PtPkPYPyP PJPuP|PtPi

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

OPw.P>PhPY*®®

(OMLOS"®®)

PYPecP»P°Pr:
PrC-CRC#P° CEPuC#PsPIP6PSP°: C,P°PjCI'CfP»PsP-P&PSCt PiC-PrCEPsC...P»PsCEP&PT;

1 PeP°PiCI'CrP»P° PjC-CI'C,PéC,CH 0,4 PjPi C,P°PjCI'CrP»PsP-P&PSCr
PiC-PrCHPsC...P»PsCEP&PrCr;

PrPsPiPsPjC-PYPSC- CHPuC#PsPIPéPSPé:

PIPjiCI'C, PeP°PiCI'CéP»Pé: CtPuP»CRP»PsP-P° PjC-PeCHPsPeCHP&CI'C,P°P»C-C$PSP°,
PjPuC,P°PeCHPEP»P°C,PSPsPiPs CI'PsPiPsP»C-PjPuCECr PrPéCI'PiPpCRHCI'C-CIJ,
PiPsP»C-CI'PsCREP+P°C, 80, PSP°C,CHC-Ch P»P°CrCHP&P»CI'CrP»CHC,P°C,,
C,CRP&PuC,PéP»CtPEC,CHP°C,, C,P°P»CHPe;

PsP+PsP»PsPSPeP°® PeP°PiCI'CéP»Pé: PJPuP»P°C,PéPS, C-PSPrPéPiPsPeP°CHPjC-PS FD&C
CI'PEPSC-PNe 2 (P+ 132), C,PEC,P°PSCr PrC-PsPeCI'PEPT (Pe 171), P-P°P»C-P-P° PsPeCI'PéPr
C1PsCHPSPEPNe (P+ 172), P-P°P»C-P-P° PsPeCI'PéPr C+PpCHPIPSPSPEPNe (Pe 172), P-P°P»C-P-P°
PsPeCI'PEPT PPsPIC,PEPNe (Pe 172).

P>C-PeP°CECICEbPeP® C,PsCEPjP°. P1sP°PiCI'CtP»Pé P- PjPsPrP&C,C-PePsPIP°PSP&P;
PIP&PIC-P»CHPSPuPSPSCIIPj, C,PIPuCEPrC-.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: C,PIPuCRPri
PYPuP»P°C,PéPSPsPIi PeP°PiCI'CIP»Pé P- PePsCRPiCICI'PsPj PiPsPjP°CHP°PSC+PuPIPsPiPs
PePsP»CHPsCHCT C,P° PeCRP&CEPePsChR PsP»PéPIPePsPIPsPiPs PePsP»CHPsCHCT. P'PjiCI'C,
PeP°PiCI'CfP» — PiCRP°PSCrP»Pé PIiPr P+iP»PsPiPs PrPs PjP°PNeP{Pu P+iP»PsPiPs
PePsP»CHPsCHCT.

PuP°CRHPjP°PePsC,PuCHP°PiPpPIC,PéC+PSP° PiCHCrPiP°. P—P°CI'PsP+Pé, C%oPs
P-P°CI'C,PsCI'PsPICYCRC,CHCI'CII PiCEPé PrPsP+CHPsCLIPeC-CI'PSC-PNe
PiC-PiPuCHPiP»P°P-C-C— PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé.
PHPSC,P°PiPsPSC-CI'C,Pé o,-P°PrCHPuPSPuCHPiC-C+PSP&C... CRPuCtPuPiC,PsCHC-PI.B PmPsPr
PHPJPI G04C A02.

PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CIC,PéPIPsCIC,C-.



PxP°CEPjP°PePsPrPéPSP°PjC-PeP®.

PyP°PjCI'CfP»PsP-PéPS PIPéP+C-CEPePsPIPs C- PePsPSPeCrCEPuPSC,PSPs P+P»PsPeCrC”
PiPsCI'C,CI'PéPSP°PiC,PéC+PSC- a,-P°PrCHPuPSPsCHPuCtPuPiC,PsCEPé, P-PsPeCRHPuPjP° oy,
C,P° o, C%oPs P-PSP°C...PsPrCIIC,CHhCI'CII Ct PiP»P°PrPuPSCHPeC-PNe
PjCICI'PeCrP»P°C,CFCHC- PiPpCEPuPrPjC-C...CfrCEPsPIPsC— P-P°P»PsP-Pé, CEPéPN-PePé
CI'PuC#PsPIPsPiPs PjC-C...CfCRP° C- PiCRHPsCI'C,P°C,PéCPSPsC— C$P°CI'C,PéPSPé
CrCRPuC,CEPé. P!Pu PiCHP&P-PIPsPrPéC,CH PrPs P-PSPéPYPuPSPSCII C,PsPSCIrCI'Crt
PiP»P°PrPpPSCHPePsC— PjCrCI'PeCrP»P°C,CrCHPé PiPuCHPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé, CEPéPNePePé CI'PuCtPsPIPsPiPs PjC-C...CFfCHP° C- PiCHPsCI'C,P°C,PéC+PSPsC—
C1P°CI'C,PéPSPé CrCHPuC,CHPé C,P° PiPsP»C-PiCEPPPSPSCII PIPéPrC-P»PuPSPSCII CI'PuC+C-.
PhPrPSPsC$P°CI'PSPs P-PjPuPSCECIrCRC,CHCI'CLI CI'PéPjPiC,PsPjPé PsP+CI'C,CHCIrPeCtC-C—
C,P° PiPsPrCHP°P-PSPuPSPSCI], PiPsPIsR™ CLIP-P°PSC- P- PrPsP+CHPsCIIPeC-CI'PSPsCh
PiC-PiPuCHPiP»P°P-C-C”Ch PiPuCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé
(CfC,CHCIPrPSPuPSPSCII PiPsC+P°C,PeCt CI'PuC+PsPIP&PiCrCI'PeP°PSPSCI],
PiPsCI'P»P°P+P»PuPSPSCII CI'C,CHCrPjPuPSCII CI'PuC+C-, PeCRP°PiP°PSPSCI] PiC-CI'P»CI]
P-P°PeC-PSC$PpPSPSCII CI'PuC+PsPIPéPiCrCI'PeP°PSPSCI], PIC-PrC+CrC,C,CII
PSPuPiPsPIPSPsPiPs CI'PiPsCHPsPIPSPuPSPSCII CI'PuC+PsPIPsPiPs PjC-C...CFfCRHP°, CfP°CI'C,C-
PiPsP-P&PIPé PrPs CI'PuCtPsPIP&PiCFCI'PeP°PSPSCI], PiPsP-PEPIPé PrPs
CI'PuC+PsPIPEPiCrCI'PeP°PSPSCII PI PSC-C+PSPéPNe C+P°CI’, PSPuPIC-PrPeP»P°PrPSC-CI'C,CH
CI'PuC+PsPIPEPiCrCI'PeP°PSPSCI]).

