PtP&PYPyP PJPmP!PtPI

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

PHPYPYP«PkPyPh*20/5, PLPYyPYP+PkPyPh’40/5, PLPyPyP+PkPyPh*40/10

(PhPyPyP*NPyPh*20/5, PHPyPyP+NPyPh*40/5, PhLPyPyP+NPyPh'40/10)

PYPeP»P°Pr:

PrC-CRC#C- CHPuC#PsPIPéPSPé: PsP»PjPuCI'P°CHC,P°PSCr PjPuPrPsPeCI'PsPjC-P»;
P°PjP»PsPrPéPiC-PSCr P+PuCI'PéP»P°C,;

PHC,C,PpPSC,Ps*20/5:

1 C,P°P+P»PuC,PeP®, PIPeCEP&C,P° PiP»C-PIPePsPIPsCH PsP+PsP»PsPSPePsCH,
PjC-CI'C,PéC,CHb PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr 20 PjPi C,P°
P°PjP»PsPrP&PiC-PSCt P+PuCI'P&éP»P°C,Cr 6,944 PjPi (C%oPs PuPePIC-PIP°P»PuPSC,PSPs
P°PjP»PsPrPéPiC-PSCY 5 PjPi);

PHC,C,PuPSC,Ps*40/5:

1 C,P°P+P»PuC,PeP°, PIPeCEPEC,P° PiP»C-PIPePsPIPsCH PsP+PsP»PsPSPePsCH,
PjC-CI'C,PéC,CHb PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr 40 PjPi C,P°
P°PjP»PsPrP&PiC-PSCt P+PuCI'P&P»P°C,Ct 6,944 PjPi (C%oPs PuPePIC-PIP°P»PuPSC,PSPs
P°PjP»PsPrP&PiC-PSCY 5 PjPi);

PHC,C,PpPSC,Ps*40/10:

1 C,P°P£P»PpC,PeP°, PIPeCHP&C,P° PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCH,
PjC-CI'C,PéC,CH PsP»PjPuCI'P°CEHC,P°PSCr PjPuPrPsPeCI'PsPjC-P»Cr 40 PjPi C,P°
P°PjP»PsPrPéPiC-PSCTt P+PuCI'PéP»P°C,Cr 13,888 PjPi (C%oPs PuPePIC-PIP°P»PuPSC,PSPs
P°PjP»PsPrPéPiC-PSCr 10 PjPi);

PrPsPiPsPjC-PYPSC- CEPuCtPsPIPéPSPé:

PeCHPsC...PjP°P»CH PiCEPuPYPuP»P°C,PEPSC-P-PsPIP°PSPEPNe (PeCrPeCrCRCIPrP-CIIPSPEPNe),
CtPuP»CRP»PsP-P° PjC-PeCHPsPeCEP&CI'C,P°P»C-C+PSP° CI'PéP»C-PePsPIP°PSP®
(PjC-CI'C,PéC,CHB 98 % PjC-PeCEPsPeCHP&CI'C,P°P»C-C+PSPsC— CtPuP»CRP»PsP-Pé (Ph.Eur.)

C,P° 2 % PeCHPpPjPSC-Ch PrC-PsPeCI'PéPrCr PePsP»PsC—PrPSPsPiPs P+PuP-PIPsPrPSPsPiPs
(Ph.Eur.)), PSP°C,CHC-Ch PeCHPsCI'PeP°CHPjPuP»PsP-P°, PjP°PiPSC-Ch CI'C,PuP°CEP°C,;

PiP»C-PIPePsPIP® PsP+PsP»PsPSPeP°:
PHC,C,PpPSC,Ps*20/5:

Phpadry PPt 85F18422 P+C-P»P&PNe (CI'PiPéCEC, PiPsP»C-PIC-PSC-P»PsPIP&PNe, C,P&C,P°PSCY



PrC-PsPeCI'P&Pr (P 171), PiPsP»C-PuC,PéP»PpPSPiP»C-PePsP»CH, C,P°P»CHbPe);
PHC,C,PpPSC,Ps*40/5:

Phpadry PtPt 85F22093 PYPsPIC,P&éPN: (CI'PiP&éCHC, PiPsP»C-PIC-PSC-P»PsPIPéPNe, C,P&C,P°PSCF
PrC-PsPeCI'PEPT (Ps 171), P-P°P»C-P-P° PsPeCI'PéPr PYPsPIC,PEPN.B B (P+ 172),
PiPsP»C-PuC,PeP»PuPSPiP»C-PePsP»CHb, C,P°P»CHPe);

PHC,C,PpPSC,Ps*40/10:

Phpadry PPt 85F25467 C+PuCEPIPSPSP&PN: (CI'PiPECHC, PiPsP»C-PIC-PSC-P»PsPIP&PNe,
C,P&C,P°PSCY PrC-PsPeCI'PEPT (P 171), P-P°P»C-P-P° PsPeCI'P&Pr PYPsPIC,P&PNe (Pe 172),

P-P°P»C-P-P° PsPeCI'PéPr C+PuCHPIPsPSP&PNe (P 172), PiPsP»C-PuC,PEP»PuPSPiP»C-PePsP»Clb,
C,P°P»CHPe).

P>C-PeP°C’l§CI'“CH>PeP° C,,PsCLPjP°. PyP°P+P»PuC,PeP€, PIPeCHPeC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCHh.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCI'C,C-.
PHC,C,PuPSC,Ps*20/5:

P+C-P»C- PeCHCrPiP»C- C,P°P£P»PuC,PePé, PIPeCHPEC,C- PiP»C-PIPePsPIPsCh
PsP+PsP»PsPSPePsCR, P- C,PéCI'PSPuPSPSCIIPj B«PY73B» P- PsPrPSPsPiPs P+PsPeCr;

PHC,C,PpPSC,Ps*40/5:

PeCHPuPjPsPIC- PeCEHCIPiP»C- C,P°P+P»PuC,PePé, PIPeCEPEC,C- PiP»C-PIPePsPIPSCh
PsP+PsP»PsPSPePsCR, P C,PéCI'PSPuPSPSCLIPjB B«PY75B» P- PsPrPSPsPiPs P+PsPeCr;

PHC,C,PpPSC,Ps*40/10:
PePsCEP&CPSCRPIP°C,Ps-CPuCEPIPsPSC- PeCRCIPiP»C- C,P°P+P»PC,PePé, PIPeCHPEC,C-

PiP»C-PIPePsPIPsCR PsP+PsP»PsPSPePsCh, P- C,PéCI'PSPuPSPSCIIPj B«PY77B» P- PsPrPSPsPiPs
P+PsPeCr.

PxP°CEPjP°PePsC,PuCEP°PiPpPIC,PéC{PSP° PiCHCIPiP°. PhPSC,P°PiPsPSC-CI'C,Pé
P°PSPiC-PsC,PuPSP-P&éPSCt PPt C,P° P+P»PsPeP°C,PsCEPé PeP°P»CHCHC-C”PIPEC. ..
PeP°PSP°P»C-PI.

PpPsPr PhPyPI’ PY09D P'02.

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

PHC,C,PuPSC,Ps®® EF“ CtPp PePsPjP+C-PSPsPIP°PSPEPN: P»C-PeP°CHCI'CHPePEPNe P-P°CI'C-P+,
PrPs CI'PeP»P°PrCr CLIPePsPiPs PIC...PsPrPéC,CH PsP»PjPuCI'P°CEC,P°PSCY



PjPuPrPsPeCI'PsPjC-P» R P°PSC,P°PiPsPSC-CI'C, CHPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-P&PSCr PtPt, C,P° P°PjP»PsPrPéPiC-PSCr P+PuCI'PEéP»P°C, BR”
P+P»PsPeP°C,PsChH PeP°P»CHC1C-C”PIPeC... PeP°PSP°P»C-PI. PPsPjP+C-PSP°CtC-CII CtPeC...
PrPIPsC... PrC-CRC$Pé&C... CRPuC$PsPIPEPS PIPECIIPIP»CIIC” CI'PéPSPuCHPIC-C+PSPEPNe

PuC, PuPeC, C,P° CI'PiCHPECIIC” P-PSPéPIPuPSPSCH P°CHC,PuCRC-P°P»CIHhPSPsPiPs
C,PéCI'PeCr P+C-P»CHCEPsChR PjC-CHPsCh, PSC-PY PePsPYPSP° PrC-CRCtP°
CRPuC+tPsPIPePSP° PsPeCHPuPjPs.

PJ 8-C,PéPYPSPuPIPsPjCt PiPsPrPIC-PN.PSPs CI'P»C-PiPsPjCt CHP°PSPrPsPjC-P-PsPIP°PSPsPjCr
PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCr C,P°PeC,PsCHPSPsPjCr
PrPsCI'P»C-PrPIPuPSPSC- P- CfC+P°CI'C,ChR 1940 PiP°CtC-C”PSC,C-PI (71 %
PiP°Ct+C-C”PSC,C-PI PSP°P»PuP{P°P»Pé PrPs C"PICHPsPiPpPsC—PrPSPsC— CEP°CI'Pé C- 29 %
BR“ PrPs C-PSCEP&C... CEP°CI’) P+CrP»Ps PiPsPeP°P-P°PSPs, C%oPs P»C-PeCrPIP°PSPSCII
PiCHPpPiP°CHP°C,PsPj PhC,C,PuPSC,Ps™® PiCEP&P-PIPsPrPéP»Ps PrPs C-CI'C,PsC,PSPs
P+C-P»CHC€ PIPECRP°PIPuPSPsPiPs P-PSPéPYPuPSPSCII PrC-P°CI'C,PsP»C-C$PSPsPiPs C,P°
CI'PECI'C,PsP»C-C$PSPsPiPs P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PiPsCHC-PIPSCIIPSPs
P- PjPsPSPsC,PuCHP°PiC-C”Ch PIC-PrPiPsPIC-PrPSP&PjPé PePsPjPiPsPSPuPSC,P°PjPé.
PYPuCHPuPrPSC” P-PSPEPYPuPSPSCII
CI'PECI'C,PsP»C-C+PSPsPiPs/PrC-P°CI'C,PsP»C-C+PSPsPiPs C,PéCI'PeCr
C...P°CRHP°PeC,PuCHRP&P-CrPIP°P»PsCI'CII P-P°P»PuPYPSC-CI'C,CR PIC-Pr PrPsP-Pé: -24/-14 PjPj
CHC,. CI'C,. (20 PjPi/5 PjPi), -25/-16 PjPj CRC,. CIC,BBBBBBBBBBBBBBBBBBB (40
PjPi/5 PjPi) C- -30/-19 PjPj CRHC,. CI'C,. (40 PjPi/10 PjPi).

PHC,C,PuPSC,Ps*40/5 P-PSP&PYCIPIP°PI
CI'PECI'C,PsP»C-C+PSPEPNe/PrC-P°CI'C,PsP»C-C+PSPéPNe C,PéCI'Pe Ct PiPsP»PsPIPuPSPSC-
PiP°CtC-C”PSC,P° CI'PEPrCIIC+Pé PrPsPrP°C,PePsPIPs PSP° 2,5/1,7 PjPj CRC,. CI'C,.
PiPsCEC-PIPSCILIPSPs P- P}C,C,PuPSC,Ps**20/5. PhPSP°P»PsPiC-C+PSPs, PhC,C,PuPSC,Ps**40/10
P-PSPEPYCIrPIP°PI CI'P&CI'C,PsP»C-C+PSPEPNe/PrC-P°CI'C,PsP»C-C+PSP&PNe C,PECI'Pe Cr
PiPsP»PsPIPuPSPSC- PiP°CtC-C”PSC,P° CI'PéPrCLIC+Pé PrPsPrP°C,PePsPIPs PSP° 4,7/3,5 PjPj
CHC,. CI'C,. PiPsCHC-PIPSCILIPSPs P- P}C,C,PuPSC,Ps*®40/5.

P§P°CI'C,PeP® PiP°CtC-C”PSC,C-PI, Ct CLIPeP&C... PIPrP°P»PsCI'CLI PrPsCI'CLIPiC,Pé
CtC-P»CHPsPIP&C... P-PSP°C+PuPSCH P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr (< 140/90
PjPj CHC,. CI'C,. Ct PiP°CtC-C”PSC,C-PI P+PuP- CtCrPeCEPsPIPsPiPs PrC-P°P+PuC,Cr C-B

< 130/80 PjPj CRC,. CI'C,. Cf PrC-P°P+PuC,PéPeC-PI), CI'C,P°PSPSPIPEP»P° 42,5 %, 51,0 % C-
49,1 % PiCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiCHPuPiP°CHP°C,C-PI PhC,C,PuPSC,Ps*®20/5,
PHC,C,PuPSC,Ps*®40/5 C- PhC,C,PuPSC,Ps*®40/10 PIC-PrPiPsPIC-PrPSPs.

PhCI'PSPsPIPSPéPN. PiC-PiPsC,PuPSP-PEPIPSPéPNe PuC, PuPeC, PHC,C,PuPSC,Ps*®, CLIPe
PiCHP°PIPéP»Ps, PrPsCI'CLIPiP°PICI'CII PiCHPsC,CLIPiPsPj PiPuCEHCEPEC... 2 C,PEPYPSC-PI
C,PuCEP°PiC-C—.

P] PrCHCIPiPsPjCt PiPsPrPIC-PNePSPs CI'P»C-PiPsPjCt CEP°PSPrPsPjC-P-PsPIP°PSPsPjCr
PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPPuPSPSC-
PIP&PIC+P°P»P°CI'CII PuC,PuPeC,PEPIPSC-CI'C,CH PrPsPrP°PIP°PSPSCII P°PjP»PsPrPéPiC-PSCY
PrPs CI'C...PuPjPé P»C-PeCrPIP°PSPSCII PiP°CtC-C”PSC,C-PI C”"PICHPsPiPuPsC—PrPSPsC—
CEP°CI'Pé P- PSPuPrPsCI'C,P°C,PSCHhPsCh CHPuP°PeCtC-C”Ch PsCHPiP°PSC-P-PjCt PSP°
PjPsPSPsC,PuCEP°PiC-Ch PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»PsPj Ct PrPsP-C- 20
PjPi PiCRPsC,CIIPiPsPj 8 C,PéPYPSC-PI.

PJ PiP°C+C-C”PSC,C-PI, CIIPeC- PiCEPsPrPsPIPYCIPIP°P»Pé PsC,CEP&PjCIPIP°C,Pé
C,C-P»CEbPePé PsP»PjPuCI'P°CEC,P°PSCF PjPuPrPsPeCI'PsPjC-P» Ct PrPsP-C- 20 PjPi,



CI'P&CI'C,PsP»C-C+PSP&PNe/PrC-P°CI'C,PsP»C-C+PSPEéPNe C,PECI Pe P-PSPEP-PEPICI'CLI PSP®
10,6/7,8 PjPj CRC,. CI'C,. PiCRPsC,CILIPiPsPj PSP°CI'C,CrPiPSPEC... 8 C,PEPYPSC-PI. PuCHPé
PrPsPrP°PIP°PSPSC- 5 PjPi P°PjP»PsPrPéPiC-PSCr P-P° 8 C,PéPYPSC-PI PIPrP°P»PsCI'CII
PrPsCI'CLIPiC,Pé P-PSP&EPIPuPSPSCII CI'PéCI'C,PsP»C-C$PSPsPiPs/ PrC-P°CI'C,PsP»C-C$+PSPsPiPs
C,P&CI'PeCr PSP° -16,2/-10,6 PjPj CHC,. CI'C,. (p = 0,0006).

P§P°CI'C,PeP° PiP°C+C-C”PSC,C-PI, Cf CLIPeP&C... PIPrP°P»PsCI'CLI PrPsCI'CLIPiC,Pé
C1C-P»CHbPSPIP&C... P-PSP°CPuPSCH P°CEHC,PuCHC-P°P»CHPSPsPiPs
C,PéCI'PeCrBBBBBBBBBBBBBBBBBBBBBBBBBBBB (< 140/90 PjPj CEC,. CI'C,. Cf
PiP°C+C-C”PSC,C-PI P+PpuP- CtCtPeCEPsPIPsPiPs PrC-P°P+PuC,Ct C- < 130/80 PjPj CEC,. CI'C,.
Cf PrC-P°P+PuC,PéPeC-PI), CI'PeP»P°P»P° 44,5 % PiCEPé P-P°CI'C,PsCI'CfPIP°PSPSC-
PiCEPuPiP°CHP°C,Cr PhC,C,PuPSC,Ps>*20/5 PiPsCEC-PIPSCLIPSPs P- 28,5 % PiCEPé
P-P°CI'C,PsCI'CfPIP°PSPSC- 20 PjPi PsP»PjPuCI'P°CEC,P°PSCF PjPuPrPsPeCI'PsPjC-P»Ct.

PJ C...PsPrC- PiPsPrP°P»CHCEPEC... PrPsCI'P»C-PrPIPuPSCH PsCtC-PSCRPIP°P»Pé

PuC, PuPeC,PEPIPSC-CI'C,CH PrPsPrP°PIP°PSPSCII CEC-P-PSP&C... PrPsP-
PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCIPsPjC-P»Cr PrPs CI'C...PuPjPé P»C-PeCrPIP°PSPSCII
PiP°CtC-C”PSC,C-PI C”"PICEPsPiPpPsC—PrPSPsC— CHP°CI'Pé P- PSPuPrPsCI'C,P°C,PSCHPsCh
CHPpP°PeCtC-C”Ch PsCHPiP°PSC-P-PjCr PSP° PjPsPSPsC,PuCEP°PiC-Ch
P°PjP»PsPrPéPiC-PSPsPj Ct PrPsP-C- 5 PjPi PiCHPsC,CIIPiPsPj 8 C,PéPIPSC-PI.

P] PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHPsPrPsPIPYCrPIP°P»Pé PsC,CHPéPjCIPIP°C,Pé
C,C-P»CH>PePé 5 PjPi P°PjP»PsPrPéPiC-PSCT,
CI'PECI'C,PsP»C-C+PSP&PNe/PrC-P°CI'C,PsP»C-C+PSP&PNe C,PéCIPe P-PSPEP-PEPICI'CLI PSP°
9,9/5,7 PjPj CRC,. CI'C,. PiICEPsC,CIIPiPsPj PSP°CI'C,CfPiPSPéC... 8 C,P&PIPSC-PI.
P”PsPrP°PIP°PSPSCII 20 PjPi PsP»PjPuCI'P°CEC,P°PSCt PjPpPrPsPeCI'PsPjC-P»Cr
PiCEHP&P-PIPuP»Ps PrPs P-PSPéPIPuPSPSCII
CI'PéCI'C,PsP»C-C+PSPsPiPs/PrC-P°CI'C,PsP»C-C+PSPsPiPs P°CHC,PuCEHC-P°P»CHPSPsPiPs
C,PéCI'PeCr PSP® -15,3/-9,3 PjPj CEC,. CI'C,., PrPsPrP°PIP°PSPSCI] 40 PjPi
PsP»PjPuCI'P°CEC,P°PSCr PjPpPrPsPeCI'PsPjC-P»Cr 8R“ PSP° -16,7/-9,5 PjPj CEC,. CI'C,.

(p < 0,0001).

P§P°CI'C,PeP° PiP°C+C-C”PSC,C-PI, Cr CIIPeP&C... PIPrP°P»PsCI'CII PrPsCI'CLIPiC,Pé
CtC-P»CHPsPIPEC... P-PSP°C+PuPSCH P°CHC,PuCEC-P°P»CHPSPsPiPs C,PECI'PeCr (< 140/90
PjPj CRC,. CI'C,. Cr PiP°CtC-C”PSC,C-PI P+PuP: CtCrPeCHPsPIPsPiPs PrC-P°P+PuC,Cr C-

< 130/80 PjPj CRC,. CI'C,. Cf PrC-P°P+PuC,PéPeC-PI), CI'C,P°PSPsPIPEP»P° 29,9 % PI PiCHCIPiC-
PjPsPSPsC,PuCEP°PiC-C— P°PjP»PsPrPéPiC-PSPsPj 5 PjPi, 53,5 % Cr PiCHCrPiC-
P-P°CI'C,PsCI'CrPIP°PSPSCII P5C,C,PpPSC,Ps*®20/5 C- 50,5 % Cr PiCHCIPiC-
P-P°CI'C,PsCI'CrPIP°PSPSCII P}C,C,PuPSC,Ps**40/5.

P P°PSPrPsPjC-P-PsPIP°PSC- PrP°PSC- C%oPsPrPs PiP°CtC-C”PSC,C-PI P-
PSPuPePsPSC,CHPsP»CHPsPIP°PSPsCh P°CHC,PuCHC-P°P»CHPSPsCh
PiC-PiPpuCHC,PuPSP-C-C”Ch, C%oPs PrP°CRC,CH P-PjPsPiCr PiPsCHC-PIPSCIIC,Pé
CHPpP-CrP»CHC,P°C,Pé PePsPjP+C-PSPsPIP°PSPsC— C,PuCHP°PiC-C— PHC,C,PuPSC,Ps™ PI
CI'PuCRHPuPrPSC-C... PrPsP-P°C... P- PuC, PuPeC,PsPj PIC-Pr PiC-PrPIPEC%oPuPSPSCII PrPsP-Pé
P°PjP»PsPrPéPiC-PSCr C,P° PsP»PjPuCI'P°CHC,P°PSCr PiCRPé PjPsPSPsC,PuCHP°PiC-C—,
PIC-PrCI'CrC,PSC-.

P PuP-CtP»CHbC,P°C,Pé C,CECHbPSC... PrPsCI'P»C-PrPIPuPSCH PiC-PrC,PIPuCEPrPICICRC,CIb,
C%oPs PiC-PiPsC,PuPSP-PEPIPSP&PN: PuC,PuPeC, PHC,C,PuPSC,Ps®® PiCEPé C+P°CI'C,PsC,C-
PiCHP&PNePsPjCt PsPrP&PS CEP°P- PSP° PrPsP+Ct P-P+PuCEC-PiP°PICI'CII PiCHPé
C-PSC,PuCHPIP°P»C- PjC-P{ PiCEP&PN-PsPjP°PjPé 24 PiPsPrPéPSPé, PiCEPé CtCHbPsPjCT



CI'PiC-PIPIC-PrPSPsC£PuPSPSCII PjC-P{ PjC-PSC-PjP°P»CHPSP&P] C-
PjP°PeCI'P&PjP°P»CHPSPEPj P-PSP°C+PpPSPSCIIPjPé CI'PECI'C,PsP»C-C+PSPsPiPs C-
PrC-P°CI'C,PsP»C-C$PSPsPiPs C,PECI'PeCt PIP°CEC-CRPIP°P»Ps PIC-Pr 71 PrPs 82 %.
P+C,PuPeC,PEPIPSC-CI'C,CH PiCHPuPiP°CRP°C,Ct PiCEPsC,CIIPiPsPj PrPsP+Pé& P+CrP»P°
PiC-PrC,PIPuCHPrPIPuPSP° PiCEPé P°PjP+CrP»P°C,PsCHPSPsPjCr PjPsPSC-C,PsCHP&PSPiCr
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI PeCr.

P“C-PiPsC,PuPSP-PEPIPSP&PNe PuC,PuPeC, PhC,C,PuPSC,Ps™ PSPy P-P°P»PuP§P°PI PIC-Pr
PIC-PeCr C- CI'C,P°C,C-, P° C,P°PePsP{ PIC-Pr PSP°CIIPIPSPsCI'C,C- Cr PiP°CtC-C”PSC,C-PI
CtCrPeCHPsPIPsPiPs PrC-P°P+PnuC,Cr.

P] PrPIPsC... PIC-PrPeCHPEC,PéC... PSPHCHP°PSPrPsPjC-P-PsPIP°PSP&C...
CHPsP-CEPECHPUPSPEC... PrPsCI'P»C-PrPIPuPSPSCIIC... CI'C,C-PN:PeP®

PuC, PpuPeC,PEPIPSC-CI'C,CH PiCHPuPiP°CRHP°C,Ct PHC,C,PuPSC,Ps®40/ 5 P+CrP»P°
PiPsPeP°P-P°PSP° Cr 49-67 % PiP°CtC-C”PSC,C-PI C{PuCHPuP- PsPrPéPS CRC-Pe
P-P°CI'C,PsCI'CrPIP°PSPSCII.

PhP»PjPuCI'P°CEC,P°PSC# PjPuPrPsPeCI PsPjC-P» (PrC-CRC#P° CEPuC#PsPIPEPSP°
PhC,C,PuPSC,Ps")

PhP»PjPuCI'P°CEC,P°PSCY PjPpPrPsPeCI'PsPjC-P», C%oPs PIC...PsPrPéC,CH PrPs CI'PeP»P°PrCr
PiCRHPuPiP°CHP°C,Cr PhC,C,PpPSC,Ps®®, C” CI'PuP»PuPeC,PEPIPSP&P] P°PSC,P°PiPsPSC-CI'C,PsPj
CHPuCtPuPiC,PsCRC-PI P°PSPiC-PsC,PuPSP-PEPSCT II PiPuCHCEPsPiPs C,PéPiCr (AT,). P’
PsCHPiP°PSC-P-PjC- PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P» CEPIPEPTrPePs
PiPuCHPuC,PIPsCHCRC”C,CHCI'CII Cf C,P°CEPjP°PePsP»PsPiC-C+PSPs P°PeC,P&PIPSPEPN:
PjPuC,P°P+PsP»C-C, PsP»PjPuCI'P°CHC,P°PS. PHPSPiC-PsC,PpPSP-P&éPS PPt 8h“ CtPu
PiPuCHPIPEPSPSP&PN: PIP°P-PsP°PeC,PEPIPSP&EPN: PiPsCHPjPsPS CHPuPSC-PS-
P°PSPiC-PsC,PuPSP-P&PS-P°P»CHPrPsCI'C,PuCEPsPSPsPIPsC— CI'PéCI'C,PuPjPé, C%oPs
PIC-PrC-PiCHP°C” PIP°PYP»P&PICT CRPsP»CH Cr PiP°C,PsC, C-P-C-PsP»PsPiC-C—
P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPuCHC,PuPSP-C-C—. PHPSPiC-PsC,PuPSP-PEPS PtPt
PiCEP&P-PIPsPrPéC,CH PrPs P-PICFPIPuPSPSCII CI'CfPrPéPS, CI'C,PéPjCIP»CIICtC-C—
CI'PéPSC,PpP-Cr C,P° PIP&PIC-P»CHPSPuPSPSCII P°P»CHPrPsCI'C,PuCEPsPSCE,
PeP°CRPrC-PsCI'C,PéPjCIP»CIICtC-C— C,P° PSP&CHPePsPIPsC— CHPuP°P+CI'PsCEP+CtC-C—
PSP°C,CHEC-CR. PhP»PjPuCI'P°CHC,P°PS PiCHP&éPiPSC-C+CrC”
CI'CrPrPéPSPsP-PICIPYCrPIP°P»CIHPSCT C,P°

P°P»CHhPrPsCI'C,PuCHPsPSPsCI PuPeCHPuC,CrCRC+Cr PrC-Ch P°PSPiC-PsC,PuPSP-P&PSCY PPt
CEP»CIIC...PsPj P+P»PsPeCIrPIP°PSPSCII CHPuCtPuPiC,PsCHC-PI PhP§, Cf C,PeP°PSP&EPSPC...,
Cr C,PsPjCr C+PéCI'P»C- PI PiP»P°PrPePé&C... PjisR™ CLIP-P°C... CI'CfPrPéPS C,P°
PSP°PrPSPéCHPePsPIPEC... P-P°P»PsP-. P”C-CII PsP»PjPuCI'P°CHC,P°PSCr PSPp
P-P°P»PpuPYP&C,CH PIC-Pr PrPIPuCHPuP»P° C- CEP»CIIC...Ct CI'PEPSC,PuP-Cr
P°PSPiC-PsC,PuPSP-PéPSCr PtPt. P’PéP+C-CHPePsPIPEPN. P°PSC,P°PiPsPSC-P:Pj
CI'C,PsCI'PsPIPSPs CHPuCtPuPiC,PsCHC-PI PhPy, P°PSPiC-PsC,PuPSP-PéPSCr PtPt
PiCRP&P-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPpPSPSCII CHC-PIPSCII CEPuPSC-PSCY Cr
PiP»P°P-PjC- PeCEPsPIC- C,P° PePsPSCtPuPSC,CHP°CtC-C— P°PSPiC-PsC,PuPSP-PEPSCr Pt C-
P°PSPiC-PsC,PuPSP-PEPSCr P1Pt, P° C,P°PePsPY PrPs PrPuCIIPePsPiPs P-PjPuPSCEPuPSPSCII
CHC-PIPSCII P°P»CHPrPsCI'C,PuCEPsPSCt Cr PiP»P°P-PjC- PeCEPsPIC-. PiCHPé
P°CHC,PuCHC-P°P»CHPSC-PNe PiC-PiPuCHC,PpuPSP-C-C— PsP»PjPuCI'P°CHC,P°PSCY
PjPuPrPsPeCI'PsPjC-P» CI'PiCHPéC+PEPSCRC” C,CEP&PIP°P»Pu P-PSPEPTPuPSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr, C%oPs P-P°P»PpPYP&C,CH PIC-Pr PrPsP-Pé.

PiCHPé PNePsPiPs P-P°CI"C,PsCI'CfPIP°PSPSC- PSPu PIC-PrPjC-C+P°P»PsCI'CII



CEHPsP-PIP&C,PeCr P°CHC,PuCHEC-P°P»CHPSPsC— PiC-PiPsC,PpPSP-C-C— PiC-CI'P»CII
PiCEP&PNePsPjCT PiPuCHCEPsC— PrPsP-P&, PsP-PSP°Pe C,P°C...C-C,C-P»P°PeCI'C-C— PiCEPé
C,CRP&PIP°P»PsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- C,P° CHPuCtPéPrP&PICTK
P°CHC,PuCHC-P°P»CHPSPsC— PiC-PiPuCEC,PuPSP-C-C— PiC-CI'P»CII PiCEP&PiPéPSPuPSPSCII
P-P°CI'C,PsCI'CfPIP°PSPSCI].

PuCEPé P-P°CI'C,PsCI'CrPIP°PSPSC- PsP»PjPuCI'P°CEC,P°PSCr PjPuPrPsPeCI'PsPjC-P»Cr
C...PIPsCHP&Pj PSP° P°CHC,PuCHC-P°P»CHPSCY PiC-PiPuCEHC,PuPSP-C-Ch 1 CHP°P: PSP°
PrPsP+Cr PIC-PrP+CrPIP°C”C,CHCI'CII PuC,PuPeC,PEPIPSPu C,P° PiP»P°PIPSPu
P-PSP&PIPuPSPSCII P°CHC,PuCEC-P°P»CHPSPsPiPs C,P&éCI'PeCt PiCHPsC,CLIPiPsPj 24-
PiPsPrPéPSPSPsPiPs C-PSC,PuCRPIP°P»Cr PjC-P{ P-P°CI'C,PsCI'CtPIP°PSPSCIIPjPé.

