PtPKPYP{P PJPsP!PtPI
PrP»CII PjPuPrP&éC+PSPsPiPs P-P°CI'C,PsCI'CiPIP°PSPSCII
P»C-PeP°CEHCI'CHbPePsPiPs P-P°CI'PsP+Crt

PhP&kP”PhHPKPYP+PyP PhPk

(Ondansetron)

PYPeP»P°Pr:
PrC-CRC#P° CEPuC#PsPIPéPSP°: PsPSPrP°PSCI'PuC,CHPsPS;

1 C,P°P+P»PuC,PeP° PjC-CI'C,PEC,CH PsPSPrP°PSCI'PuC,CHPsPSCr
PiC-PrCHPsC...P»PsCHPePrCr PrPePiC-PrCHP°C,Cr Cr PiPuCHPuCHP°C...CfPIP°PSPSC- PSP°
PsPSPrP°PSCI'PuC,CHPsPS 4 PjPi B P°P+Ps 8 PjPi;

PrPsPiPsPjC-PIPSC- CFPuC#PsPIP6PSPé: P»P°PeC,PsP-Pé PjPsPSPsPiC-PrCEP°C,,
CtPuP»CRP»PsP-P°® PjC-PeCEPsPeCHPECI'C,P°P»C-C+PSP®, PiC-PiCEPsPjPuP»PsP-P°,
PjP°PiPSC-CR CI'C,PuP°CEP°C,, PeCEPSC...PjP°P»CH PiCEPuPIPuP»P°C,PéPSC-P-PsPIP°PSPEPNe,
C,P&C,P°PSCT PrC-PsPeCI'P&Pr (P+ 171), PiP»C-CtPuCEPsP» C,CHP&P°C+PuC,P°C,.

P>C-PeP°CHCI'CH:PeP° C, PsCHPjP°. PyP°P+P»PuC,PecPé, PIPcCHP&C,C- PsP+PsP»PsPSPePsCHh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-: C,P°P+P»PuC,PePé,
PIPeCRHPeC,C- PsP+PsP»PsPSPePsCh, P+C-P»PsPiPs P°P+Ps PjP°PN.P{Pu P+C-P»PsPiPs
PePsP»CHbPsCRHCY, PIPuCHC...PSCII C,P° PSPePYPSCII PiPsPIPuCHC...PSC- CLIPePéC...
PsPiCrPeP»C-. PkP° CHPsP-P»P°PjC- PiCHPé CHPsP-PiP»CLIPrP°PSPSC- PiC-Pr P»CrPiPsCh
PIP&PrPSPs CLIPrCHPs, PsC,PsC+PuPSPu PsPrPSPé&Pj CI'CrCtC-P»CIHhPSP&Pj CEP°CEHPsP;.

PuP°CRHPjP°PePsC,PuCRHP°PiPpPIC,PéC+PSP° PiCHCIPiP°.
PiCHPsC,PéP+P»CRPIP°P»CHPSC- P-P°CI'PsP+Pé C- PiCEPuPiP°CHP°C,Pé, C%oPs
CrCI'CrPIP°CRC,CH PSCrPrPsC,Cr. PHPSC,P°PiPsPSC-CI'C,Pé CI'PuCHPsC,PsPSC-PSPsPIPEC...
5PkPY,-CHPuCtPuPiC,PsCHC-PI. PhPSPrP°PSCI'PuC,CHPsPS.

PrPsPr PHPYPT’ Ph04Ph PhO1.

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

PhPSPrP°PSCI'PuC,CHPsPS PiC-PrCHPsC...P»PsCHPéPTr 8R“ CtPp P°PSC,P°PiPsPSC-CI'C,
CHPuCtPuPiC,PsCHC-PI CI'PuCHPsC,PsPSC-PSCr PiC-PrC,PéPiCt 5PkP¥,. PmPuC...P°PSC-P-PjPé
PiCEPsC,PéP+P»CRPIP°P»CHPSPsC— PrC-C— PsCI'C,P°C,PsC+PSPs PSPu
PICI'C,P°PSPsPIP»PuPSC-. P’C-PrPsPjPs, C%oPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PiCEPsPjPuPSPuPIPsC— C- CtP&C,PsC,PsPeCI'PéC+PSPsC— C...C-PjC-PsC,PuCHP°PiC-C—



PiCHPEP-PIPsPrPéC,CH PrPs PIPEPIC-P»CHPSPuPSPSCII CI'PuCHPsC,PsPSC-PSCr (5PkPy) P-
PuPSC,PuCHPsC...CHPsPjP°C,C-PSPSP&EC... PeP»C-C,PéPS C,PsPSPePsPiPs PePéCEPnC+PSP&PeCY.
PtPSC-CtC-P°CtC-Ch P+P»CRPIP°P»CHPSPsPiPs CHPuC, P»PuPeCI'Cr

PiPsPIs™ CLIP-CFfCRC,CH C-P: PIP-P°C”PjPsPrC-C”Ch CI'PuCHPsC,PsPSC-PSCT P-
CHPuCtPuPiC,PsCHP°PjPé 5PkPy.,, CEPsP-PjC-C%oPuPSPé&PjPé PSP P°C,PuCHPuPSC,PSPEC...
P-P°PeC-PSC$PuPSPSCIIC... P+P»CrPeP°CRC$PsPiPs PSPuCHPIP°. PhPeC,PéPIP°C+C-CII
P°C,PuCHPuPSC,PSP&C... P-P°PeC-PSC+PuPSCH P+P»CrPeP°CRC$PsPiPs PSPuCEPIP® PjPsPYPu
CI'PiCHP&C+PEPSP&C,Pé PIPEPIC-P»CHPSPuPSPSCII CI'PuCHPsC,PsPSC-PSCr Cr
CtPpPSC,CHP°P»CHPSC-PNe PSPuCHPIPsPIC-PNe CI'PECI'C,PpPjC- P-
C...PuPjPsCHPuCtPuPiC,PsCHPSPsC— C,CHPePiPuCHPSPsC— P-PsPSPE,
CBPsP-C,P°CEPsPIP°PSPsC— Cr PrC-P»CIIPSCtC- PrPSP° C+PuC,PIPuCHC,PsPiPs
CEP»CrPSPsC$PeP° PiPsP»PsPIPSPsPiPs PjPsP-PeCr. P’PIP°PYP°C”C,CHCI'CII, C%oPs
PsPSPrP°PSCI'PuC,CHPsPS P+P»PsPeCrC” C-PSC-Ct+C-P°CtC-Ch P+P»CRPIP°P»CHPSPsPiPs
CHPuC, P»PpuPeCI'Cr PSP° CEC-PIPSC- CIIPe P°C,PuCEPuPSC,PSPEC... P-P°PeC-PSCPuPSCH
P+P»CrPeP°CRC$PsPiPs PSPuCEPIP®, C,P°Pe C- CHPuCtPuPiC,PsCEC-PI
CI'PuCHPsC,PsPSC-PSCr, CHPsP-C,P°CEPsPIP°PSPEC... Cf CtPpPSC,CHP°P»CHPSPEC...
PIC-PrPrC-P»P°C... PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé.

PhPSPrP°PSCI'PuC,CHPsPS PiCEPsCLIPIP»CLIC” CI'PpPrP°C,PEPIPSCY PrC-Ch, P°P»Pp PSPy
CI'PiCEP&C+P&PSCLIC” P-PjC-PSPé PiCEPsP»P°PeC,PEPSCE Cf PiP»P°P-PiC- PeCRPsPIC-, PSPu
P-PSP&PYCrC” PiCI'P&C...PsPjPsC,PsCRPSCt P°PeC,PéPIPSC-CI'C,CHb PiP°CC-C”PSC,Pe.

POPs CI'C,PsCI'C+C”C,CHCI'CII PjPuC...P°PSC-P-PjC-PI PiCHPsC,PéP+P»CRPIP°P»CHPSPsC—
PrC-C— PsPSPrP°PSCI'PuC,CEPsPSCY Cr PiC-CI'P»CLIPsPiPuCEP°C+C-PNePSPsPjCr
PiPpuCHC-PsPrC-, C,Ps CtPu PiP&C,P°PSPSCII PSPuPrPsCI'C,P°C,PSCHPs PIP&PICPuPSPy.

PuP°CHPjP°PePsPeC-PSPuC,PePeP°.

P‘C-PsPrPsCI'C,CrPiPSC-CI'C,CH PsPSPrP°PSCI'PuC,CHPsPSCr PiC-CI'P»CII
PIPSCrC,CHC-CEPSCHPsPiPs PiCHP&PNPsPjCt CI"C,P°PSPsPIP&C,CH 60 %. P’
PsCHPiP°PSC-P-PjC- PIC-PS P°PeC,P&PIPSPs PjPuC,P°P+PsP»C-P-CrC”C,CHhCICI],
PjPuC,P°P+PsP»C-C,Pé PIPEPIPsPrCIIC,CHCI'CII P- PeP°P»PsPj C,P° CI'PuC+PuCh. PuC-CI'P»CII
PiPpCHPsCHP°P»CHPSPsPiPs PiCHPéPNePsPjCr PjP°PeCI'PéPjP°P»CIHPSP°
PePsPSCtPpPSC,CHP°CtC-CII PrPsCI'CLIPiP°C”C,CHCI'CII C+PuCHPuP- PiC-PIC,PsCHPé
PiPsPrPéPSPé. P—PIB ™ CLIP-PsPe P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCEPsPIC-
CI'C,P°PSPsPIP&C,CH P+P»PéP-CHPePs 73 %. P‘C-P»CHCEP® C+P°CI'C,PEPSP°
PIPIPuPrPpPSPsC— PrPsP-Pé PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII Ct PiPpC+C-PSCtC-.

PiuPuCHC-PsPr PSP°PiC-PIPIPéPIPuPrPuPSPSCII 8F“ 3-4 PiPsPrPéPSPé; PI PsCI'C-P+
P»C-C,PSCIPsPiPs PIC-PeCr BR“ PrPs 6-8 PiPsPrPéPS. PmPpPSCEPu 10 % P°PeC,PéPIPSPsC—
CHPuC+PsPIPEPSPé PIPEPIPsPrPéC,CHCI'CII C-P- CI'PuC+PuCh Cr PSPuP-PjC-PSPSPsPjCr
PIPePiP»CIIPrC-.

P”P°PSC- PrPsCI'P»C-PrPPuPSPSCII PjPuC,P°P+PsP»C-P-PjCt PsPSPrP°PSCI'PuC,CHPsPSCY in
vitro CI'PIC-PrC+P°C,CH, C%oPs PIC-PS C” CI'CfP+CI'C,CRP°C,PsPj C,PuCRHPjPuPSC,C-PI
CI'PECI'C,PpPjPé CtP&C,PsC...CHPsPjCr P 450 PiPuC+C-PSPePé P»CRPrPEPSPE,
PIPeP»CRC+P°CRC+Pé CYP1A2, CYP2D6 C- CYP3A4. PePuC,P°P+PsP»C-P-Pj
PsPSPrP°PSCI'PuC,CHPsPSCr P-PrC-PN.CI'PSCRC”C,CHCI'CII C+P°CI'C,C-C€Pp
C,PuCEPjPaPSC,PsPj CYP3A4. PhCI'PeC-P»CIHhPePé PjPiC,P°P+PsP»C-P-P;
PsPSPrP°PSCI'PuC,CREPsPSCt PjPsPYPu P-PrC-PNeCI'PSCRPIP°C,PéCI'CII PeC-P»CHPePsPjP°



C,,PuCHPjPuPSC,P°PjPé CI'PéCI'C,PuPjPé CtP&C,PsC...CHPsPjCr P 450, C,Ps PiCHPé
PSPuPrPsCI'C,P°C,PSPsCI'C,C- PsPrPSPsPiPs P- C,PuCEPjPuPSC,C-PI CI'CPjP°CHPSPEPNe
PeP»C-CHPuPSCI’ PsPSPrP°PSCI'PuC,CHPsPSCr CI'CrC,C,C”PIPs PSPy P-PjC-PSCRC”C,CHCI'CI],
PsCI'PeC-P»CHPePé PSPuPrPsCI'C,P°C+P° PsPrPSPsPiPs P- C,PuCEPjPuPSC,C-PI P+CrPrPu
PePsPjPiPuPSCI'PsPIP°PSP° C-PSC£PéPjPé C,PuCHPjPuPSC,P°PjPé CI'PECI'C,PpPjPé
PjPuC,P°P+PsP»C-P-PjCr.