P!C- PuC, PuPeC,Pé PrPsPIPiP&PNe CP°CI" P-P+PuCEC-PiP°CRC,CHCI'CII PiCHPé
PrPsPIPiPsCI'C,CEPsPePsPIPsPiCt P»C-PeCtPIP°PSPSC- C- P-PSP°C+PSPsCH PjC-CEPsCh
CI'C,CEP&PjCECRC,CH PiCEPsPIPpPrPuPSPSCII C...C-CHCECHPiC-C+PSPsC—
PsPiPuCEHP°C{C-C— P°P+Ps PeP°C,PuC,PuCEP&P-P°CtC-C—.

PHPSC,P°PiPsPSC-CI'C,Pé «,-P°PrCEPpPSPsCEPuCTPuPIC,PsCEC-PI PiP°CRC,CH
P-PrP°C,PSC-CI'C,CHb P-PSPEPYCIPIP°C,Pé P°CHC,PuCEC-P°P»CHPSPEPNe C,PECIPe
CEP»CIIC...PsPj P-PSP&PYPuPSPSCLI PiPpCHP&C, PuCHPECHPSPsPiPs C,PsPSCICI'Ct CI'CLPrPéPS.
PyC-Pr C+P°CI’ PiCRPsPIPuPrPuPSPSCII PIPEPiCHPsP+CrPIP°PSCH C,P°PjCI'CtP»PsP-PéPSCY
PSPu PIC-PrP-PSP°C+P°P»PsCI'CLI PeP»C-PSC-C+PSPs PIP&CEP°PIPuPSPsPiPs
P-PSP&PPuPSPSCII P°CEC,PuCEC-P°P»CHPSPsPiPs C,P&CIPeCr.

PxP°CFPjP°PePsPeC-PSPuC,PéPeP°.
P’CI'PjPsPeC,CéPIP°PSPSCII

PyP°PjCI'CrP»PsP-PEPS PrPsP+CHPu PICI'PjPsPeC,CrC”C,CHCI'CII P-i CEP»CrPSPePsPIPsPiPs-
PeP&8CEPePsPIPsPiPs C,CHP°PeC,Cr, P° PNePsPiPs P+C-PsPrPsCI'C,CfPiPSC-CI'C,CH
CI'C,P°PSPsPIP&C,CH PjP°PNePYPu 100 %. P’CI'PjPsPeC,CrPIP°PSPSCII C,P°PjCI'CfP»PsP-PéPSCr
PIC-PrP+CrPIP°C”C,CHCI'CII PrPuC%oPs PiPsPIC-P»CHPSC-CEPu PiC-CI'P»ClI
PIPYP&PIP°PSPSCII C—P{C-. PiPrPSPsCHC-PrPSC-CI'C,CH PICI'PjPsPeC,CrPIP°PSPSCII
PrPsCI'CIIPiP°C”C,CHCI'CII PI C,PsPjCr PIP&PiP°PrPeCr, PePsP»Pé PiP°CtC-C”PSC,
PiCHP&PNePjP°C” C,P°PjCI'C*P»PsP-PéPS, PeP°PiCI'CtP»Pé P- PjPsPrPéC, C-PePsPIP°PSP&P;
PIPEPIC-P»CHPSPuPSPSCLIPj, PI PsPrPéPS C- C,PsPNe CI'P°PjP&PNe C+P°CI PiC-CI'P»CIlI
PIPYP&PIP°PSPSCII C—PYC-. PxP°CHPjP°PePsPeC-PSPuC,PéPeP° C,P°PjCI'CIP»PsP-PéPSCF PjP°C”
P»C-PSC-PNePSP&PN C...P°CHP°PeC,PuCH.

PuC-CI'P»CLI PiCEP&PN:PsPjCt CEP°P-PsPIPsC— PrPsP-Pé C,P°PjCI'CfP»PsP-P&PSCY,
PeP°PiCI'C{P»Pé P- PjPsPrP&C, C-PePsPIP°PSP&Pj PIPEPIC-P»CHPSPRPSPSCLIP], PiC-CI'P»ClI
PIPYP&PIP°PSPSCLI C—P9C- PjP°PeCI'P&PjP°P»CEbPSP® PePsPSCPuPSC,CHP°CC-CLI B (C,,.)



C,P°PjCI'CIP»PsP-PéPSCT Cr PiP»P°P-PjC- PeCRPsPIC- PrPsCI'CIIPiP°C”C,CHCI'CII
PiCHP&éP+P»P&P-PSPs C+PuCHPuP- 6 PiPsPrPéPS, P° CI'C,P°P+C-P»CHhPSP®
PePsPSCtPuPSC,CHP°C+C-CII CrC,PIPsCECRC”C,CHCI'CII PSP°® PigF™ CIIC,Ct PrPsP+Cr
PiC-CI'P»CI] C%oPsPrPuPSPSPsPiPs PiCHP&PNePsPjCr PiCHPuPiP°CHP°C,Ct. C,,,, PiCHPé
CtCHyPsPjCt C” PiCHPéP+P»P&éP-PSPs PSP° PrPIC- C,CHPuC,PéPSPé PIPEC%o0PsCh P-P° C,Cf,
C%oPs CrC,PIPsCRCRC”C,CHCI'CII PiC-CI'P»CI] PiCHPéPNePsPjCt CEP°P-PsPIPsC— PrPsP-Pé.

P PsP-PiPsPrC-P»

P] C+PsP»PsPIC-PeC-PI C,P°PijCfP>>PsP-PéPS PiCHPEP£P»PeP-PSPs PSP° 99 %

P-PIE[K™ CLIP-CtC”C,CHCI'CII P- Px=C-P»PeP°PjPe PiP»P°P-PjPé PeCHPsPIC-. PhP+BH™ C"Pj
CHPsP-PiPsPrC-P»Cr PiCHPpuPiP°CHP°C,Cr PSPuP-PSP°C+PSPéPNe (PiCHPEP+P»PEP-PSPs 0,2
P»/PePi).