P C-PIPpPSCH P°PSC,P&PiC-PiPuCEC,PuPSP-P&PIPSPsC— PrC-C— PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiCHPuPiP°CEP°C,Cr 1 C$Pé 2 CHP°P-Pé PSP° PrPsP+Cr PI
PsPrPSC-PNe C- C,C-PNe CI'P°PjC-PNe PrPsP+PsPIC-PNe PrPsP-C- P+CrPI PsPrPSP°PePsPIP&PNe.
PmP°PeCI'PEPjP°P»CHPSPp P-PSPEPIPuPSPSCII P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr
PrPsCI'CIIPiP°C”C,CFhCI'CII C+PuCHPuP: 8 C,PEPTPSC-PI PiC-CI'P»CII PiPsC$P°C,PeCr
P»C-PeCrPIP°PSPSCI], C...PsC$P° CI'CfC,C,C"PIP&PN: PiC-PiPsC,PuPSP-PEPIPSPéPNe PuC, PuPeC,
CI'PiPsCI'C,PuCHC-PiP°C”C,CHhCI'CII PIPYPu C+PuCHPuP- 2 C,PEPIPSC- P»C-PeCrPIP°PSPSCI].

P’PiP»P&PI PsP»PjPuCI'P°CEC,P°PSCr PjPuPrPsPeCI'PsPjC-P»Cr PSP®
P-P°C...PIPsCRCRPIP°PSC-CI'C,CH C,P° CI'PjPuCHC,PSC-CI'C,CH PSPu
PICI'C,P°PSPsPIP»PuPSP&PNe.

P P°PSPrPsPjC-P-PsPIP°PSPp PrPsCI'P»C-PrPIPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII
PsP»PjPuCI'P°CHC,P°PSCT PrP»CLI PiCEPsC, C-P»P°PeC,PéPePé PrC-P°P+PuC, P6CHPSPSC—
PjC-PeCHPsP°P»CHbP+CrPjC-PSCICEC-C— (ROADMAP) C-P- P-P°P»CrC+PuPSPSCLIP] 4447
PiP°C+C-C”PSC,C-PI C-P- CtCtPeCEPsPIP&Pj PrC-P°P+PuC,PsPj 2 C,PéPiCt P-
PSPSCEPjP°P»CHPSP&P] CFC-PIPSPuPj P°P»CHP+CtPjC-PSCFCEC-C— C- CLIPe PjC-PSC-PjCIPj
PsPrPSP&Pj PrPsPrP°C,PePsPIP&P] C,P°PeC,PsCEPsPj CEP&P-P&PeCt PIP&PSP&PePSPUPSPSCII
CI'PpCHCPuPIPs-CI'CfPrPéPSPSPEC... P-P°C...PIPsCECRPIP°PSCH PiCEPsPIPsPrPéP»PsCICLI P-
PjPuC,PsCh P-8F™ CLICI'CFPIP°C,Pé, CiPé PjPsPPu C,PuCEP°PiC-CLI PsP»PjPuCI'P°CEC,P°PSPsP;
P-P°C,CEP&PjP°C,Pé C+P°CI" PiPuCHCEPsC— PiPsCIIPIPé
PjC-PeCEHPsP°P»CHP+CrPjC-PSCICEC-C—. PuC-Pr C+P°CI' CI'PuCEPuPrPSCIbPsPiPs
PiPpuCHC-PsPrCr PIC-PrCI'C,PuPPuPSPSCII C,CEP&PIP°P»C-CI'C,Ch 3,2 CEPsPeCt
PiP°CtC-C”PSC,Pé PsC,CRP&PjCIPIP°P»Pé PsP»PjPuCI'P°CEC,P°PS P°P+Ps PiP»P°C{PuP+Ps PSP
PrPsPrP°C,PsPe PrPs C-PSCEP&C... P°PSC,P&PiC-PiPuCEC,PuPSP-PEPIPSPEC... P-P°CI'PsP+C-PI,
P-P° PIP6PSCIIC,PePsPj C-PSPiC-P+C-C,PsCEC-PI PhPuPx P°P+Ps PP Ph,.

PuPpCHPIPEPSPSP° PeC-PSCtPuPIP° C,PsCtPeP°, C+P°CI" PrPs PiPsCLIPIPé
PjC-PeCEPsP°P»CHP+CrPjC-PSCFCREC-C—, P+CrP»P° P-P+C-P»CHCEPuPSP° PSP® 23 % PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PsP»PjPuCI'P°CHC,P°PSCr (PePsPuC,C-CtC-C”PSC, CEPéP-PéPeCY
PrP»CII PiPsC$P°C,PeCr PjC-PeCHPsP°P»CHP+CrPjC-PSCrCHC-C— 0,77; 95,1 %
PrPsPIC-CHC+P&PN. C-PSC,PuCEPIP°P» [P”P1] 0,63850,94; P = 0,01). PiuC-CI'P»CII
PePsCHP&PiCIrPIP°PSPSCII PSPuP-PSP°C+PSP&EC... PiPsC+P°C,PePsPIP&C. ..
PIC-PrPjC-PSPSPsCI'C,PuPNe PI C-PSPrPuPeCI'C- PjP°CI'Pé C,C-P»P°, PhP§, CRC-PIPSCIIC...
P»C-PiPsPiCHPsC,PnC—PrC-PI PIPECI'PsPePsC— C%oC-P»CHPSPsCI'C,C-
PePsPuC,C-CtC-C”PSC, CHP&P-PéPeCt PrP»CII PiPpCEPIPEPSPSPsC— PeC-PSCtPuPIPsC—
C,PsC+PePé CI'C,P°PSPsPIPEPI 0,75 (95,1 % P”Pt 0,6285“0,92; P = 0,006). PyiPsPrC-P+PSC-
CHPpP-CrP»CHC,P°C,Pé P+CrP»Pé PsC,CHP&PjP°PSC- PI PiPsPiPuCHPuPrPSCHPs
PIPéP-PSP°C+PuPSPsPjCt P°PSP°P»C-P-C- P-P° PiCHPsC,PsPePsP»PsPj C,P° post hoc
P°PSP°P»C-P-C-, CIIPeP&PNe PIPEPeP»CRC+P°PI PiP°CtC-C”PSC,C-PI, CLIPeC-



PiPuCHPpPrC+P°CI'PSPs PiCHP&PiPEPSP&P»Pé PrPsCI'P»C-PrPICrPIP°PSPu
P»C-PeCrPIP°PSPSCII. P—PSP&PPuPSPSCII PiPuCHPIPEPSPSPsC— PeC-PSCtPuPIPsC—
C,PsC$PePé PiCHPé P-P°CI'C,PsCI'CIPIP°PSPSC- PsP»PjPuCI'P°CRHC,P°PSCY
P-P°P»P8CE€PEP»PsCI'CII PiC-CI'P»CLI PePsCHP&PiCrPIP°PSPSCII P-P°
PIC-PrPjC-PSPSPsCI'C,CIIPjPé PI PhPy. PJ 8,2 % (Cr 178 P- 2160) PiP°CtC-C”PSC,C-PI PiCECIPiPé
PsP»PjPuCI'P°CHC,P°PSCr C- Cr 9,8 % (Cr 210 P- 2139) PiP°Ct+C-C”PSC,C-PI PiCRHCIPiPé
PiP»P°CtPuP+Ps CEPsP-PIPEPSCIrP»P°CI'CII PjC-PeCHPsP°P»CHP+CrPjC-PSCFCRC-CII.

P] PIC,PsCHP&PSPSC-PNe PeC-PSCtPpPIC-PNe C,PsC+CtC- CI'PuCHCTPuPIPs-CI'CrPrPéPSPSC-
CIIPIP&C%oP° PIC-PrP-PSP°C$P°P»P&CI'CII Cr 96 PiP°C+C-C”PSC,C-PI (4,3 %), CIIPeC-
PsC,CRPéPjCIPIP°P»Pé PsP»PjPuCI'P°CRC,P°PS, C- Cr 94 PiP°CtC-C”PSC,C-PI (4,2 %), CLIPeC-
PsC,CHP&PjCrPIP°P»Pé PiP»P°CtPpuP+Ps. P§SP°CI'C,PsC,P° CI'PjPuCEC,PSPsCI'C,C- PIC-Pr
CI'PuCHCtPuPIPs-CI'CfPrPéPSPSPEC... P-P°C...PIPsCECRPIP°PSCH> P+CrP»P° PIPEC%oPsCh PI
PiCHCIPiC- PsP»PjPuCI'P°CHC,P°PSCt PiPsCHC-PIPSCIIPSPs P- PiCRHCrPiPsCR PiP»P°CtPuP+Ps
(15 PiP°CtC-C”PSC,C-PI (0,7 %) C- 3 PiP°CtC-C”"PSC,Pé (0,1 %)), PSPuP-PIP°PIP°CRC+Pé PSP°
PiPsPrC-P+PSCt C$P°CI'C,PsC,Cr PIPEPSPéPePSPuPSPSCII C-PSCI'CrP»CHC,Ct P+PpP-
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr (14 PiP°CtC-C”PSC,C-PI (0,6 %) C- 8
PiP°CtC-C”PSC,C-PI (0,4 %)), C-PSC,P°CHPeC,Cr PjC-PsPeP°CHPrP° P+PyuP-
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr (17 PiP°CtC-C”PSC,C-PI (0,8 %) C- 26
PiP°CtC-C”PSC,C-PI (1,2 %)) C,P° CI'PjPuCHC,PSPsCI'C,C-, PSP PiPsPIBf™ CIIP-P°PSPsC— P-
CI'PuCHCtPpPIPs-CI'CrPrPEPSPSP&PjPé PiCHPEC+PEPSP°PjPé (11 PiP°CtC-C”PSC,C-PI (0,5 %) C-
12 PiP°CtC-C”PSC,C-PI (0,5 %)). P—P°PiP°P»CHPSP°® CI'PjPuCHC,PSC-CI'C,CH Cr PiCRCIPiC-
PsP»PjPuCI'P°CHC,P°PSCt P+CrP»P° PIPEC%oPsCh (26 PiP°CtC-C”PSC,C-PI (1,2 %) C- 15
PiP°CtC-C”PSC,C-PI (0,7 %)), PiPsP»PsPIPSPéPj C+PéPSPsPj, P-P° CRP°C...CrPSPsPe
PIP&C%o0PsC— CI'PjPuCHC,PSPsCI'C,C- PIC-Pr CI'PuCHCtPuPIPs-CI'CfPrPéPSPSPEC...
PiCHP&C1P&PS.

PJ PrPsCI'P»C-PrPYPpPSPSC- ORIENT (The Olmesartan Reducing Incidence of End-stage Renal
Disease in Diabetic Nephropathy Trial) PIPEPIC+P°P»Pé PIPiP»P&PI PsP»PjPuCI'P°CHC,P°PSCr PSP®
CEPuP-CrP»CHC,P°C, PSPECHPePsPIP&C... C- CI'PuCHCtPuPIPs-CI'CrPrPéPSPSP&C...
P-P°C...PIPsCRCRPIP°PSCH Cr 577 CHP°PSPrPsPjC-P-PsPIP°PSPéC... PiP°CtC-C”"PSC,C-PI PI
PIPiPsPSC-C— C- PI PisPéC,P°C— C-P- CtCrPeCRHPsPIPéPj PrC-P°P+PuC,PsPj 2 C,PéPiCr C-
PIPECRP°PYPuPSPsCh PSPuC,CEPsPiP°C,C-C”Ch. PuC-Pr C+P°CI' CI'PuCHPuPrPSCHPsPiPs
PiPuCHC-PsPrCr PIC-PrCI'C,PuPYPuPSPSCII C,CRP&PIP°P»C-CI'C,Ch 3,1 CHPsPeCr
PiP°Ct+C-C”PSC,Pé PsC,CHP&PjCIPIP°P»Pé PsP»PjPuCI'P°CHC,P°PS P°P+Ps PiP»P°CtPuP+Ps PSP°
PrPsPrP°C,PsPe PrPs C-PSCEP&C... P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSP&C... P-P°CI'PsP+C-PI,
PIPeP»CRC$P°CRCtPé C-PSPiC-P+C-C,PsCHP€é PhHPyPx.

PuPpCHPIPEPSPSP° PsP+8H™ C”PrPSP°PSP° PeC-PSCtPuPIP° C,PsC+PeP® (CP°CI’
PiPpCHC€PsC— PiPsCLIPIPé PiPsPrPIPsC”PSPSCII PiPsPeP°P-PSP&éPeP®
CI'PéCHPsPIP°C,PePsPIPsPiPs PeCEPuP°C,PéPSC-PSCr, PSPéCHPePsPIPu
P-P°C...PIPsCHCRPIP°PSPSCII PI C,PuCHPjC-PSP°P»CHPSC-PNe CI'C,P°PrC-C—, CI'PjPuCEHC,CH
P- CFCI'C-C... PICRPéC$P&PS) P+CrP»P° PrPsCI'CLIPiPSCrC,P° Cr 116 PiP°CtC-C”PSC,C-PI Cr
PiCRCrPiC- PsP»PjPuCI'P°CHC,P°PSCY (41,1 %) C- Cr 129 PiP°CtC-C”PSC,C-PI, CIIPeC-
PsC,CHPéPjCrPIP°P»Pé PiP»P°CtPpP+Ps (45,4 %) (HR 0,97 (95 % P”Pt PIC-Pr 0,75 PrPs 1,24); p =
0,791). P'C,PsCEP&PSPSP° PsP+8F™ C”PrPSP°PSP° CI'PuCECtPuPIPs-CI' CfPrPEPSPSP®
PeC-PSCtPuPIP° C,PsC$PeP° P+CrP»P° PrPsCI'CIIPiPSCrC,P° Cr 40 PiP°Ct+C-C”PSC,C-PI, C1IPeC-
PsC,CHP&PjCrPIP°P»Pé PsP»PjPuCI'P°CHC,P°PS (14,2 %), C- Cr 53 PiP°CtC-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé PiP»P°C1tPuP+Ps (18,7 %). P!CILI PsP+8R™ C”PrPSP°PSP°
CI'PuCHCtPuPIPs-CI'CfPrPEPSPSP® PeC-PSCtPuPIP® C,PsCtPeP°® PIPeP»CRC+P°P»P°
CI'PjPuCHC,PSC-CI'C,CH PIC-Pr CI'PuCHCtPuPIPs-CI'CfPrPéPSPSPéC...



P-P°C...PIPsCHCRPIP°PSCHb Cf 10 (3,5 %) PiP°CC-C”PSC,C-PI, CLIPeC- PsC,CEP&PjCLPIP°P»Pé
PsP»PjPuCI'P°CRC,P°PS, C- Cf 3 (1,1 %) PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé
PiP»P°CtPuP=Ps; P-P°PiP°P»CHPSP&PN: PiPsPeP°P-PSP&Pe CI'PjPuCEC,PSPsCI'C,C-
PrPsCEC-PIPSCRPIPPI 19 (6,7 %) C- 20 (7,0 %), C-PSCI'CtP»CIbC, P+PpP-
P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr: - 8 (2,8 %) C,P° 11 (3,9 %) C,P° C-PSC, P°CHPeC,
PjC-PsPeP°CEPrP° P+PuP: P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr 5 3 (1,1 %) C- 7 (2,5 %)
PIC-PrPiPsPIC-PrPSPs.

PhPjP»PsPrPéPiC-PS (PrC-CRC#P° CEPuC#PsPIPéPSP° PhC,C,PuPSC,Ps™®)

PHPjP»PsPrPéPiC-PS, C%oPs PIC...PsPrPéC,CH PrPs CI'PeP»P°PrCr PiCEPuPiP°CEP°C,Cr
PHC,C,PuPSC,Ps™, C” P+P»PsPeP°C,PsCHPsPj PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI C-
PiP°P»CHbPjCrC” C,CHP°PSCI PjPuPjP+CHP°PSPSPEPNe PiPuCHPuPSPsCI C-PsPSC-PI
PeP°P»CHC1C-Ch CPuCEPpP: PiPsC,PuPSCtC-P°P»P-P°P»PpPIPSC- PeP°PSP°P»Pé L-C,PéPiCr
PI CI'PuCECtC- C- PiP»P°PrPeC-PNe PjCrCI'PeCrP»P°C,CFCHC-.
P+PeCI'PiPuCEP&PjPuPSC,P°P»CHPSC- PrP°PSC- CI'PIC-PrC+P°C,CH, C%oPs
P°PjP»PsPrPéPiC-PS PIP-P°C”PjPsPrC-C” CIIPe P- PrC-P»CIIPSPeP°PjPé

P-PIsR™ CLIP-CrPIP°PSPSCII PrPéPiC-PrCEPsPiC-CEP&PrPEPSCT, C,P°Pe C- P- C-PSCEPEPjPé
PrC-P»CILIPSPeP°PjPé. PhPjP»PsPrPéPiC-PS PjP°C” PIC-PrPSPsCI'PSCt
PIP°P-PsCI'PuP»PuPeC,PéPIPSC-CI'C,CH C- PSP°PNeP+C-P»CHCEPu PIPiP»P&PIP°C” PSP®
PeP»C-C,PéPSPé PiP»P°PrPePéC... Pjsf™ CLIP-C-PI CI'CfPrPéPS, PSC-PY PSP°
PeP°CHPrC-PsPjC-PsCtP&C,Pé. P“C-PiPsC,PuPSP-PéPIPSPéPNe PuC, PuPeC, P°PjP»PsPrPéPiC-PSCr
P-CtPjPsPIP»PpPSP&PN: PiCHCIIPjPsChR CHPsP-CI'P»P°P+P»CRCRC+PsCh PrC-C”"Ch PSP°
PiP»P°PrPePsPjsR ™ CLIP-PsPIC- PeP»C-C,PéPSPé P°CHC,PuCHC-PNe, C%oPs CI'PiCEP&CIIC”
P-PjPpPSCE€PuPSPSCH PiPuCERPé&C, PuCRP&éC+PSPsPiPs PsPiPsCRHCr CI'CrPrPéPS C-, PsC,PIPy,
P-PSP&PPuPSPSCH P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr.

PuCHPé P°CEC,PuCEC-P°P»CHPSC-PNe PiC-PiPuCEC,PuPSP-C-C— P°PjP»PsPrP&éPiC-PS
PIP&PeP»PEPeP°C” C,CEPEPIP P»Py P-PSPEPIPuPSPSCLI P°CRC,PuCHC-P°P»CHPSPsPiPs
C,PéCI'PeCt, P-P°P»PuPYPSPu PIC-Pr PrPsP-Pé. P PsP-PIP&C,PeCt P°CHC,PuCHC-P°P»CHPSPsC—
PiC-PiPsC,PpPSP-C-C— PiC-CI'P»CLI PiCEP&PN:PsPjCt PiPpuCECEPsC— PrPsP-Pé, PsP-PSP°Pe
C,P°C...C-C,C-P»P°PeCI'C-C— PiCEP& C,CEP&PIP°P»PsPjCt P»C-PeCrPIP°PSPSC- P°P+Ps
CRPpCtPEPrPEPICE P°CEC,PuCEC-P°P»CHPSPsC— PiC-PiPuCHC,PuPSP-C-C— PiC-CI'P»ClLI
PiCEP&PiPéPSPUPSPSCLI P»C-PeCrPIP°PSPSCLI PSPu PIC-PrP-PSP°C4P°P»PsCI'CIL.

P1iC-CI'P»CI] PiCEP&PN:PsPjCt PI C,PuCEP°PiPuPIC,PéC+PSP&C... PrPsP-P°C... Cr
PiP°Ct+C-C”PSC,C-PI P- P°CHC,PuCRC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-C”"Ch
P°PjP»PsPrPéPiC-PS P-P°P+PuP-PiPuC+CrC” PuC,PpPeC,PéPIPSPy P-PSPéPIPuPSPSCII
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr PI PiPsP»PsPPuPSPSCIIC... PiP°CtC-C”PSC,P°
P»PpPYP°CtPé, CI'PéPrCIICEPé C- CI'C,PsCIICEPé. PyCHPEPIP°P»Pu P-P°CI'C,PsCI'CFPIP°PSPSCII
P°PjP»PsPrPéPiC-PSCr PSPy PiPsPISR™ CIIP-P°PSPpu P- C-CI'C,PsC,PSP&PjPé P-PjC-PSP°PjPé
C#P°CI'C,PsC,Pé CI'PuCHCtPuPIP&C... CI'PePsCHPsC+PuPSCH P°P+Ps CHC-PIPSCII
PeP°C,PpuC...PsP»P°PjC-PSC-PI Ct PiP»P°P-PjC-. PJ] PiP°CtC-C”PSC,C-PI P-
P°CHC,PuCHC-P°P»CHPSPsCh PiC-PiPuCHC,PuPSP-C-C”Ch C,P° PSPsCEPjP°P»CHPSPsCh
C,.CrPSPeCtC-C”"Ch PSPECHPsPe P°PjP»PsPrPéPiC-PS PI C,PuCEP°PiPuPIC,PéC+PSP&C...
PrPsP-P°C... P-PjPuPSCECIPIP°PI PsPiC-CE PSPECEPePsPIP&C... CI'CFPrPéPS C-
PiC-PrPIP&C%oCIPIP°PI CEPIPEPrPeC-CI'C,CH PeP»CrP+PsC+PePsPIPsC—
C,C-P»CHC,CHP°CtC-C— C,P° PuC,PpPeC,PEPIPSCY CEPIPEPrPeC-CI'C,CH PiPsC,PsPeCr
PiP»P°P-PjPé PI PSPECEPeP°C..., PSPu P-PjC-PSCRCRCtPé C,C-P»CHC,CHP°CtC-PNPSPsC—
C,,CHP°PeCtC-C— C- PSP PiCHPsPIPsPeCrCRC+Pé CEPsP-PIP&C,PeCr
PiCEPsC,PuC—PSCrCHC-C—.



P] PrPsCI'P»C-PrPPuPSPSCIIC... PiPuPjPsPrPéPSP°PjC-PePé Cr PiP°Ct+C-C”PSC,C-PI C-P-
CI'PuCHCtPpPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,CR, P° C,P°PePsPq Cr PeP»C-PSC-C+PSP&C...
PrPsCI'P»C-PrPIPuPSPSCIIC... P-C- CI'C,CHPuCI-C,PuCI'C,PsPj PiCHPé CI'PuCHCtPuPIC-PNe
PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PeP»P°CI'Pé II8F“IV P-P° NYHA) P°PjP»PsPrPéPiC-PS PSPu
PiPsPiC-CHCECTIPIP°PI CI'C,P°PSCr CrC+P°CI'PSP&PeC-PI PrPsCI'P»C-PrPIPuPSPSCII, C%oPs
PsCtC-PSCRPIP°PICI'CII P-P° PiPuCEPuPSPsCI'PéPjC-CI'C,CR PSP°PIP°PSC,P°PIPuPSCH,
C,,CHP°PeCtC-C”Ch PIPéPeP&PrCr P»C-PIPsPiPs CEP»CrPSPsCtPeP°, P° C,P°PePsP{ P-P°
PeP»C-PSC-C$PSP&PjPé PsP-PSP°PeP°PjPé C- CI'PEPjPiC,PsPjP°PjPé.

PJ] PiP»P°CtPpP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPIPuPSPSC- (PRAISE) P-P°
CrC$P°CI'C,Ch PiP°CtC-C”PSC,C-PI C-P- CI'PuCECtPuPIPsCh PSPpPrPsCI'C,P°C,PSC-CI'C,Ch
(PeP»P°CI'Pé I1IBF“IV P-P° NYHA), CIIPeC- PsC,CHP&PjCIPIP°P»Pé PrPéPiPsPeCI'PEPS,
PrC-CrCHPuC,PéPePé C,P° C-PSPiC-P+C-C,PsCHPé PhP1Pxr, P+CrP»Ps PiPsPeP°P-P°PSPs, C%oPs
P°PjP»PsPrPéPiC-PS PSPp P-P+C-P»CHCECIC” CEPEP-P&PeCT P»PuC,P°P»CHPSPsPiPs
PSP°CI'P»C-PrPeCr P°P+Ps CHP&éP-PéPeCr P-P°C...PIPsCHCRPIP°PSPsCI'C,C- C,P°
CI'PjPuCHC,PSPsCI'C,C- Cr PiP°CtC-C”PSC,C-PI P- CI'PuCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.

P] PiPsPrP°P»CHCEPsPjCt PrPsPIPiPsCI'C,CEPsPePsPIPsPjCt PiP»P°CtPpuP+Ps-
PePsPSC,CHPsP»CHPsPIP°PSPsPjCt PrPsCI'P»C-PrPYPuPSPSC- (PRAISE-2)
P°PjP»PsPrPéPiC-PSCr P-P° CfC+P°CI'C,Ch PiP°CtC-C”PSC,C-PI C-P:- CI'PuCHCtPpuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (NYHA III C- IV) P+PpP- PeP»C-PSC-C$PSP&C...
CI'P&PjPiC,PsPjC-PI P°P+Ps PsP+8R™ C”PeC,PEPIPSP&C... PrP°PSPéEC..., CIIPeC- P+
CI'PIC-PrCtPéP»Pé PiCHPs C-C€PuPjC-C+PSCr C...PIPsCHPsP+Cr CI'PuCHCtCI], PiCEHPé
P»C-PeCrPIP°PSPSC- C-PSPiC-P+C-C,PsCEP°PjPé PhPyPx, PiCHPuPiP°CEP°C,P°PjPé
PSP°PiPuCRCI'C,CLIPSPePé C,P° PrC-CrCRHPuC,PéPeP°PjPé PI PiPsCI'C,C-PNePSP&C... PrPsP-P°C...
P°PjP»PsPrPéPiC-PS PSPy PIPiP»P&PIP°PI PSP° CI'PjPuCHC,PSC-CI'C,CH» P-P°PiP°P»PsPj C-
CI'PjPuCHC,PSC-CI'C,CH Cr CHPuP-CrP»CHC,P°C,C- CI'PuCECtPuPIPs-CI'CfPrPEPSPSPEC...
P-P°C...PIPsCRCRPIP°PSCH P-PsPeCHPuPjP°. P] CtC-PNe PiCRCIPiC- PiP°CtC-C”PSC,C-PI
PIC-PrP-PSP°C#P°P»PsCI'CII P-P+C-P»CHCEPuPSPSCII PIP&PiP°PrPeC-PI CHPsP-PIPéC,PeCr
PSP°P+CHCIIPeCt P»PuPiPpPSCH, PiPsPIEF™ CLIP-P°PSPsPiPs P- PiCHP&PNePsPjPsPj
P°PjP»PsPrPéPiC-PSCr, PiCRPsC,Pu CI'C,P°C,P&CI'C,PEC+PSPs P-PSP°C+CrC%oPéC...
PIC-PrPjC-PSPSPsCI'C,PuPNe C+P°CI'C,PsC,Pé PiPsCI'PéP»PuPSPSCII CI'PuCRCtPuPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C- PiPsCHC-PIPSCIIPSPs P- C,P°PePsCh PiCRHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PiP»P°CtPpuP+Ps PSPu CI'PiPsCI'C,PuCRC-PiP°P»PsCI'CI].

PuCHPsC, C-P»P°PeC,PEC+PSP° C,PpuCHP°PiC-CLI C-PSC, P°CEPeC,Ct PjC-PsPeP°CHPrP°
(ALLHAT)

P”P»CII PiPsCRC-PIPSCIIPSPSCI] PSPsPIP&C... PIPéPrC-PI P»C-PeP°CHCI' CHPePsC—
C,PuCRP°PiC-C— P+CrP»Ps PiCHPsPIPuPrPuPSPs PiPsPrPIC-PNePSPs CI'P»C-PiPp
CHP°PSPrPsPjC-P-PsPIP°PSPu PrPsCI'P»C-PrPIPuPSPSCII PIPiP»P&PICT PSP®
P-P°C...PIPsCRCRPIP°PSC-CI'C,CH C,P° CI'PjPuCHC,PSC-CI'C,CH PiC-Pr PSP°P-PIPsCh
B«P’'PéPiCRPsP+CrPIP°PSPSCII C%oPsPrPs P-P°CI'C,PsCI'CPIP°PSPSCII
P°PSC,PéPiC-PiPuCHC,PuPSP-PEPIPSPsC— C- P»C-PiC-PrPsP-PSP&P{CrPIP°P»CHPSPsC—
C,PuCRP°PiC-C— PrP»CII PiCRHPsC, C-P»P°PeC,PéPePé C-PSC, P°CRHPeC,Cr PjC-PsPeP°CHPrP°B»
(ALLHAT): P°PjP»PsPrPéPiC-PS PI PrPsP-C- 2,585 10 PjPi/PrPsP+Cr (P+P»PsPeP°C,PsCh
PeP°P»CHCtC-C”PIPEC... PeP°PSP°P»C-PI) P°P+Ps P»C-P-PéPSPsPiCRPéP» Cr PrPsP-C- 108E“40
PjPi/PrPsP+Cr (C-PSPiC-P+C-C,PsCE PhPuPx) ClIPe C,PpuCHP°PiC-CILI PiPuCHCEPsPiPs
PIPéP+PsCHCr C- C,C-P°P-PéPrPSPéPNe PrC-CrCHPuC,PéPe C...P»PsCHC,P°P»C-PrPsPS PI
PrPsP-C- 12,58525 PjPi/PrPsP+Cr PiCHPé PiC-PiPuCHC,PuPSP-C-C— PIC-Pr P»PuPiPePsPiPs
PrPs PiPsPjC-CRHPSPsPiPs CI'C,CrPiPuPSCI].



P’CI'C- 33357 PiP°CtC-C”PSC,C-PI P- P°CEC,PuCHC-P°P»CHPSPsCR
PiC-PiPpCEC,PuPSP-C-C”Ch Cf PIC-CtC- PIC-Pr 55 CEPsPeC-PI P+CrP»Pé
CHP°PSPrPsPjC-P-PsPIP°PSC- C- P-PSP°C...PsPrPéP»P&CI'CII PiC-Pr
CI'PiPsCI'C,PuCHPuP{PuPSPSCLIPj PI CI'PuCEPRPrPSCHPsPCY PiCEPsC,CLIPiPsPj 4,9 CEPsPeCt.
PJ PiP°C+C-C”PSC,C-PI P+CrPI CLIPe PjC-PSC-PjCrPj PsPrPéPS PrPsPrP°C,PePsPIPEPN:
C,P°PeC,PsCE CHP&P-PéPeCt CEPsP-PIPEC,PeCr PTPTPY, PIPeP»CRCHP°CRCEPS
PiPuCHPRPSPRCI PRPSC- CHP°PSC-CEPn C-PSC,P°CEPeC, PjC-PsPeP°CEPrP° CiPé
C-PSCI'CtP»CIbC, (P+C-P»CHCEPp 6 PjC-CI'CLICTC-PI PiPuCEPpPr PIC-PrP+PsCEPsPj) P°P+Ps
PSP°CLIPIPSC-CI'C,CHb C-PSCEP&C... PYPYP— P°C,PuCEPsCI PeP»PuCEHPsC,PéCPSPsPiPs
C...P°CHP°PeC,PuCEHCT (PICI'CHbPSPiPs 51,5 %), CtCPeCHPSPIPEPNe PrC-P°P+PuC, 2 C,P&PICY
(36,1 %), CEC-PIPEPSCH P>PuP’P©O BB C...PsP»PuCI'C,PuCEPEPSCYE < 35 PjPi/PrP» (11,6 %),
PiC-PiPuCEC,CEPsC, C-Ch P»C-PIPsPiPs CEP»CtPSPsC1PeP°, PrC-P°PiPSPsCI'C,PsPIP°PSCF P-P°
PrPsPiPsPjPsPiPsCh PpP»PpPeC,CEPsPeP°CRPrC-PsPiCEP°C, C-C— P°P+Ps
PyC...PsPeP°CEPrC-PsPiCHP°C, C-C— (20,9 %), PeCtCRC-PSPSCII PI PrP°PSP&PNe C+P°CT (21,9
%).