PibP»C-PSC-C$PSC- C...P°CEP°PeC,PuCEP&CIC,PéPePé.
PyPsP¢P°P-P°PSPSCII.

PKCIPrPsC,P° C,P° P+P»CRPIP°PSPSCII, CI'PiCEP&C{PEPSPuPSC-
C1P&C,PsC,PsPeCI'PéC4PSPsCR C...C-PjC-PsC,PuCEP°PiC-C”CR, PiCEPsPjPpPSPuPIPsCh
C,PuCEP°PiC-C”CR. PuCEPsC, C-P»P°PeC,PéPeP°® PSCFPrPsC,Pé C,P°
P+P»CRPIP°PSPSCII Ct PiC-CI'P»CLIPSPiPuCEP°CtC-PNePSPsPjCt PiPuCEC-PsPrC-.

PyuCEBHPsC,PePiPsPeP°P-P°PSPSCII.

PuC-PrPIPEC%oPpPSP° C+CrC,P»PéPIC-CI'C,CH PrPs PePsPjPiPsPSPuPSC,C-PI
PiCHPpPiP°CHP°C,Cr C,P° PrPs C-PSCEP&EC... CI'PuP»PuPeC,PéPIPSPEC...
P°PSC,P°PiPsPSC-CI'C,C-PI 5PkPy,-CRPuCtPuPiC,PsCHC-PI CI'PuCEPsC,PsPSC-PSCF.

PjCLIPYPeC- PiPsCECrCEPUPSPSCII C,CPSPeCtC-C— PiPpC+C-PSPePé,
C...C-CHCfCEPiC-C$PSC- PsPiPuCEP°CC-C— PSP° C+PuCEPuPIPSC-PNe PiPsCEPsPPSP&PSC-.

P—P°CI'C,PsCI'CFPIP°PSPSCI]I PsPSPrP°PSCIPuC,CHPsPSCr CRP°P-PsPj P-

P°PiPsPjPsCHC, C-PSPsPj PiCEPsC,PéPiPsPeP°P-P°PSPy, PsCI'PeC-P»CHPePé PiCHPé C—C...
CI'CrPjC-CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- CI'PiPsCI'C,PuCEC-PiP°P»P&CI'CII
PIP&PiP°PrPePé CI'PéP»CHPSPsC— P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C— C,P°
PIC,CRP°C,Pé CI'PIC-PrPsPjPsCI'C,C-.

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

PYPiPuCtC-P°P»CHbPSC- PrPsCI'P»C-PrPIPuPSPSCII PiPsPeP°P-P°P»P&, C%oPs
PsPSPrP°PSCI'PuC,CHPsPS PSPy PIP-P°C”PjPsPrC-C” P- P°P»PePsPiPsP»PuP;j,
C,PuPjP°P-PuPiP°PjPsPj, C,CrCHPsCI'PuPjC-PrPsPj, C,CHP°PjP°PrPsP»PsPj P°P+Ps
PiCRPsPiPsC, PsP»PsPj.

PhPSPrP°PSCI'PuC,CEHPsPS PjPuC,P°P+PsP»C-P-CFC”C,CHCI'CLI CEC-P-PSP&PjPé
C, PuCHPjPRPSC,P°PjPé C1P&C,PsC...CEPsPjPsPiCY P 450 PiPpC+C-PSPePé: CYP3A4, CYP2D6 C,P°
CYP1A2.

P—P°PIPrCLIPePé CRHC-P-PSPsPjP°PSC-C,PSPsCI'C,C- C, PuCHPjPuPSC,C-PI
PjPuC,P°P+PsP»C-P-PjCt PsPSPrP°PSCIPuC,CEPsPSCY PiP°P»CHbPjCrPIP°PSPSCII P°P+Ps
P-PjPuPSCEPPSPSCII P°PeC,PEPIPSPsCI'C,C- PsPrPSPsPiPs P- PSPEC... (PSP°PiCEP&PeP»P°Pr



PiPpPSPRC,PECFPSPEPNe PrPuC, C-C1PEC, CYP2D6) Cr P-PIPECHP°PN:PSPEC... CEPjPsPIP°C...
PePsPjPiPpPSCI'CC”C,CHbCI'CII C-PSCEPEPjPé C, PuCEPPRPSC,P°PjPé C- PSPp P+CIPrPy
PjP°C,Pé PIPiP»P&PICt P°P+Ps PIPiP»P&PI PSP° P-P°PiP°P»CHPSP&PN: PeP»C-CHPuPSCT
PeCHPUP°C,PéPSC-PSCY P+CrPrPp PSPuP-PSP°C+PSPEP), PiICEPsC,Pu PSPuP-PIP°PP°CRCPé
PSP° CFC-P-PSPsPjP°PSC-C,PSC-CI'C,CH PjPuC,P°P+PsP»C-C4PSP&C... C, PuCEPjPRPSC,C-PI, Cf
PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CEP&PjCIPIP°P»Pé C-PSPrCIPeC,PsCEPé CYP3A4 (C,PsP+C,Ps
C,PuPSC-C,PSC—PS, PeP°CEP+P°PjP°P-PuPiC-PS C,P° CEP&C, P°PjPiC-C1P&PS),
PIC-PrP-PSP°C4PuPSPs P-P+C-P»CHCEPuPSPSCLI PeP»C-CHPuPSCICE
PsPSPrP°PSCI'PuC,CEPsPSCY, PiCEP&PN-PSCLIC,PsPiPs PiPuCEPsCEP°P»CHbPSPs, C,P°
P-PSP&PYPRPSPSCII Cf PiP»P°P-PjC- PeCEPsPIC- PN:PsPiPs PePsPSCPuPSC,CEHP°C+C-C—.

P>C-PeP°CHCI' CHPeC- P-P°CI'PsP+Pé, C%oPs PiPsPrPsPIPJCéCEC,CH C-PSC,PuCEPIP°P» QTc. P]
CHP°P-C- PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsPSPrP°PSCI'PuC,CHPsPSCY P-
C-PSC€PéPjPé PICRHPuPiP°CHP°C,P°PjPé, CIIPeC- PiPsPrPsPIPICrCRC,CH C-PSC,PuCHPIP°P»
QTc, PiPsC,CHC-P+PSPs CEPuC,PuP»CHPSPs P-PIP°PYP&C,Pé PsC+C-PeCrPIP°PSP&PN:
C,PuCHP°PiPuPIC,PEC{PSPEPNe PuC,PuPeC, C,P° PiPsC,PuPSCtC-PN-PSP&PN. CFP&P-Pé&Pe.

P] PSP&PYC+PuP-P°P-PSP°C+PuPSPsPjCr CI'PiPECI'PeCt PiCHPpuPrCI'C,P°PIP»PuPSPs
P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé, PiPsPISF™ CIIP-P°PSC- P- PiCHPsP»PsPSPiP°CtC-C”Ch
QTc C-PSC,PuCEPIP°P»Ct C,P°/P°P+Ps C,CHC-PiPsC,C-PSPSCIIPj/PjPuCHPuC...C,C-PSPSCIIPj
C€P»CrPSPsCtPeC-PI (B«torsade de pointesB»). PYPUCHPuPr P»C-PeP°CHCI'CHbPePEC...
P-P°CI'PsP+C-PI PiPuCEPuCEP°C...PsPIP°PSPEC... C,P°CHPjP°PePsP»PsPiC-CPSP&C...
PeP»P°CI'C-PI PSP PsP+PsPIsF™ CLIP-PePsPIPs PICI'C- PiCHPuPiP°CHP°C,Pé

PiPsPIBR™ CLIP-P°PSC- P- PiPsPrPsPIPYPuPSPSCIIPj C-PSC,PuCHPIP°P»Cr QTc C,P°/P°P+Ps
B«torsade de pointesB»:

- PeP»P°CT" 1A, P°PSC,PEP°CHP&C,PjC-C+PSC- (C...C-PSC-PrPéPS, PiCRPsPeP°C—PSP°PjC-Pr,
PrPeP-PsPiC-CHP°PjC-Pr);

- PeP»P°CT 111, P°PSC,PéP°CHP&C,PjC-C$PSC- (P°PjC-PsPrP°CHPsPS, CI'PsC,P°P»PsP»,
C-P£CrC,PéP»C-Pr, PrCHPsPSPuPrP°CHPsPS);

- PeP»P°CI" IC, P°PSC,PéP°CRHP&C,PjC-C+PSC- (C,P»PuPeP°C—PSC-Pr, PiICRPsPiP°C,PuPSPsPS);

- PiCEPsC,PéP+P»CRPIP°P»CHPSC- (PrPsP»P°CI'PuC,CEPsPS, PrCEPsPiPuCEPEPrPsP»,
C...P»PsCHPICRPsPjP°P-PéPS, PICHPsC...P»PsCHPiPuCHP°P-P&PS);

- C-PSPiC-P+C-C,PsChHPé C,PeChPsP-PéPSPeC-PSP°P-Pe (PIP°PSPrPuC,P°PSC-P+,
CI'CfPSC-C,PéPSC-P+, PSC-P»PsC,PéPSC-P+, P»P°PiP°C,PEPSC-P+);

- P°PSC,P&PiCI'P&C...PsC,PECPSC- PiCRHPuPiP°CHP°C,Pé (C...P»PsCHPiCHPsPjP°P-P&PS,
PiC-PjPsP-PePr, PiP°P»PsPiPuCHPéPrPsP», P-PéPiCHP°P-PéPrPsPS);

- P°PSC,P&PrPuPiCEPuCI'P°PSC,Pé (C1P&C,P°P»PsPiCEP°Pj, C,P»CrPsPeCIPuC,PEPS,
PIPUPSP»P°C, P°PeCI'P&PS, C,CHP&CtP&PeP»C-C+PSC-/C,PuC,CHP°CP&PeP»C-C+PSC-
P°PSC,PéPrPuPiCEPuCI'P°PSC,Pé, C,P°PeC- CLIPe P°PjC-C,CEP&PiC,PEP»C-PS,
C-PjC-PiCHP°PjC-PS, PjP°PiCEPsC,PéP»C-PS);

- PsPiC-PsC—PrPé (PjPuC,P°PrPsPS);

- PrPsPjPiPpuCHP&PrPsPS;

- PjP°PeCHPsP»C-PrPSC- P°PSC,PéP+C-PsC,PePePé C,P° P°PSP°P»PsPiPé



(PuCEP&C,CHPsPjC-C1P&PS, PeP»P°CEP&C,CHPsPjC-C1P&PS, C,PuP»C-C,CHPsPjC-C1PéPS,
C,P°PeCEPsP»C-PjCLCL);

- P°PSC,P&P+C-PsC,PéPePé PeP»P°CI'Cr C...C-PSPsP»PsPSC-PI
(PjPsPeCI'P&C, P»PsPeCI'P°CtP&PS, P»PpPIPsC,P»PsPeCI'P°CtP&PS,
CtP&PiCHPsC,P»PsPeCI'P°CtPEPS);

- PICEPsC,P&PjP°P»CLICEC-PNePSC- (C...C-PSC-PS, C...P»PsCEPsC...C-PS);

- P°P-PsP»CHPSC- PiCHPsC,PePiCHPEP+PePsPIC- PiICHPuPiP°CHP°C,Pée
(PePuC,PsPePsPSP°P-PsP», C,P»CrPePsPSP°P-PsP», PIPsCHPEéPePsPSP°P-PsP»);

- C-PSPiC-P+C-C,PsCHPé PiC-CI'C,PsPSPrPuP°CtPuC,PéP»P°P-Pé (PIPsCHPEPSPsCI'C,P°C,);

- P°PiPsPSC-CI'C,Pé B,-P°PrCEPuPSPsCEPuCtPuPiC,PsCEC-PI (CI'P°P»CIbPjPuC,PuCEPsP»,
C, PsCEPjPsC,PuCEPsP»).