PrPuC,P°P+PsP»C-P-Pj

PyP°PjCI'CrP»PsP-PéPSCY PiC-PrCEPsC...P»PsCEP&Pr PSPp PiC-PrPrP°C”C,CHCI'CII

PuC, PuPeC,Cr PiPuCHCEPsPiPs PiCRHPsC...PsPrPIPuPSPSCII C- PiPsPIC-P»CHPSPs
PjPuC,P°P+PsP»C-P-CfC”C,CHCI'CII Ct PiPuC+C-PSCtC- P- CrC,PIPsCHPuPSPSCIIP;
C,P°CRPjP°PePsP»PsPiC-C+PSPs P°PeC,PEPIPSP&C... PjPuC,P°P+PsP»C-C,C-PI, C%oPs
P-P+PpCHC-PiP°CRC,CH PIP&CI'PsPeCr CI'PuP»PpPeC,PEPIPSC-CI'C,CH PrPs a,-
P°PrCHPpPSPsCHPuCtPuPiC,PsCEC-PI. P‘C-P»CHCEP® C+P°CI'C,PEPSP° P°PeC,PEPIPSPsC—
CHPuCtPsPIPEPSPé PSP°CIIPIPSP® PI PeCRHPsPIC- Ct PSPuP-PjC-PSPuPSPsPjCr PIPEPiP»CIIPrC-.

P+P»C-PjC-PSP°CtC-CII

P§/P°PjCI'CfP»PsP-P&PS C,P° PNePsPiPs PjPuC,P°P+PsP»C-C,Pé PIP&PIPsPrCLIC,CEbCI'CLI P-
PsCHPiP°PSC-P-PjCt PiPuCHPuPIP°PIPSPs C-P- CI'PuCtPuCR. PuCHP&P+P»P&P-PSPs 9 % PIC-Pr
PrPsP-Pé P-P°P»P8CEP°C”C,CEbCI'CLI Cf PIP&PiP»CLIPrC- PSPuP-PjC-PSPuPSPsC—
PrC-CRC$PsC— CEPuC+PsPIPEPSPé.

PuC-CI'P»CII CEP°P-PsPIPsPiPs PiCEP&PNePsPjCt PrPsP-Pé C,P°PjCI'CIP»PsP-P&PSCY,
PeP°PiCI"CP»Pé P- PjPsPrP&C,C-PePsPIP°PSP&Pj PIP&PIC-P»CHPSPRPSPSCLIP], PiC-CI'P»CLI
PIPP&PIP°PSPSCLI C—PYC- C,P° PiCRPé CI'C,P°P+C-P»CIHbPSC-PNe
PePsPSCHPuPSC,CEP°CtC-C— Cf PiP»P°P-PjC- PeCRPsPIC- PiPuCEHC-PsPr
PSP°PiC-PIPIP&PIPuPrPuPSPSCLI PIC-PrPiPsPIC-PrPSPs CI'C,P°PSPsPIPEC,CHb
PiCEP&P+P»P&P-PSPs 10 C,P° 13 PiPsPrP&PS.

PuP»C-PSC-C$PSC- C...P°CHP°PeC,PuCHPéCI'C,PéPePé.
PuPsPeP°P-P°PSPSCII.

P>C-PeCrPIP°PSPSCII C, CfPSPeCtC-PsPSP°P»CHyPSPEC... CHPsP-P»P°PrC-PI P P+PsPeCt
PSP&PYPSC-C... CI'PuCtPsPIPSC... CEP»CLIC...C-PI PiCEPé PrPsP+CEPsCLIPeC-CI'PSC-PNe
PiC-PiPuCEPiP»P°P-C-C— PiCHPsCI'C,P°C,Pé.

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

P“C-PiPuCHC+CrC,P»P&PIC-CI'C,CH PrPs C,P°PjCI'CtP»PsP-PEPSCT



PiC-PrCHPsC...P»PsCEP&PrCr, PIPeP»CRC+P°CRC+Pé PjPuPrPéPeP°PjPuPSC,PsP-PSPs-
C-PSPrCrPePsPIP°PSP&PNe P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPNe PSP°P+CHCLIPe, P°P+Ps PrPs
P+CrPrCH-CIIPePsC— P- PrPsPiPsPjC-PPSP&C... CHPuC+PsPIPéPS P»C-PeP°CHCI'CHPePsPiPs
P-P°CI'PsP+Ct; PSP°CIIPIPSC-CI'C,CH PI P°PSP°PjPSPuP-C- PsCHC,PsCI'C,P°C,PéC+PSPsC—
PiC-PiPsC,PpPSP-C-C—; C,CLIPYPeP° PiPuC+C-PSPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CHb.

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

P”PsCI'P»C-PrPIPuPSPSCII PIP-P°C”PjPsPrC-C— PIPéPePsPSCIPIP°P»P&CI'CH C,C-P»CHsPePé Cr
PrPsCHPsCI'P»PéC....

PuCEPé PsPrPSPsC+P°CI'PSPsPJCT P-P°CI'C,PSCI'CIPIP°PSPSC- C,P°PjCI'CI-P»PsP-P&éPSCY
PiC-PrCEPsC...P»PsCEPEPrCY P- P°C,PuPSPsP»PsP»PsPj, PuPSP°P»P°PiCEP&P»PsP;,
PSC-C, PuPrP&PiC-PSPsPj P°P+Ps C,PuPsC,C-P»C-PSPsPj P»C-PeP°CHCI'CHPePsC—
PIP-P°C”PjPsPrC-C— PSPp PIC-PrP-PSP°C+P°P»PsCI'CIL.

PhPrPSPsC+P°CI'PSPp P-P°CI'C,PsCI'CFPIP°PSPSCII P- CtP&PjPuC,PEPrPEPSPsP)
PiC-PrPIPéC%oCrC”, P° P- C,CfCHPsCI'PuPjC-PrPsPj — P-PSP&PYCrC”
PePsPSCPpPSC,CHP°CtC-Ch C,P°PjCI'CrP»PsP-PéPSCT Cr PiP»P°P-PjC- PeCHPSPIC-, P°P»Pp
PsCI'PeC-P»CHPePé CtC- CHC-PIPSC- P-P°P»PéCEP°CRC,CHCI'CLI Cr PjPuPYP°C... PSPsCHPjPE,
Cr CI'PiPpCtC-P°P»CHPSC-PNe PePsCHPuPeCtC-C— PrPsP-CrPIP°PSPSCII
C,P°PjCI'CrP»PsP-P&PSCr PSPuPjP°C” PiPsC,CHPuP+Pé.

PJ] PrPsCI'P»C-PrPIPuPSPSCIIC... in vitro PrC-P°P-PuPiP°Pj, PiCEPsPiCHP°PSPsP»PsP»,
C,CRPé&C...P»PsCHPjPuC,C-P°P-PEPr, C...P»PsCHPjP°PrPéPSPsPS, P°PjC-C,CHP&PiC,PéP»C-PS,
PrPéPeP»PsC, PuPSP°Pe, PiP»C-P+PpPSPeP»P°PjC-Pr, CI'PéPjPIP°CI'C,P°C,P&PS C,P°
PIP°CHC,P°CRHP&PS PSPy PIPiP»PéPIP°CRC,CH PSP°® PIC-P»CHPSCF C,CHP°PeCtC-Ch
C,P°PjCI'CrP»PsP-PéPSCr Cr PiP»P°P-PjC- PeCHPsPIC- P»CRPrPEPSPé. PuPsPrC-P+PSP&Pj
C$PéPSPsPj C,P°PjCI'CrP»PsP-P&PS PSPy P-PjC-PSCRC” CEC-PIPuPSCH PIC-P»CHbPSPEC...
C,CHP°PeCtC-PNe PrC-P°P-PuPiP°PjCr, PiCHPsPiCHP°PSPsP»PsP»Cr,
C,CRPé&C...P»PsCHPjPuC,C-P°P-PEPrCr C,P° C...P»PsCRPjP°PrPéPSPsPSCY Cr PiP»P°P-PjC-
PeCEPsPIC- P»CRPrPéPSPé.