PuPuCHPIPEPSPSPSCR PeC-PSCtPuPIPsCh C,PsC+PePsCh PrPsCI'P»C-PrPIPuPSPSCII P+CrP»Ps
PiPsC”PrPSP°PSPSCII PtPI'PY C-P- P»PuC,P°P»CHPSP&Pj PSP°CI'P»C-PrPePsPj P°P+Ps
C-PSC,P°CHPeC, PjC-PsPeP°CHPrP° P+PuP- P»PuC,P°P»CHPSPsPiPs PSP°CI'P»C-PrPeCr.
P—PSP°C+CrC%oPéC... PIC-PrPjC-PSPSPsCI'C,PaPNe C%oPsPrPs PiPpCHPIPEPSPSPsC—
PeC-PSCtPpPIPsC— C,PsCtPePé PrPsCI'P»C-PrPIPuPSPSCII PiC-P{ C,PuCHP°PiC-C"Ch
P°PjP»PsPrPéPiC-PSPsPj C- C...P»PsCHC,P°P»C-PrPsPSPsPj PSPu P+CrP»Ps: PhP 0,98 95 % PPt
(0,9085“1,07) CH = 0,65. POPs CI'C,PsCI'CrC”C,CHCI'CII PIC,PsCHPéPSPSP&C...
PeC-PSCtPuPIPEC... C,PsC+PsPe PrPsCI'P»C-PrPPuPSPSCI], C+P°CI'C,PsC,P° CRPsP-PIPEC,PeCr
CI'PuCHCtPpPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- (PePsPjPiPsPSPuPSC,
PePsPjP+C-PSPsPIP°PSPsC— PeC-PSCtPuPIPsC— C,PsCtPePé CI'PuCHCHPuPIPs-
CI'CrPrP&PSPSPsPiPs P-P°C...PIPsCRCRPIP°PSPSCII) P+CrP»P° P-PSP°C+PSPs PIPEC%oPsCh Cr
PiCHCIPiC- P°PjP»PsPrPéPiC-PSCr PiPsCHC-PIPSCIIPSPs P- PiCRCrPiPsCh
C...P»PsCHC,P°P»C-PrPsPSCr (10,2 % C- 7,7 %, PhP 1,38, 95 % P”Pt [1,2585“1,52], p < 0,001).
PhPrPSP°Pe P-PSP°C$CrC%oPéEC... PIC-PrPjC-PSPSPsCI'C,PuPNe C%oPsPrPs
CI'PjPuCHC,PSPsCI'C,C- P- CrCI'C-C... PICRP&C+PEPS PjC-PY C,PuCRP°PiC-C”"Ch
P°PjP»PsPrPéPiC-PSPsPj C- C...P»PsCHC,P°P»C-PrPsPSPsPj PSPu P+CrP»Ps (PhP 0,96, 95 % P"Pt
[0,89851,02], p = 0,20).

PtPSCEP® C-PSC, PsCEPjP°C+C-CLI

PYPiC-P»CHPSPp P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiC-P+C-C,PsCHC-PI PhPyPx C,P°
P+P»PsPeP°C,PsCHC-PI CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-PEPSCr II P£CrP»Ps
PrPsCI'P»C-PrPPuPSPs Cr PrPIPsC... CEPECHPsPePsPjP°CI'CEC,P°P+PSP&C...
CHP°PSPrPsPjC-P-PsPIP°PSPeC... PePsPSC,CHPsP»CHPsPIP°PSPeC...
PTPSCFP»C—PrPﬂPpPSPSCI,IC... (ONTARGET (ONgoing Telmisartan Alone C- PI
PePsPjP+C-PSP°CtC-C— P- Ramipril Global Endpoint Trial) C- VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes)).

ONTARGET CIIPIP»CIIP»Ps CI'PsP+PsChH PrPsCI'P»C-PrPIPuPSPSCII, PiCEPsPIPuPrPuPSPu P-P°
CrC#P°CI'C,Ch PiP°Ct+C-C”PSC,C-PI C-P: CI'PuCHC1PpPIPs-CI'CrPrPEPSPSP&Pj P°P+Ps
CtPuCHPuP+CHPsPIP°CI'PeCrP»CIICHPSPEPj P-P°C...PIPsCRHCRPIP°PSPSCIIPj PI
P°PSP°PjPSPuP-C- P°P+Ps CtCrPeCHPsPIP&Pj PrC-P°P+PuC,PsPj 2 C,P&PiCr, C%oPs
CI'CrPiCHPsPIPsPrPICrC”C,CHCI'CII PsP-PSP°PeP°PjPé CrCHP°PIPuPSPSCII PsCHPiP°PSCt-
PjC-C€PuPSC-. VA NEPHRON-D CIIPIP»CIIP»Ps CI'PsP+PsCh PrPsCI'P»C-PrPPuPSPSCI],
PiCHPsPIPuPrPuPSPu P-P° C+CP°CI'C,Ch PiP°CtC-C”PSC,C-PI P- CtCrPeCHPsPIPEP;
PrC-P°P+PuC,PsPj 2 C,PéPiCr C,P° PrC-P°P+PuC,PéC+PSPsCh PSPuC,CRPsPiP°C,C-C"Ch. PiC-



PrPsCI'P»C-PrP{PuPSPSCII PSPp PIPECLIPIPEP»Pé P-PSP°C+PéPjPsPiPs
CI'PiCRHP&CLIC,P»P&PIPsPiPs PIPiP»P&PICT PSP° CHPuP-CrP»CHC,P°C, PSPECEPePsPIPEC...
C,P°/P°P+Ps CI'PuCHCtPuPIPs-CI'CFPrPéPSPSPEC... P-P°C...PIPsCECRPIP°PSCH> C- PSP°
CI'PjPuCEHC,PSC-CI'C,CH PIC-Pr PSPEC..., C,PsPrC- CLIPe Cr PiPsCHC-PIPSCIIPSPSC- P
PjPsPSPsC,PuCHP°PiC-C”Ch CI'PiPsCI'C,PuCHC-PiP°PICI'CII PiC-PrPIP&C%oPuPSP&PNe
CEP&P-PéPe CHPsP-PIPEC,PeCr PiC-PiPpCHPeP°P»C-C”PjC-C—, PiPsCI'C,CEPsPiPs
CrCRP°PYPuPSPSCLI PSPECHPsPe C,P°/P°P+Ps PiC-PiPsC,PsPSC-C—. P—PIP°P{P°CRC+Pé PSP®
CI'C...PsPYC-CI'C,CH C,P°CEPjP°PePsPrPéPSP°PjC-C+PSP&C... PIP»P°CI'C,PéPIPSCI'C,PuPNe,
C1C- CBPpP-CrP»CHC,P°C,Pé C,P°PePsPY P-P°CI'C,PsCI'PsPIPSC- PrP»CILI C-PSCEP&C...
C-PSPiC-P+C-C,PsCEC-PI PhPuPx C,P° P+P»PsPeP°C,PsCHC-PI CHPuCtPpPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-P&PSCr 1.

PYPiC-P»CHPSPy P-P°CI'C,PsCI'CIPIP°PSPSCII C-PSPiC-P+C-C,PsCEC-PI PhPyPx C,P°
P+P»PsPeP°C,PsCEC-PI CHPuCtPuPiC,PsCEC-PI P°PSPiC-PsC,PuPSP-P&PSCY: II
PiCHPsC,P&PiPsPeP°P-P°PSPs PiP°CtC-C”PSC,P°Pj P- PrC-P°P+PyuC,PEC+PSPsCh
PSPuC, CHPsPiP°C,C-C”CR.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
CIIPIP»CIIP»Ps CI'PsP+PsCh PrPsCI'P»C-PrPYPuPSPSCI]I, PiCHPsPIPuPrPuPSPu PrP»CII
PIPECLIPIP»PuPSPSCILI PiPsP-PeC,PéPIPSPsPiPs PuC, PuPeC,Cr PIC-Pr PrPsPrP°PIP°PSPSCII
P°P»C-CI'PeC-CHPuPSCt PrPs CI'C,P°PSPrP°CEHC,PSPsC— C,PuCEP°PiC-C—
C-PSPiC-P+C-C,PsCHP°PjPé PhPuPx P°P+Ps P+P»PsPeP°C,PsCHP°PjPé CHPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-PéPSCT IIB PiP°CtC-C”PSC,P°Pj P- CtCtPeCHPsPIP&Pj PrC-P°P+PuC,PsPj 2
C,PéPiCr C,P° C...ChHPsPSC-C$PSPéPj P-P°C...PIPsCRHCRPIP°PSPSCLIPj PSPECHPsPe,
CI'PuCECtPuPIPs-CI'CfPrPEPSPSPEPj P-P°C...PIPsCRCRPIP°PSPSCIIPj P°P+Ps C,PéPj, C...C,Ps
PjP°C” PsP+P&PrPIP°® P-P°C...PIPsCECRPIP°PSPSCI]. P!Pu PrPsCI'P»C-PrPYPuPSPSCII P+CrP»Ps
PiCHPEPiPEPSPuPSPs CHP°PSC-C€Pp Cr P-PIBR™ CIIP-PeCr P- PiC-PrPIPEC%oPuPSPEP]
CHP&P-PéPePsPj PSPuP+P°PIP°PSP&C... PSP°CI'P»C-PrPeC-PI. PYPjPuCEC,PSC-CI'C,CH PIC-Pr
CI'PpuCHCtPuPIPs-CI'CFPrPEPSPSPEC... P-P°C...PIPsCHCRPIP°PSCH C- PIP&PiP°PrPePé
PIPéPSP&PePSPuPSPSCII C-PSCI'CrP»CHhC,Ct P+CrP»Pé CP°CI'C,C-C€P&PjPé PI PiCHCrPiC-,
CIIPeP® PiCEP&PNePjP°P»P° P°P»C-CI'PeC-CHPuPS, PSC-P Ct PiCRCrPiC-, CIIPeP®
PiCHPEPNePjP°P»P° PiP»P°CtPuP+Ps, P° PiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PSPuP+P°PYP°PSC-
CIIPIPEC%oP° C- CI'PuCHPNePsP-PSC- PSPuP+P°PIP°PSC- CLIPIPEC%0P®
(PiC-PiPuCHPeP°P»C-C"PjC-CI]I, P°CHC,PuChHC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CII C-
PiPsCHCrC€PuPSPSCII C,CrPSPeCtC-C— PSPECHPsPe) P+CrP»Pé C+P°CI'C,C-CEPEPjPé PI
PiCECrPiC-, CIIPeP°® PiCHPEPNePjP°P»P° P°P»C-CI'PeC-CHPuPS, PSC-P Cr PiCHCrPiC-, CIIPeP®
PiCHPEPNePjP°P»P° PiP»P°CtPuP+Ps.

PuP°CHPjP°PePsPeC-PSPuC,PéPeP°.

PuC-CI'P»CII PiPpCHPsCRHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII P5C,C,PuPSC,Ps®®
PjP°PeCI'PéPjP°P»CHPSP° PePsPSCtPuPSC,CHP°CtC-CII PsP»PjPuCI'P°CHC,P°PSCr
PjPpPrPsPeCIPsPjC-P»Cr C,P° P°PjP»PsPrPéPiC-PSCr Cr PiP»P°P-PjC- PeCHPsPIC-
PrPsCI'CIIPiP°C”C,CHCI'CII C+PuCHPuP- 1,585“2 C,P° 68F“8 PiPsPrPéPS PIC-PrPiPsPIC-PrPSPs.
PEPIP&PrPeC-CI'C,CH C,P° CI'C,CrPiC-PSCH PICI'PjPsPeC,CrPIP°PSPSCII PrPIPsC...
PrC-CRC#PéC... CRPuC+PsPIPEPS PiCHPuPiP°CHP°C,Cr PhC,C,PuPSC,Ps*® PIC-PrPiPsPIC-PrP°C”
CEPIPEPTrPePsCI'C,C- C,P° PICI'PjPsPeC,CrPIP°PSPSCH PiCEPé C—C... CHPsP-PrC-P»CHPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC-. P‘C-PsPrPsCI'C,CrPiPSC-CI'C,CH PsP»PjPuCI'P°CHC,P°PSCr C,P°
P°PjP»PsPrPéPiC-PSCr Ct CI'PeP»P°PrC- P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr
PHC,C,PpPSC,Ps™® PSPy P-P°P»PuPYP&C,CH PIC-Pr PiCHP&PNPsPjCt C—P9C-.

PhP»PjPuCI'P°CEC,P°PSC# PjPuPrPsPeCI PsPjC-P» (PrC-CRC#P° CEPuC#PsPIPEPSP®



P5C,C,PuPSC,Ps"®)

P’CI'PjPsPeC,CIPIP°PSPSCII C,P° CRPsP-PiPsPrC-P»

PhP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCI'PsPjC-P» BR“ CtPu PiCHPsP»C-PePé. P’C-PS
CEPIP&PrPePs PiPpCHPuC,PIPsCHCRC”C,CHhCI'CII Cf C,P°CHPjP°PePsP»PsPiC-C+PSPs
P°PeC,PEPIPSP&PN: PjPuC,P°P+PsP»C-C, PsP»PjPuCI'P°CHC,P°PS PiC-Pr PrC-C"Ch
PuCI'C,PuCHP°P- Cr CI'P»P&éP-PsPIC-PNe PsP+PsP»PsPSCtC- PePéCEPuC+PSPéPeCT C,P° PI
PiPsCHC,P°P»CHbPSC-PNe PeCHPsPIC- PiC-Pr C+P°CI" PICI'PjPsPeC,CrPIP°PSPSCII Cr
C,CHP°PIPSPsPjCr C,CEP°PeC,C-. P] PiP»P°P-PjC- PeCHPsPIC- P°P+Ps Ct PiCEPsPrCrPeC,P°C...
PIP&PIPpPrPuPSPSCII PSPuPiPuCHPuC,PIPsCHPuPSPEPNe PsP»PjPuCI'P°CEC,P°PSCY
PjPpuPrPsPeCIPsPjC-P» P°P+Ps P+PsPePsPIP&éPN. P»P°PSCtCRPi
PjPpPrPsPeCIPsPjC-P»CHPSPsC— PiCHCrPiPé PSPp PIPECIIPIP»CIIP»P&CI CI].
PYPuCHPuPrPSCII P°P+CI'PsP»CRC,PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PsP»PjPuCI'P°CEC,P°PSCt Cr PIP&PiP»CIIPrC- C,P°P+P»PuC,PsPe CI'C,P°PSPsPIP&P»P° 25,6 %.

PYPuCHPuPrPSCII PjP°PeCI'PéPjP°P»CHPSP°® PePsPSCPuPSC,CHP°CtC-CII (PY,..)
PsP»PjPuCI'P°CHC,P°PSCT Cr PiP»P°P-PjC- PeCHPsPIC- PrPsCI'CIIPiP°C”C,CHhCI'CI]
PiCEP&P+P»PéP-PSPs C+PuCHPuP- 2 PiPsPrPéPSPé PiC-CI'P»CII PiPpCHPsCHP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII. PmPsPSCtPuPSC,CHP°CtC-CII PsP»PjPuCI'P°CEC,P°PSCY Cr
PiP»P°P-PjC- PeCHPsPIC- P-P+C-P»CHCECrC”C,CHCI'CI] PiCHPEP+P»P&P-PSPs
P»C-PSC-PN:PSPs P-C- P-P+C-P»CHCEPuPSPSCIIPj PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé PrPs 80
PjPi.

P+PYP° CPéPSP&C,CH PjC-PSC-PjP°P»CHPSCF PrC-Ch PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PsP»PjPuCI'P°CEC,P°PSCT, C,PsPjCr PsP»PjPuCI'P°CHC,P°PSCT PjPuPrPsPeCI'PsPjC-P»
PjPsPYPSP° P-P°CI'C,PsCI'PsPICIPIP°C,Pé PSPuP-P°P»PpuPIPSPs PIC-Pr C—C— PiCHP&PNPsPjCr.

PmP»C-PSC-C+PSPs P-PSP°C+CrC%oPsC— CRC-P-PSP&CtC- Cr

C, P°CHPjP°PePsPeC-PSPuC,PéCtC- PsP»PjPuCI'P°CHC,P°PSCY P-P°P»PuPYPSPs PIC-Pr
CI'C,P°C,C- PiP°C1tC-C"PSC,P° PSPu PIP&éCLIPIP»PuPSPs. PhP»PjPuCI'P°CEC,P°PS P°PeC,PéPIPSPs
P-PIBF™ CIIP-CfC”C,CHCI'CII P- P+C-P»PeP°PjPé PeCRPsPIC- (99,7 %), PsPrPSP°Pe CHP&P-PéPe
PeP»C-PSC-C$PSPs P-PSP°C+CrC%oPsC— PePsPSPeCrCRPuPSC,PSPsC— PIP-P°C”PjPsPrC-C— P:
C-PSC€PéPjPé PiCHPuPiP°CEP°C,P°PjPé, C%oPs P°PeC,PéPIPSPs P-PIsR ™ CIIP-CFfCRC,CHCI'CII P
P+C-P»PeP°PjPé PeCEPsPIC-, PrPsCI'C,P°C,PSCHPs PSP&P-CHhPePEPNe.
P1iC-PrC,PIPuCHPrPIPuPSPSCIIPj CtCHPsPiPs C” PIC-PrCI'CfC,PSC-CI'C,CH C,P°PePsC—
PIP-P°C”PjPsPrC-C— PjC-P{ PsP»PjPuCI'P°CHC,P°PSCrt PjPuPrPsPeCI'PsPjC-P»PsPj C,P°

PIP°CHKC, P°CEP&PSPsPj. PhP»PjPuCI'P°CHC,P°PS P-PSP°C+PSPsCh PjC-CHPsCh

P-PISR™ CIIP-CfC”C,CHhCI'CII P- PeP»C-C,PéPSP°PjPé PeCHPsPIC-. PYPuCHPuPrPSC-PNe
PsP+8F™ C”Pj CRPsP-PiPsPrC-P»Cr PiC-CI'P»CII PIPSCFC,CHC-CEPSCHPsPIPpPSPSPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII PSPuPIP&CI'PsPeP&PNe (168 “29 P»).

PuPuC,P°P+PsP»C-P-Pj C,P° PIPéPIPuPrPuPSPSCII

P—P°PiP°P»CHPSP&PN: PiP»P°P-PjPsPIPEPNe PeP»C-CRPuPSCI' PsP»PjPuCI'P°CHC,P°PSCr
P-P°P-PIPEC+P°PN: CI'C,P°PSPsPIPEC,CH 1,3 P»/PiPsPrPéPSCY (PePsPuC,C-CtC-C”PSC,
PIP°CEC-P°CtC-C— 19 %) C- PIC-PrPSPsCI'PSPs PSPuPIPuP»P&éPePéPNe PiPsCHC-PIPSCIIPSPs P-
PiPuC+C-PSPePsPIPéPj PeCRPsPIPsC,PsPePsPj (PiCEP&P+P»PEP-PSPs 90 P»/PiPsPrPEPSCY).
P1iC-CI'P»CI] PsPrPSPsCHP°P-PsPIPsPiPs PiPuCEPsCEP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»PjPuCI'P°CHC,P°PSCrt PjPuPrPsPeCI'PsPjC-P»Ct,
PjC-C+PpPSPsPiPs C-P-PsC,PsPiPsPj PV, 108“16 % CHP°PrC-PsP°PeC,PéPIPSPsC—
CHPuC+PsPIPEPSPé CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CII PI CI'PuC+C- (P+C-P»CHCEP®



C#P°CI'C,PéPSP° PiCRPsC,CIIPiPsPj 24 PiPsPrPéPS PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCI]), P°
CHPuCEC,P° CHP°PrC-PsP°PeC,PEPIPSPsC— CHPuC+PsPIP&PSPé PIPEPIPsPrPéP»P°CI'CH C-P-
PeP°P»PsPj. PkP° PsCI'PSPsPIC- CI'PECI'C,PuPjPSPsC— PrPsCI'C,CrPiPSPsCI'C,C-, C%oPs
CI'C,P°PSPsPIP&C,CH 25,6 %, PjPsPIPSP° CEPsP-CHP°C...CFPIP°C,Pé&, C%oPs
P°P+CI'PsCHP+PsPIP°PSPEPN: PsP»PjPuCI'P°CHC,P°PS PIPEPIPsPrPéC,CHCI'CII CIIPe
PSP&CHPeP°PjPé (PiCRP&P+P»P&P-PSPs 40 %), C,P°Pe C- PiPpPiP°C,PsP+C-P»C-P°CRPSPsCh
CI'P&CI'C,PpPjPsCh (PiCRHP&éP+P»P&éP-PSPs 60 %). PJCI'CLI PIP&CLIPIP»PpuPSP®
CHP°PrC-PsP°PeC,P&PIPSC-CI'C,CH P+CrP»P° C-PrPuPSC,PéC, C-PePsPIP°PSP° ClLIPe
PsP»PjPuCI'P°CEC,P°PS. PtPSCEPEC... P-PSP°C+CrC%oPéC... PjPuC,P°P+PsP»C-C,C-PI
P-PSP°PNePrPpuPSPs PSPu P+CrP»Ps. PisP&éCEPePsPIPs-PiPuC+C-PSPePsPIP®
CBPuCtPéCHPeCrP»CIICTC-CILI PsP»PjPuCI'P°CHC,P°PSCT PjC-PSC-PjP°P»CHbPSP°.
PhCI'PeC-P»CHPePé P+C-P»CHCEP® CP°CI'C,PEPSP° PsP»PjPuCI'P°CHC,P°PSCT
PIP&PIPsPrPéC,CHCI'CII P- PYPsPICCH, C,Ps PNePsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII
C...PIPsCEPé&Pj C-P- P+C-P»C-P°CHPSPsCh PsP+CI'C,CHCrPeCtC-C”"Ch
PiCEPsC,PéPiPsPeP°P-P°PSPs (PrPéPI. CHPsP-PrC-P» B«PiCHPsC,PEPiPsPeP°P-P°PSPSCILIB»).

PyPuCHPjC-PSP°P»CHPSP&PNe PiPpCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII
PsP»PjPuCI'P°CHC,P°PSCT PiC-CI'P»CLI P+P°PiP°C,PsCHP°P-PsPIPsPiPs
PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PePsP»PéPIP°C”C,CHCI'CLI PIC-Pr 10
PrPs 15 PiPsPrPéPS. PYC,P°PS CHC-PIPSPsPIP°PiPé PrPsCI'CLIPiP°C”C,CHCI'CLI PiC-CI'P»CII
PiPuCHCEPEC... PeC-P»CHPePsC... PrPsP:, P° PiC-CI'P»CII 14 PrC-P+
P+P°PiP°C,PsCHP°P-PsPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PiPsPrP°P»CHCEPsC—
PeCtPjCrP»CLICtC-C— PSPu CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII. PkP&CHPePsPIPéPNe
PeP»C-CEPuPSCI CI'C,P°PSPsPIP&PI PiCEP&P+P»P&P-PSPs 0,585 0,7 P»/PiPsPrPéPSCYt C,P° PSPp
P-P°P»PpPYP°PI PIC-Pr PrPsP-Pé PiCEPuPiP°CHP°C,Cr.

P’P-P°C”PjPsPrC-CII P»C-PeP°CHCI'CHhPeP&C... P-P°CI'PsP+C-PI

P>C-PeP°CHCI'CHPePEPNe P-P°CI'C-P+ PePsP»PuCI'PuPIPuP»P°Pj, C%oPs P-PIER™ CLIP-CfC”
PYPsPICPSC- PeP&éCI'P»PsC,Pé

PYPiC-P»CHPSP&PNe PICHP&PNePsP;j 40 PjPi PsP»PjPuCI'P°CEC,P°PSCT PjPuPrPsPeCI'PsPjC-P»Cr
C- 3750 PjPi PePsP»PuCI'PpuPIPuP»P°PjCt PiC-PrCRPsC...P»PsCHPEPrCr Cr P-PrPsCHPsPIP&EC...
PrPsP+CHPsPIPsP»CHCtC-PI PiCHPEP-PIPsPrPéPI PrPs P-PSPEPIPuPSPSCII C,,., PSP° 28 % C-
PrPs P-PSPEPYPUPSPSCLI AUC PSP° 39 % PrP»CLI PsP»PjPuCI'P°CEC,P°PSCY. PiPpPSCEPEPN:
PIPiP»P&PI, P-PSP&PIPuPSPSCII C,.. C- AUC PSP° 4 % C- 15 % PIC-PrPiPsPIC-PrPSPs,
CI'PiPsCI'C,PuCHC-PiP°PICI'CLI, PePsP»Pé PsP»PjPuCI'P°CHC,P°PSCr PjPuPrPsPeCI'PsPjC-P»
PiCEP&P-PSP°C+P°P»Pé P-P° 4 PiPsPrPéPSPé PrPs PiCHPEPNePsPjCt PePsP»PuCIPuPIPuP»P°PjCr
PiC-PrCEHPsC...P»PsCHP&éPrCr. P§SP°CI' PSP°PiC-PIPIPEPIPuPrPuPSPSCII
PsP»PjPuCI'P°CHC,P°PSCt P-PSPEPYCrPIP°PICI'CII PSP°® 508F“52 % PSPuP-P°P»PuPYPSPs PIC-Pr
C,PsPiPs, PiICHP&P-PSP°C+P°P»PéCI'CIIB PiCHPuPiP°CHP°C,Pé CI'PiC-P»CHPSPs C1Pé
PiCEP&PN:PsPj PsP»PjPuCI'P°CHC,P°PSCt PIC-PrP+CrPIP°PICI'CII P-P° 4 PiPsPrPéPSPé PrPs
PiCEP&PN:PsPjCr PePsP»PuCI'PuPIPuP»P°PjCr PiC-PrCHPsC...P»PsCHPéPrCr (PrPéPIL.
CEPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CHCI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé PIP-P°C”PjPsPrC-PNeB»).

PhPjP»PsPrPéPiC-PS (PrC-CRC#P° CFPuC#PsPIPéPSP° PhC,C,PuPSC,Ps™)

P’CI'PjPsPeC,CIrPIP°PSPSCII C,P° CRPsP-PiPsPrC-P»

PuC-CI'P»CII PiPuCHPsCRHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII Cr
C,PuCRP°PiPpPIC,PEC+PSPEC... PrPsP-P°C... P°PjP»PsPrPéPiC-PS PrPsP+CHPu



PICI'PjPsPeC,CrC”C,CHhCI'CLI C-P- PrPsCI'CIIPiPSPuPSPSCIIPj PiC-PePsPIPsC—
PePsPSCtPuPSC,CHP°CtC-C— Cr PeCRHPsPIC- C+PuCHPuP: 68F“12 PiPsPrPéPS PiC-CI'P»CII
PiCHPEPN:PsPjCr. PhP+CI'PsP»CRC,PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PSPuP-PjC-PSPuPSPsC— CI'PiPsP»CrPePé CI'C,P°PSPsPIP&C,CH PiCHPéP+P»PéP-PSPs 648F“80
%. PhP+BH™ C”Pj CRPsP-PiPsPrC-P»Cr CI'C,P°PSPsPIPéC,CH PiCHP&P+P»P&P-PSPs 21 P»/PePi.
P”PsCI'P»C-PrPIPuPSPSCII in vitro PiPsPeP°P-P°P»P¢&, C%oPs PjP°PNePIPu 97,5 %
CtPéCHPeCrP»CRCRC+PsPiPs P°PjP»PsPrPéPiC-PSCr P-PIER™ CLIP-CrCRC,CHCI'CII P-
PiCHPsC,PuC—PSP°PjPé PiP»P°P-PjPé. PiiCHP&éPNePsPj C—PC- PSP° PiCHPsCtPuCI’
PICI'PjPsPeC,CrPIP°PSPSCII P°PjP»PsPrPéPiC-PSCr PSPy PIPiP»P&PIP°C”.

PuPuC,P°P+PsP»C-P-Pj C,P° PIPePIPuPrPuPSPSCII

PuPuCEC-PsPr PSP°PiC-PIPIP&PIPuPrPuPSPSCII P- PiP»P°P-PjPé PeCEPsPIC-
PePsP»P&éPIP°C”C,CEbCI'CII PIC-Pr 35 PrPs 50 PiPsPrPéPS C- P-P°P»P&CE€P°C”C,CHhCI'CLI
PSPuP-PjC-PSPuPSP&Pj PiCEP& C%oPsPrPuPSPSPsPjCt PsPrPSPsPeCEP°C,PSPsPjCT
P-P°CI'C,PSCI'CtPIP°PSPSC-. PhPjP»PsPrP&PiC-PS P-PSP°CPSPsCE PjC-CEHPsCh
PjPuC,P°P+PsP»C-P-C+C”C,CEbCICII P+ CfC,PIPsCEPpPSPSCLIPj PSPuP°PeC,PEPIPSPEC. ..
PjPuC,P°P+PsP»C-C,C-PL. P'P»PéP-CHbPePs 60 % PiCHP&PN-PSCIIC,PsC— PrPsP-Pé
PIP&PIPsPrP&éC,CHCI'CII C-P- CI'PuC+PuCR, P- PSP&C... 10 % B“ Ct PSPUP-PjC-PSPuPSPsPjCY
PIP&PiP»CLIPrC-.

PhP»PjPuCI'P°CEC,P°PSC% PjPuPrPsPeCI'PsPjC-P» C,P° P°PjP»PsPrPéPiC-PS (PrC-CEC#C-
CEPuC#PsPIPéPSPé PhC,C,PuPSC,Ps™)

PhPeCRHPuPjC- PiCRCrPiPé PiP°CtC-C”PSC,C-PI

P”C-C,Pé (PIC-PePsPj PrPs 18 CEPsPeC-PI)
P”P°PSP&C... PiCEPs C,P°CEPjP°PePsPeC-PSPuC,PéPeCt Ct PrC-C,PuPNe PSPpPjP°C”.
PI'PIPSCEC- P»C-C,PSCEbPsPiPs PIC-PeC#é (PIC-PePsPj 65 CEPsPeC-PI C- CI'C,P°CECEPy)

P”PsPIPuPrPuPSPs, C%oPs PiCHPé P°CHC,PuCHC-P°P»CHPSC-PNe PiC-PiPpCHC,PuPSP-C-C—
AUC (PiP»PsC%oP° PiC-Pr PeCEP&PIPSCR B«PePsPSCtPuPSC,CHP°CtC-CILI-C+P°CI'B»)
PsP»PjPuCI'P°CHC,P°PSCr Cr CI'C,P°PrC-C— CHC-PIPSPsPIP°PiPé Cr C...PIPsCHPé&C...
P»C-C,PSCHPsPiPs (65875 CRPsPeC-PI) C,P° CI'C,P°CHPuCtPsPiPs PIC-PeCt (PIC-PePsPj
PIC-Pr 75 CHPsPeC-PI) P+C-P»CHCEP® PSP° 35 % C,P° PiCRPéP+P»P&éP-PSPs PSP° 44 %
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCILIPSPs P- P+C-P»CHC€ PjPsP»PsPrPé&PjPé
PiP°CtC-C”PSC,P°PjPé (PrPéPI. CEPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CFPIP°PSPSCII
C,P° PrPsP-PéB»). P!Pu PjPsPYPSP® PiPsCIICI'PSP&C,Pé PSP°CIIPIPSC-CI'C,Ch
PSPéCHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C- PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSCII
C,CIIPYPePsCI'C,C- Cf C,P°PePéC... C...PIPsCEP&C.... PhPrPSP°Pe PrP»CII C...PIPsCHPEC...
P»C-C,PSCHPsPiPs PIC-PeCt CEPuPePsPjPuPSPrCrC”C,CHCI'CLI C,PsPNe CI'P°PjPéPNe
CHPuPYP&Pj PrPsP-CrPIP°PSPSCII, C%oPs PNe PrP»CII C-PSCEPEC... PiP°CtC-C”PSC,C-PI, P°P»Pp
PiCHPé CtCHPsPjCr CHPuPePsPjPuPSPrCrC”C,CHhCI'CII P- PsP+PuCHEPuPIPSC-CI'C,Ch
PiC-PrPIPEC%oCrPIP°C,Pé PrPsP-Cr PiCRPuPiP°CRHP°C,Cr.