PyCEPuPiP°CEP°C,Pé, C%oPs CI'PiCEPéC+PéPSCIICRC,CE PiPsCRC4CEPUPSPSCII
P+P°P»P°PSCI'C#é PuP»PuPeC,CEPsP»C-C,C-PI. PYP»C-Pr CfPSPéPeP°C,Pé
PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PsPSPrP°PSCI'PuC,CHPsPSCr P-
PiCEPuPiP°CHP°C,P°PjPé, CIIPeC- PjPsPCrC,CH PiPsCHCrCEP&C,Pé P+P°P»P°PSCI
PuP»PpPeC,CHPsP»C-C,C-PI. PuCHP&PeP»P°PrPé C,P°PePEC... P»C-PeP°CHCI'CHPePEC...
P-P°CI'PsP+C-PI:

- PiPuC,P»CHbPSPIC-, C,C-P°P-P&PrPSC- C,P° C,C-P°P-P&PrPsPiPsPrC-P+PSC-
PrC-CrCHPuC,P&PePé;

- PICHPsPSPsCI'PSC- P-P°CI'PsP+Pé C,P° PeP»C-P-PjPé;
- P°PjC, PsC,PuCEHP&CHP&PS P’;
- PIP6CI'PsPeC- PrPsP-Pé PePsCEC,P&PePsCI'C,PuCEPsC—PrC-PI.

P&P°PIPpPrPuPSC- PIPEC%0Pn CI'PiPECI'PePé PiPsC,PuPSCC-PNePSPs
PIP-P°C”PjPsPrC-CRC1P&C... PICHPuPiP°CEP°C,C-PI PSPu C” PIP&C+PpCHPiPSP&P)Pé.
P&PpPsP+C...C-PrPSPs CI'P»C-PrPeCtPIP°C,Pé P-P° CI'CFC+P°CI'PSP&PjPé PrP{PuCHPuP»P°PjPé
C-PSC, PsCRPjP°CtC-C— PrP»CLI PIP&CLIPIP»PuPSPSCII PSPSPIP&C... P»C-PeP°CECICHPePEC. ..
P-P°CI'PsP+C-PI, CIIPeC- PiPsPrPsPIPCtCRC,CH C-PSC,PuCEPIP°P» QTc P°P+Ps
CI'PiCHP&C$P&PSCLICRC,CH PuP»PuPeC,CHPsP»C-C,PSC- PiPsCECFCEPuPSPSCIL.

PyCEP°PjP°PrPsP». P—P° PrP°PSPéPjPé PSPuPIPuP»PéPePsC— PeC-P»CHPePsCI'C,C-
PeP»C-PSC-C$PSPéEC... PrPsCI'P»C-PrPIPuPSCH, PsPSPrP°PSCIPuC,CEPsPS PjPsPPu
P-PjPuPSCECIPIP°C,Pé P°PSP°P»PiPuC,PEC+PSP&PN: PuC,PpPeC, C,CHP°PjP°PrPsP»Cr.

PhPiPsPjPsCEC,C-PS. P—P°CI'C,PsCI'CFPIP°PSPSCI] PsPSPrP°PSCI'PuC,CEPsPSCr CHP°P-PsPj P-
P°PiPsPjPsCHC, C-PSCt PiC-PrCHPsC...P»PsCHP&éPrPsPj PiCEPsC,PéPiPsPeP°P-P° PSPy,
PsCI'PeC-P»CHPePé CI'PiPsCI'C,PuCEC-PiP°P»P&CI'CLI PIPEPiP°PrPePé CI'PéP»CHPSPsC—
PiC-PiPsC,PuPSP-C-C— C,P° PIC,CRP°C,Pé CI'PIC-PrPsPjPsCI'C,C- PiC-Pr C+P°CI’
CI'CrPjC-CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] (PrPéPI. CHPsP-PrC-P»
B«P1iiCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

PYPuCHPsC,PsPSC-PSPuCEPiC-C#PSC- PICEPuPiP°CFP°C,Pé. PiPe C- Cf CEP°P-C-



P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSCEP&EC... CI'PuCHPsC,PsPSC-PSPuCHPiC-C+PSPéEC...
P°PiPpPSC,C-PI, CI'PuCHPsC,PsPSC-PSPsPIPEPNe CI'PéPSPrCHPsPj, PiPsC,PpPSCtC-PNePSPs
PSPuP+PpP-PiPuC+PSP&PN: PrP»CII PIP&C,C,CII CI'C,P°PS, PjPsPPu PIPEPSP&PePSCIC,Pé
PiCEPé P-P°CI'C,PsCI'CfPIP°PSPSC- PiCHPsC,PéP+P»CRPIP°P»CHPSPsPiPs
P°PSC,P°PiPsPSC-CI'C,P° CHPuCtPuPiC,PsCHC-PI CI'PuCEPsC,PsPSC-PSCrt 5P&Py,, PiCHPé
PiPsC”PrPSP°PSPSC- P- C-PSCEP&PjPé PiCHPuPiP°CRP°C,P°PjPé, CIIPeC- PjPsPICIC,CH
PIPiP»P&PIP°C,Pé PSP° CI'PECI'C,PpuPjCt CI'PuCHPsC,PsPSC-PSPuCHPiC-C+PSP&C...
PSPuPN:CHPsPjPuPrC-P°C,PsCRHC-PI (PIPeP»CRC+P°CRCtPé C,CHP&PIC,P°PSPé,
CI'PuP»PpPeC,PéPIPSC- C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs P-P°C...PsPiP»PuPSPSCII
CI'PuCHPsC,PsPSC-PSCt (PYP+P—P—PY), C-PSPiC-P+C-C,PsCHPé P-PIPsCHPsC,PSPsPiPs
P-P°C...PsPiP»PuPSPSCII CI'PuCEPsC,PsPSC-PSCrt C,P° PSPsCHP°PrCHPuPSP°P»C-PSCr
(PtP—P—PVPk), P»C-C,C-PNe, CI'PéP+CrC,CHP°PjC-PS, C,PpPSC,P°PSC-P» C,P° PNePsPiPs
P°PSP°P»PsPiPé, PrPpPeCI'C,CHPsPjPuC,PsCEC, P°PS, C,CHP°PjP°PrPsP», C,P°PiPuPSC,P°PrPsP»,
PjPpPiPuCEP&PrPEPS, PjPuC,P°PrPsPS C,P° PiPuCHC,P°P-PsCtPEPS P°P+Ps P-PIC-CHPsP+C-PNe
(Hypericum perforatum)), P° C,P°PePsPq P- PiChPuPiP°CHP°C,P°PjPe, CLIPeC-
P-PSPEPYCrCRC,CH PjPuC,P°P+PsP»C-P-Pj CI'PuCHPsC,PsPSC-PSCF (C,P°PeC- CLIPe
C-PSPiC-P+C-C,PsCHPé PmPhPh, PIPeP»CRCP°CRCtPé P»C-PSPuP-PsP»C-Pr
(P°PSC,PéP+C-PsC,PéPe, CLIPePEPNe C” PsP+PsCHPsC,PSPéPj PSPuCI PuP»PuPeC,PEPIPSP&P;
C-PSPiC-P+C-C,PsCHPsPj PePhPh) C,P° PjPuC,PéP»PuPSPsPIPéPN. CI'PEPSC-PNe) (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

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

PhPSPrP°PSCI'PuC,CEPsPS PSPRPuC, PuPeC,PéPIPSPEPNe PrP»ClI PiPsPiPuCEPuPrPIPuPSPSCII
PSCEPrPsC,Pé C- P+P»CRPIP°PSPSCII PiCHPé P-P°C...P&C,CIPIP°PSPSC-.

P, PrPsCI'PIC-Pr PiPuCEPuC...CEPuCI'PSPsC— PiC-PiPpCHC+CrC,P»PéPIPsCI'C,C- PrPs
CHC-P-PSP&C... P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCEC-PI 5P&Py,. PyPsPjCr PiCRPé
PSP°CILIPIPSPsCI'C,C- PiC-PiPuCRHC+CrC,P»P&PIPsCI'C,C- PrPs PsPrPSPsPiPs P:
P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCHC-PI 5PkPy, P°PSP°P»PsPiC-C+PSP°
CHPuP°PeCtC-CII PrPs C-PSCEPEC... B P°PSC,P°PiPsPSC-CI'C,C-PI PjPsPYPu P+CrC,Pé
P+C-P»CHC€ PIPECEP°PIPuPSP° PIPSP°CI'P»C-PrPsPe PiPnCEPuC...CEPuCI'PSPEC...
CHPuP°PeCtC-PNe. P] CHP°P-C- PSP°CIIPIPSPsCI'C,C- PSP°PIC-C,CH CI'P»P°P+PePsC—
CEPpP°PeCtC-C— PiC-PiPpCHCHCrC,P»PéPIPSCI'C,C- PrPs PsPrPSPsPiPs P-
PiCEPpPiP°CHP°C,C-PI P°PSC,P°PiPsPSC-CI'C,C-PI 5PkPy.,-CHPuCtPuPiC,PsCHC-PI PSPu
CHPpPePsPjPpuPSPrCrC”C,CHCI'CLI PNePsPiPs P-PjC-PSCRPIP°C,Pé PSP° C-PSCEP&EPN:,
PICHP°C...PsPICfCRC+Pé PjPsPYP»P&PIC-CI'C,CH PiPsCI'PéP»PuPSPSCII CHPuP°PeCtC-C—
PiC-PiPuCHC+CrC,P»PEPIPsCI'C,C-.

P C-PrPePs PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- PsPSPrP°PSCI'PuC,CHPsPSCr
CI'PiPsCI'C,PuCHC-PiP°CRC,CHCI'CII C,PéPjCP°CI'PsPIC- P-PjC-PSPé P+PP*,
PIPeP»CRC+P°CRC+Pé PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Cr QT, P-P°P»PuPYPSPs PIC-Pr
PrPsP-Pé C,P° CEPIPEPrPePsCI'C,C- C-PSC, CfP-C-C—. P—P° PrP°PSP&PjPé
PiPsCI'C,PjP°CHPePuC,PEéPSPiPsPIPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCII,
PiPsPIC-PrPsPjP»CLIPrPé PiCHPs PIPéPiP°PrPePé
C,CRC-PiPsC,C-PSPSCII/PjPuCHPuC...C,C-PSPSCII CE£P»CrPSPsC+PeC-PI (B«torsade de
pointesB») PiCRPé P-P°CI'C,PsCI'CFPIP°PSPSC- PsPSPrP°PSCI'PuC,CHPsPSCY, C,PsPjCt CI'P»C-Pr
P- PsP+PuCHPuPYPSC-CI'C,CR P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiCHPuPiP°CHP°C,
PiP°CtC-C”PSC,P°Pj, CIIPeC- PjP°CRC,CH P°P+Ps Cr CIIPeP&C... PjPsPPu
CHPsP-PIPEPSCrC,P&CI"CII PiPsPrPsPIPIPuPSPSCII C-PSC,PuCHPIP°P»Crt QT. P’PEPiP°PrPePé



B«torsade de pointesB» PjPsPYCrC,CH P+CrC,Pé P+PuP-CI'PéPjPiC,PsPjPSPéPjPé P°P+Ps
CI'CrPiCHPsPIPsPrPICrPIP°C,PECI'CII P-P°PiP°PjPsCHPsC+PuPSPSCIIPj,
PiCRP&CI'PePsCHPuPSP&Pj CI'PuCHCtPuP+P&C,C,CLIPj, PSPuPiCEP&C,PsPiPSC-CI'C,ChR P°P+Ps
CI'CrPrPsPjP°PjPé; CtPpPNe CI'C,P°PS PjPsPYPu PiCEPsPiCRPuCI'CfPIP°C,Pé PrPs
C,C-P+CHPéP»CIICtC-C— CEP»CrPSPsC+PeC-PI C- CRP°PiC,PsPIPsC— CI'PuCHCtPuPIPsC—
CI'PjPuCHC,C-.