PuuCHPsC,Pp PrPéPeP»PsC, PuPSP°Pe C,P° PIP°CRHC,P°CHPEPS PjPsPYCrC,Clbh
PiC-PrPIP&C%oCrPIP°C,Pé CEPIP&PrPeC-CI'C,CH PuP»C-PjC-PSP°C+C-C—
C,P°PjCI'CrP»PsP-P&PSCTF.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CrP»PsP-PéPSCr
PiC-PrCHPsC...P»PsCHPEPrCr P- CI'PéP»CHPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4
PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII PIPiP»P&PICY
C,P°PjCI'CrP»PsP-P&éPSCr PiC-PrCHPsC...P»PsCHPéPrCr. PhPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P- PePuC,PsPePsPSP°P-PsP»PsPj (PIC-PrPsPjP&PNe
CI'PéP»CHPSPEPNe C-PSPiC-P+C-C,PsCH CYP3A4) PiCHP&P-PIPsPrPéP»Ps PrPs
P-P+C-P»CHCEPUPSPSCII PiP»PsC%oC- PiC-Pr C,P°CEPjP°PePsPeC-PSPuC,PéC+PSPsCh
PeCEP&PIPsCR B«PePsPSCtPuPSC,CHP°CtC-CILI-C+P°CI'B» (AUC) C- PV, PrPs 2,8 C- 2,2
PIC-PrPiPsPIC-PrPSPs.

P§/P°PjCI"CfP»PsP-P&PSCt PiC-PrCEPsC...P»PsCEP&Pr PSPy CI'P»C-Pr PiCEP&P-PSP°C+P°C,Pé Cr
PePsPjP+C-PSP°CtC-C— P- CI'PéP»CHbPSP&PjP& C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4 Cr



PiP°CtC-C”PSC,C-PI iP- PSP&P-CHPeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj CYP2DS.

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRP&Pr CI'P»C-Pr P- PsP+PuCRHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PsPICrPIP°C,Pé Cr PePsPjP+C-PSP°CtC-C— P- CI'PéP»CIHPSPEPjPé C-
PiPsPjC-CHPSP&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4.

PhPrPSPsC$P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII C,P°PjCI'CfP»PsP-PéPSCr
PiC-PrCHPsC...P»PsCEP&Pr'Cr C- PiP°CEPsPeCI'PuC,PéPSCt (CI'PéP»CHPSPEPNe
C-PSPiC-P+C-C,PsCH PYYP2D6) PiCHP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPuPSPSCII PV, C-
AUC PrPs 1,3 C- 1,6 PIC-PrPiPsPIC-PrPSPs, P°P»Pu CtPp PSPp C” PeP»C-PSC-C$PSPs
P-PSP°C+CrC%oPéPj.

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCI] P- C-PSC£P&EPjPé a-
P°PrCRHPpPSPsP+P»PsPeP°C,PsCHP°PjPé PjPsPYPp PiPsCI'PéP»CRPIP°C,Pé
PiC-PiPsC,PuPSP-PéPIPSP&PNe PuC, PuPeC,.

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

PIPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPéEC... a,-
P°PrCHPpPSPsP+P»PsPeP°C,PsCHC-PI, PI PsPeCHPuPjPEC... PIPEPiP°PrPeP°C... PICRPé
P-P°CI'C,PsCI'CfPIP°PSPSC- C,P°PjCI'CfP»PsP-PEPSCr PjPsPYP»P&PIPn P-PSP&PPuPSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr, C%oPs PjPsPYPu C-PSPsPrC- PiCHP&P-PIPuCI'C,Pé
PrPs PIC,CHP°C,Pé CI'PIC-PrPsPjPsCI'C,C-. PuCHPé PiPsCLIPIC- PiPuCHCEPEC... PsP-PSP°Pe
PsCHC,PsCI'C,P°C,PéC+PSPsC— PiC-PiPsC,PuPSP-C-C— (P-P°PiP°PjPsCHPsC+PuPSPSCI],
CI'P»P°P+PeC-CI'C,CH) PiP°CtC-C”PSC, PjP°C” PiCRHP&CI'C-CI'C,Pé C+Pé PiCHP&PN:PSCIIC,Pé
PiPsCHP&éP-PsPSC,P°P»CHPSPp PiPsP»PsPPuPSPSCII PrPs P-PSPéPePSPuPSPSCII
PIP&C%oPpP-PiP°PrP°PSPEC... CI'P&PjPiC,PsPjC-PI.

PuPuCHPpPr C,PéPj CLIPe CEPsP-PiPsC+P°C,Pé P»C-PeCrPIP°PSPSCII C,P°PjCI'CfP»PsP-PéPSPsP;,
CI'P»C-Pr PiCEPsPNeC,Pé PjPuPrPéC+PSPu PsP+CI'C,PuPIPuPSPSCII P- PjPuC,PsCh
PIP&CILIPIP»PuPSPSCII C-PSC£P&C... CI'CIPiCrC,PSC-C... P-P°C...PIPsCRCRPIP°PSCH, C%oPs
PjPsPYCrC,CH CI'PiCHP&C+P&PSP&C,Pé C,P°PeC- CI'P°PjC- CI'P&éPjPiC,PsPjPé, CIIPe
PrPsP+CHPsCIIPeC-CI'PSP° PiC-PiPuCHPiP»P°P-C-CII PiPpCEPuPrPjC-C...CrCHPsPIPsC—
P-P°P»PsP-Pé. PuPuCEPuPr PiPsC+P°C,PePsPj P»C-PeCrPIP°PSPSCII PSPuPsP+C...C-PrPSPs
PiCEPsPIPuCI'C,Pé CHPuPeC,P°P»CHPSPp PsP+CI'C,PuPYPuPSPSCII
PiPuCHPuPrPjC-C...CftCHPsPIPsC— P-P°P»PsP-Pé C,P° PiCEPé PSPuPsP+C...C-PrPSPsCI'C,C- —
C,PuCI'C, PSP°® PIP&P-PSP°C+PuPSPSCII CHC-PIPSCII CI'PiPuCtPéC, C-C+PSPsPiPs
P°PSC,PéPiPuPSCt PiPpCHPuPrPjC-C...CfCHPsPIPsC— P-P°P»PsP-Pé (PSA) PrPs PiPsC$P°C,PeCr
C,P° C+PuCHPuP- PsPrPSP°PePsPIC- PiCHPsPjC-PIPePé C+P°CI'Cr PiC-Pr CfP°CI’
P»C-PeCrPIP°PSPSCI].