P§P°CI" PrPsCI'CLIPiPSPuPSPSCII PjP°PeCI'P&éPjP°P»CHPSPsC—B PePsPSCtPpPSC,CHP°C+C-C—
P°PjP»PsPrPéPiC-PSCrt Cr PiP»P°P-PjC- PeCEPsPIC- C...PIPsCHPé&C... P»C-C,PSCHPsPiPs
PIC-PeCr C,P° Cr PjPsP»PsPrPéC... PiP°CtC-C”PSC,C-PI PsPrPSP°PePsPIP&PNe. P] C...PIPsCHPEC...
P»C-C,PSCHPsPiPs PIC-PeCr CI'PiPsCI'C,PuCEC-PiP°C”C,CHCI'CII C,PuPSPrPuPSCtC-CII PrPs
P-PjPuPSCEPuPSPSCII PeP»C-CHPuPSCI'Cr P°PjP»PsPrPéPiC-PSCT, C%oPs



PiCHPEP-PIPsPrPéC,CH PrPs PiC-PrPIPEC%oPpPSPSCII AUC C,P° C,CHP&PIP°P»PsCI'C,C-
PiPpCHC-PsPrCr PSP°PiC-PIPIPéPIPuPrPuPSPSCII. PiiC-PrPIPéC%oPuPSPSCLI AUC C,P°
C,CHP&PIP°P»C-CI'C,CH PiPpuCHC-PsPrCr PSP°PiC-PIPIPEPIPuPrPuPSPSCII Cr C...PIPsCHP&C...
C-P- P-P°CI'C,C-PNePSPsCh CI'PuCHCtPuPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch
PIC-PrPiPsPIC-PrP°P»Pé PiCEPsPiPSPsP-P°Pj CI'C,PsCI'PsPIPSPs C...PIPsCHP&C... CtC-C"C—
PIC-PePsPIPsC— PiCHCrPiPé (PrPéPI. CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PuPsCRCrC€PuPSPSCII C,CrPSPeCtC-C— PSPéCHPsPe

PJ C...PIPsCRP&C... C-P- PiPsCHCIrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSPECKPsPe AUC Cr
CI'C,P°PSC- CHC-PIPSPsPIP°PiPé P+CrP»P° P+C-P»CHCEPsCh PiCHP&P+P»P&P-PSPs PSP° 62 %,
82 % C,P° 179 % Cr PIPéPiP°PrPeCr P»PpPiPePsPiPs, PiPsPjC-CEPSPsPiPs C,P° C,CLIPYPePsPiPs
PiPsCHCrCEPpPSPSCII PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCLIPSPs P-C- P-PrPsCHPsPIP&PjPé
PrPsP+CHPsPIPsP»CHCtCIIPjPé (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CFPIP°PSPSCII C,P° PrPsP-PéB», B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PHPjP»PsPrPéPiC-PS P-PSP°C+PSPsCh PjC-CHPsCh PjPuC,P°P+PsP»C-P-CrC”C,CHCI'CII PrPs
PSPuP°PeC,PEPIPSPEC... PjPuC,P°P+PsP»C-C,C-PI. 10 % CHPuCtPsPIPEPSPé
PIP&PIPsPrPéC,CHCI'CII C-P- CI'PuC+PuCRh Cf PSPuP-PjC-PSPuPSPsPjCt CI'C,P°PSC-.
P—PjC-PSP° PePsPSCtPuPSC,CHP°CtC-C— P°PjP»PsPrPéPiC-PSCr Cr PiP»P°P-PjC- PeCHPsPIC-
PSP PePsCHPuP»CRC”C,CHCI'CII P-C- CI'C,CfPiPuPSPuPj PiPsCHCIrCEPuPSPSCII

C, CrPSPeCtC-C— PSP8CHPsPe. PyP°PePéPj C...PIPsCHPEPj P°PjP»PsPrPéPiC-PS PjPsPYPSP®
PiCHP&P-PSP°C$P°C,Pé Cr P-PIP&C+P°PNePSP&C... PrPsP-P°C.... PhPjP»PsPrPéPiC-PS PSPu
PIP&PIPsPrPéC,CHCI'CII P-P° PrPsPiPsPjPsPiPsCh PiPuPjPsPrC-P°P»C-P-Cr.

PuPsCRCrC€PuPSPSCII C,CrPSPeCtC-C— PiPuC+C-PSPePé

P1uC-CI'P»ClI PsPrPSPsCEHP°P-PsPIPsPiPs PiPpCHPsCEP°P»CHPSPsPiPs
P-P°CI'C,PsCI'CFPIP°PSPSCII P-PSP°C+PuPSPSCLI AUC PsP»PjPuCI'P°CEC,P°PSCT P+CrP»Pé PSP®
6 % C,P° PSP°

65 % PIP&C%oPéPjPé Cr C...PIPsCHPEC... C-P- PiPsCRHCrCEPuPSPSCIIPjPé C,CrPSPeCtC-C—
PiPpC$C-PSPePé P»PuPiPePsPiPs P°P+Ps PiPsPjC-CHPSPsPiPs CI'C,CrPiPuPSCII
PIC-PrPiPsPIC-PrPSPs PiPsCHC-PIPSCILIPSPs P-C- P-PrPsCHPsPIP&PjPé
PrPsP+CHPsPIPsP»CHCtCLIPjPé. PkPuP-PIBF™ CIIP-P°PSP° C,CHP°PeCtC-CII
PsP»PjPuCI'P°CHC,P°PSCF C+PuCHPuP: 2 PiPsPrPéPSPé PiC-CI'P»CII
P-P°CI'C,PsCI'CrPIP°PSPSCII Cr P-PrPsCRHPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI, Cr
C...PIPsCEP&C... P- P»PpuPiPePéPj P°P+Ps PiPsPjC-CHPSPéPj PiPsCHCrCEPuPSPSCLIPj
C,,CfPSPeCtC-C— PiPuC+C-PSPePé CI'C,P°PSPsPIPEP»P° 0,26 %, 0,34 % C,P° 0,41 %
PIC-PrPiPsPIC-PrPSPs. PiiCEPé& P+P°PiP°C,PsCEHP°P-PsPIPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC-
CI'PuCHPpPrPSCILI AUC PsP»PjPuCI'P°CHC,P°PSCr Cr C...PIPsCHP&C... P-
PiPsCECrCEPpPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé PiPsPjC-CHPSPsPiPs
CI'C,CrPiPpuPSCII C,CLIPYPePsCI'C,C- P+CrP»P° PSP° 65 % PIP&éC%oPsCh, PSC-PY Cr
P-PrPsCEPsPIP&C... PrPsP+CHPsPIPsP»CHCtC-PI. PYPuCEPpuPrPSC” P-PSP°C+PuPSPSCII PV, .,
PsP»PjPuCI'P°CHC,P°PSCT Cr C...PIPsCRP&C... P- PiPsCHCrCEPpPSPSCIIPj C,CrPSPeCtC-C—
PiPpC+C-PSPePé C,P° P-PrPsCHPsPIPEC... PrPsP+CHPsPIPsP»CHCtC-PI P+CrP»Pé
PiPsPrC-P+PSC-. PhP»PjPuCI'P°CHC,P°PSCr PjPuPrPsPeCI'PsPjC-P» PSPy PsCtC-PSCRPIP°P»Pé
Cr C...PIPsCEP&C... P- C,CIIPPePéPj PiPsCHCrCEPuUPSPSCLIPj C,,CrPSPeCtC-C— PiPuC+C-PSPePé
(PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»,
B«PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).



P”PsCI'C,CrPiPSC- P»PéCEPn PrCrPIPp PsP+PjPuPIPuPSC- PeP»C-PSC-C+PSC- PrP°PSC-
CI'C,PsCI'PsPIPSPs P-P°CI'C,PsCI'CrPIP°PSPSCII P°PjP»PsPrPéPiC-PSCr C...PIPsCHPEPj C-P-
C,CIIPPePéPjPé PiPsCHCIrCEPuPSPSCIIPjPé C,CrPSPeCtC-PNe PiPpuCtC-PSPePé. PJ
C...PIPsCEP&C... P- PiPsCHCrCEPpPSPSCIIPj C,CfPSPeCtC-C— PiPuC+C-PSPePé
CI'PiPsCI'C,PuCHC-PiP°C”C,CHCI'CII P-PSPEPIPuPSPSCII PeP»C-CEPuPSCI'Cr
P°PjP»PsPrPéPiC-PSCr C,P° PiPsPrPsPIPPuPSPSCII PiPuCHC-PsPrCr
PSP°PiC-PIPIP&PIPpPrPuPSPSCII, C%o0Ps PiCHPEP-PIPsPrPéC,CH PrPs P-P+C-P»CHCEPUPSPSCII
AUC PiCHPéP+P»P&P-PSPs PSP° 4085“60 % (PrPéPI. CHPsP-PrC-P»Pé B«PYPiPsCI'C-P+
P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB», B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CfPIP°PSPSCIIB»).

P”"PsPeP»C-PSC-C$PSC- PrP°PSC- P- P+PuP-PiPuPePé

P— PsPiP»CLIPrCr PSP°® PrPsPeP»C-PSC-C$PSP&PN: PiCHPsC, C-P»CH C,PsPeCI'PéC+PSPsCI'C,C-
PePsPIPSPsC— PrC-CRCtPsC— CRPuCtPsPIPEPSPé PiC-PrPIP&C%oPuPSPSCII
C,PsPeCI'PéC+PSPsCI'C,C- PrP»CII PePsPjP+C-PSPsPIP°PSPsPiPs PiCHPuPiP°CEP°C,Ct PSPu
PsC$C-PeCrC”C,CHCI'CILI, PsCI'PeC-P»CHPePé CtC- CHPuC+PsPIPEPSPé PIPiP»P&PIP°CRC,CH
PSP° CEC-P-PSC- PsCHPiP°PSPé: PsP»PjPuCI'P°CEHC,P°PSCYt PjPuPrPsPeCI'PsPjC-P» PrC-C” PSP°
PSPECEPePé, P° P°PjP»PsPrPéPiC-PS - PSP° CI'PuCHCHPp.

PJ] 3-PjC-CI'CLIC+PSPsPjCt PrPsCI'P»C-PrPYPuPSPSC- C,PsPeCI'PEC+PSPsCI'C,C-
PePsPjP+C-PSPsPIP°PSPsPiPs PiCHPuPiP°CEP°C,Cr PsP»PjPuCI'P°CRHC,P°PSCY
PjPpPrPsPeCIPsPjC-P»Cr/ P°PjP»PsPrPéPiC-PSCr PSP° C%0CrCEP°C... PiCHPé
P+P°PiP°C,PsCEP°P-PsPIPsPjCr PiCHP&PNePsPjC- PICI' PuCHPuPrPéPSCr P+CrP»Pé
PIC-PrP-PSP°CPuPSC- C,P°PeC- P-PjC-PSPé: P-PSPéPYPuPSPSCII
PuCEP&C,CHPsCtP&C,P°CRPSP&C... PiP°CHP°PjPuC,CHC-PI C- P-PjC-PSPé PI PSPECHPeP°C...
(PsP+P&PrPIP® CtC- PuC, PuPeC,Pé PjPsPYCrC,CH P+CrC,Pé PIPéPeP»P&PeP°PSC-
PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCIPsPjC-P»PsPj), P-PjC-PSPé PI PePéC€PuCPSPéPeCr
(P-P+C-P»CHCEPPSPSCII PiCHPsCI'PIC-C,Cr C- PrPéC, CrP-PSPp PiPsC,PsPIC%oPuPSPSCII
CI'P»PéP-PsPIPsC— PsP+PsP»PsPSPePé PeP»CrP+PsPIPsC— C,P° PsP+PsPrPsPIPsC—
PePECEPePé), PSP°PrPSPECEPePsPIPEC... P-P°P»PsP- (PiC-PiPuCEC,CHPsC, C-CLI PeP»C-C,PéPS
PeP»CrP+PsCtPePsPIPsC— P-PsPSPé PePsCHPé C- PIP°PeCrPsP»C-P-P°CtC-CII PeP»C-C,PEPS
PiCfC+PePsPIPsC— P-PsPSP&), P° C,P°PePsP{ PiC-PiPuCHC,CHPsC, C-CII PiCHPsC,PsPe
PjPsP»PsC$PSPéEC... P-P°P»PsP-, CLIPeP® PjPsPYPn P+CrC,Pé PIP&éPeP»P&PeP°PSP®
P°PjP»PsPrPéPiC-PSPsPj. P!C- P-PjC-PSPé PSPy PrPsPiPsPIPSCRCRC,CH CEP°PSC-CE€Pu
PsC,CHP&PjP°PSC- PrP°PSC- PiCEPs C,PsPeCI'PéC+PSC-CI'C,CH PsPeCHPuPjP&C...
PePsPjPiPsPSPuPSC,C-PI PiCHPuPiP°CHP°C,Cr C- PSPp CI'PIC-PrC+P°C,CH PiCHPs PiPsCIIPICT
PSPsPIPEC... C,PsPeCI'PECFPSPEC... PuC, PuPeC,C-PI P°P+Ps PiCHPs PSP°CIIPIPSC-CI'C,CH
CI'PéPSPuCHPiC-CPSPsC— C,PsPeCI'PéC+PSPsCI'C,C-.

PhP»PjPuCI'P°CEC,P°PSC#é PjPuPrPsPeCI PsPjC-P» (PrC-CRC#P° CFPuC#PsPIPEPSP®
PhC,C,PuPSC,Ps"™)

P] PrPsCI'P»C-PrPYPuPSPSCIIC... C...CHPsPSC-C+PSPsC— C,PsPeCI'PéC+PSPsCI'C,C- PSP°
C%oCrCHP°C... C- CI'PsP+P°PeP°C... PuC,PuPeC,Pé PsP»PjPuCI'P°CEC,P°PSCr
PjPuPrPsPeCI'PsPjC-P»Cr P+CIP»Pé CI'C...PsPYC- P- C,P°PePéPjPé C-PSCEPEC...
P°PSC,P°PiPsPSC-CI'C,C-PI CRPuCtPuPiC,PsCHC-PI AT, C,P° C-PSPiC-P+C-C,PsCHC-PI PhPiPx:
PiC-PrPIP&C%oPpPSPSCII CEC-PIPSCII CI'PuC+PsPIPEPSPé (BUN) C- PeCRHPuP°C,PéPSC-PSCY PI
PeCHPsPIC-, P-PSPEPYPuPSPSCII PjP°CI'Pé CI'PuCHCtCLI, P-PSPEPIPuPSPSCII
PuCHPEC,CEPsCtPEC,P°CHPSPEC... PiP°CHP°PjPuC,CHC-PI (PePsPSCtPuPSC,CEP°CtC-CII
PuCHPEC,CEPsCtPéC,C-PI C- PiPuPjPsPiP»PsP+C-PSCF, PiPuPjP°C,PsPeCEPEC,),
PiC-CI'C,PsP»PsPiC-C+PSC- PsP-PSP°PePé CrCHP°PIPuPSPSCII PSPECHPsPe



(CBEPpPiPpPSPuCEP°C,PEPIPSC- CrCHP°PIPuPSPSCII PSPECHPePsPIPsPiPs PuPiC-C,PuP»C-CR,
PiPsC,PsPIC%oPpuPSPSCII P+P°P-P°P»CHPSPsC— PjPuPjP+CEP°PSPé, CRHPsP-CEPECEPuPSPSCII
PeP°PSP°P»CHCtC-PI). P!C- PiPsP+C-C$PSC- CHPuP°PeCtC-C—, CI'PiCHP&CPEéPSPuPSC-
C,P°CRHPjP°PePsP»PsPiC-C+PSPsCh PrC-C”Ch PsP»PjPuCI'P°CHC,P°PSCr
PjPuPrPsPeCI'PsPjC-P»Cr, CI'PiPsCI'C,PpCHC-PiP°P»PéCI'CII C,P°PePsPq Cr
PrPsPeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPIPuPSPSCIIC... P- C-PSCEP&PjPé
P°PSC,P°PiPsPSC-CI'C,P°PjPé CHPuCtPuPiC,PsCHP° AT, C,P° C-PSPiC-P+C-C,PsCHP°PjPé PhPiPx
C- PjPsPYCrC,CH P+CrC,Pé P-PjPpPSCEPUPSC- CEP»CIIC...PsPj PiPuCHPsCHP°P»CHPSPsPiPs
PiCEP&PNPsPjCr PSP°C,CHC-Ch C...P»PsCHP&éPrCr. P] PsP+PsC... PIPEPrC-PI C,PIP°CHPEPS
CI'PiPsCI'C,PuCHC-PiP°P»Pé PiC-PrPIPEC%oPpPSCr P°PeC,PéPIPSC-CI'C,CH CRPuPSC-PSCt PI
PiP»P°P-PjC- C,P° PiC-PiPuCEC,CHPsC,C-Ch/PiC-PiPuCHPiP»P°P-C-Ch
CRPeCI'C,P°PiP»PsPjPuCHCIP»CLICHPSPEC... PeP»C-C,PéPS PSPECHPsPe. P!C- P-PjC-PSPg,
CLIPeC- C” C,PéPiPsPIP&Pj PuC, PuPeC,PsPj PeP»P°CI'Ct C-PSPiC-P+C-C,PsCEC-PI PhPyPx C,P°
C-PSC£P&C... P°PSC,P°PiPsPSC-CI'C,C-PI CRPuCtPuPiC,PsCHP® AT,, PNePjPsPIC-CEPSPs, PSPu
PjP°CRC,CH PeP»C-PSC-C+PSPsC— P-PSP°C+CrC%oPsCI'C,C-.

PuiPsPrC-P+PSPs PrPs C-PSCEP&C... P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCHP° AT,,
PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCI'PsPjC-P» P-P+C-P»CHCECFC” C+P°CI'C,PsC,Cr
C...CHPsPjPsCI'PsPjPSP&C... ChPsP-CHP&EPIC-PI Ct PeCrP»CHC,CrCEC- PeP»C-C,PEPS in vitro.
PhPrPSP°Pe PiPsPrC-P+PSC- PuC,PuPeC,Pé P+CrP»Pé PIC-PrC,PIPsCEPpPSC- Crf
PeC-P»CHyPePsC... PrPsCI'P»C-PrPYPuPSPSCIIC... in vivo, PrPp PsP»PjPuCI'P°CHC,P°PSCY
PjPuPrPsPeCI'PsPjC-P» P-P°CI'C,PsCI'PsPICIFPIP°P»Pé PI PrCrPPp PIPECI'PsPeP&C...
PiPuCBHPsCHP°P»CHPSPEC... PrPsP-P°C..., P°PY PrPs 2000 PjPi/PePi. P] CtC-P»PsPjCr PrP°PSC-
PICI'PpP=+C-C+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII PSP° PiPpuPSPsC,PsPeCI'PéC+PSC-CI'C,CH
PiPsPIPsCHCIIC,CH PiCEPs C,Pj, C%oPs PiPuPSPsC,PsPeCI'PéC+PSP° PrC-CII
PsP»PjPuCI'P°CHC,P°PSCr PiCHPé PeP»C-PSC-C+PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
PjP°P»PsPNePjPsPIC-CHPSP°.

P’ CHP°PjPeP°C... 2-CHC-C+PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII PSP° C%oCrCRP°C... P°P+Ps 6-
PjC-CI'CIIC#PSPsPiPs PrPsCI'P»C-PrPIPuPSPSCII PeP°PSCtPuCHPsPiPuPSPSPsCI'C,C- PSP®
C,CHP°PSCI'PiPuPSPSP&C... PjP&CEP°C... PSPp P+CrP»Ps PIPECLIPIP»PuPSPs
PeP°PSCtPuCHPsPiPuPSPSPEC... PIP»P°CI'C,PEPIPSCI'C,PuPNe PsP»PjPuCI'P°CHC,P°PSCr
PjPuPrPsPeCIPsPjC-P»Cr.

P] PrPsCI'P»C-PrPIPuPSPSCIIC... C,PsPeCI'PéCPSPsCI'C,C- C%oPsPrPs
CHPpPiCEPsPrCrPeC,PEPIPSPEC... PsCEPiP°PSC-PI Cf C%oCrCHC-PI PsP»PjPuCI'P°CEC,P°PSCY
PjPuPrPsPeCI'PsPjC-P» PSP PIPiP»P&PIP°PI PSP° C,PuCHEC,PéP»CHPSC-CI'C,CH C- PSPu
C1P&PSPéPI C,PuCHP°C,PsPiPpPSPSPsC— PrC-C—. PiPe Ct CHP°P-C-
P-P°CI'C,PsCI'CrPIP°PSPSCII C-PSCEP&EC... P°PSC,P°PiPsPSC-CI'C,C-PI CHPuCtPpPiC,PsCEC-PI
P°PSPiC-PsC,PuPSP-PéPSCF II, PiC-CI'P»CII PuPeCI PiPsP-P&éCtC-C— PsP»PjPuCI'P°CEC,P°PSCY
PjPuPrPsPeCIPsPjC-P»Cr PIPEPYP&PIP°PSPSCII PiPsC,PsPjCI'C,PIP° P+CrP»Ps P-PSP&PPuPSPs,
P° Cr CI'P°PjPsPe, CLIPeC- PsC,CHP&PjCrPIP°P»Pé PiICHPpuPiP°CEHP°C, PSP° PiC-P-PSC-C...
C,PuCHPjC-PSP°C... PIP°PiC-C,PSPsCI'C,C- C- PiC-Pr C$P°CI’ P»P°PeC,P°CtC-C—,
PIC-PrP-PSP°CP°P»P°CI'CI] PrPéP»P°C,P°CtC-CII PSPECHPePsPIPEC... PjP&CI'PsPe. PiPe C-
C-PSC£C- PiC-PiPsC,PuPSP-P&éPIPSC- PiCHPuPiP°CHP°C,Pé, PsP»PjPuCI'P°CEC,P°PSCY
PjPpuPrPsPeCIPsPjC-P» P+CrPI P+C-P»CHCE C,PsPeCI'PEC+PSPEPNe PrP»CII PIP°PiC-C,PSP&C...
PeCEPsP»C-PI, PSC-PY PrP»CII PIP°PiC-C,PSP&C... C%oCIrCHC-PI, PiCHPsC,Ppn PSPp C+PEPSPEPI
PiCEPé CtCHPsPjCrt C,PuC,PsC,PsPeCI'PéC+PSPsC— PrC-C—.

PhPjP»PsPrPéPiC-PS (PrC-CRC#P° CEPuC#PsPIPéPSP° PhC,C,PuPSC,Ps"®)

P PuPiCRPsPrCrPeC,PEPIPSP° C,PsPeCI'PéC+PSC-CI'C.CH



P”PsCI'P»C-PrPIPuPSPSCLI CEPpPiCEPsPrCtPeC,PéPIPSPsC— C,CrPSPeCtC-C— PSP®
C%oCtCHP°C... C- PjP&CEP°C... PIPECLIPIP&P»Pé P-P°C,CEP&PjPeCt PSP°CI'C,P°PSPSCILI
PiPsP»PsPiC-PI, P-P+C-P»CHCEPUPSPSCII C4P°CI'Ct PiPpCHPRPNePjC-PI C-
P-PjPpPSCEPRPSPSCII PIP&PYP&PIP° PSPSCLI PiPsC,PsPjCI'C,PIP°® PiCEPé PiCEP&PN-PsPjC- PrPsP,
PiCEP&P+P»P&P-PSPs PI 50 CEP°P-C-PI P+C-P»CEbCEPEC..., PSC-P{ PjP°PeCI'P&PjP°P»CHhPSP®
CRPuPePsPjPuPSPrPsPIP°PSP® PrPsP-P° PrP»ClI P»CRPrP&PSPé, CLIPeP®
T‘CECIPSC,CrC”C,CECI'CLI PSP° CRPsP-CEP°C...CFPSPeCt PSP° 1 PePi PjP°CI'Pé C,C-P»P°
(PjPi/PePi).

PuPsCRCrC€PuPSPSCII C,PuCRHC,PéP»CHPSPsCI'C,C-

P’PiP»PéPICF PSP° C,PuCEC,PéP»CHPSC-CI'C,CH Cr C%oCrCHC-PI, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé P°PjP»PsPrPéPiC-PS (CI'P°PjCtC- PiCRHPsC,CIIPiPsPj 64 PrPSC-PI,
CI'P°PjPePé P-P° 14 PrPSC-PI PrPs CI'PiP°CHCRPIP°PSPSCII) PI PrPsP-P°C... PrPs 10
PjPi/PePi/PrPsP+Cr (Ct 8 CHP°P-C-PI* PiPuCEPuPIPEC%0CrC” PjP°PeCIPEPjP°P»CHHPSCY
CHPuPePsPjPuPSPrPsPIP°PSCt PrPsP-Cr PrP»CII P»CRPrPéPSPé, C%oPs CI'C,P°PSPsPIP&C,CH 10
PjPi PI PiPuCEPuCHP°C...CFPSPeCt PSP° PjPi/Pj*), PIPECIIPIP»PpPSPs PSPu P+CrP»Ps. P’
C...PsPrC- C-PSC€PsPiPs PrPsCI'P»C-PrPYPuPSPSCII, PI CLIPePsPjCt CI'P°PjCtC- C%oCrCHC-PI
PsC,CHP&PjCrPIP°P»Pé P°PjP»PsPrPéPiC-PSCr P+PuCI'PéP»P°C, PiCHPsC,CLIPiPsPj 30 PrPSC-PI
Cr PrPsP-P°C..., PiPsCRC-PIPSCIIPSPSP&C... P- PrPsP-PsCh PrP»CII P»CRPrPéPSPé PI
PiPuCHPuCHP°C...CrPSPeCr PSP° PjPi/Pj’, P+CrP»Ps PIC-PrP-PSP°C#PuPSPs P-PSPEPIPuPSPSCII
PePsPSCtPuPSC,CEP°CtC-PNe C, PsP»C-PeCrP»PsCI'C,PéPjCrP»CRCRC+PsPiPs PiPsCHPjPsPSCY
C- C,PuCI'C,PsCI'C,PuCHPsPSCT PI PiP»P°P-PjC-, P° C,P°PePsP{ P-PSPéPIPuPSPSCII
C%oC-P»CHPSPsCI'C,C- CI'PiPuCHPjPé, P-PjPuPSCEPuPSPSCII PeC-P»CHPePsCI'C,C-
P-CRHC-P»Pé&C... CI'PiPpCHPjP°C,P&Pr C- PeP»C-C,PéPS PYPuCHC,PsP»C-.

PmP°PSCtPuCHPsPiPuPSPuP-, PiCrC,P°PiPuPSPuP-

P’P&PiCHPsP+CIPIP°PSPSCLI PSP® C%oCrCHP°C... C- PjP8CEP°C..., CIIPeC-
PsC,CHP&PjCIPIP°P»Pé P°PjP»PsPrP&PiC-PS P- C—PYPuCh PiCHPsC,CLIPiPsPj PrPIPsC...
CRPsPeC-PI Cf PePsPSCPUPSC,CHP°C1C-CIIC..., CEPsP-CHP°C...PsPIP°PSP&C... PrP»Cll
PIC-PrC,PIPsCEPuPSPSCII PrPsP- 0,5, 1,25 C- 2,5 PjPi/PePi/PrPsP+Ct, PSP PIPCLIPIP&P»Pé
PsP-PSP°Pe PeP°PSCPuCEHPsPiPuPSPSPsCI'C,C-. PkP°PNePIP&C%0P°® PrPsP-P° (PrP»ClI
PjP&CEPPPNe PuPePIC-PIP°P»PuPSC,PSP® PjP°PeCI'P&PjP°P»CHHPSC-PNe
CHPpPePsPjPuPSPrPsPIP°PSC-PNe PrPsP-C- 10 PjPi PI PiPpuCEPuCEP°C...CtPSPeCt PSP® PjPi/Pj’,
P° PrP»CII C%oCrCEC-PI - PI PrPIP° CEP°P-Pé PIP6C%0P° PjP°PeCI'P&PjP°P»CHHPSPsC—
CEPpPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé) P+CIP»P° P+P»P&P-CHPeP® PrPs
PjP°PeCI'PéPjP°P»CHPSPSC— PiPpuCHPRPSPsCI PéPjPsC— PrPsP-Pé PrP»CLI PjPECEPRPNe, P°P»Pp
PSPu PrP»CII C%oCrCEC-PL

P”PsCI'P»C-PrPYPuPSPSCII PjCrC,P°PiPuPSPSPsCI'C,C- PSPu PIPECLIPIP&P»Pé
PiPsPIB™ CLIP-P°PSP&C... P- PICEPuPiP°CHP°C,PsPj PuC, PuPeC,C-PI PSP° CHC-PIPSC-
PiPpPSC-PI P°P+Ps C...CEPsPjPsCIPsP;j.

*PIPeC%oPs PjP°CI'P° C,C-P»P° PiP°C+C-C”PSC,P° PrPsCHC-PIPSCRC” 50 PePi.

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

PyuPsPeP°P-P°PSPSCII.



P>C-PeCrPIP°PSPSCII PuCI'PuPSCtC-P°P»CHPSPsC— PiC-PiPuCHC,PpPSP-C-C—.

PHC,C,PuPSC,Ps’ PiPsPeP°P-P°PSP&PNe PrPsCHPsCI'P»Pé&Pj PiP°C+C-C”PSC,P°Pj, Ct CIIPePé&C...
PjPsPSPsC,PuCEP°PiC-CII PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»PsPj P°P+Ps
P°PjP»PsPrPéPiC-PSPsPj PSPu P-P°P+PpP-PiPpuC+CrC” PSPuPsP+C...C-PrPSPsPiPs
PePsPSC,CEPsP»Ch P°CEC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr (PrPéPI. CHPsP-PrC-P»Pé
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'C*PIP°PSPSCII C,P° PrPsP-PéB»,
B«PxP°CHPjP°PePsPrPéPSP°PjC-PeP°B»).

PuCEPsC,PePiPsPeP°P-P°PSPSCII.