PYP»C-Pr CrPSPéPeP°C,Pé P-P°CI'C,PsCI'CrPIP°PSPSCII PsPSPrP°PSCI'PuC,CHPsPSCY
PiP°CtC-C”PSC,P°Pj P- PICEPsPrPIPuPSP&Pj CI'PEPSPrCHPsPjPsPj PiPsPrPsPIPIPuPSPSCII QT.
PhPSPrP°PSCI'PuC,CHPsPS CI'P»C-Pr P-P°CI'C,PsCI'PsPICPIP°C,Pé P-
PsP+PuCEPpPYIPSC-CI'C,ChR PrP»CILI P»C-PeCrPIP°PSPSCII PiP°C+C-C”PSC,C-PI C-P-
PiPsCHCrCEPpPSPSCIIPjPé CI'PuCHCtPuPIPsPiPs CHP&C,PjCt P°P+Ps PiCHPsPIC-PrPSPsCI'C,C-,
PiP°CtC-C”PSC,P°Pj, CIIPeP&Pj P-P°CI'C,PsCI'PsPIC*CRC,CH PiCEPsC,PéP°CHPé&C,PjC-C+PSC-
PiCEPpPiP°CHP°C,Pé P°P+Ps B-P+P»PsPeP°C,PsCHPé C,P° CIIPeC- PjP°CRC,CH P°P+Ps Cr
CLIPeP&C... PjPsPIPu CHPsP-PIPEPSCrC,PéCI'CLI PiPsPrPsPIPIPuPSPSCII C-PSC,PuCEPIP°P»Cr
QT, PIPeP»CRC$P°CRC#$Pé PiP°CtC-C”PSC,C-PI P- PiPsCHCrCEPpPSPSCIIP;
PuP»PpPeC,CHPsP»C-C,PSPsPiPs P+P°P»P°PSCI'CF, P-P°CI'C,C-PN.PSPsCh CI'PuCHCtPpPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, P+CHP°PrPéP°CRHP&C,PjC-CIIPjPé P°P+Ps PiP°CtC-C”PSC,C-PI,
CILIPeC- P»C-PeCrCRC,CHCI'CII C-PSCEPEPjPé PiCHPuPiP°CREP°C,P°PjPé, C%oPs PjPsPICrC,CH
CI'PiCHP&C+PEPSCLIC,Pé PiPsPrPsPIPIPuPSPSCII C-PSC,PuCEPIP°P»Cr QT P°P+Ps
PiPsCHCIrCEPpPSPSCII PuP»PuPeC,CHPsP»C-C,PSPsPiPs P+P°P»P°PSCI'Ct. PiPuCHPpPr
PiPsC$P°C,PePsPj P-P°CI'C,PsCI'CFPIP°PSPSCII CI'P»C-Pr CI'PePsCEPuPiCrPIP°C,Pé
PiC-PiPsPeP°P»C-C”PjC-Ch C,P° PiC-PiPsPjP°PiPSC-C”PjC-CR.

PuuCHPéPeP»P°PrPé C,P°PeC,PsCRC-PI CHPEP-PEPeCr CHPsP-PIPEC,PeCr
C,CHC-PiPsC,C-PSPSCII/PjPuCHRPuC...C,C-PSPSCII CEP»CrPSPsC+PeC-PI: PJC-PSPsC$P°
CI'C,P°C,CH; PIC-Pe PIC-Pr 65 CHPsPeC-PI; P+P°P-PsPIPu PiPsPrPsPIP{PuPSPSCII
C-PSC,PuCHPIP°P»Crt QT/QTc; PSP°CIIPIPSC-CI'C,CH PiPuPSPuC,PéC+PSPéC...
PiPsCHCrCEPuPSCH> C-PsPSPSPéEC... PeP°PSP°P»C-PI CI'PuCHCTCII P°P+Ps
CHPPiCrP»CILIC,PsCHPSPEC... P+C-P»PeC-PI; PSP°CIIPIPSC-CI'C,CH Cf CI'C-PjPuPNePSPsPjCr
P°PSP°PjPSPuP-C- CHP°PiC,PsPIPsC— CI'PuCRCtPuPIPsC— CI'PjPuCHC,C- Cf PIC-CtC- PrPs 50
CHPsPeC-PI; P-P°C...PIPsCECRPIP°PSPSCII CI'PuCHCtCII (C-CEPpPjC-CII PjC-PsPeP°CHPrP°
P°P+Ps C-PSC,P°CHPeC,, PiC-PiPuCHC,CHPsC,C-C— P»C-PIPsPiPs CEP»CrPSPsC+PeP®,
PeP°CRPrC-PsPjC-PsPiP°C,C-CI], C...PIPsCHPsP+Pé CI'PéCI'C,PuPjPé PiCRPsPIC-PrPSPsCI'C,C-);
PSP°CIIPIPSC-CI'C,CH> P°CRP&C,PjC-PNe (PsCI'PsP+P»P&PIPs CEP»CrPSPsC+PePsPIP&C...
P°CHP&C,PjC-PNe, C,,C-P+CHP&P»CIICTC-C— PiPuCHPuPrCI'PuCHPrCH);
P+CHP°PrPéPeP°CHPrC-ClI (PjPuPSCEPH 50 CFPrP°CRC-PI/C...PI); PiPsCI'C,CHC-
PSPuPICHPsP»PsPiC-C+PSC- CHPsP-P»P°PrPé (PIPSCIC,CHC-CEPSCHPsC+PuCHPuPiPSC- P°P+Ps
CI'CfP+P°CHP°C...PSPsC—PrP°P»CHPSC- PeCHPsPIPsPIPéP»P&PIPE, C-PSCI'CIP»CHC,,
PIPSCrC,CHC-CE€PSCHPsC+PuCHPuPiPSP° C,CHP°PIPjP°);
PSPuP-P+P°P»P°PSCI'PsPIP°PSC-CI'C,CF C...P°CEC+CrPIP°PSPSCII (CHPsP-P»P°PrPé
C...P°CBHCtPsPIPsC— PiPsPIPuPrC-PSPePé, PuPeCI'C,CHPuPjP°P»CHPSC- PrC-C”C,Pé);
CtCrPeCHPsPIPEPNe PrC-P°P+PyuC,; PIPuPiPuC,P°C,PéPIPSP® PSPuPN.CHPsPiP°C,C-CI].

P1iC-CI'P»CIJ PsPrPSPsC+P°CI'PSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PsPSPrP°PSCI'PuC,CRPsPSCr C,P° C-PSCEPEC... CI'PuCHPsC,PsPSC-PSPuCEPiC-C+PSP&C...
PiCEPpPiP°CHP°C,C-PI P+CrPI PsPiPéCI'P°PSP&PN. CI'PuCHPsC,PsPSC-PSPsPIP&EPNe
CI'PEPSPrCEHPsPj, C%oPs PIPeP»CRC+P°C” C,P°PeC- CI'P&PjPiC,PsPjPé: P-PjC-PSPé
PiCI'P&C...C-C+PSPsPiPs CI'C,P°PSCt (P-P+CrPrPYPuPSPSCI], PiP°P»CRCtP&PSP°CtC-C—,
PePsPjP°), PIPuPiPuC,P°C,PEPIPSP® PSPuCI'C,P°P+C-P»CHPSC-CI'C,CH
(C,P°C...C-PeP°CRHPrC-ClI, P»P°P+C-P»CHPSPEPNe P°CHC,PuCHC-P°P»CHPSPEPNe C,P&CI Pe,



PiC-PiPpCEC,PpCHPjC-C—), PSPUCEPIPSPIPs-Pj'CLIP-PsPIC- P°P+PuCEP°CtC-C—
(PiC-PiPuCECEPRC, P»PuPeCI'C-ClI, PiPsCECFCEPRPSPSCII PePsPsCEPrPEPSP°CHC-C—),
CEP»CIPSPePsPIPs-PeP&CEPePsPIC- CI'PéPjPiC,PsPjPé (PSCIPrPsC,P°, P+P»CRPIP°PSPSCLI,
PrC-P°CHPuCLI). PuCEPé PIP6PSPéPePSPRPSPSC- CI'PUCEPsC,PsPSC-PSPsPIPsPiPs
CI'P&éPSPrCEPsPjCt P»C-PeCrPIP°PSPSCLI PsPSPrP°PSCI'PpC,CEPsPSPsPj CI'P»C-Pr
PiCEP&PiPéPSP&C,Pé C,P° CHPsP-PiPsC+P°C,Pé CI'PPjPiC,PsPjP°C,P&C+PSPy
P»C-PeCrPIP°PSPSCLI. PiPeC%oPs PsPrPSPsCP°CI'PSPp P»C-PeCr-PIP°PSPSCII
PsPSPrP°PSCI'PuC,CHPsPSPsPj C,P° C-PSCEP&PjPé CI'PuCEPsC,PsPSC-PSPCEPiC-CPSP&PjPé
PiCHPuPiP°CHP°C,P°PjPé PeP»C-PSC-C+PSPs PsP+T'CHCIPSC,PsPIP°PSPs,
CEPpPePsPjPuPSPrCrC”C,CEbCI'CLI PIC-PrPiPsPIC-PrPSP&PNe PSP°PiP»CIIPr P-P° CI'C,P°PSPsP;
PiP°CC-C”PSC,P° (PrP&PI. CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjP&
P»C-PeP°CECI'CHhPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PN:B»).

P1iPsPIC-PrPsPjP»CLIP»PsCI'CII PiCHPs PIP&PiP°PrPePé C-CEPpPjC-C— PjC-PsPeP°CHPrCr Crf
PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHP&PjCIPIP°P»Pé PsPSPrP°PSCI'PuC,CHPsPS. PJ
PrPuCIIPePéC... PiP°C+C-C”PSC,C-PI, PsCI'PsP+P»Pé&PIPs Ci CHP°P-C-
PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII, CI'PEPjPiC,PsPjPé
P-8R™ CIIPIPEéP»P&CI'CI] PsPrCHP°P-Cr PiC-CI'P»CII PIPIPuPrPuPSPSCII
PsPSPrP°PSCI'PuC,CRPsPSCt. PiuP°CtC-C”PSC,C-PI CI'P»C-Pr PiPsPiPuCEPuPrPécC,pé
PiCEPs PsP-PSP°PePé C,P° CI'P&PjPiC,PsPjPé C-CEPuPjC-C— PjC-PsPeP°CHPrP°.

PhPSPrP°PSCIPuC,CHPsPS PSPu PIPiP»PéPIP°C” PSP° CI'PéCI'C,PuPjCr CtPEC,PsC...CHPsPjCr

P 450, P°P»Pp P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSCEPEC... PiCRPuPiP°CHP°C,C-PI,
P-PrP°C,PSP&C... PIPiP»P&éPIP°C,Pé PSP° P°PeC,PéPIPSC-CI'C,CH CtP&C... C,PuCHPjPuPSC,C-PI,
PjPsPYPu PiCHP&P-PIPuCI'C,Pé PrPs P-PjC-PSPé PeP»C-CHPuPSCI'Cr C,P° PiPuCHC-PsPrCr
PSP°PiC-PIPIP&PIPuPrPuPSPSCII PsPSPrP°PSCIPuC,CHPsPSCY.