PiuCHP&P-PSP°C+P°C,Pé PiCRPuPiP°CRP°C, PiP°CtC-C”PSC,P°Pj C-P- C,CIIPPePsCh
C,PsCEPjPsCh PSPECEHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PeP»C-CHPuPSCI
PeCEPpP°C,PEPSC-PSCT <10 PjP»/C...PI) PSPuPsP+C...C-PrPSPs P- PsCI'PsP+P»P&PIPsCh
PsP+PuCHPuPIPSC-CI'C,Ch, PsCI'PeC-P»CHPePé PeP»C-PSC-CHPSP&C...
PrPsCI'P»C-PrPIPuPSCH C-P- P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,P°PjCI'CIP»PsP-PEPSCt PrP»CII
C,P°PePéC... PiP°CtC-C”PSC,C-PI PSPy PiCREPsPIPsPrP&P»Pé.

PJ PrPuCILIPePéC... PiP°CtC-C”PSC,C-PI, CIIPeC- PIChPEPN:PjP°P»Pé P°P+Ps
PiCRP&PNePjP°CRC,CI C,P°PjCI'CP»PsP-P&PS, PiC-Pr C+P°CI C...C-CHCrCHPiC-C+PSPsPiPs



PIC,CHCrC+P°PSPSCII P- PiCHPEéPIPsPrCr PIPEPrP°P»PuPSPSCII PeP°C,P°CHP°PeC,Pé C-
PiP»P°CrPePsPjPé PIC-PrP-PSP°C#P°PICI'CII CI'PéPSPrCHPsPj P°C,PsPSC-C+PSPsC—
P-C-PSP&CtC- (IFIS, PIP°CEC-P°PSC, CI'PéPSPrCHPsPjCt P-PICFPYPuPSPsC— P-C-PSPECTC-),
C%oPs PjPsPYPu CI'C,P°C,Pé PiCHP&C+PéPSPsCh P-P+C-P»CHCEPuPSPSCII
PeC-P»CHPePsCI'C,C- CCI'PeP»P°PrPSPuPSCH PiC-Pr CP°CI" C+Pé PiC-CI'P»CII
PiCEPsPIPuPrPuPSPSCII C,P°PePsC— PsPiPuCHP°CtC-C—.

P—P°P-PIP&C+P°PNe P-P° 18F“2 C,PéPIPSC- PiPuCRPuPr PiCEPsPIPuPrPuPSPSCIIPj
PsPiPuCEP°CtC-C— P- PiCEP&PIPsPrCr PIP&PrP°P»PuPSPSCII PeP°C,P°CEP°PeC,Pé C-
PiP»P°CrPePsPjPé CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PiICHP&PiPEPSPEC,Pé
P»C-PeCrPIP°PSPSCI]I C,P°PjCI'CIP»PsP-PEPSPsPj, PiCEPsC,Pp PePsCEP&CI'C,CH PIC-Pr
PiCEP&PiPEPSPuPSPSCII P»C-PeCrPIP°PSPSCII C,P°PjCI'CP»PsP-PEPSPsPj PSP® PrP°PSP&PNe
C$P°CI’ C,PsC+PSPs PSPu PICI'C,P°PSPsPIP»PuPSPs. PiuCEPs CI'PéPSPrCHPsPj
P°C,PsPSC-C+PSPsC— P-C-PSP&CtC- PiPsPIC-PrPsPjP»CIIP»Pé C,P°PePsPq Cr
PiP°CtC-C”PSC,C-PI, Cr CIIPeP&C... PICEPéPiPEPSP&P»Pé P-P°CI'C,PsCI'CrPIP°PSPSCII

B C,P°PjCI'CfP»PsP-PéPSCr PiCHPsC,CIIPiPsPj C,CHPéPIP°P»PsPiPs C+P°CI'Ct PrPs
PiCEPsPIPuPrPuPSPSCII PsPiPuCHP°C,PEPIPSPsPiPs PIC,CHCrC+P°PSPSCII P- PiCRP&PIPSPrCr
PeP°C,P°CRHP°PeC,Pé.

PJ PiP°CtC-C”PSC,C-PI PiPuCEPpPr PiP»P°PSPsPIPsCR PsPiPuCEP°CtC-C”Ch
PeP°C,P°CHP°PeC,Pé C+Pé PiP»P°CrPePsPjPé PSPu CHPRPePsPjPuPSPrCrC”C,CHCICII
PiPsC+P&PSP°C,Pé PiCEP&PNePsPj C,P°PjCI'C{P»PsP-P&PSCF PiC-PrCEPsC...P»PsCEPEPrCY.
PuCHPé PiC-PrPiPsC,PsPICtC- PrPs PsPiPpuCEP°C+C-C— C...C-CRCfCHPiPé C,P°

PsC, C,P°P»CHbPjPsP»PsPiPé PjP°CRC,CH PrC-P-PSP°C,P&CI'CLI, C£Pé PiCEP&PNPjP°PI (P°P+Ps
PiCEP&PN:PjP°C”) PiP°CtC-C”PSC, C,P°PjCI'CIP»PsP-PéPS P- PjPuC,PsCh
PiPsPiPpCEPuPrPIPRPSPSCLI PjPsPYP»P&PIPEC. .. CtCI'PeP»P°PrPSPUPSCH,
PiPsPIER ™ CIIP-P°PSP&C... C-P- IFIS.

P§/P°PjCI"CfP»PsP-P&PSCt PiC-PrCEPsC...P»PsCEP&Pr PSPy CI'P»C-Pr PiCEP&P-PSP°C+P°C,Pé Crf
PePsPjP+C-PSP°CtC-C— P- CI'PéP»CEbPSP&PjPé C-PSPiC-P+C-C,PsCEP°PjPé CYP3A4
PiP°CtC-C”PSC,P°Pj P- PSP&P-CHbPeP&Pj PjPuC,P°P+PsP»C-P-PjPsPj CYP2DS.