B- PyC-PrPIPEC%oPpPSP° C+CrC,P»PEPIC-CI'C,CHb PrPs PrC-CRCP&C... ChPuCtPsPIP&PS,
PiPsC...C-PrPSPéC... PrPePiC-PrChHPsPiC-CHPePrPePSCr P°P+Ps P+CrPrCih-CIIPePsC— P-
PrPsPiPsPjC-PYPSPeC... CRPuC#PsPIPePS (PrPePIl. CRHPsP-PrC-P» B«PYPeP»P°PrB»).

B- P’P°PiC-C,PSC-CI'C,CH C,P° PiP»P°PSCIPIP°PSPSCII PIP°PiC-C,PSPsCI'C,C- (PrP&PI.
CHPsP-PrC-P»Pé B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB» C,P° B«P—P°CI'C,PsCI'CfPIP°PSPSCII Cr
PiPuCHC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCECtPrPrCRB»).

B- PyCIIPPeP° PiPuC+C-PSPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CIh C-
PsP+CI'C,CRCIPeCtC-CII PIPsPIC+PSP&C... CEP»CIIC...C-PI (PrPéPI. CHPsP-PrC-P»
B«PuP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).

B PYPiC-P»CHPSPp P-P°CI'C,PsCI'CfPIP°PSPSCII P}C,C,PuPSC,Ps™® C-
PiCHPpPiP°CHP°C,C-PI, C%oPs PjC-CI'C,CLIC,CH P°P»C-CI'PeC-CHPuPS,
PiCEPsC,PéPiPsPeP°P-P°PSPs PiP°CtC-C”PSC,P°Pj P- CtCrPeCEPsPIP&Pj PrC-P°P+PuC,PsPj
P°P+Ps PiPsCECIrCEPuPSPSCIIPj C,CfPSPeCtC-C— PSPéCHPsPe (PEPmPx < 60 PjP»/C...PI/1,73
Pj*) (PrP&P1. CHPsP-PrC-P»Pé B«P’P-P°C"PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»
C,P° B«PruP°CHPjP°PePsPrPéPSP°PjC-PeP°B»).

B- P§PuCHPuP- PSP°CIIPIPSC-CI'C,CH Crf CI'PeP»P°PrC- P°PjP»PsPrPéPiC-PSCr
P»C-PeP°CRCI'CHPePéPNe P-P°CI'C-P+ PHC,C,PuPSC,Ps®® C,P°PePsPq
PiCHPsC,PePiPsPeP°P-P°PSPEPN. PiP°C+C-C”"PSC,P°Pj, Cr CIIPePéC...:

C,CIIPYPeP° P°CHC,PuCHC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CI];

C€PsPe (PIPeP»CRC$P°ChCtPé PeP°CHPrC-PsPiPpPSPSPéPNe CEPsPe);

PiPsCHCrCE€PpPSPSCII PIC-PrC,PsPeCr PeCHPsPIC- P- P»C-PIPsPiPs CEP»CrPSPsCiPeP®
(PSP°PiCRP&PeP»P°Pr, PiCHPé CI'C,PuPSPsP-C- P°PsCHC,Pé C,CIIPYPePsPiPs CI'C,CPiPuPSCI]);

PiPpPjPsPrPéPSP°PjC-C+PSPs PSPuCI'C,P°P+C-P»CHPSP°® CI'PuCECtPuPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CH PiC-CI'P»CII PiPsCI'C,CHPsPiPs C-PSC, P°CHPeC,Cr
PjC-PsPeP°CHPrP°.

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



PyPsC,PuPSCtC-PNePSC- PIP-P°C”PjPsPrC-C—, PIPéPeP»PéPeP°PSC- PiPsC”PrPSP°PSPSCIIPj P-
P»C-PeP°CFCI CHhPePéPj P-P°CI PsP+PsPj PhC,C,PuPSC,Ps™

PYP»C-Pr P+CrC,Pé PsP+PuCRPuP{PSP&P] PiCHPé PsPrPSPsC+P°CI'PSPsPiCr
P-P°CI'C,PsCI'CrPIP°PSPSC-

PtPSC£C- PiC-PiPsC,PuPSP-PéPIPSC- P-P°CI'PsP+Pé

P“C-PiPsC,PuPSP-PEPIPSP&PNe PuC, PuPeC, PhC,C,PuPSC,Ps™ PjPsP{Pu P+CrC,Pé
PiPsCI'PéP»PuPSPéPNe PiICHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
C-PSC£PéC... PiC-PiPsC,PuPSP-PéPIPSP&C... P»C-PeP°CRHCI'CHhPeP&C... P-P°CI'PsP+C-PI
(PSP°PiCHP&PeP»P°Pr P°P»CHhC, P°-P+P»PsPeP°C,PsCHC-PI, PrC-CrCHPuC,PEPeC-PI).

PyPsC,PuPSCtC-PNePSC- PIP-P°C”PjPsPrC-C—, PiPsPI8F™ CIIP-P°PSC- P- PePsPjPiPsPSPuPSC,PsPj
PhC,C,PuPSC,Ps"® PsP»PjPuCI'P°CEC,P°PSC#é PjPuPrPsPeCI PsPjC-P»PsPijB B BB B B

PYCrPiCIrC,PSC” P-P°CI'C,PsCI'CIPIP°PSPSCLI PSPu CHPuPePsPiPuPSPrCrC”C,CHCICILI

P+PSPiC-P+C-C,PsCRHPé PhP1Px, P+P»PsPeP°C,PsCRPé ChPuCtPuPiC,PsCRC-PI
P°PSPiC-PsC,PuPSP-PEPSCF PPt P°P+Ps P°P»C-CI'PeC-CRPuPS

P”P°PSC- PeP»C-PSC-C+PSP&C... PIPPiCHPsP+CrPIP°PSCH PiPsPeP°P-CFCRC,CH, C%oPs
PiPsPrPIC-PNePSP° P+P»PsPeP°PrP° CHPuPSC-PS-P°PSPiC-PsC,PuPSP-PEPS-
P°P»CHPrPsCI'C,PuCEPsPSPsPIPsC— CI'PECI'C,PuPjPé (P PhPLPY), PiPsPIBR™ CLIP-P°PSP® P-C-
CI'PiC-P»CHPSPéEPj P-P°CI'C,PsCI'CfPIP°PSPSCIIPj C-PSPiC-P+C-C,PsCEC-PI PhPuPx C,P°
P+P»PsPeP°C,PsCHC-PI CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-PéPSCY II P°P+Ps
P°P»C-CI'PeC-CHPuPSCTr, PiCHP&P-PIPsPrPéC,CH PrPs PiC-PrPIP&C%0oPpPSPSCII
C$P°CI'C,PsC,Pé PSPuP+P°PYP°PSP&C... CLIPIPEC%o, C,P°PeP&C... CLIPe
P°CHC,PuCHC-P°P»CHPSP° PiC-PiPsC,PuPSP-C-CIJ, PiC-PiPuCHPeP°P»C-C”PjC-CII C-
P-PSPEPYPuPSPSCII C,CrPSPeCtC-C— PSPECHKPsPe (PI C,PsPjCt C+P&CI'P»C- PiPsCI'C,CHP°®
PSP&CHPePsPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH), PI PiPsCHC-PIPSCIIPSPSC- C-P-
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PsPrPSPsPiPs P-P°CI'PsP+Cr, CLIPeP&PNe PrC-C” PSP° P PhPHPY
(PrPéPI. CHPsP-PrC-P»Pé B«PiiCEPsC,PéPiPsPeP°P-P°PSPSCIIB», B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB», B«PxP°CHPjP°PePsPrPEPSP°PjC-PeP°B»).

PuCHPuPiP°CRP°C,Pe, C%oPs PIPiP»PePIP°CRC,CHh PSP° CHC-PIPuPSCIb PeP°P»C-Ch

PhPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CFPIP°PSPSCII P PeP°P»C-PNeP-P+PuCHC-PiP°CRCHPéEPjPé
PrC-CrCHPuC,PéPeP°PjPé, PeP°P»C-C”PIP&PjPé PrPsP+P°PIPeP°PjPé, P-P°PjC-PSPSPéPeP°PjPé
CI'PsP»C-, C%oPs PjC-CI'C,CLIC,CHb PeP°P»C-PNe, P°P+Ps C-PSCEP&PjPé
P»C-PeP°CHCI'CH>PeP&PjPé P-P°CI'PsP+P°PjPé, CIIPeC- PjPsPICrC,CH PiC-PrPIP&C%oP&C,Pé
CBC-PIPaPSCH PeP°P»C-Ch (PSP°PiCHPéPeP»P°Pr, PiPpPiP°CEP&PS, C-PSPiC-P+C-C,PsCHPé
PHP1iPx), PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs P-P+C-P»CHCEPuPSPSCII
PePsPSCtPuPSC,CHP°CtC-C— PeP°P»C-Ch PI CI'PECHPsPIP°C,CtC- PeCHPsPIC- (PrP&PI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). PuCEHPé
PiCHPEP-PSP°C+PpPSPSC- PiCHPuPiP°CHP°C,C-PI, C%oPs PIPiP»P&PIP°CRC,CH PSP°
CHC-PIPuPSCH PeP°P»C-Ch, PI PiPsC”PrPSP°PSPSC- P- PhC,C,PuPSC,Ps*®
CBPuPePsPjPpuPSPrCrC”C,CHCI'CILI PePsPSC,CHPsP»CH CI'PéCHPsPIP°C,PePsPIPsC—
PePsPSCtPpPSC,CHP°CtC-C— PeP°P»C-Ch.

PuCRHPuPiP°CRP°C,Pé P»C-C,C-Ch
PuCHPé CI'PiC-P»CHPSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC- P»C-C,C-Ch P-



C-PSPiC-P+C-C,PsCHP°PjPé P°PSPiC-PsC,PuPSP-PéPSPiPuCHPuC,PIPsCHCRPIP°P»CHPSPsPiPs
C,,PuCHPjPuPSC,Cr C- CRHC-PrPePs P- P°PSC,P°PiPsPSC-CI'C,P°PjPé CHPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-PéPSCr I CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CI] PsP+PsCHPsC,PSPu
P-P+C-P»CHCEPpPSPSCII CI'PECEPsPIP°C,PePsPIPsC— PePsPSCtPuPSC,CHP°C+C-C—
P»C-C,C-Ch C- C,PsPeCI'PéC+PSPsCI'C,C- PNePsPiPs PiCHPuPiP°CEP°C,C-PI. P]

P-PIBR™ CIIP-PeCr P- CtPéPj PSPu CHPuPePsPjPpPSPrCrC”C,CHCI'CII CI'PiC-P»CHPSPy
P-P°CI'C,PsCI'CfPIP°PSPSCII P}C,C,PuPSC,Ps®® C,P° PiCHPuPiP°CHP°C,C-PI P»C-C,C-Ch (PrPéPI.
CHPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCIIB»). PuCEHPé
PSPuPsP+C...C-PrPSPsCI'C,C- PsPrPSPsC#P°CI'PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI]
PHC,C,PpPSC,Ps™ C,P° PiCRPuPiP°CHP°C,C-PI P»C-C,C-Ch CHPuPePsPjPuPSPrCrC”C,CHCI'CII
CBPpPiCrP»CLICHPSPEPNe PePsPSC,CHPsP»CH CEC-PIPSCII P»C-C,C-Ch PI
CI'PéCHPsPIP°C,CtC-.

PYPiC-P»CFhPSPu P-P°CI'C,PsCI'CFPIP°PSPSCII PIP&PjP°PiP°C” PsP+PuCHPuPIPSPsCI'C,C-

P°CtPuC,PéP»CI'P°P»C-CtPéP»PsPICT PeP&éCI'P»PsC,Cr (> 3 Pi/PrPsP+Cr) C-

PSPuCI'PuP»PuPeC,PéPIPSC- PkPuP—P—

PuCHPé PiCHP&P-PSP°C+PpPSPSC- P°PSC,P°PiPsPSC-CI'C,C-PI P°PSPiC-PsC,PuPSP-PéPSCr II
CI'PiC-P»CHPSPs P- PkPiiP—P— PjPsPIP»P&PIPn PiPsCI'P»P°P+P»PpPSPSCII
PiC-PiPsC,PuPSP-P&PIPSPsPiPs PuC, PuPeC,Cr. PisCHC-Pj C,PsPiPs, PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P°PSC,P°PiPsPSC-CI'C,C-PI P°PSPiC-PsC,PuPSP-PEPSCT II C-
PkPyiP—P— PjPsPYPu PiC-PrPIP&C%oCrPIP°C,Pé CRHP&P-PéPe PiPsPiC-CHCEPuPSPSCII
C,CfPSPeCtC-C— PSPECEHPsPe C- PiCEP&P-PIPsPrPEC,Pé PrPs P-P+C-P»CHCEPpPSPSCI]
CI'PECRPsPIP°C,PePsPIPsC— PePsPSCtPuPSC,CHP°CtC-C— PeP°P»C-Ch. PiPsPjCr PiCHPé
C,P°PeC-PNe CI'PiC-P»CIHPSC-PNe C,PuCHP°PiC-C— CI'PiPsC+P°C,PeCr
CHPpPePsPjPpPSPrCrC”C,CHCI'CII CHPuPiCtP»CIICEPSPs PsCtC-PSCRPIP°C,Pé
C,CrPSPeCtC-Ch PSP&CHPsPe, P° C,P°PePsPY CI'C,PuPYPEC,Pé P-P° PSP°P»PuPYPSPsCh
PiC-PrCRHP°C,P°CtC-C”Ch PiP°CtC-C”PSC,P°.

P>C-PeP°CHCI'CHhPePEPNe P-P°CI'C-P+ PePsP»PuCI'PuPIPuP»P°Pj, C%oPs P-PIEF™ CLIP-CfC”
PYPsPIC+PSC- PeP&CI'P»PsC,Pé

PYPiC-P»CHPSP P-P°CI'C,PsCI'CfPIP°PSPSCII PePsP»PuCI'PuPIPuP»P°PjCr
PiC-PrCHPsC...P»PsCEP&PTrCY, C%oPs P-PIER ™ CLIP-CrC” PIPsPIC+PSC- PeP&CI'P»PsC,Pé,
P-PjPuPSC£CrC” CI'PECI'C,PuPjPSPEPNe PIPiP»P&PI C- PiC-PePsPICT
PePsPSCtPuPSC,CHP°C+C-Ch PsP»PjPuCI'P°CRC,P°PSCT PI PiP»P°P-PjC-, P° C,P°PePsP
P-PSPEPYCrC” PiPuCRC-PsPr PSP°PiC-PIPIPéPIPuPrPuPSPSCII. PuCHP&PN:PsPj
PsP»PjPuCI'P°CEC,P°PSCY PjPuPrPsPeCI'PsPjC-P»Cr CLIPe PjC-PSC-PjCtPj P-P° 4 PiPsPrPéPSPé
PrPs PiCHPEPNePsPjCt PePsP»PuCI'PuPIPuP»P°PjCr PiC-PrCHPsC...P»PsCRP&PrCr
P-PSP&PYCrPIP°PI PuC, PuPeC, P»C-PeP°CHCI' CHhPePsC— PIP-P°C”PjPsPrC-C—. PYP»C-Pr
CHPsP-PiP»CIIPSCIC,Pé PjPsPYP»P&PIC-CI'C,CH PiCHP&PN:PsPjCt PsP»PjPuCI'P°CRC,P°PSCr
PjPuPrPsPeCIPsPjC-P»Cr CLIPe PjC-PSC-PjCtPj P-P° 4 PiPsPrPéPSPé PrPs PiCHP&PNePsPjCr
PePsP»PuCI PuPIPuP»P°PjCr PiC-PrCHPsC...P»PsCHP&PrCr (PrPéPI. CHPsP-PrC-P»
B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).

P"PsPrP°C,PePsPIP° C-PSC,PsCRHPjP°C+C-CII

P’C-PrP-PSP°C#PuPSPs PiPsPjC-CEPSPu P-PSPEPIPuPSPSCII P+C-PsPrPsCI'C,CIPiPSPsCI'C,C-
PsP»PjPuCI'P°CEC,P°PSCt PjPpPrPsPeCI'PsPjC-P»Crt PiC-CI'P»CLI P»C-PeCrPIP°PSPSCII



P°PSC,P°CtPPrP°PjPé (PjP°PiPSC-CE C,P° P°P»CRPjC-PSC-CR PiC-PrCHPsPeCI'PEPrP°PjPé).

PhP»PjPuCI'P°CHC,P°PSCT PjPpPrPsPeCI'PsPjC-P» P-PSP°C+CrC%oPp PSPu PIPiP»P&PIP°C” PSP®
C, P°CHPjP°PePsPeC-PSPuC,PéPeCr C- C,P°CHPjP°PePsPrPéPSP°PjC-PeCt PIP°CHC, P°CEP&PSCY
P°P+Ps C,P°CHPjP°PePsPeC-PSPuC,PéPeCr PrPéPiPsPeCI'PEPSCY. PYPiC-P»CHPSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr P-
PiCRP°PIP°CI'C,P°C,PéPSPsPj PSPi PiCHP&EP-PIPsPrPéC,CH PrPs PeP»C-PSC-C+PSPs
P-PSP°C+CrC%oPéC... P-PjC-PS C,P°CHPjP°PePsPeC-PSPuC,PéPePé CtP&C...
PiCEPpPiP°CHP°C,C-PI Cr P-PrPsCHPsPIPEC... PrPsP+CEPsPIPsP»CHCTC-PI.

PkPp PIPECIIPIP»PuPSPs PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsC— C-PSPiC-P+CrCRC+PsC—
PrC-C— PsP»PjPuCI'P°CEC,P°PSCr PSP° C,PuCHPjPuPSC,Pé 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1
C,P° 3A4 CtP&C,PsC...CHPsPjCf P 450 Cf P»CRPrP&PSPé in vitro, C- PIC-PrP-PSP°C+PuPSPs
PjC-PSC-PjP°P»CHPSP&PN: P°P+Ps PSCIP»CHPsPIPéPN. C-PSPrCrPeCrCRCPEPNe PuC, PuPeC,
C%oPsPrPs P°PeC,PéPIPSPsCI'C,C- CtP&C,PsC...CBPsPjCr P 450 Cf C%oCrCEC-PI. PyP°PeP&P;
C$P&PSPsPj, PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPéC... PIP-P°C”"PjPsPrC-PNe PjC-P
PsP»PjPuCI'P°CHC,P°PSPsPj C- P»C-PeP°CHCI' CHPeP&PjPé P-P°CI'PsP+P°PjPé,
PjPuC,P°P+PsP»C-P-Pj CIIPePéC... P-PrC-PN.CI'PSCRC”C,CHCI'CII
PIPEC%oPpP-P°P-PSP°CPpPSPEPjPé C,PuCHPjPuPSC,P°PjPé PiCRCrPiPé CtPEC,PsC...CHPsPjC-PI
P450, PjPsPPSP° PSPu PsC+C-PeCrPIP°C,Pé.

PyPsC,PuPSC+C-PNePSC- PIP-P°C”PjPsPrC-C—, PiPsPIg™ CLIP-P°PSC- P- PePsPjPiPsPSPuPSC,PsPj
PiCHPuPiP°CEP°C,C# PhC,C,PuPSC,Ps™® P°PjP»PsPrPéPiC-PSPsPj

P’PiP»P&PI C-PSCEPEC... P»C-PeP°CECI'CEbPeP&C... P-P°CI'PsP+C-PI PSP° PrC-CR
P°PjP»PsPrPéPiC-PSC3

PtPSPiC-P+C-C,PsChPe CYP3A4

PuuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CfPIP°PSPSC- P°PjP»PsPrPéPiC-PSCr P
CI'PéP»CHPSPEPjPé P°P+Ps PiPsPjC-CRHPSP&PjPé C-PSPiC-P+C-C,PsCEHP°PjPé CYP3A4
(C-PSPiC-P+C-C,PsCHP°PjPé PiCEPsC,PuP°P-, P°P-PsP»CHhPSPEPjPé C, CrPSPiC-CtPéPrP°PjPé,
PjP°PeCHPsP»C-PrP°PjPé C,PéPiCr PuCHP&C,CHPsPjC-CtPEPSCr P°P+Ps
PeP»P°CRHPEC,CHPsPjC-CtPéPSCT, PIPuCEP°PiP°PjC-P»Ct P°P+Ps PrPéP»C,C-P°P-PuPjCr)
PIPiP»P&PI P°PjP»PsPrPéPiC-PSCF PjPsPIPu P-PSP°C+PSPs PiPsCI'PéP»CRPIP°C,PéCI'CLI, C%oPs
C,P°PePsPq PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs PiC-PrPIP&C%oPuPSPSCILI CHPéP-PEPeCY
PIPEPSP&PePSPuPSPSCII PiC-PiPsC,PuPSP-C-C—. PP»C-PSC-C+PSC- PiCHPsCIIPIPé CtPéC...
PIP°CHC-P°CtC-PNe PxPss Ct P»C-C,PSC-C... PiP°CtC-C”PSC,C-PI PjPsPYCrC,CH P+CrC,Pé
P+C-P»CHC€ PIPECHP°PIPuPSPEPjPé. PtCI'PSCrC” PiC-PrPIPEC%0oPuPSPEPNe CHP&P-PéPe
PiC-PiPsC,PuPSP-C-C—. P PuPePsPjPpPSPrCrC”C,CHCI'CLI CHPuC,PpP»CHPSPu
PsP+CI'C,PuPYPuPSPSCII PiP°CtC-C”PSC,C-PI. P§PsPjCr PjPsP{Pu P+CrC,Pé PiPsC,CHC-P+PSPu
PeP»C-PSC-C$PSPp CI'PiPsCI'C,PuCHPuPYPuPSPSCII C- PePsCHPuPeCtC-CII PrPsP-Pé.

PtPSPrCrPeC,PsCHPé CYP3A4

PuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- PIC-PrPsPjPéC...
C-PSPrCrPeC,PsCHC-PI CYP3A4 PePsPSCtPuPSC,CHP°CtC-CII P°PjP»PsPrPéPiC-PSCr Cr
PiP»P°P-PjC- PjPsP{Pu PIC-PrCRC-P-PSCILIC,PECI'CII. PyPsPjCr CI'P»C-Pr
PePsPSC,CHPsP»CRPIP°C,Pé P°CHC,PuCHC-P°P»CHPSP&PN: C,PéCIPe C,P°
CRPuPiCIP»CRPIP°C,Pé PrPsP-Cr CIIPe PiC-Pr C+P°CI’, C,P°Pe C- PiC-CI'P»CI]
CI'CrPiCtC,PSCHPsC— C,PuCHEP°PiC-C—, PsCI'PsP+P»P&PIPs C%oPsPrPs CI'CrPiCtC,PSCHPsC—
C,PuCHP°PiC-C— C-P- CI'PéP»CIHbPSPEPjPé C-PSPrCrPeC,PsCHP°PjPé CYP3A4 (C,P°PePéPjPé



CIIPe CHPeC, P°PjPiC-CtPePS, P-PIC-CHPsP+C-PN. P-PIPECFP°PNePSPEPNe).

PiiCHP&PN:PsPj P°PjP»PsPrPéPiC-PSCr CHP°P-PsPj P- PiCEPuPNePiC,CHCIC,PsPj P°P+Ps
PiCHPpPNePiC, CHCIrC,PsPIP&Pj CI'PsPePsPj PSPy CEPuPePsPjPpPSPrCrC”C,CHCICILI,
PsCI'PeC-P»CHPePé Ct PrPuCLIPePEC... PiP°CtC-C”PSC,C-PI PjPsPYPu
PiC-PrPIPEC%oCrPIP°C,PECI'CLI P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH PiCHPuPiP°CHP°C,Cr, C%oPs
PiCEPsCIIPIP»CLIC”C,CHCI'CII PI PiPsCI'PéP»PuPSPSC- PNePsPiPs PiC-PiPsC,PuPSP-PéPIPSPsC—
PrC-C—.

P”P°PSC,CHPsP»PuPS (C-PSC, CrP-C-CIJ): PI PrPsCI'P»C-PrP°C... PSP°
P»P°P+PsCHP°C,PsCHPSP&C... C,PIP°CHPEPSP°C... PiC-CI'P»CII PiCHP&PNPsPjCr
PIPuCHP°PiP°PjC-P»Cr C- PIPSCIC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCI]
PrP°PSC,CHPsP»PuPSCr CI'PiPsCI'C,PuCHC-PiP°P»PECI'CII C,C-P+CHP&P»CIICTC-CII
CEP»CrPSPsC+PeC-PI C- CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPEPN: PePsP»P°PiCI" P-
P»PuC,P°P»CHPSPEPj PSP°CI'P»C-PrPePsPj Cr P-PIBF™ CIIP-PeCr P- CRPsP-PIP&C,PePsPj
PiC-PiPuCHPeP°P»C-C”PjC-C—. P— PsPiP»CIIPrCr PSP° CRP&P-PéPe CHPsP-PIP&C,PeCr
PiC-PiPuCHPeP°P»C-C”"PjC-C— Cf PiP°CtC-C”PSC,C-PI, CI'C...PéP»CHPSP&C... PrPs
PIPEPSP&PePSPuPSPSCII P-P»PsCIIPeC-CI'PSPsC— PiC-PiPuCHC,PuCHPjC-C—, P° C,P°PePsP|
PSP° C,P»C- C,PuCHP°PiC-C— P-P»PsCIIPeC-CI'PSPsC— PiC-PiPuCHC,PuCHPjC-C—
CHPuPePsPjPpPSPrCrC”C,CHCI'CII CfPSP&PeP°C,Pé PsPrPSPsC+P°CI'PSPsPiPs PiCHP&PNePsPjCr
P+P»PsPeP°C,PsCHC-PI PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI, C,P°PePéC... CLIPe
P°PjP»PsPrPéPiC-PS.

P’PiP»PéPI P°PjP»PsPrPéPiC-PSCé PSP° PrC-CR C-PSCEPéEC... P»C-PeP°CHCI' CHhPePéC...
P-P°CI'PsP+C-PI

P“C-PiPsC,PuPSP-P&PIPSP&PNe PuC, PuPeC, P°PjP»PsPrPéPiC-PSCt PrPsPrP°C”C,CHCI'CLI PrPs
PiC-PiPsC,PpuPSP-P&PIPSPsPiPs PuC, PuPeC,Ct C-PSCEPEC. .. PiCEPuPiP°CHP°C,C-PI, C%oPs
P-PSP&PYCrCRC,CIb P°CEC,PuCEC-P°P»CEbPSPEPNe C,PECI Pe.

PJ C...PsPrC- PeP»C-PSC-C+PSP&C... PrPsCI'P»C-PrP{PuPSCH P»C-PeP°CHCI'CHPePEC...
PIP-P°C”PjPsPrC-PNe P°PjP»PsPrPéPiC-PS PSPp PIPiP»P&PIP°PI PSP°
C,P°CHPjP°PePsPeC-PSPuC,PéPeCr P°C,PsCEPIP°CI'C,P°C,PéPSCT, PrPéPiPsPeCI'PEPSCY P°P+Ps
PIP°CEC, P°CRHP&PSCY.

PYPéPjPIP°CI'C,P°C,PéPS. PYCIPiCrC,PSC” P-P°CI'C,PsCI'CIPIP°PSPSCII
P+P°PiP°C,PsCEP°P-PsPIPEC... PrPsP- P°PjP»PsPrPéPiC-PSCr PiPs 10 PjPi C-
CI'PéPjPIP°CI'C,P°C,PéPSCT PiPs

80 PjPi C...P°CHP°PeC,PuCHPEP-CrPIP°P»PsCI'CH P-P+C-P»CHCEPuPSPSCIIPj PIPiP»P&PICYK
CI'P&PjPIP°CI'C,P°C,P&PSCr PSP® 77 % Cr PiPsCRHC-PIPSCIIPSPSC- C-P- PiCHP&PNPsPjPsPj
P»P&C€Pp CI'PEPjPIP°CI'C,P°C,PEPSCr. P”PsP-P° CI'P&éPjPIP°CI'C,P°C,PEPSCT PrP»CII
PiP°Ct+C-C”PSC,C-PI, CIIPeC- PiCHP&PNePjP°CRC,CH P°PjP»PsPrPéPiC-PS, PSPy PiPsPIPEPSPSP°
PiPuCHPuPIP&C%0CIPIP°C,Pé 20 PjPi PSP° PrPsP+Cr.

PyP°PeCEPsP»C-PjC2CI". PtCI'PSCrC” CRP&P-PéPe PiC-PrPIP&C%oPuPSPSCII CHC-PIPSC-PI
C,P°PeCEPsP»C-PjCICI'Ct PI PeCHPsPIC- PiCHPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- P- P°PjP»PsPrPéPiC-PSPsPj. POPsP+ CrPSPéPePSCrC,Pé

PuC, PuPeC,C-PI C,PsPeCI'P&C+PSPsCI'C,C- C,P°PeCHPsP»C-PjCrCI'Ct PiCRPé
CI'CrPiCtC,PSCHPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P°PjP»PsPrPéPiC-PSCr, PiPsC,CHC-P+PuPS
CHPpPiCIP»CILICHPSPEPNe PjPsPSC-C,PsCREP&PSPi CHC-PIPSC-PI C,P°PeCHPsP»C-PjCfCI'Cr PI
PeCEPsPIC- C,P°, CIIPeC%oPs PSPuPsP+C...C-PrPSPs, PePsCHPuPeCtC-CII PrPsP-CrPIP°PSPSCI].



PtPSPiC-P+C-C,PsCFPé mTOR (PjC-CEPuPSC- CEP°PiP°PjC-CtPéPSCé). PtPSPiC-P+C-C,PsCRHPé
mTOR, C,P°PeC- CIIPe CI'PéCHPsP»C-PjCrCI’, C,PuPjCI'PéCHPsP»C-PjCrCI" C,P°
PuPIPuCHPsP»C-PjCrCI, C” CI'CfP+CI'C,CHP°C,P°PjPé CYP3A. PhPjP»PsPrPéPiC-PS BH"
CI'P»P°P+PePéPNe C-PSPiC-P+C-C,PsCE CYP3A. PiiCEPé PsPrPSPsC+P°CI'PSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSPiC-P+C-C,PsCHC-PI mTOR P°PjP»PsPrPéPiC-PS PjPsPYPn
PiC-PrPIPEC%oCrPIP°C,Pé PIPiP»P&PI C-PSPiC-P+C-C,PsCHC-PI mTOR.

P!PéPeP»PsCI PiPsCFPéPS. PuC-Pr C+P°CI' PiCHPsCI'PiPuPeC,PEPIPSPsPiPs
PeP»C-PSC-C$PSPsPiPs PrPsCI'P»C-PrPYPuPSPSCII P-P° CrC+P°CI'C,Ch PiP°CtC-C”PSC,C-PI C-P-
C,CRP°PSCI'PiP»P°PSC,P°CtC-C”Ch PSPECEPePé CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH
P-P+C-P»CHCEPuPSPSCII PjC-PSC-PjP°P»CHPSPsPiPs CHC-PIPSCII
CtP&PeP»PsCI'PiPsCHPEPSCT PI CI'PuCHPuPrPSCHPsPjCr PSP 40 % PiCHPé
PsPrPSPsC+P°CI'PSPsPjCt P-P°CI'C,PsCI'CfPIP°PSPSC- PNePsPiPs P- P°PjP»PsPrPéPiC-PSPsP;.
PYCrPiCrC,PSC” P-P°CI'C,PsCI'CrPIP°PSPSCII P5C,C,PpPSC,Ps®® C-P-
C1Pé&PeP»PsCI'PiPsCHPEPSPsPj PjPsPYPp PiPsCI'PéP»P&C,Pé PIPiP»P&PI
CtPéPeP»PsCI'PiPsCHP&PSCr. PuCHPé CI'CrPiCrC,PSCHPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P-
P°PjP»PsPrPéPiC-PSPsPj CI'P»C-Pr CHPsP-PiP»CLIPSCrC,Pé PSPuPsP+C...C-PrPSC-CI'C,CH
PePsPSC,CHPsP»Ch P-P° PjC-PSC-PjP°P»CIHPSPéPj CEC-PIPSPuPj CtPéPeP»PsCI PiPsCHP&PSCY
PI PeCHPsPIC-, P° Ct CHP°P-C- PiPsC,CHPuP+Pé Bf“ P-PSPéP-PEC,Pé PrPsP-Cr
CtP&PeP»PsCI'PiPsCHPEPSCT.