PhPSPrP°PSCI'PuC,CHPsPS P-P+C-P»CHCECIC” C+P°CI' C,CHP°PSP-PEC,Ct C+PuCHPuP:
C,PsPICI'C,PéPNe PePéCEPCHPSPéPe, C,PsPjCr PiCKPé PSP°CIIPIPSPsCI'C,C- PSP°PIC-C,CH
CI'P»P°P+PePéEC... PsP-PSP°Pe PePéCE€PePsPIPsC— PSPuPiCHPsC...C-PrPSPsCI'C,C-
PiPsC,CHC-P+PuPS PiPsCI'C,C-PN:PSP&PNe PSP°PiP»CIIPr P-P° C...PIPsCEHP&Pj, CLIPeP&PNe
PsC,CHP&PjCrC” PsPSPrP°PSCI'PuC,CHPsPS.

P] PrC-C,PuPNe, CIIPeC- PsC,CHPéPjCrCRC,CH PsPSPrP°PSCI'PuC,CHPsPS CHP°P-PsPj C-P-
PiPuPiP°C,PsC,PsPeCI'PéC+PSP&PjPé C...C-PjC-PsC,PuCRP°PiPuPIC,PEC+PSPEPjPé
PiCRPuPiP°CHP°C,P°PjPé, PiPsC,CRC-P+PSPs CHPuC,PuP»CHbPSPs CI'C,PuPP&C,Pé P-P°
PjPsP{P»PePIP&PjPe PiPsCHCrCE€PpPSPSCLIPjPé C,CrPSPeCtC-C— PiPpC+C-PSPePé.

PhCI'PeC-P»CHbPePé PrPs CI'PeP»P°PrCr C,P°P+P»PuC,PsPe PIC...PsPrCLIC,CH
PICIPiP»PpPIPsPrPé, Cr C,PsPiCt C+P6CI'P»C- P»P°PeC,PsP-P°, PiP°CtC-C”"PSC,P°Pj P-
PiPsCHCrCEPpPSPSCIIPj C,PsP»PuCHP°PSC,PSPsCI'C,C- PrPs PICIPiP»PuPIPsPrC-PI, P:
CHC-PrPeC-CI'PSPEPjPé CI'PiP°PrPePsPIPéPjPé P-P°C...PIPsCHCRPIP°PSPSCIIPjPé, C,P°PeP&PjPé
ClLIPe PSPuPiPuCHPpPSPsCI'PéPjC-CI'C,CH PiP°P»P°PeC,PsP-P&, P»P°PeC,P°P-PSP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH P°P+Ps PiP»CRPePsP-Ps-PiP°P»P°PeC,PsP-PSP°
PjP°P»CHP°P+CI'PsCHP+CtC-CII, PSPu PjPsPIPSP° PiCEP&éPNePjP°C,Pé PiCHPuPiP°CRHP°C,.

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

PwPsPSC,CHP°CtPuPiCtC-CII.



PIPeC%oPs PsPSPrP°PSCI'PuC,CHPsPS P-P°CI'C,PsCI'PsPICFCRC,CH PYC-PSPeP°Pj
PrC-C,PsCEPsPrPSPsPiPs PIC-PeCt, PiPsC,CHC-P+PSPs CEPsP-PiP»CIIPSCrC,Pé PiPéC,P°PSPSCI]
PiCRPs PIPéPePsCHPECI'C,P°PSPSCII PePsPSC,CHP°CtPpPiCtC-C—.

P’P°PiC-C,PSC-CI'C,CH

P&P° PiC-PrCI'C,P°PIC- CHPuP-CrP»CHC,P°C,C-PI PiCHPsPIPpPrPuPSP&C...
PuPiC-PrPuPjC-PsP»PsPiC-C+PSPé&C... PrPsCI'P»C-PrPIPuPSCH, PiCHP&PiCrCI PeP°CRC,CH,
C%oPs PsPSPrP°PSCI'PuPSC,CEHPsPS PjPsPYPu CI'PiCHP&C+PéPSCIIC,Pé PIP°PrPé
C%oPnP»PpPiPSPs-P»PeCTCHPsPIPsC— PrC-P»CIIPSPePé Cr CHP°P-C-
P-P°CI'C,PsCI'CrPIP°PSPSCII PiCEPsC,CIIPiPsPj PiPuCHCEPsPiPs C,CHPéPjPuCI'C,CHC Y
PIP°PiC-C,PSPsCI'C,C-. P’ PsPrPSPsPjCr P- PePsPiPsCHC,PSPé&C... PrPsCI'P»C-PrPYPuPSCH,
C%oPs PIPeP»CRC+P°P»Ps 1,8 PjC-P»CHPNePsPSP° PIP°PiC-C,PSPsCI'C,PuPNe,
P-P°CI'C,PsCI'CtPIP°PSPSCII PsPSPrP°PSCI'PuC,CEPsPSCr PI PiPpCHCEPsPjCr
C,CHPéPjPuCI'C,CHC- P=CrP»Ps PiPsPIBF ™ CLIP-P°PSPs P- PiC-PrPIPéC%oPuPSPEP]
CHPEP-P&PePsPj CHPsP-C%oPpPiP»PuPSPSCII PiC-PrPSPuP+C-PSPSCII [3 PrPsPrP°C,PePsPIC-
PIPéPiP°PrPePé PSP° 10 000 PIC-PSPsPe, CIIPeC- PsC,CHPEPjCIPIP°P»Pé PiCEPuPiP°CHP°C,;
CI'PePsCHP&PiPsPIP°PSP&PNe. PIC-PrPSPsCI'PSPEPN: CRPEP-PéPe: 1,24, (95 % PrPsPIC-CHCEP&PNe
C-PSC,PuCHPIP°P» 1,038F“1,48)]. P”PsCI'C,CfPiPSC- PuPiC-PrPuPjC-PsP»PsPiC-C+PSC-
PrPsCI'P»C-PrPIPuPSPSCII CI'PuCHCPuPIPEC... PIP°Pr PiPsPeP°P-CFrCRC,CH
CI'CrPiPpCHPuC+P»P&PIC- CHPuP-CtP»CHC,P°C,Pé.

P”PsCI'P»C-PrPIPuPSPSCLI PSP° C,PIP°CEP&PSP°C... PSPu PIPeP°P-CrCRC,CH PSP°® PiCHCLIPjC-
C1Pé PsPiPsCI'PuCHPRPrPePsPIP°PSC- CE€PeC-PrP»P&PIC- PuC, PuPeC,Pé PSP°
CHPuPiCHPsPrCrPeC,PEPIPSCY C,CrPSPeCtC-Ch.

PhPSPrP°PSCI'PuC,CHPsPS PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiCHPsC,CILIPiPsPj
PiPuCHCEPsPiPs C,CHP&PjPuCI'C,CHCr PIP°PiC-C,PSPsCI'C,C-.

P“PsPrCéPIP°PSPSCII PiCHCZPrPrCh

P&PPPIC-PrPsPjPs, C+Pé PiCEPsPSP&PeP°C” PsPSPrP°PSCI'PuC,CEPsPS Cr PiCECFPrPSPy
PjPsP»PsPePs, C,PsPjCt PiPsPrCPIP°PSPSCII PiCECtPrPrCh Ct PiPuCEC-PsPr
P»C-PeCr-PIP°PSPSCLI CI'P»C-Pr PiCRP&PiP&PSP&C, Pé.

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

P’CRHP°C...PsPICFfCRC+Pé PjPsPP»P&PIC-CI'C,CH CHPsP-PIPEC,PeCr PiPsP+C-C$PSP&C...
CHPuP°PeCtC-PNe P- P+PsPeCr PSPuCHPIPsPIPsC— CI'PéCI'C,PuPjPé, PiP°C+C-C”PSC,P°Pj PiC-Pr
C$P°CI" P»C-PeCrPIP°PSPSCII PiCEPuPiP°CHP°C,PsPj CHPuPePsPjPuPSPrCrC”C,CHCI'CII
CrC,CRP&PjCrPIP°C,P&CI"CII PIC-Pr PePuCHCIrPIP°PSPSCII P°PIC,PsC,CRP°PSCIPiPsCHC,PsPj
P°P+Ps CHPsP+PsC,Pé P- C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.

PYPiPsCI'C-P+ P-P°CI'C,PsCI'CsPIP°PSPSCII C,P° PrPsP-Pé.
PuCHPpPiP°CRP°C, P-P°CI'C,PsCI'PsPICIPIP°C,Pé PIPSCrC,CHC-CEPSCH>Ps.

P’P&P+C-CF CRHPRPYP&PjCT PrPsP-CrPIP°PSPSCII PIP&P-PSP°C+P°C”C,CHCICII
PIP&CHP°PIPuPSC-CI'C,CR PuPjPuC,PsPiPuPSPSPsC— PrC-C—



PiCEPsC,P&PIiCIC...P»PEPSPSPsC— C,PuCHP°PiC-C— C,P° PICI'C,P°PSPsPIP»CRC”C,CHCI'CLI
C-PSPrP&PIC-PrCP°P»CHPSPs.

PyPsPjC-CBPSP® PuPjPuC PsPiPuPSPSP° C...C-PjC-PsC,PuCEP°PiC-CII C.P° PiCHPsPjPuPSPuPIP°
C.PuCHP°PiC-CII.

P”PsCEPsCI'P»P&Pj PiC{P&P-PSP°C+P°C,Pé 8 PjPi P-P° 1-2 PiPsPrPéPSPé PrPs
PiCEPsPIPuPrPRPSPSCII P»C-PeCrPIP°PSPSCII P- PSP°CI'C,CtPiPSP&Pj PiCEP&PN-PsPjPsPj

8 PjPi PePsPYPSC- 12 PiPsPrP&PS. P”P»ClI PiCEPsC, C-P»P°PeC,PéPePé
PIC-PrCI'C,CHPsC+PuPSPsC— P°P+Ps C,CRP&PIP°P»PsC— PSCrPrPsC,Pé C,P°
P+P»CRPIP°PSPSCII Ct PSP°CI"C,C{PiPSC- PrPSC- 8" PiPs 8 PjPi 2 CEP°P-Pé PSP° PrPsP+Cr
PiCEPsC,CLIPiPsPj CtCI'CHbPsPiPs PeCCECICY C...C-PjC-PsC,PuCHP°PiC-C—, P° C,P°PePsP{ 5
PrPSC-PI PiC-CI'P»CLI C—C— P-P°PIPuCECEPUPSPSCII. PuCEPé PIP6P+PsCEC- PrPsP-Pé
PSPuPsP+C...C-PrPSPs PICRP°C...PsPICtPIP°C,Pé C,CLIPIPeC-CI'C,CH P+P»CRPIP°PSPSCII.
PuCHPé C+P°CI'C,PePsPIPsPjCt PsPiCHPsPjC-PSPRPSPSC- PIPECI'PsPeP&PjPé PrPsP-P°Pjpé
P°P+PrPsPjC-PSP°P»CHPSPsC— PrC-P»CILIPSPePé PiCEP&P-PSP°C4P°C,Pé PiPs 8 PjPi
PePsPYPSC- 8 PiPsPrP&Ps.

PuCHPRPiP°CEP°C, PiCEP&PNPjP°C,Pé PiCEPsC,CLIPiPsPj CtCI'CHbPsPiPs PeCCRCICE
C...C-PjC-Ps- C,P° PiCEPsPjPuPSPRPIPSC— C,PuCEP°PiC-C—, P° C,P°PePsP{ 1-2 PrPSC- (PiCHPé
PSPuPsP+C...C-PrPSPsCI'C,C- 3-5 PrPSC-PI) PiC-CI'P»CLI C—C— P-P°PeC-PSC#PuPSPSCII

P’PéCI PsPePsPuPjPuC PsPiPuPSPSP® C...C-PjC-PsC,PuCEP°PiC-CII.