PyP°PjCI'CrP»PsP-PEPSCt PiC-PrCHPsC...P»PsCRP&Pr CI'P»C-Pr P- PsP+PuCRHPuPIPSC-CI'C,Ch
P-P°CI'C,PsCI'PSPICIPIP°C,Pé Cr PePsPjP+C-PSP°CtC-C— P- CI'PéP»CIHbPSPEPjPé C-
PiPsPjC-CHPSPé&PjPé C-PSPiC-P+C-C,PsCHP°PjPé CYP3A4 (PrPéPI. CHPsP-PrC-P»
B«P’P-P°C”PjPsPrC-CII P- C-PSC£P&PjPé P»C-PeP°CECI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P°
C-PSC£C- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PuPsPIC-PrPsPjP»CLIP»Pé PiCEPs PIP&PiP°PrPePé P°P»PuCHPiC-C+PSPé&C... CEPuP°PeCtC-PNe
PSP° C,P°PjCI'CfP»PsP-PéPS Cr PiP°CtC-C”PSC,C-PI P- PSP°CIIPIPSC-CI'C,Ch PI
P°PSP°PjPSPuP-C- P°P»PuCHPiC-C— PSP° CI'CP»CHC, P°PSC-P»P°PjC-PrPé. PYP»C-Pr
PrPsC,CHPEPjCIPIP°C,PECI'CH PsP+PuCHEPuPIPSPsCI'C,C- PiCRHPé P-P°CI'C,PsCI'CrPIP°PSPSC-
C,P°PjCI'CtP»PsP-P&éPSCr PiC-PrCHPsC...P»PsCHPéPrCr PiP°CtC-C”PSC,P°Pj, Cr CLIPeP&C...
CEP°PSC-C€Pp PIC-PrP-PSP°C+P°P»P°CI'CH P°P»PuCEPiC-CLI PSP°
CI'CrP»CHC,P°PSC-P»P°PjC-PrPé.

P—P°CI'C,PsCI'C4PIP°PSPSCII Cé PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrC2PIP°PSPSCII PiCECZPrPrCR.

P{P°PjCI'CtP»PsP-P&éPS PSPy PiPsPeP°P-P°PSPEPNe PrP»ClI P-P°CI'C,PsCI'CIPIP°PSPSCII



PYC-PSPeP°Pj.
PxPuCEC,PéP»CHPSC-CI'C,CH

PuC-Pr C+P°CI" PeP»C-PSC-C+PSPéC... PrPsCI'P»C-PrPIPuPSCH C,P°PjCI'CfP»PsP-PéPSCr
PiCEPsC,CLIPiPsPj PePsCEPsC,PePsPiPs P°P+Ps C,CHP&PIP°P»PsPiPs CP°CI'Cr
PIC-PrP-PSP°C+P°P»P&CI'CILI PiPsCHCrCEPpPSPSCII PuCILIPeCrP»CIICtC-C—. P’P&PiP°PrPePé
PiPsCHCrCEPpPSPSCII PuCLIPeCtP»CLICTC-C—, CRPuC,CHPsPiCHP°PrPSPsC—
PuCILIPeCrP»CLICtC-C— C- PSPuPrPsCI'C,P°C,PSCHPsC— PuCLIPeCrP»CLICTC-C—
PIC-PrP-PSP°C+P°P»P&CI'CII Cf PiC-CI'P»CLICEPuC”CI'C,CEP°CtC-PNePSPsPjCr PiPuCHC-PsPrC-.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CE€PIPéPrPeC-CI'C,CHh CEPuP°PeCtC-C— PiCEPé
PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCEC,PsPj P°P+Ps C-PSCEP&EP;Pé
PjPuC...P°PSC-P-PjP°PjPé.

P”PsCI"P»C-PrPIPuPSPSCII PIPiP»P&PICt PiCEPuPiP°CEP°C,Ct PSP P-PrP°C,PSC-CI'C,CH
PePuCECEPIPC,Pé P°PIC,PsC,CEP°PSCI'PiPsCEC,PsPj P°P+Ps PjPuC...P°PSC-P-PjP°PjPé PSPy
PiCEPsPIPsPrPéP»Pé. PhPrPSP°Pe PiP°CtC-C”PSC,Pé PjP°CRC,CHb P+CrC,Pé
PiPsPiPuCHPuPrPIPPSC- PiCEPs PjPsPP»P&PIC-CI'C,CH» PIP6PSP&PePSPuPSPSCLI
P-P°PiP°PjPsCEPsC+PuPSPSCLI.

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

P PpPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PrP»CII PrPsCEPsCI'P»P&C... — 1 PeP°PiCI'CIP»P°
C%oPsPrPpPSPSPs, PiC-CI'P»CII CI'PSC-PrP°PSPeCt P°P+Ps PiC-CI'P»CII PiPuCHCEPsPiPs
PIPPEPIP°PSPSCII C—PYC-. PP°PiCI'C+P»Cr CI'P»C-Pr PePsPIC,P°C,Pé CtC-P»PsCh, PSPu
CHPsP-P»P°PjCrPIP°C,Pé, PSPu PiPuCHPuPYPsPICIPIP°C,Pé, PsCI'PeC-P»CHPePé CtPu P+CrPrPu
PiPuCHPuCEPePsPrPIP°C,Pé PjPsPrPéC, C-PePsPIP°PSPsPjCr PIPéPIC-P»CHPSPuPSPSChR
P°PeC,PéPIPSPsPiPs C-PSPiCHPuPrC-C”PSC,P°.

PJ] PiP°CtC-C”PSC,C-PI iP- PSP&CHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch PSPy
PiPsC,CHC-P+PSP°® PePsCRPuPeCtC-CII PrPsP-Pé. P] PiP°CtC-C”PSC,C-PI P- PiPsPjC-CRPSP&Pj
C,P° CI'PuCHPuPrPSC-Pj CI'C,CrPiPpPSPuPj C,CIIPPePsCI'C,C- PiPuC+C-PSPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- PSPy PiPsC,CHC-P+PSP°® PePsCHPuPeCtC-CII PrPsP-Pé (PrP&PI.
C,P°PePsPY CHPsP-PrC-P» B«PuCEPsC,PéPiPsPeP°P-P°PSPSCIIB»).

P”C-C,Pe.
PuCHPuPiP°CEP°C, PSPu P-P°CI'C,PsCI'PsPICFPIP°C,Pé PrC-C,CIIP;.

P‘PuP-PiPuPeCr C,P° PuC,PuPeC,PEPIPSC-CI'C,CH C,P°PjCI'CIP»PsP-PéPSCT Cr PrC-C,PuPNe
PIiPePsPj PrPs 18 CHhPsPeC-PI PSPy PsCtC-PSCRPIP°P»Pé.

PyPuCEPuPrPsP-CéPIP°PSPSCII.