PhCI'PsP+P»PéPIPsCIC,C- P-P°CI'C,PsCI' CéPIP°PSPSCII.
PyP°CtC-C”PSC,Pé P- PiC-PiPsPIPsP»PuPjC-C”CFk P°P+Ps PSPuCI'C,P°C+PuCE PSP°C,CEC-Ch

PJ] PiP°CtC-C”PSC,C-PI P- PiC-PiPsPIPsP»PuPjC-C”Ch C,P°/P°P+Ps
PiC-PiPsPSP°C,CHC-C”PjC-C”CRh, C%oPs PIPEPSP&éPeP»Pé PI CHPuP-CrP»CHC,P°C,C-
C-PSC,PpPSCI'PéPIPSPsC— C,PuCHP°PiC-C— PrC-CrCHPuC,PéPeP°PjPé, PsP+PjPuPIPuPSPSCII
CI'PiPsPYP&PIP°PSPSCII CI'PsP»C- P- C—PYPuCH, PrC-P°CHPuC— P°P+Ps P+P»CRPIP°PSPSCI],
PjPsPYPp PIP&PSPéPePSCIC,Pé CI'PéPjPiC,PsPjP°C,PéC+PSP° PiC-PiPsC,PuPSP-C-CI],
PsCI'PsP+P»P&PIPs PiC-CI'P»CII PiCHPéPNePsPjCt PiPuCHCEPsC— PrPsP-Pé.

P PpuPePsPjPuPSPrPsPIP°PSPs CrCI'CFPSCrC,Pé CtC- CI'C,P°PSPé PrPs PiPsC+P°C,PeCr
P»C-PeCrPIP°PSPSCII PiCHPuPiP°CEP°C,PsPj PhC,C,PuPSC,Ps™ P°P+Ps PICI'C,P°PSPsPIP&C,Pé
CHPuC,PuP»CHPSPu CI'PiPsCI'C,PuCHPuPYPuPSPSCILI P-P° CI'C,P°PSPsPj PiP°CtC-C”PSC,P° PSP°
PiPsC$P°C,PeCrt P»C-PeCrPIP°PSPSCIJ.

PtPSCEC- CI'C,P°PSPé, C%oPs CI'CéPiCFPsPIPsPrPICéCRC,CECICLI CI'C,PéPjCéP»CIICTtC-C”CR
CEHPUPSC-PS-P°PSPiC-PsC,PuPSP-PéPS-P°P»CHPrPsCI C,PuCEPsPSPsPIPsC— CI'PéCI'C,PuPjPé

PuP°CtC-C”PSC,Pé, Cr CIIPePéC... CI'CrPrPéPSPSPEPN: C,PsPSCrCI' C- C,CrPSPeCtC-CII
PSP&CHPsPe PIPuP»PéPePsCh PjC-CEPsCh P-P°P»PuPYP°C,CH PIC-Pr P°PeC,P&PIPSPsCI'C,C-
CBPuPSC-PS-P°PSPiC-PsC,PuPSP-PéPS-P°P»CHPrPsCI'C,PuCHPsPSPsPIPsC— CI'PéCI'C,PuPjPé
(PSP°PiCHP&PeP»P°Pr PiP°CtC-C”PSC,Pé P- C,CLIPIPePsCh P-P°CI'C,C-PN.PSPsCh
CI'PuCHCtPpPIPsCR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch P°P+Ps P- C...PIPsCRPsP+PsCh
PSPECEPsPe, PIPeP»CRC+P°CRC$Pé CI'C,PuPSPsP: PSPECEPePsPIPsC— P°CHC,PuCHC-C—),
PjPsPYCrC,CH CHPuP°PiCrPIP°C,Pé PSP° C-PSCEC- PiCHPuPiP°CHP°C,Pé, C%oPs
PIPiP»P&éPIP°CRC,CH PSP° CtCh CI'PECI'C,PuPjCr (C,P°PeC- CIIPe P°PSC,P°PiPsPSC-CI'C,Pé
CEPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PpPSP-PEPSCY II), PiPsCI'C,CEPsCh
PiC-PiPsC,PpPSP-C-C”"Ch, P°P-PsC,PuPjC-C”"Ch, PsP»C-PiCrCHC-C”Ch P°P+Ps CHC-PrPePs -
PiPsCI'C,CHPsCh PSPéCHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,Ch.



P PuPSPsPIP°CI'PeC4P»CLICEPSP® PiC-PiPuCEC,PuPSP-C-CII

P—P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,C-PI, C%oPs PIPiP»PéPIP°CRC,CH PSP°
CHPuPSC-PS-P°PSPiC-PsC,PuPSP-PéPS-P°P»CHPrPsCI'C,PuCHPsPSPsPICt CI'PéCI'C,PuPjCr, Crf
C...PIPsCHP&C... P- PrPIPsP+C-C+PSP&Pj CI'C,PuPSPsP-PsPj PSPéCEPePsPIPsC—
P°CHC,PuCHC-C— P°P+Ps CI'C,PuPSPsP-PsPj P°CHC,PuCHC-C— C”PrPéPSPsC—

C, CrPSPeCtC-PsPSCrCRC$PsC— PSPECHPePé PiPsPIBR™ CIIP-P°PSPu P- PiC-PrPIPEC%oPuPSPEP)
CHP&P-P&PePsPj C,CLIPYPePsC— PiC-PiPsC,PuPSP-C-C— C,P° PSPéCHPePsPIPsC—
PSPuPrPsCI'C,P°C,PSPsCI'C,C-.

PyPsCHCSCEPUPSPSCII C,C3PSPeCtC-C— PSPECEPsPe C- C,CEP°PSCI'PiP»P°PSC,P°C1C-CII
PSPéCFPePé

PuCHPé P-P°CI'C,PsCI'CrPIP°PSPSC- PiCKPuPiP°CRHP°C,Cr PhC,C,PuPSC,Ps®® PiP°CtC-C”PSC,P°Pj
P- PiPsCECrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSP&CHPsPe CHPuPePsPjPpPSPrCrC”C,CHhCI'CII
PiPpCHC-PsPrPéC+PSPEPNe PePsPSC,CHPsP»CH PePsPSCtPuPSC,CHP°CtC-C— PeP°P»C-Ch C,P°
PeCEPpP°C,PEPSC-PSCrF PI CI'PECRHPsPIP°C,CtC-. P—P°CI'C,PsCI'CfPIP°PSPSCII
PHC,C,PuPSC,Ps*® PSP CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiCHPé C,CLIPIPePsPjCr
PiPsCHCrCEPPPSPSC- C,CrPSPeCtC-C— PSP&CHPsPe (PeP»C-CHPuPSCI
PeCHPuP°C,PEPSC-PSCY < 20 PjP»/C...PI). P"PsCI'PIC-Pr P-P°CI'C,PsCI'CfPIP°PSPSCII
PiCRPpPiP°CRHP°C,Cr PHC,C,PuPSC,Ps"® PiP°CtC-C”PSC,P°Pj, CIIPeC- PSPuC%oPsPrP°PIPSPs
PiPuCHPpPSPuCI'P»Pé C,CHP°PSCI'PiP»P°PSC,P°CtC-Ch PSPECHPePé, P°P+Ps
PiP°CtC-C”PSC,P°Pj P- C,PuCHPjC-PSP°P»CHPSPsCh PSPéCHPePsPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch (PSP°PiCHPéPeP»P°Pr, PeP»C-CHPuPSCI’
PeCHPuP°C,PEPSC-PSCY < 12 PjP»/C...PI) PIC-PrCI'CfC,PSC-PN: (PrPéPI. CHPsP-PrC-P»Pé
B«PYPiPsCI'C-P+ P-P°CI'C,PsCI"CFPIP°PSPSCII C,P° PrPsP-PéB» C,P°
B«PxP°CHPjP°PePsPeC-PSPuC,PéPeP°B»).

PyPsPrPIC-PNePSP° P+P»PsPeP°PrP° CFPuPSC-PS-P°PSPiC-PsC,PuPSP-PéPS-
P°P»CHbPrPsCI'C,PuCEPsPSPsPIPsC— CI'PéCI'C,PLPjPé (P PhPhPY)

P, CI'PIC-PrC+PuPSPSCILI, C%oPs CI'PiC-P»CHPSPu P-P°CI'C,PsCI'CFPIP°PSPSCII
C-PSPiC-P+C-C,PsCHC-PI PhPuPx C,P° P+P»PsPeP°C,PsCHC-PI CEPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-PéPSCY II P°P+Ps P°P»C-CI'PeC-CRHPuPSCY P-P+C-P»CHCECIC” CEP&P-PéPe
CEPsP-PIP&éC,PeCr P°CHC,PuCRC-P°P»CHPSPsC— PiC-PiPsC,PuPSP-C-C—,
PiC-PiPpuCHPeP°P»C-C”PjC-C— C- P-PSP&PYPuPSPSCII C,CtPSPeCtC-C— PSPECHPsPe (PI
C,PsPjCr C+PéCI'P»C- PiPsCI'C,CEPsC— PSP&CHPePsPIPsC— PSPuPrPsCI'C,P°C,PSPsCI'C,C-).
PyPsPjCr PiPsPrPIC-PNePSP°® P+P»PsPeP°PrP° P PPHPY PSP° C,P»C- CI'PiC-P»CHPSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiC-P+C-C,PsCHC-PI PhPuPx C,P° P+P»PsPeP°C,PsCHC-PI
CBPuCtPuPiC,PsCRC-PI P°PSPiC-PsC,PuPSP-PEPSCT II P°P+Ps P°P»C-CI'PeC-CHPuPSCr PSP
CHBPpPePsPjPpPSPrCrC”C,CHCI'CII (PrPéPI. CRPsP-PrC-P» B«P’'P-P°C”PjPsPrC-CI] P:
C-PSCEPéPjPé P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIP&PrPé
PIP-P°C”PjPsPrC-PNeB»).

PIPeC%oPs C,PuCEP°PiC-CII P- PiPsPrPIC-PNePSPsSCE P+P»PsPeP°PrPsCh C”
P°P+CI'PsP»CRC,PSPs PSPuPsP+C...C-PrPSPsCH, C,Ps PIPsPSP° PiPsPIP6PSPSP®
PiCRPsPIPsPrP&C,PECI'ClI C,C-P»CHPePé PiC-Pr PSP°PiP»CLIPrPsPj C,P°C...C-PIC{CLI, P°
C,P°PePsPY PSP° C,P»C- CEPuC,PuP»CHbPSPsPiPs CI'PiPsCI'C,PuCEPRPIPuPSPSCII P-P°
C, CfPSPeCtC-C”CR PSP&CEPsPe, CFC-PIPSPuPj PuP»PuPeC,CEPsP»C-C,C-PI C-
P°CEC,PuCHC-P°P»CEHPSPsPiPs C,P&CI'PeCt.

PYPiC-P»CHhPSPy P-P°CI'C,PsCI'CfPIP°PSPSCII C-PSPiC-P+C-C,PsCEC-PI PhPyPx C,P°



P+P»PsPeP°C,PsCEC-PI CEPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-P&PSCF 11
PiCEPsC,P&PiPsPeP°P-P°PSPs PiP°C+C-C”PSC,P°Pj P- PrC-P°P+PuC,PéC+PSPsCh
PSPuC, CHPsPiP°C,C-C"Ch.

PyPsCHC3C€PuPSPSCII C,CéPSPeCtC-C— PiPuC#C-PSPePé

PJ PiP°CtC-C”PSC,C-PI P- PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé
P-P+C-P»CHCECIC”C,CHCI'CLI PuPeCI PiPsP-PECt+C-CII P°PjP»PsPrPéPiC-PSCr C,P°
PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr (PrPéPI. CHPsP-PrC-P»
B«PxP°CEPjP°PePsPeC-PSPuC,PéPeP°B»). PhC,C,PuPSC,Ps*® CI'P»C-Pr P-
PsP+PuCHPpPIPSC-CI'C,Ch PiCEP&P-PSP°C+P°C,Pé PiP°CtC-C”PSC,P°Pj P-
PiPsCECrCEPpPSPSCIIPj C,CfPSPeCtC-C— PiPuC+C-PSPePé P»PuPiPePsPiPs P°P+Ps
PiPsPjC-CHPSPsPiPs CI'C,CtPiPpPSCII. P”P»CII PiP°CtC-C”PSC,C-PI P- PiPsPjC-CEPSP&Pj
PiPsCECrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé PrPsP-P° PsP»PjPuCI'P°CEC,P°PSCr
PjPuPrPsPeCIPsPjC-P»Cr PSP PiPsPIPEPSPSP® PiPuCHPuPIPEC%0CrPIP°C,Pé 20 PjPi (PrP&PI.
CHPsP-PrC-P» B«PYPiPsCI'C-P+ P-P°CI'C,PsCI'CrPIP°PSPSCII C,P° PrPsP-PéB»).
P1iP°CtC-C”PSC,P°Pj P- PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé
PiCHP&PNePsPj P°PjP»PsPrPéPiC-PSCt CI'P»C-Pr PiPsC+P&PSP°C,Pé P- PSP°PNePSP&PC+PsC—
PrPsP-Pé C- PrPsC,CEP&PjCrPIP°C,PECI"CII PsP+PuCHPuPIPSPsCI'C,C- CIIPe PSP°
PiPsC+P°C,PeCr P»C-PeCrPIP°PSPSCI], C,P°Pe C- PiCHPé PiC-PrPIPéC%oPuPSPSC- PrPsP-Pé.
PHC,C,PuPSC,Ps*® PiCHPsC,PéPiPsPeP°P-P°PSPéPNe PiP°CtC-C”PSC,P°Pj P- C,CIIPYPeP&P;
PiPsCHCrC€PpPSPSCIIPj C,CtPSPeCtC-C— PiPuC+C-PSPePé (PrPéPI. CHPsP-PrC-P»
B«PyiCEPsC,PEPiPsPeP°P-P°PSPSCIIB»).

P“C-PiPuCEPeP°P»C-C”PjC-CII

PiPe C- PICHPé P-P°CI'C,PsCI'CrPIP°PSPSC- C-PSCEP&C... P°PSC,P°PiPsPSC-CI'C,C-PI
P°PSPiC-PsC,PuPSP-PéPSCr II C,P° C-PSPiC-P+C-C,PsCEC-PI PhP1Px, PiCHPé
P»C-PeCrPIP°PSPSC- PiCHPuPiP°CHP°C,PsPj PhC,C,PuPSC,Ps”® PjPsPYPu PIPEPSPéPePSCrC,Pé
PiC-PiPpuCHPeP°P»C-C”PjC-CII, PsCI'PsP+P»P&PIPs PiCHPé PiPsCHCrCEPpPSPSC-

C, CrPSPeCtC-C— PSP8CHPsPe C,P°/P°P+Ps CI' PuCEHCtPuPIC-PNe PSPuPrPsCI'C,P°C,PSPsCI'C,C-
(PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé P»C-PeP°CECI CHhPeP&PjPé
P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPéPrPé PIP-P°C”PjPsPrC-PN.B»). PiiP°C+C-C”PSC,P°Pj P
CtC-C”C— PiCECrPiPé CHPéP-PéPeCr CHPpPePsPjPuPSPrCrC”C,CHCI'CLI C+P°CI'C,P&PNe
PePsPSC,CHPsP»CH CHC-PIPSCII CI'PéCHPsPIP°C,PePsPIPsPiPs PeP°P»C-CHh.

PuCHPRPIP°CRP°C, P- PsP+PuCRPuPIPSC-CI'C,CR PiCRP&P-PSP°C+P°CRC,CH Cr
PiPsC”PrPSP°PSPSC- P- PeP°P»C-C”PIP&PjPé PrPsP+P°PIPeP°PjPé,

PeP°P»C-PNeP-P+PpCEHC-PiP° CRCP&PjPé PrC-CrCHPRC, PEPeP°PjPé, P-P°PjC-PSPSP&PeP°PjPé
CI'PsP»C-, C%oPs PjC-CI'C,CLIC,CHh PeP°P»C-PNe, P°P+Ps C-PSCEP&PjPé
P»C-PeP°CHCI'CHbPeP&PjPé P-P°CI'PsP+P°PjPé, CLIPeC- PjPsPYCIC,CH PiC-PrPIPEC%oPEC, Pé
CHC-PIPpPSCH PeP°P»C-CHh (PiPpPiP°CHPEPS C,PsC%oPs); PiCEPé C+CHPsPjCY
CRPuPePsPjPuPSPrCC”C,CHCI'CLI CRPRPiCtP»CLICEPSPEPNe PePsPSC,CHPsP»CH CHC-PIPSCLI
PeP°P»C-CR PI PeCEPsPIC-.

PuCEPuPiP°CEP°C,Pé P»C-C,C-CR

PIPe C- PiCHPé P-P°CI'C,PsCI'CFPIP°PSPSC- C-PSCEPEC... P°PSC,P°PiPsPSC-CI'C,C-PI
P°PSPiC-PsC,PuPSP-PéPSCr 11, PsPrPSPsC+P°CI'PSPu P-P°CI'C,PsCI'CIPIP°PSPSCI]
PHC,C,PpPSC,Ps®® C- PiCHPpPiP°CHP°C,C-PI P»C-C,C-Ch PSP
CHPpPePsPjPuPSPrCrC”C,CHCI'CII (PrPéPL. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P-
C-PSCEPEPjPé P»C-PeP°CHCI'CHbPePéPjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé



PIP-P°C”PjPsPrC-C—B»).

PYC,PuPSPsP- C5CI'C,CILI P°PsCEC,Pé P°P+Ps PjC-C,CEP°P»CHPSPsPiPs PeP»P°PiP°PSP®;
PsP+CI'C,CFCéPeC,PéPIPSP® PiC-PiPuCEC,CEPsC,C-C#PSP° PeP°CEPrC-PsPjC-PsPiP°C,C-CII

P] P-PIEF™ CLIP-PeCt P- PSP°CIIPIPSC-CI'C,Ch PI CI'PeP»P°PrC- PiCKPuPiP°CRHP°C,Cr
PhC,C,PuPSC,Ps*® P°PjP»PsPrPéPiC-PSCr, CIIPe C- C%oPsPrPs C-PSCEPéEC...
CI'CfPrPéPSPsCHPsP-CEPECHCRPIP°P»CHPSPEC... P-P°CI'PsP+C-PI,
CHBPpPePsPjPpPSPrCrC”C,CHCI'CII PrPsC,CEP&PjCrPIP°C,PéCI'CII PsCI'PsP+P»P&éPIPsC—
PsP+PuCHPuPIPSPsCI'C,C- PiCHPé PiCHP&P-PSP°C+PuPSPSC- PiP°CtC-C”PSC,P°Pj P-C-
CI'C,PuPSPsP-PsPj CrCI'C,CII P°PsCRHC,Pé P°P+Ps PjC-C,CHP°P»CHPSPsPiPs PeP»P°PiP°PSP®
P°P+Ps PsP+CI'C,CHCIPeC,PéPIPSPsCh PiC-PiPuCEC,CHPsC,C-C+PSPsCh
PeP°CRPrC-PsPjC-PsPiP°C,C-C”CHh.

PyPuCEPIPEPSPSPEPNe P°P»CHPrPsCI'C,PuCEPSPSC-P-Pj

PuP°CtC-C”PSC,Pé P- PiPuCHPIPEPSPSP&P] P°P»CHyPrPsCI'C,PuCEPsPSC-P-PiPsP;j
P-P°P-PIP&C$P°PNe PSPu CEPpP°PiCfCRC,CH PSP° PiC-PiPsC,PuPSP-P&PIPSC-
PiCHPuPiP°CHP°C,Pé, C%oPs PiCEP&éPiPSC-CCFCRC,CH CHPuPSC-PS-
P°PSPiC-PsC,PuPSP-P&éPSPsPICE CI'P&CI'C,PuPjCt. PyPsPjCt P-P°CI"C,PsCI'CFPIP°PSPSCII
PHC,C,PuPSC,Ps™® PSPp CHPuPePsP{PpPSPrPsPIP°PSPs C,P°PeP&Pj PiP°C+C-C”PSC,P°Pj.

PYPuCHCtPuPIP® PSPuPrPsCI'C,P°C,PSC-CI'C,CH

P] P-PIBR™ CIIP-PeCr P- PiCHPéPiPSC-C+PuPSPSCIIPj P°PSPiC-PsC,PuPSP-P&PS-
P°P»CHhPrPsCI'C,PuCHPsPSPsPIPsC— CI'PéCI'C,PuPjPé PjPsPYP»P&éPIPp PiPsCRHCrCEPuPSPSCII
C, CrPSPeCt+C-C— PSPECEPsPe Cr CI'C...PéP»CIbPSP&EC... PrPs CtCHPsPiPs PiP°CtC-C”PSC,C-PI.
PJ PiP°CtC-C”PSC,C-PI P- C,CILIPYPePsCh CI'PuCHCtPuPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,CR,
Cr CLIPePéC... PjPsPIP»P&PIP° P-P°P»PpPYPSC-CI'C,CH PSPéCHPePsPIPsC— C,CrPSPeCtC-C—
PIC-Pr P°PeC,PéPIPSPsCI'C,C- CHPuPSC-PS-P°PSPiC-PsC,PuPSP-P&PS-
P°P»CHPrPsCI'C,PuCEPsPSPsPIPsC— CI'PéCI'C,PuPjPé, P»C-PeCrPIP°PSPSCII
C-PSPiC-P+C-C,PsCHP°PjPé P°PSPiC-PsC,PuPSP-PéPSPiPuCHPuC,PIPsCHCRPIP°P»CHhPSPsPiPs
C,,PuCHPjPuPSC,Cr (PhPuPx) C- P°PSC,P°PiPsPSC-CI'C,P°PjPé CHPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-P&PSCr PjPsPYPu CI'CrPiCHPsPIPsPrPICrPIP°C,PéCI'CII
PsP»C-PiCrCRHC-C”Ch C-/P°P+Ps PiCHPsPiCHPuCI'CrCRC+PsCR P°P-PsC,PuPjC-C”Ch C-
(CHC-PrPePs) PiPsCI'C,CHPsCh PSPECHPePsPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,ChR C,P°/P°P+Ps
CI'PjPuCHC,Ch.

PuP°CtC-C”PSC,P°Pj C-P- CI'PuCRHCtPuPIPsChR PSPuPrPsCI'C,P°C,PSC-CI'C,Ch C,PuCRHP°PiC-ChR
CI'P»C-Pr PiCEPsPIPsPrPéC,Pé P- PsP+PuCHPuPIPSC-CI'C,CR. P]
PrPsPIPiPsCI'C,CHPsPePsPIPsPjCr PiP»P°CtPuP+Ps-PePsPSC,CHPsP»CHPsPIP°PSPsPjCr
PrPsCI'P»C-PrPYPuPSPSC- P°PjP»PsPrPéPiC-PSCr Cr PiP°CtC-C”PSC,C-PI P- C,CIIPIPePsCh
CI'PuCHCtPpPIPsCh PSPuPrPsCI'C,P°C,PSC-CI'C,CR (NYHA III C- IV) PeC-P»CHPeC-CI'C,CH
PiPsPIC-PrPsPjP»PuPSCH PiCEPs CHPsP-PIPEC,PsPe PSP°P+CHCIIPeCt P»PuPiPuPSC-PI Crf
PiCECrPiC- P°PjP»PsPrPéPiC-PSCr P+CrP»P° P+C-P»CHCEPsCh PI PiPsCHC-PIPSCIIPSPSC- P-
PiCHCIPiPsCR PiP»P°CtPuP+Ps (PrPéPI. CHPsP-PrC-P» B«PuP°CHPjP°PePsPrPéPSP°PjC-PeP°B»).
P‘P»PsPeP°C,PsCRHP& PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI, PIPeP»CRC+P°CRCPé
P°PjP»PsPrPéPiC-PS, CI'P»C-Pr P- PsP+PuCEPuPYPSC-CI'C,Ch P-P°CI'C,PsCI'PsPICIPIP°C,PéB
PiP°CtC-C”PSC,P°Pj C-P- P-P°CI'C,C-PN.PSPsCh CI'PuCHCtPuPIPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, PsCI'PeC-P»CHPePé CtC- PiCRPuPiP°CHP°C,Pé PjPsPYCrC,CH
PiC-PrPIP&C%oCIPIP°C,Pé CHPEP-PéPe PIPEPSPEPePSPuPSPSCII CLIPIPEC%o P- P+PsPeCr
CI'PuCRCtPuPIPs-CI'CfPrPEPSPSPsC— CI'P&CI'C,PuPjPé PI PjP°PNeP+CrC,PSCHPsPjCr C-



CI'PjPuCHC,PSC-CI'C,CHb.
PYPiCEC3-PiPsPrC-P+PSP° PuPSC,PuCEPsPiP°C,C-CII

P] PrCtPYPp CRHC-PrPeC-CI'PSPEC... PIPEPiP°PrPeP°C... PiPsPIC-PrPsPjP»CLIP»Pé PiCHPs
C,CIIPYPeCT C...CEPsPSC-C+PSCt PrC-P°CHPuCH P-C- P-PSP°C+PSPsCHh PIC,CEP°C,PsCh
PjP°CI'Pé C,C-P»P°, C%oPs CHPsP-PIP&P»P°CI'CII C+PuCHPuP: PeC-P»CHPeP° PjC-CI'CIICtC-PI
P°P+Ps CHPsPeC-PI PiC-CI'P»ClLI PiPsC$P°C,PeCr P»C-PeCrPIP°PSPSCII Cr PiP°CtC-C”PSC,C-PI,
CILIPeC- PiCHP&PN:PjP°P»Pé PsP»PjPuCI'P°CEC,P°PS; PiCHPéC+PéPSPsCh C—C—
PIPEPSP&PePSPuPSPSCII C”, C-PjPsPIC-CHPSPs, PjC-CI'CtPuPIP° PIC-PrCI'C,CHPsC+PuPSP®
CHPuP°PeCtC-CII PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C-. P PuP-CrP»CHC,P°C,Pé P+C-PsPiCI'C-C—
CI'P»PéP-PsPIPsC— PsP+PsP»PsPSPePé PePéCEPuC+PSP&PeCT Crf C,P°PePéC...
PiP°CtC-C”PSC,C-PI C+P°CI'C,Ps PrPuPjPsPSCI'C,CHCrPIP°P»Pé P°C,CHPsC,C-Ch
PePECEPePsPIPEC... PIPsCRHCI'PéPSPsPe. PIPeC%oPs C,P°PeC- CI'P&éPjPiC,PsPjPé
PIPEPSPéPeP°CRC,CH Cr PiP°CtC-C”PSC,P° PiC-Pr CP°CI' P»C-PeCrPIP°PSPSCII
PsP»PjPuCI'P°CHC,P°PSPsPj C,P° P-P° PIC-PrCI'CrC,PSPsCI'C,C- C-PSCEP&C... CIIPIPSP&C...
PiCHPEC+P&PS, CI'P»C-Pr PSPuPiP°PNePSPs PIC-PrPjC-PSP&C,Pé P-P°CI'C,PsCI'CFPIP°PSPSCII
PsP»PjPuCI'P°CEC,P°PSCt C,P° PSPu CHPsP-PiPsCPéPSP°C,Pé PNePsPiPs PiCHPEPNePsP;
P-PSPsPICT. PIPeC%oPs PrC-P°CHPuCII PSPy PjPéPSP°C” PiCRPsC,CLIPiPsPj C,PéPYPSCII
PiC-CI'P»CII PIC-PrPjC-PSPé PiCRPuPiP°CRHP°C,Cr, CI'P»C-Pr CRPsP-PiP»CIIPSCrC,Pé
PSPuPsP=+C...C-PrPSC-CI'C,CH PePsPSCI'CrP»CHC,P°CtC-C— Cr PIC-PrPiPsPIC-PrPSPsPiPs
CI'PiPuCtC-P°P»C-CI'C,P° (PSP°PiCHPEPeP»P°Pr PiP°CI'C,CHPsPuPSC,PuCHPsP»PsPiP®).

PhPSPiC-PsPSPUPICEPsC,PéC+PSPéPNe PSP°P+CHCIIPe PePéCE€PuCtPSPEPeCS.

PuPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEHPs PIPéPiP°PrPePé P°PSPiC-PsPSPuPICEPsC,PéC+PSPsPiPs
PSP°P+CHCIIPeCr PePéCEPuCEPSPEPeCT Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
P-P°CI'C,PsCI'PsPICIPIP°P»Pé P+P»PsPeP°C,PsCHPé CHPuCtPuPiC,PsCEHC-PI
P°PSPiC-PsC,PuPSP-P&PSCr 11, [PIPeP»CRC+P°CRCtPé PsP»PjPuCI'P°CHC,P°PS] (PrP&PI.
CHPsP-PrC-P» B«PyPsP+C-C+PSC- CHPuP°PeCtC-C—B»). PJ CtPéC... PiP°C+C-C”PSC,C-PI
CI'PiPsCI'C,PuCHC-PiP°PICI'CII P+C-P»CH> Cr PYPEPIPsC,C-, PSCrPrPsC,P°, P+P»CRPIP°PSPSCI]
C,P° PrC-P°CHPuCIL. PYPEPjPiC,PsPjPé PjPéPSP°P»Pé PiC-CI'P»CII PIC-PrPjC-PSPé
P+P»PsPeP°C,PsCHC-PI CRPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-PéPSCr PtPt. PIPeC%oPs
PrC-P°PiPSPsCI'C,PsPIP°PSPs P°PSPiC-PsPSPuPICHPsC,PéC+PSPEPN. PSP°P+CHCIIPe
PeP&CEPuCHPSPEPeCT, P-P°CI'C,PsCI'CrPIP°PSPSCII PsP»PjPuCI'P°CHC,P°PSCr CI'P»C-Pr
PiCHPEPiP&PSP&C,Pé C,P° CHPsP-PiPsC+P°C,Pé PIC-PrPiPsPIC-PrPSPéPNe PjPsPSC-C,PsCHP&PSPi
PrPs PiPsPIPSPsPiPs P-PSPéPePSPuPSPSCII CI'P&PjPiC,PsPjC-PI.