P”PsCEPsCI P»PéPj PIPSCrC,CHC-CEPSCHPs PICHP&P-PSP°C+P°C,Pé 24 PjPi
PsPSPrP°PSCI'PuC,CEPsPSCY (PsPrPSPsC+P°CI'PSPs P- PrPuPeCI'P°PjPuC,P°P-PsPSCY
C,PsCI'C,P°C,PsPj) P-P° 1-2 PiPsPrPéPSPé PrPs PiPsC$P°C,PeCr C...C-PjC-PsC,PuCHP°PiC-C—.
P”P»CII PiCHPsC, C-P»P°PeC,PéPePé PIC-PrCI'C,CHPsC+PuPSPsPiPs P+P»CRPIP°PSPSCII Cr
PSP°CI'C,CfPiPSC- PrPSC- B PiPs 8 PjPi 2 CHP°P-Pé PSP° PrPsP+Cr PiCEPsC,CIIPiPsPj
CrCI'CHPsPiPs PeCFCRCI'CF C...C-PjC-PsC,PuCRHP°PiC-C—, P° C,P°PePsPq 5 PrPSC-PI
PiC-CI'P»CII C—C— P-P°PIPuCHCEPuPSPSCII.

P”C-C,Pé. P] PrP°PSC-PNe P»C-PeP°CECI'CEbPeC-PNe C, PSCEPjC- PiCEPpPiP°CEP°C, PSPy
P-P°CI'C,PsCI'PsPICEPIP°C,Pé PrC-C,CLIPj PIC-PePsPj PrPs 4 CEPsPeC-PL.

P‘PpP-PiPsCI'PuCEPuPrPSCHPs PiPuCEPRPr C...C-PjC-PsC,PuCEP°PiC-C”Ch
PiCEP&P-PSP°C4P°C,Pé PsPSPrP°PSCI'PuC,CEPsPS (CEPsP-CP&PS PrP»ClI
C-PSER™ C”PeCtC-PNe) Cf PIP&PiP»CLIPrC- PsPrPSPsCEHP°P-PsPIPsC—
PIPSC{C,CEC-CEPSCHPsPIPEPSPSPsC— C-PSER™ C”PeCtC-C—.

PuPuCHPsCHP°P»CHPSPu P-P°CI'C,PsCI'CrPIP°PSPSCII CRPsP-PiPsC+PéPSP°C,Pé C+PuCHPuP- 12
PiPsPrPéPS PiPs 4 PjPi PePsPYPSC- PSP°CI'C,CrPiPSC- 12 PiPsPrP&PS C-
PiCHPsPrPsPIPYCrPIP°C,Pé PrPs 5 PrPSC-PI. P—P°PiP°P»CIPSP° PrPsP+PsPIP° PrPsP-P°
PsPSPrP°PSCI'PuC,CHPsPSCr PSPy PjP°C” PiPuCHPuPIP&C%oCrPIP°C,Pé 32 PjPi.

PuC-CI'P»CILIPsPiPuCHP°CtC-PNePSP° PSCZPrPsC.P° C- P+P»CRPIP°PSPSCII.

P”PsCEPsCI'P»PéPj PrP»CII P-P°PiPsP+C-PiP°PSPSCI] PiC-CI'P»CIIPsPiPpCHP°CtC-PNePSPsC—
PSCrPrPsC,Pé C,P° P+P»CRPIP°PSPSCII PiCHPuPiP°CRP°C, PjPsPIPSP° PiCHP&P-PSP°CtP°C,Pé
PIPSCrC,CHC-CEPSCIbPs PiPs 16 PjPi P-P° 1 PiPsPrPéPSCt PrPs PiPsC$P°C,PeCr
PiCHPsPIPuPrPuPSPSCII P°PSPuCI'C,PuP-C-C—. PmP°PeCI'PéPjP°P»CHPSP° PrPsP+PsPIP°
PrPsP-P° PsPSPrP°PSCI'PuC,CRPsPSCr CI'C,P°PSPsPIPEC,CH> 32 PjPi.



P”C-C,Pé. PuCHPé PrP°PSPsPjCr PiPsPeP°P-P°PSPSC- CHPuPePsPjPuPSPrCrC”C,CHCI'CII
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PsPSPrP°PSCI'PuC,CEPsPS Cr PIP&éPiP»CIIPrC- CHPsP-C+PéPSCr
PrP»CII C-PSER™ C”PeCtC-PNe.

P”P»CII PICI'C-C... PIP6PrC-PI C,PuCRP°PiC-C—.

PI'PIPsCEHC- P»C-C,PSCHPsPiPs PIC-PeCa.

P&PpPjP°C” PSPuPsP+C...C-PrPSPsCI'C,C- P-PjC-PSCRPIP°C,Pé PrPsP-Ct PiCEPuPiP°CHP°C,Crt
PiP°CtC-C”PSC,P°Pj PIC-PePsPj PIC-Pr 65 CEPsPeC-PI.

PyP°CtC-C”PSC,Pé P- PSPéCEPePsPIPsCE PSPuPrPsCI'C,P°C,PSC-CI'C,CH.

P&PpPjP°C” PSPuPsP+C...C-PrPSPsCI'C,C- Cf P-PjC-PSC- CEPuPYP&PjCt PrPsP-CPIP°PSPSCILI
P°P+Ps CEP»CIIC...Cf PiCEP&P-PSP°C+PuPSPSCLI PiCEPuPiP°CEP°C,Ct PiP°CtC-C”PSC,P°Pj C-P-
PiPsCECtCEPUPSPSCLIPj C, CFPSPeCC-C— PSPECTEPsPe.

PyP°CtC-C”PSC,Pé P- PiPsPjC-CEPSPsCR PiPuC+C-PSPePsPIPsCh
PSPuPrpPsCI'C,P°C,PSC-CI'C,CR.

P] PiP°CtC-C”PSC,C-PI C-P- PiPsPjC-CHPSP&PjPé PiPsCRHCIrCEPuPSPSCIIPjPé C,CIrPSPeCtC-C—
PiPpC+C-PSPePé PeP»C-CHPuPSCI’ PsPSPrP°PSCI'PuC,CHPsPSCt P-PSP°C+PSPs
P-PSPEPYCrC”C,CHCI'CI], P° PiPuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII C-P-
CI'PECHPsPIP°C,PePé PeCHPsPIC- 8F“ P-CHPsCI'C,P°C”. P"P»CII C,P°PeP&C...
PiP°CtC-C”PSC,C-PI PjP°PeCI'PéPjP°P»CHPSP° PrPsP+PsPIP° PrPsP-P° PiCEPuPiP°CHP°C,Cr
PSP PjP°C” PiPuCHPuPIPEC%0CIPIP°C,Pé 8 PjPi.

PyP°C+C-C”PSC,Pé C-P- PiPsCECSCEPuPSPSCIIPj PjPuC,P°P+PsP»C-P-PjCé
CI'PiP°CEC,PuC—PSC#/PrPuP+CEPCI PsPePIC-PSC3,

PuPuCEHC-PsPr PSP°PiC-PIPIPEPIPpPrPuPSPSCII PsPSPrP°PSCIPUC, CRPSPSCE: Crf
PiP°CtC-C”PSC,C-PI C-P- PSPuP-PjC-PSPuPSP&Pj PjPuC,P°P+PsP»C-P-PiCt CI'PiP°CEC,PuC—PSCr
C- PrPuP+CHP&CI'PsPePIC-PSCt PSPy P-PjC-PSCRC”C,CHCI'CIL. PJ C,P°PeP&C...
PiP°CtC-C”PSC,C-PI PiPsPIC,PsCEPSPy P-P°CI'C,PsCI'CPIP°PSPSCLI PiCEP&P-PIPsPrPéC,CHb
PrPs C,P°PePsC— P CI'P°PjPsC— PePsPSCtPuPSC,CEP°CtC-C— PiCHPRPiP°CEP°C,CY, C%oPs PNe
Cf C...PIPSCRPEC... P- PSPuCrCE€PePsPrPIPuPSP&P] PjPuC,P°P+PsP»C-P-PjPsPj. PyPsPjCr
PSPuPjP°C” PiPsC,CHPuP+Pé Cr P-PjC-PSC- CRPRPYP&PjCt PrPsP-CrPIP°PSPSCII PrP»ClII
CtC-C”C— PiCHC{PiPé PiP°CC-C”"PSC,C-PI.

P”C-C,Pe.

P”C-C,CIIPj PIC-PePsPj PrPs 4 CHPsPeC-PI PiCREPpPiP°CHP°C, Ct PrP°PSC-PNe
P»C-PeP°CHCI'CHPeC-PN: C, PsCHPjC- PSPp P-P°CI'C,PsCI'PsPICFPIP°C,Pé.

PyPuCEPuPrPsP-C4PIP°PSPSCIL.

PkP° PrP°PSP&PN. C+P°CI" C-CI'PSCrC” PjP°P»Ps C-PSC, PsCHPjP°C+C-C— PiCEPs
PiPuCHPpPrPsP-CrPIP°PSPSCII PsPSPrP°PSCI'PuC,CHPsPSCT. P] P+C-P»CHCEPsCI'C,C-
PIPEPiP°PrPeC-PI CI'PéPjPiC,PsPjPé CI'C...PsPYC- PSP° C,C-, C%oPs PsPiPéCI'P°PSC- Cr



PiP°C+C-C”PSC,C-PI, CLIPePePj PIPIPsPrPeP»Pe CHPpPePsPjPuPSPrPsPIP°PSC- PrPsP-Pe.

PYPéPjPiC,PsPjPé. P] PsPrPSPsPiPs PiP°CtC-C”PSC,P° PiC-CI'P»CI]I CEP°P-PsPIPsPiPs
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPuPrPuPSPSCII 72 PjPi
PsPSPrP°PSCI'PuC,CHPsPSCr CHPsP-PIPEPSCIP»P°CI'CH CHP°PiC,PsPIP° CI'P»C-PiPsC,P°
(P°PjP°PICKPsP-) C,CHP&PIP°P»C-CI'C,Ch 2-3 C...PIPéP»P&PSPé Cr PiPsC”PrPSP°PSPSC- P-
PIPECHP°PPuPSP&Pj P-P°PiPsCHPsPj. P] PrCRCrPiPsPiPs PiP°C+C-C”PSC,P° PiC-CI'P»CII
PiPuCHPsCHP°P»CHPSPsPiPs PiCHP&PNePjCT 48 PjPi PsPSPrP°PSCI'PuC,CHPsPSCY
CHPsP-PIP&PSCrP»P°CI'CH PiC-PiPsC,PuPSP-C-CII (C,P° PIC,CHP°C,P° CI'PIC-PrPsPjPsCI'C,C-).
P1C-CI'P»CI] 4-C...PIP&P»PéPSPSPsC— C-PSC, CfP-C-C— 32 PjPi PsPSPrP°PSCI'PuC,CHPsPSCr
CI'PiPsCI'C,PuCHC-PiP°PICI'CII PIP°P-PsPIP°PiP°P»CHPSP&PN: PuPiC-P-PsPr C-P:
C,CHP°PSP-P&C,PsCEPSPsCh P+P»PsPeP°PrPsCh CI'PuCHCtCII PrCHCIrPiPsPiPs
CI'C,CrPiPuPSCI]. PkPuCRPIPsPIPs-Pjsf™ CLIP-PsPIC- PiPsCHCrCEPuPSPSCI],
PIPuPiPuC,P°C,PéPIPSP° PSPuCI'C,P°P+C-P»CHPSC-CI'C,CH, CI'PsPSP»PéPIC-CI'C,CH C,P°
PePsCHPsC,PeC- PiPuPSPuCHP°P»C-P-PsPIP°PSC- C,PsPSC-PePs-PeP»PsPSC-C3+PSC-
CI'CrPrPsPjPé (CLIPeC- PjPéPSCrP»Pé PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
P+PuPSP-PsPrC-P°P-PuPiC-PSCt) CI'PiPsCI'C,PuCHC-PiP°P»PéCI'CH Cf PsPrPSPsCHC-C+PSPsC—
PrPéC,PéPSPé, CLIPeP° PiCHPsPePsPIC,PSCrP»P° 7 P°P+Ps 8 C,P°P+P»PuC,PsPe
PsPSPrP°PSCI'PuC,CRPsPSCr PiPs 8 PjPi (PrPsP-P° PiCHPéP+P»P&P-PSPs Cr 40 CHP°P-C-PI
PIP&C%oP°, PSC-PY CEPuPePsPjPuPSPrPsPIP°PSP° PrP»CII PrC-C,PuPNe (0,185“0,15 PjPi/PePi)).
P] PICI'C-C... PIPEPiP°PrPeP°C... CtC- CIIPIPEC%oP° PiPsPIPSC-CI'C,Ch PjPéPSP°P»Pé.