PYPéPjPiC,PsPjPé

PuPuCEPuPrPsP-CFPIP°PSPSCILI C,P°PjCI'CfP»PsP-P&PSPsPj PiC-PrCEPsC...P»PsCEP&PrPsP;
PjPsPYPp PiPsC,PuPSCtC-PNePSPs CI'PiCEP&C+P&PSP&C,Pé C,CLIPIPeCT
PiC-PiPsC,PpuPSP-P&éPIPSCt PrC-Ch. PyCLIPYPeP° PiC-PiPsC,PuPSP-PEPIPSP° PrC-CII
PIC-PrP-PSP°C#P°P»P°CI'CII PiCEP& CRC-P-PSPEC... CI'C,CIPiPuPSCIIC...
PiPuCHPuPrPsP-CrPIP°PSPSCIL.

P>C-PeC2éPIP°PSPSCII

P] PIP&PiP°PrPeCt CEP°PiC,PsPIPsPiPs P-PSPéPYPuPSPSCII C,P&CI PeCt PIPSP°CI'P»C-PrPsPe
PiPuCHPuPrPsP-CrPIP°PSPSCII CI'P»C-Pr PiCRPsPIPsPrPéC,Pé PiC-PrC,CRHP&PjCFCRC+Cr
C,PuCHP°PiC-Ch, CI'PiCRCIIPjPsPIP°PSCt PSP° PIC-PrPSPsPIP»PuPSPSCII
PSPsCHPjP°P»CHPSPsC— C,CrPSPeCtC-C— CI'PuCHCHPuPIPs-CI'CrPrPéPSPSPsC—
CI'P&CI'C,PpPjPé, (PSP°PiCHPéPeP»P°Pr, PiP°CtC-C”PSC, PjP°C” PiCHP&PNPSCIIC,Pé
PiPsCHP&P-PsPSC,P°P»CHPSPp PiPsP»PsPIPuPSPSCII). PIPeC%oPs CtPuPNe P-P°C...C-Pr PSPu
PrC-C”, PiPsC,CRC-P+PSPs PiCRHPsPIPuCI'C,Pé C-PSC, CtP-C-PNePSCt C,PuCHP°PiC-CRh C,P°
PiCEP&P-PSP°C+P&C,Pé PIP°P-PsPiCHPuCI'PsCHPSC- P-P°CI'PsP+Pé. PkPuPsP+C...C-PrPSPs
CI'P»C-PrPeCrPIP°C,Pé P-P° C,CrPSPeCtC-C”Ch PSPéCHPsPe C,P° PiCHPsPIPsPrPéC,Pé
P-P°PiP°P»CIbPSCr PiC-PrC,CRPé&PjCFCRCCr C,PuCHP°PiC-Ch. P’PSP°CI'P»C-PrPsPe
PIPECI'PsPePsPiPs CI'C,CrPiPpPSCII P-PIsR ™ CIIP-CrPIP°PSPSCII C,P°PjCI'CIP»PsP-PéPSCr P-
P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- PiCHPsPIPuPrPuPSPSCII PiPuPjPsPrC-P°P»C-P-Cr C”
PSP°PICRHCIIPr C$Pé PrPsCtC-P»CIHbPSP&P;.

P— PjPuC,PsCh PiCHP&PiPéPSPuPSPSCII PiPsPrP°P»CHCEPsPiPs PICI'PjPsPeC,CtPIP°PSPSCILI
PiCHPuPiP°CHP°C,Cr PjPsPJPSP° C€C,CrCPSPs PIPéPeP»PéPeP°C,Pé P+P»CRPIP°PSPSCII.
PiiCHPé PiPuCHPuPrPsP-CrPIP°PSPSC- P-PSP°C+PSPsC— PeC-P»CHPePsCI'C,C-
PiCEHPpPiP°CHP°C,Ct PiP°CC-C”"PSC,Cf PSPuPsP+C...C-PrPSPs PiCEPsPjP&C,Pé CEP»CrPSPsPe
C-P- P-P°CI'C,PsCI'C{PIP°PSPSCIIPj P°PeC,PéPIPSPIP°PSPsPiPs PIC{PiC-P»P»CII C,P°
PSP&P-CHbPePsPsCI'PjPsC,PECPSPEC. .. PiPsCI'P»P°P+P»CRPIP°P»CEbPSPEC... P-P°CI'PsP+C-PI,
C,P°PeP&C... CLIPe CI'CFP»CHC, P°C, PSP°C,CEC-CE.

PyPsP+C-C#PSC- C5PuP°PeC+C-C—.

PYPECT'C,PuPjP° PsCHPiP°PSC-P-PjCf [PSP°CI'C,Ps (>1/100, <1/10) [PKPRC$P°CI'C,Ps (>1/1000, [P C-PrPePs (>1/10000, <1/1000) [P”"CIPYPp CHC-PrPePs (<1/10000) PKPuPIC-PrPsPjPs

<1/100), (PSPPjPSPP»PEPIPs
PsCtC-PSP&C,Pé PiCBPé
PSP°CLIPIPSPSCI'C,C~
PrPsCI'C,CFPiPSPEC...
PrP°PSP&C...)
PkPPICHPsP»PsPiC-CPSC- CEPsP-P»P°PrPé P-P°PiP°PjPsCEPs-C#PuPSPSCI] [PiPsP»PsPIPSPEPN: PSPRPICHP&C, PsPj-PSC-CIC,CHb
(1,3 %) [P+C-P»CH
P— PxPsPeCr PsCHPiP°PSiPI P-PsCHCF P-P°C,CrPjP°PSPRPSPSCII
P-PsCHCt, PiPsCECICEPRPSPSCL]
P-PsCRCI
P— PxPsPeCr CI PUCHCTCIL [PIC-PrC:CfC,C,CII
ICIPRCECtPpP+PEC,C,CIL
PYCFPrP&PSPSC- CHPsP-P>P°PrPé [PsCBC, PsCI C,P°C,P&C+PSP°
[PiC-PiPsC,PpPSP-C-CII
P PuCI'PiC-CEHP°C,PsCh-PSPs-PjPRPrC-P°CL C,Pé-PSP°P»CHbPSC [CEPEPSC-C, PSPsCIPsPIP®
CEPsP-P»P°PrPé PeCHPSPIPSC,PuCP°”
PEP»CIPSPePsPIPs-PePECEPePSPIC- CHPsP-P»P°PrPé [P-P°PiPsCB, PrC-P°CHPUCL], CI'CtC...C-CI'C,CHb Cr CBPsC,C-*
[PSCFPrPsC,P°,
[P+P»CRPIP°PSPSCII
P— P+PsPeCr CEPeC-CEP& C,P° CI'P»P&P-PsPIPEC... [PIPECTP&Pi, P°PSPiC-PsPSPUPICHPs-C,P&C+PSPEPN{CI PéPSPrCEPsPj PYC,C-PIPRPSCIP°- |PjC#P>CIbC,PEC, PsCH-PjPSP°
PsP+PsP»PsPSPsPe ICI'PIPRCEP+C-PY, PSP°P+CHCLIPe [P"PYPsPSCI PSPSP° PUCHPEC, PuPjP®,
[PeCEPsPiP&PIs ™ CLIPSPeP] PuPeCI'C, PsP»C-P°C,PPI-PSPEPN