P+C,PSC-C#PSC- PIC-PrPjC-PSPSPsCI'C,C-

PIPe C- C%oPsPrPs C-PSCEP&C... P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-P&PSCr II, PiC-PiPsC,PuPSP-PéPIPSPéPNe PuC, PuPeC, PhC,C,PuPSC,Ps*® Crf
PiCHPpPrCI'C,P°PIPSPéPeC-PI PSPuPiCHPsC—PrPSPsC— CHP°CI'Pé PjPsPPu P+CrC,Pé
PrPuC%oPs PjPuPSCEPEPj, PSC-PY Cr C-PSCEP&C... PiP°CtC-C”PSC,C-PI, PjPsPP»P&PIPs,
PIPSP°CI'P»C-PrPsPe P+C-P»CHCEPsC— PiPsCEPECHPUPSPsCI'C,C- PSPEP-CHPePsPiPs
CHC-PIPSCII CHPuPSC-PSCY PI C+C-PNe PiPsPiCfP»CIICtC-C—.

PyP°CtC-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC?2
PuC-PrPIPEC%oCrPIP°C,Pé PrPsP-Cr PiCHPpPiP°CHP°C,Cr PiCHPé P»C-PeCrPIP°PSPSC-

PiP°CtC-C”PSC,C-PI P»C-C,PSCHbPsPiPs PIC-PeCt CI'P»C-Pr P- PsP+PuCEPuPIPSC-CI'C,ChR
(PrPéPL. CHPsP-PrC-P» B«PxP°CEPjP°PePsPeC-PSPUC, PEPP°By).



P’P°PiC-C,PSC-CI'C,CH

PHPSC,P°PiPsPSC-CI'C,Pé CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-P&PSCr PtPt PSPu
CI'P»C-Pr CRPsP-PiPsCP&PSP°C,Pé P-P°CI'C,PsCI'PsPICIPIP°C,Pé PiC-Pr C+P°CI
PIP°PiC-C,PSPsCI'C,C-. PiuP°CtC-C”PSC,PeP°Pj, CLIPeC- PiP»P°PSCFCRC,CH
PIP°PiC-C,PSC-CI'C,CH, CI'P»C-Pr P-PjC-PSP&C,Pé P°PSC,PéPiC-PiPuCHC,PpPSP-PEPIPSCT
C,PuCHP°PiC-Ch PSP° P°P»CHC,PuCHEPSP°C,PEPIPSCTF, CLIPeP® PjP°C” PrPsPIPuPrPuPSP&PNe
PiCEPsC, C-P»CH P+PpuP-PiPuPePé PrP»CII P-P°CI'C,PsCI'CFPIP°PSPSCII PIP°PiC-C,PSP&P;.
PIPeC%oPs PICI'C,P°PSPsPIP»PuPSPs PIP°PiC-C,PSC-CI'C,CH, P»C-PeCrPIP°PSPSCII
P°PSC,P°PiPsPSC-CI'C,P°PjPé CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-PEPSCr PPt
CI'P»C-Pr PSPuPiP°PNePSPs PiCHP&PiPéPSPEC,Pé C- PI CRHP°P-C- PiPsC,CHPuP+Pé
CHPsP-PiPsC+P°C,Pé P°P»CHC,PuCHPSP°C,PéPIPSCYt C,PuCEP°PiC-Ch (PrPéPI. CHPsP-PrC-P»Pé
B«P1iCHPsC,PéPiPsPeP°P-P°PSPSCILIB» C,P° B«P—P°CI'C,PsCI'CrPIP°PSPSCII Ct PiPuCHC-PsPr
PIP°PiC-C,PSPsCI'C,C- P°P+Ps PiPsPrCrPIP°PSPSCII PiCHCrPrPrCRB»).

PtPSCEPy

PiPe C- PiCRPé P-P°CI'C,PsCI'CtPIP°PSPSC- P+CrPrCH-CILIPePEC. ..
PiC-PiPsC,PpPSP-P&éPIPSPEC. .. P-P°CI'PsP+C-PI, PSP°PrPjC-CEPSPy P-PSPEPIPuPSPSCII
P°CEC,PpCEC-P°P»CHbPSPsPiPs C,P&CI'PeCt Cf PiP°C+C-C”PSC,C-PI P- C-CEPuPjC-C+PSPsCh
C...PIPsCEPsP+PsCR CI'PuCECTCLI P°P+Ps P- PiPsCECrCEPuPSPSCLIP] PjPsP-PePsPIPsPiPs
PeCEPsPIPsPsP+C-PiCt PjPsPYPp PiCEP&P-PIPuCI'C,Pé PrPs C-PSC, P°CEHPeC,Cr
PjC-PsPeP°CEPrP° P°P+Ps C-PSCI'C{P»CHbC,Cr.

P!PpPNe P»C-PeP°CHCI'CHPeP&éPNe P-P°CI'C-P+ PjC-CI'C,PéC,CH PjPuPSCEPp PSC-PY 1
PjPjPsP»CH PSP°C,CEC-Ch (23 PjPi) PI 1 C,P°P+P»PuC,CtC-, PIPeCEP&C,C-PNe
PiP»C-PIPePsPIPsCh PsP+PsP»PsPSPePsCHh, P° PIC-PrC,P°Pe PIPIP°PP°C”C,CHCI'CII
PiCHP°PeC,P&C+PSPs PIC-P»CHPSPé&Pj PIC-Pr PSP°C,CHC-CR.

P—P°CI'C,PsCI'C4PIP°PSPSCII C2 PiPuCFC-PsPr PIP°PiC-C,PSPsCI'C,C- P°P+Ps
PiPsPrCéPIP°PSPSCII PiCHCéPrPrCH.

P’P°PiC-C,PSC-CI'C,CH (PrPéPI. CEPsP-PrC-P» B«P1iCEPsC,PéPiPsPeP°P-P°PSPSCIIB»)

P”P°PSC- PiCEPs P-P°CI'C,PsCI'CfPIP°PSPSCLI PiCEPuPiP°CEP°C,Ct PHC,C,PuPSC,Ps*®
PIP°PiC-C,PSP&Pj PIC-PSPeP°Pj PIC-PrCI'CC,PSC-. P”PsCI'P»C-PrPIPuPSPSCII
C,PsPeCI'P&CHPSPsCI'C,C- PHC,C,PuPSC,Ps®® C%oPsPrPs CEPuPiCEPsPrCrPeC,PEPIPSPEC. ..
PsCEPiP°PSC-PI PSP° C,PIP°CEP&PSP°C... PSPp PiCHPsPIPsPrP&éP»P&CI CIL.

PhP»PjPuCI'P°CEC,P°PSC# PjPuPrPsPeCI PsPjC-P» (PrC-CRC#P° CEPuCtPsPIPEPSP°
PhC,C,PuPSC,Ps")

P—P°CI'C,PsCI'CfPIP°PSPSCII P°PSC,P°PiPsPSC-CI'C,C-PI P°PSPiC-PsC,PuPSP-PéPSCYF II
PiCHPsC,P&PiPsPeP°P-P°PSPs PIP°PiC-C,PSPéPj C- PIC-PSPeP°Pj, CIIPeC- PiP»P°PSCIFCRC,CH
PIP°PiC-C,PSC-CI'C,CH (PrPéPIL. CHPsP-PrC-P»Pé B«PiiCHPsC,PéPiPsPeP°P-P°PSPSCILIB» C,P°
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI' CFPIP°PSPSCIIB»).

P+ PiC-PrPuPjC-PsP»PsPiC-C+PSC- PrP°PSC- C%oPsPrPs CEP&P-P&PeCY
C,PuCHP°C,PsPiPuPSPSPSC— PrC-C— C-PSPiC-P+C-C,PsCEC-PI PhPyPx Cf PiPpuCECEPsPiCYt
C,CHP&PjPuCI'C,CEC- PIP°PiC-C,PSPsCI'C,C- PSPi PrP°CRC,CH P-PjPsPiPé P-CEPsP+P&C,Pé
PePsPSPeCHPuC,PSC- PIPECI'PSPsPIPePé, PsPrPSP°Pe CEP&P-PéPe PiPsPrC-P+PSP&C. ..



PuC, PuPeC,C-PI PiPsPIPSC-CI'C,Ch PIPéPeP»CRCP&C,Pé PSPu PjPsPPSP°. PmPsPIPSP®
PiCHP&PiCICI'C,P&C,Pé, C%oPs C-CI'PSCrC” P°PSP°P»PsPiC-CPSP&éPN. CKP&P-PéPe
PIC-PrPSPsCI'PSPs P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-PEPSCT 11, PsCI'PeC-P»CHPePé PePsPSC,CHPsP»CHPsPIP°PSC-
PuPiC-PrPuPjC-PsP»PsPiC-C+PSC- PrPsCI'P»C-PrPYIPuPSPSCIIB CtPé&C... PiCHPuPiP°CHP°C,C-PI
PSPp PiCEPsPIPsPrPéP»PeCI'CLI. PiiP°CtC-C”PSC,PeP°Pj, CIIPeC- PiP»P°PSCFCRC,CH
PIP°PiC-C,PSC-CI'C,CH, CHPuPePsPjPuPSPrCrC”C,CHCI'CLI PiPuCHPuPNeC,Pé PSP° C-PSCEC-
PiC-PiPsC,PpPSP-PéPIPSC- PiCHPuPiP°CHP°C,Pé, P+PuP-PiPuPeP°® CIIPeP&C... PiCHPé
PIP°PiC-C,PSPsCI'C,C- PrPsPIPuPrPuPSP°, CIIPeC%oPs C,C-P»CHPePé Cr
P-P°CI'C,PsCI'CfPIP°PSPSC- P°PSC,P°PiPsPSC-CI'C,C-PI CHPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PpPSP-P&PSCr II PSPuPjP°C” PSP°PiP°P»CHPSPsC— PiPsC,CHPuP+Pé. PuCHPé
PIPéCIIPIP»PpPSPSC- PIP°PiC-C,PSPsCI'C,C- CI'P»C-Pr PSPuPiP°PN:PSPs PIC-PrPjC-PSP&C,Pé
P°PSC,P°PiPsPSC-CI'C,Pé CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-P&PSCr II C- Ct CHP°P-C-
PiPsC,CHPuP+Pé PiCHP&P-PSP°C+P&C,Pé P°P»CHC,PuCHPSP°C,PEPIPSPp P»C-PeCrPIP°PSPSCIL.

PJ PrCECEPiPsPjCt C- C,CEPRC,CHhPsPjCt C,CEP&PPRCI'C,CEP°C... P°PSC,P°PiPsPSC-CI'C,Pé
CEPRCtPuPiC,PsCEC-PI P°PSPiC-PsC,PuPSP-P&PSCT IT C+P&PSCIIC,CH C,PsPeCI'PéCPSCE
PrC-CR PSP® PiP»C-Pr (PiCEP&PiPSC-C4PuPSPSCII C,CPSPeCtC-C— PSP&CHPsPe,
PsP»C-PiPsPiC-PrCEPsP°PjPSC-PsPS, P-P°C,CHP&PjPeP°® PsCI'P&C, C-PeP°C+C-C— PeC-CI'C,PsPe
CPuCHPuPiP°) C,P° PSPsPIPSPSP°CEPsPrPPuPSPsPiPs (PSPECEPePsPIP®
PSPuPrPsCI'C,P°C,PSC-CI'C,CHb, P°CEC,PuCEC-P°P»CHPSP® PiC-PiPsC,PuPSP-C-CLI,
PiC-PiPpCEPeP°P»C-C”PjC-ClI) (PrP&PL. CEPsP-PrC-P» B«P”PsPeP»C-PSC-C4PSC- PrP°PSC- P-
P+PpP-PiPuPePEB»).

P] CHP°P-C- PiCHPEPNePsPjCt P°PSC,P°PiPsPSC-CI'C,C-PI CEPuCtPuPiC,PsCHC-PI
P°PSPiC-PsC,PuPSP-PéPSCr II PI PrCRCrPiPsPjCr P°P+Ps C,CHPuC,CHPsPjCr
C,CRPé&PjPuCI'C,CRC- PSPuPsP+C...C-PrPSP&PN. PePsPSC,CHPsP»CH C,CrPSPeCtC-C—
PSP&CHPsPe C,P° PiCHPsCtPuCI'Ct PsCI'PéC, C-PeP°CtC-C— PeC-CI'C,PsPe C+PpuCEPuPiP° Cr
PiP»PsPrP° P-P° PrPsPiPsPjPsPiPsCh PJP—P”. P—P° CI'C,P°PSPsPj
PSPsPIPsPSP°CHPsPrPIPuPSPéEC..., PjP°C,PuCHC- CIIPePé&C... PiCHPéPNPjP°P»Pé
P°PSC,P°PiPsPSC-CI'C,Pé CHPuCtPuPiC,PsCHC-PI P°PSPiC-PsC,PuPSP-P&PSCT II, CI'P»C-Pr
CI'PiPsCI'C,PuCHC-PiP°C,Pé C%oPsPrPs PjPsP{P»P&PIPsC— P°CHC,PuCHC-P°P»CHhPSPsC—
PiC-PiPsC,PuPSP-C-C— (PrPéPIL. CHPsP-PrC-P»Pé B«PiCHPsC,PéPiPsPeP°P-P°PSPSCLIB» C,P°
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»).

PhPjP»PsPrPéPiC-PS (PrC-CECtP° CEPuCPsPIPEPSP° PhC,C,PuPSC,Ps*)

P”P°PSC-, PsC,CEP&PjP°PSC- PI C...PsPrC- CI'PiPsCI'C,PuCEPuPPuPSCH P-P°
PsP+PjPuPPuPSPsCR PeC-P»CHPeC-CI'C,CR PIP°PiC-C,PSP&C... PIC-PSPsPe, PSPy
PiPsPeP°P-P°P»Pé, C%oPs P°PjP»PsPrP&PiC-PS P°P+Ps C-PSCEC- P°PSC,P°PiPsPSC-CI'C,Pé
PeP°P»CHhCtC-C”PIPEC... CRPuCPRPIC,PsCEC-PI C+P&PSCIIC,CH CEPeC-PrP»PEPIPEPN:
PIPiP»P&PI PSP° P-PrPsCEPsPIEE ™ CLI PiP»PsPrP°. PhPrPSP°Pe PiCEPé CtCHbPsPICYt C”
CEP&P-PéPe PiPsPrPsPIPIPRPSPSCII C,CEP&PIP° P»PsCI'C,C- PiPsP»PsPiC-PI.

P— PsPiP»CLIPrCt PSP°® PIP&C%oPpP-PiP°PrP°PSPy, PHC,C,PuPSC,Ps®®
PiCHPsC,P&PiPsPeP°P-P°PSP&PNe. PIP°PiC-C,PSPéPj P°P+Ps P{C-PSPeP°Pj, CIIPeC-
PiP»P°PSCfCRC,CH PIP°PiC-C,PSC-CI'C,CH (PrPéPI. CHPsP-PrC-P»Pé
B«PuCHPsC,PéPiPsPeP°P-P°PSPSCLIB» C,P° B«PhCI'PsP+P»P&éPIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P“PsPrCéPIP°PSPSCII PiCRCéPrPrCh



PhP»PjPuCI'P°CHC,P°PS PiCEPsPSP&PeP°C” PI PjPsP»PsPePs P»P°PeC,CrCRC1PéC...
C%oCICHC-PI. PhPrPSP°Pe PSPuPIC-PrPsPjPs, C+Pé PiCHPsPSPéPeP°C” PsP»PjPuCI'P°CHC,P°PS
Cr PiCRBCIPrPSPu PjPsP»PsPePs Cr PYC-PSPsPe. PhPjP»PsPrPéPiC-PS
PuPeCI'PeCHPuC,CrC”C,CHCI'CII PI PiCHCIPrPSP PjPsP»PsPePs P»CRPrPéPSPé. PSP°CI'C,PeCr
PjP°C,PuCHPEPSCI'CHPePsC— PrPsP-Pé, PsC,CHPéPjP°PSPsC— PSPuPjPsPIP»CILIPj, P+CrP»Ps
PsC+C-PSPuPSPs P-P° PjC-PYPePIP°CHC,PéP»CHPSP&P] PrC-P°PiP°P-PsPSPsPj 3-7 % P-
PjP°PeCI'PEPjCIPjPsPj 15 %. P'PiP»P&PI P°PjP»PsPrPéPiC-PSCt PSP° PSPuPjPsPIP»CII
PSPuPIC-PrPsPjP&éPNe. PiC-Pr CP°CI PiPsPrCrPIP°PSPSCII PiCECrPrPrCh
P-P°CI'C,PsCI'CrPIP°PSPSCII PhC,C,PuPSC,Ps*® PSPp CEPuPePsPjPuPSPrCrC”C,CHCI'CII C,P°
PSP°PrP°C”C,CHCI'CLI PiPpCHPuPIP°PiP° P°P»CHC,PuCHPSP°C,PEPIPSPEPj C,PuCHP°PiC-CLIP;j
C-P- PeCHP°C%oPéPj PrPsPIPuPrPuPSPéPj PiCEPsC, C-P»PuPj P+PuP-PiPpPePé Cr PiPuCHC-PsPr
PiPsPrCrPIP°PSPSCII PiCHCrPrPrCh, PsCI'PsP+P»PéPIPs PiC-Pr C+P°CI" PiPsPrCrPIP°PSPSCII
PiCECIrPrPrCh PSPsPIPsPSP°CHPsPrPIPuPSP&C... P°P+Ps PSPuPrPsPSPsCEPuPSPEC...
PSPuPjPsPIP»CIIC,.

PxPuCEC,PéP»CHPSC-CI'C,CH

PuPsPIC-PrPsPjP»CIIP»Pé PiCHPs PIPéPiP°PrPePé, PePsP»Pé Cr PrPuCIIPePéC...
PiP°CtC-C”PSC,C-PI, CIIPeC- PiCHPéPNePjP°CRC,CH P+P»PsPeP°C,PsCHPé
PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI, PIPEPSPéPeP°P»Pé PsP+PsCEPsC,PSC-
P+C-PsC...C-PjC-C$PSC- P-PjC-PSPé PI PiPsP»PsPICtC- CI'PiPuCEPjP°C,PsP-PsC—PrP°.
PmBP»C-PSC-C+PSP&C... PrP°PSPEC... C%oPsPrPs PiPsC,PuPSCtC-PNePSPsPiPs PIPiP»P&PICY
P°PjP»PsPrPéPiC-PSCr PSP° C,PuCHC,PéP»CHPSC-CI'C,CH PSPuPrPsCI'C,P°C,PSCHPs. PJ
PrPsCI'P»C-PrPPuPSPSC- PSP°® C%oCrCHP°C... P+CfP»Ps PIP&CLIPIP»PuPSPs
PSPuP+P°PYP°PSCr PrC-Ch PSP° C, PuCHC,PéP»CHPSC-CI'C,CH CI'P°PjCtC-PI (PrPéPI.
CHPsP-PrC-P» B«P”PsPeP»C-PSC-C$PSC- PrP°PSC- P- P+PuP-PiPuPePéB»).

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

PHC,C,PuPSC,Ps®® PjPsPYPp PSPuP-PSP°C+PSPs P°P+Ps PiPsPjC-CHPSPs PIPiP»P&PIP°C,Pé PSP°
P-PrP°C,PSC-CI'C,CHh PePuCHCIPIP°C,Pé C,CHP°PSCI'PiPsCEC,PSP&PjPé P-P°CI'PsP+P°PjPé C,P°
PsP+CI'P»CrPiPsPICIPIP°C,Pé C-PSCEC- PjPuC...P°PSC-P-PjPé.

PtPSPsPrC- Cr PiP°CtC-C”PSC,C-PI, C%oPs PiCHPéPNePjP°CRC,CH PiC-PiPsC,PuPSP-PéPIPSC-
P-P°CI'PsP+Pé, PjPsPICrC,CH PIP6PSPéPeP°C,Pé PiPsP»PsPIPSC- P+PsP»C-,
P-P°PiP°PjPsCEPsC+PuPSPSCII, PSCIFPrPsC,P° C- PiC-PrPIP&C%oPuPSP®
CI'C,PsPjP»CRPIP°PSC-CI'C,CH, PIPSP°CI'P»C-PrPsPe C+PsPiPs PjPsP{Ppu
P-PSPEPYCrPIP°C,PéCI'CLI CHPuP°PeCtC-CLL. PYP»C-Pr PrPsC,CHP&PjCrPIP°C,PéCICII
PsP+PuCHPpPIPSPsCI'C,C-, PsCI'PsP+P»P&PIPs PSP° PiPsC+P°C,PeCt P»C-PeCrPIP°PSPSCI].

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

P PuPePsPjPuPSPrPsPIP°PSP° PrPsP-P° PiCHPuPiP°CRP°C,Cr PhC,C,PuPSC,Ps™ - 1
C,P°P£P»PuC,PeP° PSP° PrPsP=Cr.



PHC,C,PuPSC,Ps"20/5 PjPsPPSP° PiCHPEP-PSP°C+P°C,Pé PiP°C+C-C”PSC,P°Pj P
PSPuPrPsCI'C,P°C,PSCHPsChR CHPuP°PeCtC-C”Ch PsCRHPiP°PSC-P-PjCr PSP°
PjPsPSPsC,PuCEP°PiC-Ch PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»PsPj PI PrPsP-C- 20
PjPi P°P£Ps P°PjP»PsPrPePiC-PSPsPj PI PrPsP-C- 5 PjPi.

PHC,C,PuPSC,Ps*®40/5 PjPsPIPSP° PiCRP&P-PSP°C+P°C,Pé PiP°C+C-C”PSC,P°Pj P-
PSPuPrPsCI'C,P°C,PSCHPsCR CEPuP°PeCtC-C”CR PsCEHPiP°PSC-P-PjCt PSP° C,PuCHP°PiC-Ch
PiCHPRPiP°CEP°C,PsPj PhC,C,PuPSC,Ps*®20/5.

PHC,C,PuPSC,Ps®®40/10 PjPsPIPSP° PiCEP&P-PSP°C+P°C,Pé PiP°CtC-C”PSC,P°Pj P-
PSPuPrPsCI'C,P°C,PSCHPsCR CHPuP°PeCtC-C”CR PsCEHPiP°PSC-P-PjCt PSP° C,PuCHP°PiC-Ch
PiCHPRPiP°CEP°C,PsPj PhC,C,PuPSC,Ps*®40/5.

P”Ps PiCEP&P-PSP°C+PuPSPSCLI PePsPjP+C-PSPsPIP°PSPsPiPs PiCHPuPiP°CHP°C,Cr P-
C, C-PeCI'PsPIP°PSP&PjPé PrPsP-P°PjPé P°PeC,PEPIPSPEC. .. PePsPjPiPsPSPuPSC,C-PI
CHPpPePsPjPuPSPrCIC”C,CHbCI'CLI PiPsPuC,P°PiPSPEPNe PiC-PrP+C-CE PrPsP- CtP&C...
PePsPjPiPsPSPRPSC,C-PI C1IPe PjPsPSPsPiCEPuPiP°CEP°C,C-PL. P] CHP°P-C-
PSPuPsP=+C...C-PrPSPsCI'C,C- PjPsPIP»P&PIP°® PiCECIIPjP° P-P°PjC-PSP®
PjPsPSPsPiCRPuPiP°CHP°C,C-PI PSP°® PePsPjP+C-PSPsPIP°PSPéPNe PiCHPUPiP°CEP°C,.

P"P»CLI P-CRCIC+PSPsCI'C,C- PiP°CtC-C”PSC,P&, CLIPeC- PsC,CEP&PjCrCRC,CH
PsP»PjPuCI'P°CRC,P°PSCY PjPuPrPsPeCI'PsPjC-P» C- P°PjP»PsPrP&éPiC-PS Cr PIP&PiP»CIIPrC-
PsPeCHPUPjP&C... C,P°P+P»PuC,PsPe, PjPsPICrC,CH P+CIC,Pé PiPuCEPuPIPuPrPuPSC- PSP°
C,P°P+P»PuC,PePé PHC,C,PuPSC,Ps*®, C%oPs PjC-CI'C,CIIC,CH CtC- PePsPjPiPsPSPuPSC,Pé PI
P°PSP°P»PsPiC-C+PSP&C... PrPsP-P°C....

PiuCHPuPiP°CHP°C, PhC,C,PuPSC,Ps”® PjPsPIPSP°® PiICHPEPNePjP°C,Pé PSPuP-P°P»PuPYPSPs
PIC-Pr PiCHPéPN-PsPjCt C—PqC-.

PyP°Ct+C-C”PSC,Pé P»C-C,PSCHPsPiPs PIC-PeC# (PIC-PePsPj 65 CEPsPeC-PI C,P°
CI'C,P°CHCEPL)

PiPe PiCEP°PIP&P»Ps, PrP»CII PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCr PSPu
PiPsC,CHC-P+PSP° P-PjC-PSP° CEPuPePsPjPuPSPrPsPIP°PSPsC— PrPsP-Pé PiCHPuPiP°CHP°C,CT,
PiCEPsC,Pp PiC-PrPIPEC%oCrPIP°C,Pé PrPsP-Ct PiCEPuPiP°CEHP°C,Ct CI'P»C-Pr P-
PsP+PuCEPuPYIPSC-CI'C,Ch (PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB», B«PrP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

PuCHPé P-P+C-P»CHCEPUPSPSC- PrPsP-Pé PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr
PrPs PjP°PeCI'PéPjP°P»CHPSPsC— (40 PjPi PSP°® PrPsP+Cr) Cr PiP°CtC-C”PSC,P° CI'P»C-Pr
CHPuC,PuP»CHPSPs PePsPSC,CHPsP»CRPIP°C,Pé P°CRC,PuCHC-P°P»CHPSPEPNe C,PECT Pe.

PyPsCHC2CE€PuPSPSCII C,CéPSPeCtC-C— PSPéCHPsPe

PrP°PeCI'PéPjP°P»CHPSP° PrPsP-P° PsP»PjPuCI'P°CHC,P°PSCr PjPuPrPsPeCIPsPjC-P»Cr
PrP»CII PiP°CtC-C”PSC,C-PI P- PiPsCHCrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PSP&CHPsPe PIC-Pr
P»PpPiPePsPiPs PrPs PiPsPjC-CHPSPsPiPs CI'C,CIPiPuPSCII (PeP»C-CHPuPSCI
PeCHPuP°C,PEPSC-PSCr 20-60 PjP»/C...PI) CI'C,P°PSPsPIP&C,CH 20 PjPi PsPrPéPS CHP°P- PSP°
PrPsP+Ct, PsCI'PeC-P»CHPePé PrPsCI'PIC-Pr P-P°CI'C,PsCI'CFPIP°PSPSCII P+C-P»CHCE
PIP&CI'PsPePé&C... PrPsP:- CtC-PNe PiCHCIPiC- PiP°CtC-C”PSC,C-PI PsP+PjPuP{PuPSP&PNe.
PHC,C,PuPSC,Ps™® PSPu CHPuPePsPjPuPSPrCrC”C,CHCI'CII PiP°C+C-C”PSC,P°Pj P
PiPsCHCrCEPpPSPSCIIPj C,CrPSPeCtC-C— PSP&CHPsPe C,CLIPPePsPiPs CI'C,CrPiPuPSCII



(PeP»C-CHPpPSCI" PeCHPuP°C,PEPSC-PSCT < 20 PjP»/C...PI) (PrPéPI. CRPsP-PrC-P»Pé
B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CrPIP°PSPSCLIB»,
B«PrP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

PyCEPé P-P°CI'C,PsCI'CI-PIP°PSPSC- PiCEPuPiP°CRP°C,Ct PiP°CtC-C”PSC,P°Pj P-
PiPsCRCICEPuPSPSCIIPj C,CrPSPeCtC-C— PSPECEPsPe PiPsPjC-CHPSPsPiPs CI'C,CPiPpPSCII
CHPuPePsPjPuPSPrCIC”C,CHCI'CLI PePsPSC,CEPsP»CRPIP°C,Pé PePsPSCPRPSC,CEP°CtC-Ch
PeP°P»C-Ch C,P° PeCRPpP°C,PéPSC-PSCE.

PyuPsCHC2éC€PuPSPSCII C,CéPSPeCtC-C— PiPuCtC-PSPePé

PHC,C,PuPSC,Ps*® P- PsP+PuCEPuPYPSC-CI'C,ChR PiCEP&P-PSP°C+P°CRC,CH PiP°CtC-C”PSC,P°Pj
P- PiPsCECrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PiPuC+C-PSPePé PIC-Pr P»PpPiPePsPiPs PrPs
PiPsPjC-CHPSPsPiPs CI'C,CIPiPuPSCII (PrPéPI. CHPsP-PrC-P»Pé B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB», B«PrP°CHPjP°PePsPeC-PSPuC,PEPeP°B»).

PuCHPé PiPsPjC-CHPSPsPjCr PiPsCECrCEPuPSPSC- C,CrPSPeCtC-C— PiPuC+C-PSPePé
PsP»PjPuCI'P°CHC,P°PSCT PjPuPrPsPeCIPsPjC-P» PiICRP&P-PSP°C+P°CRC,CH Cr
PiPsC+P°C,PePsPIC-PNe PrPsP-C- 10 PjPi PsPrPéPS CHP°P- PSP° PrPsP+Cf.
PmP°PeCI'PEPjP°P»CHPSP° PrPsP-P° PrP»CII C,P°PePéC... PiP°C+C-C”PSC,C-PI PSPu
PiPsPIPEPSPSP® PiPuCHPuPIPEC%0CrPIP°C,Pé 20 PjPi PsPrPEPS CHP°P- PSP°® PrPsP+Cr. PJ
CRP°P-C- CI'CrPiCrC,PSCHPsC— C,PuCRHP°PiC-C— PrC-CfCHPuC,PéPeP°PjPé C- (P°P+Ps)
C-PSCEP&PjPé PiC-PiPsC,PuPSP-PEPIPSP&PjPé PiCEPuPiP°CHP°C,P°PjPé PiP°CtC-C”PSC,P°Pj P-
PiPsCHCICEPpPSPSCIIPj C,CfPSPeCtC-C— PiPpC+C-PSPePé CEPuPePsPjPuPSPrCrC”C,CHhCICII
CHPuC,PuP»CHPSPu CI'PiPsCI'C,PuCEPuPYPuPSPSCII P-P° CEC-PIPSPuP;
P°CHC,PuCHC-P°P»CHPSPsPiPs C,PéCI'PeCr C- C,CrPSPeCtC-C”Ch PSPECEPsPe. P”PsCI'PIC-Pr
P-P°CI'C,PsCI'CtPIP°PSPSCII PsP»PjPuCI'P°CHC,P°PSCt PjPuPrPsPeCI'PsPjC-P»Cr
PiP°Ct+C-C”PSC,P°Pj P- PiPsCRCrCE€PuPSPSCIIPj C,CrPSPeCtC-C— PiPuCtC-PSPePé
C,CLIPYPePsPiPs CI'C,CrPiPuPSCII PIC-PrCI'CfC,PSC-PNe.