P>C-PeC#éPIP°PSPSCII: PIC-PrPjC-PSP°® PiCRPuPiP°CRP°C,Cr, CI'PéPjPiC,PsPjP°C,PECPSP° C,P°
PiC-PrC,CRPéPjCrCRC+P° C,PuCHP°PiC-CII. P—P°CI'C,PsCI'C+PIP°PSPSCII
C-PiPpuPeP°PeCrP°PSPé PrP»CII P»C-PeCrPIP°PSPSCII PiPuCEPuPrPsP-CrPIP°PSPSCII
PsPSPrP°PSCI'PuC,CHPsPSCr PSP CEPuPePsPjPuPSPrCrC”C,CHCI'CLI, PsCI'PeC-P»CIHPePé
C—C— PrC-CII PSPy PjPsPYPu PIPECIIPIPEC,PECI'CII C+PuCHPuP: P°PSC,PéPuPjPuC,PéC+PSPEPN:
PIPiP»Pé&PI PsPSPrP°PSCI'PuC,CHPsPSCY. PYPiPuCtPé&C, C-C+PSPsPiPs P°PSC,PéPrPsC,Cr
PSPuPjP°C”.

PuPsPrP°P»CHCEP PIPRPrPRPSPSCII PiP°CtC-C”PSC,C-PI CI'P»C-Pr PiCEPsPIPsPrPéC,Pé P-P°
PeP»C-PSC-C+PSP&PjPé PiPsPeP°P-P°PSPSCLIPjPé P°P+Ps, Cf CEP°P-C- PjPsPYP»P&PIPsCI'C,C-,
P-PiC-PrPSPs P- CEPuPePsPjPuPSPrP°C+C-CLIPjPé PSP°C+C-PsPSP°P»CEHbPSPsPiPs CtPuPSC,CECY
C%oPsPrPs PsC,CECtC”PSClb.

PhPSPrP°PSCI'PuC,CEPsPS PiPsPrPsPIPICrC” C-PSC,PuCHPIP°P» QT Cr
PrPsP-PsP-P°P»PuPPSC-PNe C,PsCEPjC-. P] CEP°P-C- PiPuCEPpPrPsP-CrPIP°PSPSCII
CEPpPePsPjPuPSPrCrC”C,CEbCI'CLI PiCEPsPIPRPrPRPSPSCII P+ PipP“-PjPsPSC-C,PsCEPEPSPICT-

P, PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PIP&PiP°PrPePé CI'PuCEHPsC,PsPSC-PSPSPIPsPiPs
CI'PEPSPrCEPsPjCt Cf PrC-C,PuPNe PjPsP»PsPrCEPsPiPs PIC-PeCt PiC-CI'P»ClI
PiPpCEPsCHP°P»CHbPSPsPiPs PiPpuCHPuPrPsP-CrPIP°PSPSCIL.

PyPsP+C-C#PSC- CRPuP°PeCtC-C—.

PuPsP+C-CPSC- CEPpP°PeC+C-C—, C-PSC, PsCEPjP°CtC-Ch PiCEPs CLIPeC- PSP°PIPuPrPuPSPs
PSP&P{C+Py, PeP»P°CI'P&C, C-PePsPIP°PSC- P-P° PsCEPiP°PSP°PjPé C- CI'P&CI'C,PuPjP°PjPé C,P°
P-P° CP°CI'C,PsC,PSCE C—C... PIP6PSP&PePSPRPSPSCLI: PrCfPYPu C+P°CI'C,Ps (=1/10),
C$P°CI'C,Ps (=1/100 C,P° <1/10), PSPuC+P°CI'C,Ps (=1/1000 C,P°® <1/100), CEC-PrPePs (=1/10000
C,P° <1/1000), PrCPPu CEC-PrPePs (<1/10000).



P] PeP»C-PSC-C#PSPéC... PrPsCI'P»C-PrPIPuPSPSCIIC... P+=CrP»Ps PICI'C,P°PSPsPIP»PuPSPs,
C%oPs PSP°PNeC$P°CI'C,C-CEPEPjPé PiPsP+C-C+PSP&PjPé CHPuP°PeCtC-CLIPjPé P+CrP»Pé:
PiPsP»PsPIPSP&éPNe P+C-P»CHb (11 %), P-P°PiPsCT (4 %), PIC-PrC+CrC,C,CII C,PuPiP»P°® P°P+Ps
PiCEHP&PiP»PEPIPé (<1 %).

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCI'C,PuPjPé.

P C-PrPePs: P°P»PuCEPiC-C+PSC- CHPRP°PeCtC-C— PSPuPiP°PNePSPsPiPs C,P&PiCr, PI
PsPeCHPUPjP&EC... PIPEPiP°PrPeP°C... C,CLIPYPeC-, PIPeP»CRC+P°CRCHPé

P°PSP°C, C-P»P°PeCI'C-CR, P+CEPsPSC...PsCI' PiP°P-Pj, PeCRPsPiPéPIsR ™ CLIPSPeCt: C,P°
P°PSPiC-PsPSPUPICHPsC,P&C+PSPEPNe PSPPP+CHRCIIPe.

P— P+PsPeCé CtPuPSC,CFP°P»CHPSPsC— PSPuCEHPIPsPIPsC— CI'PECIC,PuPjPé.
P”CfPYPu C+P°CI'C,Ps: PiPsP»PsPIPSP&PNe P+C-P»Clb.

P&PuC+P°CI'C,Ps: CI'CfPrPsPjPé, CHCIC...PsPIC- PiPsCHCIrCEPpPSPSCII (PIPeP»CRCP°CRC1Pé
PuPeCI'C,CHP°PiC-CHP°PjC-PrPSC- CEPpuP°PeCtC-C—, C,P°PeC- CIIPe
PsPeCrP»PsPiC-CRHPSP&PN. PeCHPEP-, PrPéCI'C,PsPSC-C+PSC- CEPpP°PeCtC-C— C-
PrP&éCI'PeC-PSPuP-C-CII P+PuP- CI'C,C-PNePePéC... PeP»C-PSC-C$PSP&C...
PSP°CI'P»C-PrPeC-PI).

P C-PrPePs: P-P°PiP°PjPsCEPsC+PuPSPSCII PiC-Pr C+P°CI' CEPIP&PrPePsPiPs
PIPSCrC,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPpuPrPuPSPSCII PiCHPuPiP°CEP°C,Ct;
PiCHP&éPiPSC-C+PuPSPSCII CtPuPSC,CHP°P»CHPSPsC— PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé,
PiP°CEPuCI'C,PpP-C-C—.

P— P+PsPeCé PsCFPiP°PSC-PI P-PsCEC?.

P C-PrPePs: CI'PePsCEPsPjPéPSCrC%o0C- PiPsCRHCIrCEPuPSPSCII P-PsCHCY
(PiPsPjCtC,PSC-PSPSCII PI PsC$P°C...), PjP6PSCFC%oP°® CI'P»C-PiPsC,P°, PiPsP»PsPIPSP&Pj
C$P&PSPsPj PiC-Pr C+P°CI" PIPSCfC,CHC-CEPSCHPsPIPuPSPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII.

P— P+PsPeCé CI' PuCFCtPuPIPs-CI' CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé.
P&PpC$P°CI'C,Ps: P°CHP&C,PjC-C—, P+=C-P»CH Cr PrC-P»CLIPSCt+C- CI'PuCBCt+CII (P-
PrPuPiCEPuCI'C-C”Ch CI'PuPiPjPuPSC,P° ST P°P+Ps P+PuP- PSPuC—),
P+CHP°PrPéPeP°CEPrC-ClII, P°CHC,PuCHC-P°P»CHPSP° PiC-PiPsC,PpPSP-C-CIJ,
P°CHC,PuCHC-P°P»CHPSP° PiC-PiPuCEHC,PuPSP-C-CIJ, C,P°C...C-PeP°CHPrC-CIJ,
PSPuPiCHPéEC,PsPjPSC-CI'C,Clh.

P§P°CI'C,Ps: PIC-PrC+CrC,C,CII C,PuPiP»P°, PICEP&PiP»P&PIPéE.

P— P+PsPeCé PrPéC...P°P»CHPSPsC— CI'PéCI'C,PuPjPé C,P° PsCFPiP°PSC-PI PiCFCéPrPSPsC—
PeP»C-C,PePeé.

PkPuC$P°CI'C,Ps: PiPéPeP°PIPeP®, PeP°CEPuP»Chb.
P— P+PsPeCé CEP»CéPSPePsPIPs-PePéCEPePsPIPsPiPs C,CHEP°PeC,C:.

P§P°CI'C,Ps: P-P°PiPsCH, PrC-P°CHPuClII, CI'CrC...C-CI'C,CH Cr CEPsC,C-, P+C-P»CH Cf
PYP&PIPsC,C-.



P— P+PsPeC# PiPuPiP°C,PsP+C-P»C-P°CFPSPsC— CI'PéCI'C,PuPjPé.

P&PpC+P°CI'C,Ps: P+PyuP-CI'P&PjPiC,PsPjPSPp PiC-PrPIP&C%0PuPSPSCII PiPsPeP°P-PSP&PeC-PI
C, CFPSPeCtC-C— PiPpC+C-PSPePé, PiPsCECICEPRPSPSCLI C,CPSPeCtC-C— PiPuCC-PSPePé.

P—P°PiP°P»CHPSC- PiPsCEC2CEPuPSPSCII: CIP»P°P+PeC-CI'C,CH,
PSPuPiCHP&EC,PsPjPSC-CI'C,CH. PIC- PIPEPiP°PrPePé CI'PiPsCI'C,PuCRC-PiP°CRC,CHCI'CII
PiPsP»PsPIPSP&Pj CfP&éPSPsPj Cr PiP°CtC-C”PSC,C-PI, CLIPeC- PsC,CHPéPjCrCRC,CH
C...C-PjC-PsC,PuCHP°PiPuPIC,PéC+PSC- PiCEPuPiP°CHP°C,Pé, C%oPs PjC-CI'C,CIIC,CH
CtP&CIPiP»P°C,P&PS.

PrPuC,P°P+PsP»C-P-Pj.

PiuCHPEP+P»P&P-PSPs Cr 5 % PiP°CtC-C”PSC,C-PI P+CrP»Ps PePsCHPsC,PePsC+P°CI'PSPu
PiC-PrPIPEC%oPpPSPSCII P+C-P»CHCE PSC-PY Cr PrPIP° CHP°P-Pé PIC-Pr
PIPuCERC...PSCHPsC— PjPuPYC- PSPsCHPjPé SGOT C- SGPT. PkPuPIC-PrPsPjPs, CtPé
PiPsPIBR™ CIIP-P°PSPp CtPu P-P+C-P»CHCEPuPSPSCII P- PrPsP-PsCh P°P+Ps
C,CRP&PIP°P»C-CI'C,Ch C,PuCHP°PiC-C—.