PrPuCHPjP°C,PSC,’,
CHPpP°PeCTC-CII
C,PsC,PsC4CIC,P»Pé-PIPSCIC,C-"

P PRPICEPSPrCIC,PEPIPSC- PiPSCHCTCEPRPSPSCILT CHPsPP»P°PrPé [PICHC-P*PiC-PPj
PLCLIPeCFP>CLICHC-C—,
IPIPeP»CRCP°CRCPé
CHPUC,CHPsPICEP°PrPSCE
PLCIIPeCIP>CLICIC-CR C-
PSPUPrPsCI'C,P°C,PSC-CI'C,CH|
PUCIIPeCFP>CLICTC-C—
P—P°PiP°P»CFbPSC- CHPsP-P»P°PrPg [P°CTC,PpPSC-CII




*P’C-PrP-PSP°C$P°P»P&CI'CII Cr PiC-CI'P»CLICHPuC”CI'C,CBP°CtC-PN:PSPsPjCf
PiPuCHC-PsPrC-.

PuC-Pr C+P°CI" PiC-CI'P»CIICHPuC”CI'C,CHP°CtC-PNePSPsPiPs PSP°PiP»CIIPrCr PsPiP&éCIP°PSC-
PIPEPiP°PrPePé C-PSC,CHP°PsPiPuCHP°CtC-PNPSPsC— PSPuCI'C,P°P+C-P»CHPSPsCI'C,C-
CHP°PNePrCrPYPSPsC— PsP+PsP»PsPSPePé PsPeP° (CI'PéPSPrCHPsPj P-PICFPIPuPSPsC—
P-C-PSP&CtC-) PiCRHPé PsPiPuCHP°CtC-C— P- PiCRHPEPIPsPrCr PeP°C,P°CHP°PeC,Pé C,P°
PiP»P°CrPePsPjPé Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PiCRP&PN:PjP°P»Pé C,P°PjCI'CrP»PsP-P&PS
(PrP&PI. CHPsP-PrC-P» B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

PyC-CI'P»CIICEPuC”CI'C,CEP°CtC-PNePSPéPNe PrPsCI PIC-Pr. PhPeCHC-Pj
PIPEC%oPpPIPeP°P-P°PSP&C... PiPsP+C-C$PSP&C... CRPuP°PeCt+C-PNe P-P°C, C-PeCI'PsPIP°PSPs
PIPEPiP°PrPePé C, C-P+CHPEP»CLICtC-C— PiPpCHPuPrCI'PuCHPrCH, P°CEPéC,PjC-C—,
C,P°C...C-PeP°CHPrC-C— C,P° PrPéCI'PiPSPsPu. PhCI'PeiP»CHPePé PiCHPs P-P°P-PSP°C+PuPSC-
PIPEPiP°PrPePé PiPsPIC-PrPsPjP»CLIP»Pé CI'PiPsPSC,P°PSPSPs, C+P°CI'C,PsC,P°
PiPsPIC-PrPsPjP»PpPSCH C,P° CHPsP»CH C,P°PjCI'CFP»PsP-PéPSCr Ct CTCHPsPjCr
PIPéPiP°PrPeCr PSPp PjPsPYCrC,CH P+CrC,Pé PrPsCI'C,PsPIC-CEPSPs
PICI'C,P°PSPsPIP»PuPSC-.

P1PsPIC-PrPsPjP»PuPSPSCII PiCHPs PiPsP+C-C$PSC- CHPuP°PeCtC-C— PiC-CI'P»CI]
CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PjP°C” PIPuP»PéPePu
P-PSP°C+PuPSPSCII. P!Pu PrP°C” P-PjPsPiCt PiCHPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCEP&CI'C,CH/CHPEP-PéPe PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtCHPsPiPs P»C-PeP°CHCI'CHhPePsPiPs P-P°CI'PsP+Cr.
PmPpPrPéC+PSP&Pj C,P° C,P°CHPjP°CtPuPIC,PECPSPEP] PiCEP°CtC-PIPSP&EPeP°Pj, P°
C,P°PePsP{ PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPéPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CIIC,Pé PiCHPs CrCI'C-
PIP&PiP°PrPePé PiC-PrPsP-CECRPIP°PSP&C... PiPsP+C-C+PSP&C... CHPuP°PeCtC-PNe C,P°
PIC-PrCI'CfC,PSPsCI'C,C- PuC, PpuPeC,PEPIPSPsCI'C,C- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
C$PuCHPuP- PHPIC,PsPjP°C,PEP-PsPIP°PSCTt C-PSC, PsCHPjP°C+C-PN:PSCt CI'P&CI'C,PpPjCr P:
C, P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'PéP»P°PSPSCIIPj: http://aisf.dec.gov.ua.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCI'C,C-. 3 CEPsPePé.

PkPp P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCI]I C,PuCHPjC-PSCr
PiCRHP&PrP°C,PSPsCI'C,C-, P-P°P-PSP°C4PuPSPsPiPs PSP° CrPiP°PePsPICtC-.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

P”P°PSP&PNe PiCEPRPiP°CHP°C, PSPu PIPEPjP°PiP°C” PsCI'PsP+P»P&éPIPsPiPs
C,PuPjPiPuCHP°C,CrCEPSPsPiPs CEPpPYP&P|CYt P-P+PuCEC-PiP°PSPSCIL.



P—P+PuCEC-PiP°C,Pé Cf PSPuPrPsCI'C,CEPiPSPsPiCt PrP»CLI PrC-C,PuPNe PjC-CI'CHC-.

PJPiP°PePsPIPeP°.

PuPs 10 PeP°PiCI'CP» Cr P+P»iCI'C,PuCHi, PiPs 3 P+P»iCI'C,PuCEPé Ct PeP°CHC,PsPSPSiPNe
PePsCHPsPxCHi.

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

P—P° CRPuCtPuPiIC,PsP;j.

P'PéCEPsP+PSP&Pe.
PhP>PrsPhHP>PhP$P” PHP” PYPePsPis|™C”.

ALKALOID AD Skopje.

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

P‘CtP»CHbPIP°CE PhP»PpPeCI'P°PSPrCEP° PmP°PePuPrPsPSCI'CHhPePsPiPs, 12, PYPePsPiEF™ C”,
1000, P PpCI'PiCtP+P»C-PeP° PuC-PIPSC-C4PSP° PrmP°PePpPrPsPSC-CIL.

Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North Macedonia.



