21, PJPiPsCEC%0P&PSP®.
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