PuPsPIC-PrPsPjP»CIIP»Pé PiCHPs PiPuC+C-PSPePsPICt PSPuPrPsCI'C,P°C,PSC-CI'C,CH C-
P»PuC,P°P»CHPSP&PNe PSP°CI'P»C-PrPsPe Cr PiP°CtC-C”PSC,C-PI, C...PIPsCRP&C... PSP°
CBP°Pe, CLIPeC- PsC,CHP&éPjCrPIP°P»Pé PsPrPSPsC+P°CI'PSPs PeC-P»CHbPeP®
PiCEPpPiP°CHP°C,C-PI, Cr C,PsPjCt C+P&CI'P»C- PiPsC,PuPSCtC-PNePSPs
PiPpPiP°C,PsC,PsPeCI'PECPSCr CtPéC,PsC,PsPeCI'PéC+PSCr C...C-PjC-PsC,PuCEP°PiC-Ch C,P°
P°PSC,PéP+C-PsC,PéPePé. P+C,C-PsP»PsPiC-CII PiPpC+C-PSPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- Cf CtP&C... PIPéPiP°PrPeP°C... P-P°P»PECEP°C”C,CHhCICII
PSPuCILICI'PSPsCR. P‘CrP»Pé C,P°PePsP{ CHC-PrPeC-CI'PSC- PiPsPIC-PrPsPjP»PuPSPSCII
PiCHPs PiC-PiPsPeP°P»C-C”PjC-Ch.

PuPsP+C-C+PSC- CRPuP°PeCtC-C— P-P° PrP°PSPePjPe
PiC-CI'P»CIICRPuC”CI'C,CRP°CtC-PNePSPsPiPs CI'PiPsCI'C,PuCHPuPYPuPSPSCI].

PuCHPsC,C-P»CH PiPsP+C-CPSPEC... CEPpP°PeCC-PNe Cf PrC-C,PuPNe C- PiC-PrP»C-C,PeC-PI
PjPsPYPSP° P+CrP»Ps PiPsCRC-PIPSCLIC,Pé P- C,P°PePéPj Ct PrPsCRPsCIP»PéC....

P— P+PsPeCé C-PjCéPSPSPsC— CI'PéCI'C,PuPjPé.

P C-PrPePs: CEPuP°PeCtC-C— PiC-PiPuCRC+CrC,P»P&PIPsCI'C,C-, C-PSPsPrC- C,CLIP{PeC-
(PSP°P+CECLIPe PiPsCHC,P°PSC-, C...CHP&PiP»Pp PrPéC...P°PSPSCI],
P»P°CEP&PSPiPsCI'PiP°P-Pj C- PeP°CEPrC-PsPiCtP»CHPjPsPSP°P»CHPSPEPNe
CEPsPe/P-CtPiPEPSPeP° CI'PpCHCICLI).

P— P+PsPeCé CI' PuCFCtPuPIPs-CI' CéPrPéPSPSPsC— CI'PéCI'C,PuPjPé.

P&PuC+P°CI'C,Ps: C-PSC,P°CEPeC, PjC-PsPeP°CHPrP° (<0,01 %), CI'C,PuPSPsPeP°CHPrC-ClI,
P+C-P»CH Cr PiCRCIrPrCIIC... P- P°P+Ps P+PuP- PrPuPiCHPuCI'C-C— ST CI'PuPiPjPuPSC,P°,
P°CEP&C,PjC-C— (Cr C,PsPjCt C+P&CI'P»C- CEP»CIrPSPsC+PePsPIP° P°P+Ps
PSP°PrC€P»CrPSPsC$PePsPIP° C,P°C...C-PeP°CHPrC-ClI, PiPuCHPuPrC+P°CI'PSC-
CEP»CrPSPsC$PePsPIC- CI'PePsCHPsC+PuPSPSCII C- C,C-P+CRHPEP»CIICtC-CII
PiPuCEPuPrCIPuCEPrCH), PuP»PpPeC,CHPsPeP°CHPrC-PsPiCHP°C, C-C+PSC- P-PjC-PSPé (PI
C,PsPjCr C+PéCI'P»C- C- PrCHCIPiPéPNe CI'C,CIPiC-PSCH P+P»PsPeP°PrPé CI'PuCHCTCLI),B
CI'PuCHCtPpP+Pé&C,C,CII C- PSPuPiCHP&C,PsPjPSC-CI'C,CH.



P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: C-CEPuPjC-CII PjC-PsPeP°CRHPrP° (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&éPIPsCI'C,C- P-P°CI'C,PsCI'CFPIP°PSPSCIIB»).

P C-PrPePs C- PiPuCHPuPIP°PPSPs PiCRPé PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsPjCrt
P-P°CI'C,PsCI'CfPIP°PSPSC- PsPSPrP°PSCI'PuC,CRPsPSCt, PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs
PjPEPSCIC%o0C- P-PjC-PSPé PSP® P+PiP“, PIPeP»CRC$P°CRC#Pé PiPsPrPsPIPIPuPSPSCII
C-PSC,PuCHPIP°P»Cr QT, PIP&PiP°PrPePé C,CHC-PiPsC,C-PSPSCII/PjPuCERPuC...C,C-PSPSCII
C€P»CrPSPsC$PeC-PI, C,C-P+CRHPEP»CIICTC-Ch CEP»CIrPSPsC$PeC-PI, P-CfPiPEPSPeCT
CI'PuCHCTCII C- CHP°PiC,PsPIP&PNe P»PuC,P°P»CHPSP&PNe PSP°CI'P»C-PrPsPe.

P— P+PsPeCé PsCEPiP°PSC-PI P-PsCEC:.

P C-PrPePs PiPsPIC-PrPsPjP»CLIP»Pé PiCEPs PIP&PiP°PrPePé CI'PePsCHPsPjPéPSCI-C%oPsC—
CI'P»C-PiPsC,Pé, CLIPe PiCEP°PIP&P»Ps, Ct PjPuPYP°C... CEPuPePsP{PpPSPrPsPIP°PSPsPiPs
PrC-P°PiP°P-PsPSCt PrPsP-CfPIP°PSPSCII C- PiPuCHPUPIP°PIPSPs PiC-Pr C+P°CI
PIPSC{C,CHC-CEPSCHPsPIPpPSPSPsPiPs PIPIPuPrPuPSPSCLL. P] P+C-P»CHCEPSCI'C,C-
PIP&PiP°PrPeC-PI CI'P»C-PiPsC,P° PjP&PSP°P»P° PiCEPsC,CLIPiPsPj 20 C...PIPEP»P&PS.

P— P+PsPeC# PiPuPiP°C,PsP+C-P»C-P°CFPSPsC— CI'PéCI'C,PuPjPé.

P'PuP-CI'P&PjPiC,PsPjPSPp PiC-PrPIPéC%oPuPSPSCLI PiPsPeP°P-PSP&éPeC-PI C, CrPSPeCtC-C—
PiPuC#C-PSPePe.

P— P+PsPeCé C1tPuPSC,CEP°P»CHPSPsC— PSPuCEPIPsPIPsC— CI'PéCI C,PuPjPé.

PmPEPSCIC%oPp P-P°PiP°PjPsCHPsCPuPSPSCII (<0,1 %) PI PsCI'PSPsPIPSPsPjCr PiC-Pr C+P°CI
P°P+Ps PiC-CI'P»CII P-P°PIPuCHCEPuPSPSCII PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsC—
C-PSC, CrP-C-C— PsPSPrP°PSCI'PuC,CHPsPSCY.

P&PuC+P°CI'C,Ps (<1 %) PiPsPIC-PrPsPjP»CLIP»Pé PiCHPs PuPeCI'C,CHP°PiC-CHP°PjC-PrPSC-
CHPpP°PeCtC-C—, PIPeP»CRC+P°CRCtPé PsPeCrP»PsPiC-CHPSP&PNe PeCHP&P:/
PrPéCI'C,PsPSC-C+PSC- CRPpP°PeCtC-C— (PrPéCI'PeC-PSPuP-C-CII PsCHP°P»CHPSPs-
P»PéCtCHPsPIP®, PsPiC-CI'C,PsC,PsPSCrCI’, C,CHPuPjPsCE), CRCrC...PsPIC- CHPsP-P»P°PrPé
C,P° PrPéCI'PeC-PSPuP-C-C— P+PpP- CI'C,C-PNePePé&C... PeP»C-PSC-CPSPéC...
PSP°CI'P»C-PrPeC-PI.

PYPLCEPsC,PsPSC-PSPsPIP&PNe CI'PEPSPrCEPsPj P+CrPI PIC-PrP-PSP°C+PuPSPEPNe PiCEP&
P-P°CI'C,PsCI'C{PIP°PSPSC- 5-HT3-P°PSC,P°PiPsPSC-CI'C,C-PI CEPpCtPuPiC,PsCEC-PI
(PIPeP»CRC$P°CRC}Pé PsPSPrP°PSCI'PUC,CHPsPSCY PiC-PrCEPsC... P»PsCEP&Pr) Cr
PiPsC”PrPSP°PSPSC- P- C-PSCEP&PjPé CI'PUCEPsC,PsPSC-PSPUCEPIC-C4PSPEP}Pé
PiCEPpPiP°CEP°C,P°PjPé C,P°/P°P+Ps PSPuPN:CEPsP»PuPiC,PéPeP°PjPé.

P— P+PsPeCé CEPeC-CHPé C,P° PiC-PrC€PeC-CHEPSPsC— PeP»C-C,PePsPIPEPSPé.

P”CrPYPu CHC-PrPePs: P+CrP»CHPsP-PSC- CHPuP°PeCtC-C— CEPeC-CHPé C-
CI'P»P&P-PsPIP&C... PsP+PsP»PsPSPsPe, Ct C,PsPjCt C+PéCI'P»C- P»PuC,P°P»CHhPSC-,
P-PsPeCEPpPjP° C,PsPeCI'PéC+PSC- CEPeC-CHPSC- PIP&CI'PéPiP°PSPSCII, C,P°PeC- CIIPe
CI'PéPSPrCHPsPj PYC,C-PIPUPSCI'P°8E“P”PIPsPSCI'PsPSP® C,P° C,PsPeCI'P&C+PSPEPNe
PpPiC-PrPuCEPjP°P»CHPSPEPNe PSPuPeCHPsP»C-P-. PiCHPs CtC- CHPuP°PeCtC-C—
PiPsPIC-PrPsPjP»CIIP»Pé Cr PiP°CtC-C”PSC,C-PI, CLIPeC- P-P°CI'C,PsCI'PsPIC*CRC,CH C-
C-PSC£C- P»C-PeP°CHCI'CHPeC- P-P°CI'PsP+Pé.



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

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

P—P+PuCHC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHPSC-PNe CFPiP°PePsPICtC- PiCEHP&
C,PuPjPiPuCEP°C,CECEC- PSPu PIP&C%0Pp 30 BPY.

P—P+PuCEC-PiP°C,Pé PI PSPuPrPsCI'C,CtPiPSPsPjCt PrP»ClI PrC-C,PuPNe PjC-CI'C1C-.
PJPiP°PePsPIPeP°.

PuPs 10 C,P°P+P»PuC,PsPe Cr P+P»C-CI'C,PuCHC-. PuPs 1 P+P»C-CI'C,PuCHCr PI PiP°C+CtC- P-
PeP°CRHC,PsPSCr.

PP°C,PuPiPsCHC-CII PIC-PrPiCiCI'PeCf. P—P° CHPuCtPuPiC,PsPj.

P’PeCHPsP+PSPéPe.

PuCHPHPy B«PyPuC...PSPsP»PsPiB».

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

PJPeCHP°C—PSP®, 20300, PSPuCEPeP°CI'CEbPeP° PsP+P»., PjC-CI'C,Ps PJPjP°PSCHb,
PIC{P»P&CtCII PYC,P°CHP° PiCHPsCEC-P-PSP®, P+CrPrP&PSPsPe 8.