PIPe C- PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- C-PSC£PEC... P°PSC,P°PiPsPSC-CI'C,C-PI
PeP°P»CHCtC-Ch, Cr PiP°CtC-C”PSC,C-PI P- PrPéCI'C, CrPSPeCtC-C”Ch PiPuC+C-PSPePé
PiPsPrPsPIPYCrC”C,CHCI'CII C+P°CI’ PSP°PiC-PIPIPEPIPuPrPuPSPSCII P°PjP»PsPrPéPiC-PSCY;
CHPpPePsPjPuPSPrP°CtC-C— P- PrPsP-CrPIP°PSPSCII PSP PICI'C,P°PSPsPIP»PuPSC-. PiPsPjCr
C,P°PePéPj PiP°CtC-C”PSC,P°Pj PiCRPuPiP°CHP°C, PHC,C,PpPSC,Ps*® CI'P»C-Pr
PiCEP&P-PSP°C+P°C,Pé P- PsP+PuCEPuPYPSC-CI'C,CR. PaxP°CHPjP°PePsPeC-PSPuC,PéPeP®
P°PjP»PsPrPéPiC-PSCr Cr PiP°CtC-C”PSC,C-PI P- PiPsCHCrCEPuPSPSCIIPj C,CrPSPeCtC-C—
PiPpC+C-PSPePé C,CILIPYPePsPiPs CI'C,CrPiPuPSCII PSPu PIPEPIC+PuPSP°. PiCHPEPN:PsPj
P°PjP»PsPrPéPiC-PSCr PiP°CtC-C”PSC,P°Pj P- PiPsCRHCrCEPuPSPSCIIPj C,CrPSPeCtC-C—
PiPpC$C-PSPePé C,CLIPPePsPiPs CI'C,CrPiPuPSCII CI'P»C-Pr PiPsC+PéPSP°C,Pé P-
PSP°PNePSP&P{C+PsC— PrPsP-Pé C- PiPsPIC-P»CHPSPs C—C— PiC-PrPIP&C%oCrPIP°C,Pé.
PHC,C,PuPSC,Ps®® PiCHPsC,PéPiPsPeP°P-P°PSP&PN: PiP°C+C-C”PSC,P°Pj P
PiPsCHCrC€PuPSPSCIIPj C,CfPSPeCtC-C— PiPuC+C-PSPePé C,CILIPYPePsPiPs CI'C,CtPiPuPSCII
(PrPéPIL. CHPsP-PrC-P» B«PuCHPsC,PéPiPsPeP°P-P°PSPSCIIB»).

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

PyP°P+P»PuC,PePé PePsPIC,P°C,Pé CtC-P»PéPjPé, P-P°PiPéPIP°CRC1Pé PrPsCI'C,P°C,PSCHPsCh
PeC-P»CHPeC-CI'C,CR CHC-PrPéPSPé (PSP°PiCEP&éPeP»P°Pr CI'PeP»CLIPSPePsCHh PIPsPrPé).
PyP°P+P»PuC,PePé PSPu CI'P»C-Pr CHPsP-PYPsPICFPIP°C,Pé. PuCEPuPiP°CHP°C,
CHPpPePsPjPuPSPrCrC”C,CHCI'CLI PiCHPEPNePjP°C,Pé C%oPsPrPSCII PI PsPrPéPS C- C,PsPNe
PYPu C#P°CT.



P”C-C,Pe.

P‘PuP-PiPuPeP° C,P° PuC, PuPeC,PEPIPSC-CI'C,CH P-P°CI'C,PsCI'CFPIP°PSPSCII PHC,C,PuPSC,Ps’
PrC-C,CIIPj C,P° PiC-PrP»C-C,PeP°Pj (PIC-PePsPj PrPs 18 CHPsPeC-PI) PSPu
PrPsCI'P»C-PrPYCrPIP°P»PéCI'CH. P"P°PSC- PIC-PrCI'CC,PSC-.

PuPuCEPuPrPsP-CsPIP°PSPSCII.
PYPéPjPiC,PsPjPé

P’P&PiP°PrPeC-PI PiPuCEPpPrPsP-CPIP°PSPSCII PiCEPRPiP°CEP°C,Ct PhC,C,PuPSC,Ps®® PSPy
P-P°C,C-PeCI'PsPIP°PSPs. PkP°PNeP+C-P»CIbC€ PIC-CHPsPiC-PrPSP&PjPé PuC, PuPeC,P°PjPé
PiPuCEPuPrPsP-CPIP°PSPSCII PsP»PjPuCI'P°CEC,P°PSCt PjPuPrPsPeCI PsPjC-P»Ct C”
PiC-PiPsC,PpPSP-C-CLI C- C,P°C...C-PeP°CEPrC-CLI; C,P°PePsPq PjPsP{P»P&PIP°
P+CRP°PrP&éPeP°CEPrC-CII PI CHP°P-C- PiP°CEP°CI'P&PjPiP°C,P&C+PSPsC—
CI'C,P&PjCP»CLICtC-C— (P+P»CrPeP°CRCPsPiPs PSPuCEPIP®). PuPuCEPRPrPsP-CrPIP°PSPSCII
P°PjP»PsPrP&PiC-PSCT PjPsP{Pu PiCEP&P-PIPuCI'C,Pé PrPs PSP°PrPjC-CHPSPsPiPs
CRPsP-CEPECHPPSPSCLI PiPuCEP&EC, PuCHPECHPSPEC. .. CI'CIPrPEPS, C%oPs
CI'CIPiCEPsPIPsPrPCrC”C,CEhCI'CII PIPECEP°PIPuPSP&P] P-PSP&PPuPSPSCLIP]
P°CEC,PpCEC-P°P»CIHbPSPsPiPs C,P&CI'PeCt, C-, PjPsPIP»P&PIPs, PrPs

CEPuC, P»PpPeC,PsCEPSPsC— C,P°C...C-PeP°CEPrC-C—. P, PiPsPIC-PrPsPjP»PuPSPSCILI PiCEPs
C,CRP&PIP°P»Ct C,CLIPYPeCt PiPpuPSPuCEP°P»C-P-PsPIP°PSCY PiC-PiPsC,PuPSP-C-Ch, P°PY PrPs
CEPsPeCt C-P- P»PuC,P°P»CHPSPEPj PSP°CI'P»C-PrPePsPj.

P C-PrPePs PiPsPIC-PrPsPjP»CIIP»Pé PiCHPs PSPuPeP°CEPrC-PsPiPuPSPSP&PNe PSP°P+CHCLIPe
P»PpPiPuPSCH CLIPe PSP°CI'P»C-PrPsPe PiPuCEPRPrPsP-CPIP°PSPSCII
P°PjP»PsPrP&PiC-PSPsPj, CLIPeP&PNe PjPsPIPu PiCHPsCLIPIP»CLIC,P&CI'CII P-
PIC-PrC,PuCEPjC-PSPsPIP°PSP&Pj PiPsC+P°C,PePsPj (C+PuCEPuP- 245548 PiPsPrPéPS
PiC-CI'P»CLI PiCEP&PNePsPjCt) C,P° PiPsC,CHPuP+CIPIP°C,Pé CEC,CFCPSPSC—
PIPuPSC,P&P»CLICtC-C— P»PuPiPuPSCIb.

P P°PSPSC- CEPRP°PSC-PjP°C+C-PN:PSC- P-P°C...PsPrPé (PIPeP»CRCP°CRCEP&
PiPLCEPRPIP°PSC,P°PIPRPSPSCLI CHC-PrPéPSPsCR) PrP»ClI PiC-PrC,CEP&PjPePé
PiPpCEC, CtP-C-C— C,P° CI'PuCECtPRPIPsPiPs PIP&PeP&PrCr PiPsPCEC,CH P+CrC,Pé
PiCEPsPIPsPeP°C,P&éPIPSP&PjPé C, P°PeC,PsCEP°PjPé.

P>C-PeCéPIP°PSPSCII

PIPeC%oPs PiCEPRPiP°CEP°C, P+CrPI PiICEPEPN:PSCLIC,PéPNe PSPRC%0PsPrP°PIPSPs,
PiPsPeP°P-P°PSPs PiCEPsPjP&éPIP°PSPSCII CEP»CrPSPeP®. PJ P-PrPsCHPsPIPEC...
PrPsP+CHPsPIPsP»CHCtC-PI PICRP&P-PSP°C+PuPSPSCLI P°PeC,PEPIPsPIP°PSPsPiPs
PIC{PiC-P»P»CII PSPuPiP°PNePSPs P°P+Ps PiCRPsC,CLIPiPsPj 2 PiPsPrPéPS PiC-CI'P»CII
PiCHP&PN:PsPjCt P°PjP»PsPrPéPiC-PSCY PICI'PuCEPRPrPéPSCE C-CI'C,PsC,PSPs P-PSP&P{CrC”
PICI'PjPsPeC,CIPIP°PSPSCII CtC-C”"C— CHPuC+PsPIPEPSPE.

PuCHPé PIPéPSP&PePSPuPSPSC- PeP»C-PSC-C+PSPs P-PSP°C+CrC%oPsC—
PiC-PiPsC,PuPSP-C-C— PIPSP°CI'P»C-PrPsPe PiPuCHPuPrPsP-CrPIP°PSPSCII P5C,C,PuPSC,Ps®®
PiPsC,CRC-P+PSP° P°PeC,P&PIPSP° PiC-PrC,CHP&PjPeP° CI'PuCHCTPuPIPs-CI'CrPrPéPSPSPsC—
CI'P&CI'C,PuPjPé, PIPeP»CRC$P°CRC$Pé CHPuC,PuP»CHPSP&PN: PjPsPSC-C,PsCRHP&PSPi



C, CrPSPeCtC-C— CI'PuCHCtCII C- P»PuPiPuPSC-PI, PiCHP&PiC-PrPSCLIC,Pp
PiPsP»PsPYPuPSPSCII PSPEPPSC-C... PeC-PSCtC-PIPsPe, PePsPSC,CHPsP»CH PsP+8R™ C”PjCr
CtPéCRHPeCrP»CRCRC+PsC— PeCHPsPIC- C,P° PrC-CrCRPuP-Cr. P"P»CII
PIC-PrPSPsPIP»PuPSPSCII CI'CrPrPéPSPSPsPiPs C,PsPSCrCI'Cr C,P°
P°CEC,PuCEC-P°P»CHPSPsPiPs C,PéCI'PeCr PjPsPIPu P+CrC,Pé PePsCHPECI PSPéP)
P-P°CI'C,PsCI'CFPIP°PSPSCII CI'CfPrPéPSPsP-PICFPICIPIP°P»CHPSPEC... P-P°CI'PsP+C-PI
PiCHPé PIC-PrCI'CfC,PSPsCI'C,C- PiCHPsC,PéPiPsPeP°P-P°PSCHy. P”P»CI] CrCI'CrPSPuPSPSCII
P+P»PsPeP°PrPé PeP°P»CHCtC-C”PIP&C... PeP°PSP°P»C-PI CHPpPePsPjPpPSPrCrC”C,CHCI'CII
PeP°P»CHCtC-Ch PiP»CRPePsPSP°C, PIPSCrC,CHC-CEPSCHPsPIPuPSPSPs.

PhCI'PeC-P»CHPePé P°PjP»PsPrP&PiC-PS P-PSP°C+PSPsCh PjC-CEPsCh

P-PIER™ CLIP-CfC”C,CHCI'CLI P- P+C-P»PeP°PjPé PeCRPSPIC-, PN:PsPiPs PIP&PIPuPrPuPSPSCII
P-P° PrPsPiPsPjPsPiPsCR PrC-P°P»C-P-Ct PjP°P»PsPN:PjPsPIC-CEPSPp. PtPSC, PsCHPjP°C+C-CII
PiCEPs PjPsPYP»P&PIC-CI'C,CHb PIPEPIPuPrPuPSPSCII PsP»PjPuCI'P°CEC,P°PSCT P-P°
PrPsPiPsPjPsPiPsCh PrC-P°P»C-P-Ct PIC-PrCI'CfC,PSCIL.

PuPsP+C-CtPSC- CHPuP°PeCtC-C—.
PHC,C,PuPSC,Ps™

PKP°PNeC+P°CI'C,C-C£P&PjPé PiPsP+C-C+PSP&PjPé CHPuP°PeCtC-CLIPjP&, C%oPs
PIPEPSP&PeP°P»Pé PiC-Pr C#P°CI' P-P°CI'C,PsCI'CFPIP°PSPSCII PiCHPuPiP°CHP°C,Cr
PHC,C,PuPSC,Ps?, P+CrP»Pé PiPuCHPEC, PpCEP&C+PSC- PSP°P+CHCIIPePé (11,3 %),
PiPsP»PsPIPSPéPNe P+C-P»CH (5,3 %) C,P° P-P°PiP°PjPsCHPsC+PuPSPSCII (4,5 %).

PiiPsP+C-C$PSC- CHPuP°PeCtC-C—, C%oPs CI'PiPsCI'C,PuCRC-PiP°P»P&éCI'CI] PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- PHC,C,PuPSC,Ps®® PiC-Pr C$P°CI’ PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPYPuPSCH C,P° PiCEPsC,CIIPiPsPj PiC-CI'P»CLICEPuC”CI'C,CHP°CtC-PNePSP&C...
PrPsCI'P»C-PrPIPuPSCH P- P+PpP-PiPuPePé, P° C,P°PePsPY PiPsP+C-C$PSC- CHPpP°PeCtC-C—,
PiCEPs CLIPeC- P+CrP»Pé CI'PiPsPSC,P°PSPSC- PiPsPIC-PrPsPjP»PuPSPSCI],
PiCEPpPrCI'C,P°PIP»PuPSPs Ct PSPEPYC+PuPSP°PIPuPrPuPSC-PNe C,P°P+P»P&CtC-. P1sCHC-Pj
CtCHPsPiPs, Ct C,P°P+P»P&CtC- PSP°PIPuPrPuPSPs PiPsP+C-C+PSC- CHPpP°PeCtC-C—, C%oPs
CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CLI PSP° C,P»C- P-P°CI'C,PsCI'CrPIP°PSPSCII PePsPYPSPsPiPs P-
PrC-CRC#Pé&C... PePsPjPiPsPSPuPSC,C-PI PiCEPuPiP°CHP°C,Cr PsPeCEPuPjPs
(PsP»PjPuCI'P°CHC,P°PSCr PjPuPrPsPeCI'PsPjC-P»Cr C,P° P°PjP»PsPrPéPiC-PSCr) P
CfCRP°C...CfPIP°PSPSCIIPj C—C...PSCHPsPiPs PICI'C,P°PSPsPIP»PuPSPsPiPs PiCHPsC,C-P»Ch
P+PnP-PiPuPePe.

P”P»CII PeP»P°CI'P&C,, C-PeP°C+C-C— CP°CI'C,PsC,Pé PIPEPSP&éPePSPuPSPSCII
PiPsP+C-C$PSP&C... CRPuP°PeCtC-PNe PIPéPePsCHPECIC,PSPICIPIP°P»P°CI'CII C,P°PeP®
C,PuCEHPjC-PSPsP»PsPiC-CLI: PrCrPIPp CP°CI'C,Ps (= 1/10); CP°CI'C,Ps (= 1/100 PrPs < 1/10);
PSPuCP°CI'C,Ps (PIC-Pr = 1/1000 PrPs < 1/100); CRC-PrPePs (PIC-Pr = 1/10000 PrPs < 1/1000);
PrCIPPp CRC-PrPePs (< 1/10000); PSPu PICI'C,P°PSPsPIP»PuPSPs (C+P°CI'C,PsC,Cr
PICI'C,P°PSPSPIP&C,Pé PSPUPjPsPYP»P&PIPs P-P° PSP°CLIPIPSP&PjPé PrP°PSPEP;PE).



PhCEPiP°PSP& P°P+Ps
CI'PECI'C,PpPjPé
PsCEPiP°PSC-PI (P-P°
MedDRA)

PyPsP+C-C$PSC- ChPuP°PeCtC-C—

P— P+PsPeCr PeCHPsPIC-P>PuPNePePsCtPéC,PsPiPnPSC-CII

Cp°

P»C-PjC,P°C,PEC+PSPsC—PyCHPsPjP+PsCtPéC,PsPiPuPSC-CII

CI'P&CI'C,PuPjPé
P— P+PsPeCr

C-PjCfPSPSPsC—
CI'P&CI'C,PuPjPé

PhP»PuCHPiC-C+PSC-
CHPpP°PeCtC-C—/CHPuP°PeCtC-C—
PiC-PiPuCHC+CrC,P»P&PIPsCI'C,C-
PHPSP°C,C-P»P°PeC,PEC+PSP°
CBPuP°PeCtC-CII

PuPsCECFCEPUPSPSCII  P“C-PiPuCEPiP»C-PePpPjC-ClI

PsP+PjC-PSCF
CEPuC#PsPIPEPS C,P°

P“C-PiPpCEPeP°P»C-C”PjC-CII
P“C-PiPuCEC,CHP&PiP»C-CtPpCHPEPrPUPjC-CLI

C...P°CEC{CtPIP°PSPSCI] P"C-PiPpCECICBP&PePuPiC-CI]

P— P+PsPeCr
PiCI'PéC...C-PePé

P— P+PsPeCr
PSP}ICEPIPSPIPSC—
CI'P&CI'C,PuPjPé

P— P+PsPeCr
PsCHPiP°PSC-PI
P-PsCECY

P— P+PsPeCr
PsCHPiP°PSC-PI
CI'P»CrC...Cf C,P°
CHC-PIPSPsPIP°PiPé
P— P+PsPeCr
CI'PRCHCICL

P— P+PsPeCr
CI'CrPrPéPs

P— P+PsPeCr
PsCHPiP°PSC-PI
PrPéC...P°PSPSCII

PYPiP»CrC,P°PSC-CI'C,CH
CI'PIC-PrPsPjPsCI'C,C-
P”PpPiCHPuCI'C-CILI
P‘PuP-CI'PsPSPSCII
P”CHP°C,C-PIP»P&PIC-CI'C,CHb
P—PSP&éPIPuPSPSCIJ P»C-P+C-PrPs
P—PjC-PSP°® PSP°CI'C,CHPsCH, Cf C,PsPjCr
C$P&CI'P»C- CI'C,P°PS
C,CHP&PIPsPYPSPsCI'C,C-
P—P°PiP°PjPsCHPsC$PuPSPSCII
P”P&CIPiPpPIP-C-CIJ
P“PsP»PsPIPSP&PNe P+C-P»CH

P“C-PiPpCHC,PsPSCrCI’
P“C-PiPsCI'C,PuP-C-CII
PYPsPSP»P&PIC-CI'C,CH
PP°CHPuCI'C,PpP-C-CII
PuPuCHP&C, PuCRHPECEPSP°
PSPuPN.CEHPsPiP°C,C-CII
PuPsCI'C,CfCEP°P»CH PSPy
P-P°PiP°PjPsCHPsCHPpuPSPSCII
PuPsCHCrCEPuPSPSCII CI'PSCY
PYPsPSP»P&PIC-CI'C,CHb
PYP&PSPePsPiPu

PyCHPuPjPsCH
P+PeCI'C,CHP°PiC-CEP°PjC-PrPSC-
CBPsP-P»P°PrPé
PuPsCHCrCEPuPSPSCII P-PsCHCT (Cf C,PsPjCr
C+P&CI'P»C- PrPéPiP»PsPiC-CIJ)

PECIPj Cf PICFC...P°C...
P—P°PiP°PjPsCEHPsCPuPSPSCII

PYC,PuPSPsPeP°CHPrC-CII

PHCBPEC,PjC-C— (Cf C,PsPjCt C+PéCI'P»C-
P+CHP°PrPéPeP°CRHPrC-CIJ,
C€P»CrPSPsC+PePsPIP®
C,P°C...C-PeP°CBPrC-CIJ, PjPéPiPsC,P»P&PIP®
P°CHP&C,PjC-CLJ)

PtPSC, P°CHPeC, PjC-PsPeP°CHPrP°
PyPsCI'PéP»PuPSPu CI'PpuCECPuP+P&C,C,CII
P§P°C...C-PeP°CHPrC-CII
PhHCEC,PuCHC-P°P»CHPSP®
PiC-PiPsC,PpuPSP-C-CII
PhCHC,PsCI'C,P°C,PéC{PSP°
PiC-PiPsC,PuPSP-C-CII

PuCHP&PiP»PEPIPE

P'P°CI'PeCIP»C-C,

P'CHPsPSC...C-C,

PmP°CEPUP»CH

P"P&CI'PiPSPsPu

PuP°CEHP&PSPIC-C,

P P6PSC-C,

P§P°CI'C,PsC,P°

PPsPjP+C-PSP°C1C-CLI PhP»PjPRCI'P°CHC,P°PSPhPjP»PsPrP&PiC-PS

PsP»PjPuCI'P°CHC,P°PSCr

C,p°
P°PjP»PsPrPéPiC-PSCr

P C-PrPePs

P&PpC+P°CI'C,Ps

PkPuC$P°CI'C,Ps

P§P°CI'C,Ps

P§P°CI'C,Ps

P&PuCHP°CI'C,Ps
PKPuC$P°CI'C,Ps
PkPuC+P°CI'C,Ps

PkPuC$P°CI'C,Ps

P C-PrPePs

P&PpCP°CI'C,Ps

PkPuC$P°CI'C,Ps
P&PuC}P°CIC,Ps
PkPuC+P°CI'C,Ps
PkPuC#P°CI'C,Ps
P C-PrPePs

P&PuCHP°CIC,Ps
PkPuCP°CI'C,Ps

PkPuC$P°CI'C,Ps

PkPuC$P°CI'C,Ps

P C-PrPePs
P§P°CI'C,Ps
P§P°CI'C,Ps

P§P°CI'C,Ps

P§P°CI'C,Ps

P&PpC+P°CI'C,Ps

PkPuC#P°CI'C,Ps

P C-PrPePs

P§P°CI'C,Ps
P§P°CI'C,Ps

PSP°CI'C,Ps
P§P°CI'C,Ps

P"CIPYPu CEC-PrPePs
P”CrP{Pp CHC-PrPePs

P"CfPYPp CHC-PrPePs

P"CfPYPp CHC-PrPePs

P C-PrPePs

PkaCiP°CfC,Ps
PKPLCHP°CI'C,Ps
PkPuC+P°CI'C,Ps

PkPuC#P°CI'C,Ps

P§P°CI'C,Ps
PkPuC#P°CI'C,Ps
P§P°CI'C,Ps
(PsCI'PsP£P»P&PIPs PSP°
PiPsC$P°C,PeCr
P»C-PeCrPIP°PSPSCIJ)
P”"CfPYPu CHC-PrPePs
PkPuC#P°CI'C,Ps

PkPuC#P°CI'C,Ps
P”CrPYPu CHC-PrPePs

PkPuC+P°CI'C,Ps
P§P°CI'C,Ps
PkPuC#P°CI'C,Ps
PkPuCtP°CI'C,Ps
PkPpPIC-PrPsPjPs

P§P°CI'C,Ps

PKPpCP°CI'C,Ps

PkPuC$P°CI'C,Ps (Cr
C,PsPjCt C+P&CI'P»C-
Cc—C—
P-P°PiPsCI'C,CHPuPSPSCI])
PkPuC$P°CI'C,Ps

P”CrP{Pu CRC-PrPePs
P§P°CI'C,Ps

PkPuC+P°CI'C,Ps

P§P°CI'C,Ps
P”CrP{Pp CHC-PrPePs

PKPuC$P°CI'C,Ps
P§P°CI'C,Ps

PkPuC#P°CI'C,Ps



P— P+PsPeCr
C,CEP°PIPSPSC—
CI'P6CI'C,PpPjPé

PhP+PrPsPjC-PSP°P»CHPSPEPNe P+C-P»CH
PuPsCECrCEPPPSPSCII C,CrPSPeCtC-C—
PeP&CEPNCHPSP&PeCT (Cf C,PsPjCt CHP&CIP»C-
P-P°PiPsCH C,P° PrC-P°CEHPuCIJ)
P—P°PiPsCH

P”C-P°CHPuCII

PYCrC...C-CI'C,CH Ct CHPsC,C-
P”P&CI'PiPuPiCI'C-CII

P“P°CI'C,CHP&C,
P“P°CI'C,CHPsPuPSC,PuCEPéC,
P“C-PiPuCHPiP»P°P-C-CII CLICI'PpuPS
PKCIPrPsC,P°

PuP°PSPeCEPuP°C,PEC,

P‘C-P»CH Cr PIPUCHC...PSC-PNe
CfP°CI'C,PéPSC- PYP&PIPsC,P°
P'P»CRPIP°PSPSCII
PhHPSPiC-PsPSPuPICEPsC,PEC+PSPEPNe
PSP°P+CBCIIPe PeP&CEPNCHPSPEPeCY
PYPiCECr-PiPsPrC-P+PSP°
PuPSC,PuCEPsPiP°C,C-CII

(PrP&PI. CHPsP-PrC-P»

PkPuC#P°CI'C,Ps
PkPuC$P°CI'C,Ps
PkPuC+P°CI'C,Ps
PkPuC#P°CI'C,Ps

PkPuC$P°CI'C,Ps
PkPuC$P°CI'C,Ps

P&PpC+P°CI'C,Ps

P§P°CI'C,Ps

P§P°CI'C,Ps
P§P°CI'C,Ps
P§P°CI'C,Ps

P§P°CI'C,Ps

P&PpC+P°CI'C,Ps
P C-PrPePs

P”CrPYPp CHC-PrPePs

P§P°CI'C,Ps
P§P°CI'C,Ps

PKPpCEtP°CFC,Ps
P§P°CI'C,Ps
P”CrPYPp CHC-PrPePs

P"CfPYPp CHC-PrPePs

P§P°CI'C,Ps
P”CrP{Pp CHC-PrPePs

P&PuC+P°CI'C,Ps

B«PhCI'PsP=P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CIPIP°PSPSCIIB»)

P— P+PsPeCr PiPuC+C-PSPePé C,P°
PYPsPIC+PsPIPEPIC-PrPSP&C...
C€P»CIIC...C-PI

P— P+PsPeCr CE€PeC-CHPé C,P° C—C—
PiPsC...C-PrPSPéC...

P— P+PsPeCt PeC-CI'C,PePsPIPs-
PjB™ CLIP-PsPIPsC— CI'P6CI'C,PuPjPé
C,P° CI'PiPsP»CrC$PSPsC—
C,PeP°PSPEPSP&

P— P+PsPeCr PSPECHPsPe C,P°
CI'PpCtPsPIPEPIC-PrPSPéC...
CEP»CIIC...C-PI

P— P+PsPeCr CI'C,P°C,PuPIPSC—
CI'PECT'C,PuPjPé C,P°
PjPsP»PsC$PSPéC... P-P°P»PsP-

PuC-PrPIP8C%.PpPSPSCILI CEC-PIPSCII
C, PuCEHPjPuPSC,C-PI PiPpC4C-PSPePé

P“PuPiP°C,PéC,

P-PsPIC,CLIPSP&CHCLI
PHCFC,PsC-PjCtPSPSPEPNe PiPuPiP°C,P&C *
PhP»PsPiPuCtC-CII
PHPSPiC-PsPSPuPICEPsC,P6C+PSPEPNe
PSP°P+CEClIPe

PhP»PuCEPiC-C4PSPEPNe PrPUCHPjP°C,P&C,
PyPsP»C-PjPsCEC,PSP® PuCEP&C, PuPjP°
P+PeP-P°PSC,PuPjP°

P+PeCI'C, PsP»C-P°C,PéPIPSP&PN: PrPuCEPjP°C,P&C,
PuC-PrPIPEC%oPuPSPy PiPsC,PsPIP&PrC-P»PuPSPSCII

PxPsC,PsCI'PpuPSCI'P&éP+C-P»C-P-P°C+C-CII
PYPIPuCHP+C-PY

P“PpPjPsCRHP°PiC-C+PSC- PIP&CI'P&PiP°PSPSCII
PkP°P+CHCILIPe P1PIC-PSPePy
P’P&CI'P&éPiP°PSPSCII

P—PjC-PSP° PePsP»CHPsCHCI CEPeC-CHPé
PYP&PSPrCHPsPj PYC,C-PIPuPSCI'P° 8B"
P”PYPsPSCI'PsPSP°

P§PsPeCI'P&C+PSPEPNe

PuPiC-PrPuCEHPjP°P»CHPSPEPN: PSPuPeCHPsP»C-P-

PCHPsPiP&éPIER ™ CLIPSPeP®
PkP°P+CHCIIPe PiPsPjC-P»PsPe
PHCEC,CHP°P»PiC-C—

PHCHC,CHPEC,

P'C-P»CH Cr CI'PiPéPSC-

PEB™ CLIP-PsPIP&PN: CI'PiP°P-Pj
PwC-P°P»PiC-CII

P‘C-P»CH Cf PeC-PSCtC-PIPeP°C...
P‘C-P»CH Cr PeC-CI'C,PeP°C...
P“PsCI'C,CHP° PSPECEPePsPIP°
PSPuPrPsCI'C,P°C,PSC-CI'C,CH
P“PuPjP°C,CrCHC-CII
P—P+C-P»CHCEPuPSPSCII C+P°CI'C,PsC,Pé
CI'PuC+PsPIP&PiCrCI'PeP°PSPSCII
PuPsCHCrCEPuPSPSCII
CI'PuCtPsPIP&PrC-P»PuPSPSCII
PkC-PeC,CFCRC-CII
PuPsP»P°PeC-CrCHC-CII

PkP&CHPePsPIP° PSPuPrPsCI'C,P°C,PSC-CI'C,CH

PtPSC, PuPeCtC-C— CI'PuCtPsPIPEPIC-PrPSPEC...

CE€P»CIJC...C-PI
P+CHPpPeC,PéP»CHPSP®

PrP&éCI'C, CPSPeCtC-CII/C-PjPiPsC,PuPSCtC-CII
P“C-PSPuPePsPjP°CI'C,C-CII

PkPuC#P°CI'C,Ps

P C-PrPePs

PKPuC#P°CI'C,Ps
PkPuC+P°CI'C,Ps

PkPuC#P°CI'C,Ps

PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps

P§P°CI'C,Ps

PKPuPIC-PrPsPjPs

P C-PrPePs
PkPuCtP°CI'C,Ps

PkPuCtP°CI'C,Ps

PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps

P§P°CI'C,Ps
P§P°CI'C,Ps
P C-PrPePs
PkPpC$P°CI'C,Ps

P§P°CI'C,Ps
P C-PrPePs

P§P°CI'C,Ps

P C-PrPePs
P§P°CI'C,Ps

P”CrPPu CRHC-PrPePs
(Ct
P+C-P»CHCEPsCI'C,C-
PSP° C,P»C-
C...PsP»PuCI'C,P°P-Cr)
P”CrPIPp CHC-PrPePs
P”CrPIPp CRHC-PrPePs

P&PuCP°CI'C,Ps
P”CrPYPp CHC-PrPePs

P”CrPYPp CHC-PrPePs
PkPuC+P°CI'C,Ps
P”CrPYPn CBC-PrPePs
PkPuC+P°CI'C,Ps
P”CrPYPn CBC-PrPePs
PkPuC+P°CI'C,Ps
PkPuC+P°CI'C,Ps
P”CrPYPn CBC-PrPePs
PkPuC+P°CI'C,Ps
PkPuC+P°CI'C,Ps
P”CrPYPn CBC-PrPePs

PKPpPIC-PrPsPjPs
PkPuC$P°CI'C,Ps
PSP°CI'C,Ps.
PKPuCP°CI'C,Ps
PkPuC+P°CI'C,Ps

P§P°Cl‘C,Ps,
PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps
PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps

PkPuC+P°CI'C,Ps



PuPsCHCrCEPUPSPSCII PHCI'C,PuPSC-CII PkPuC$P°CI'C,PsPkPuC$P°CI'C,Ps P§P°CI'C,Ps
P-P°PiP°P»CHPSPsPiPs P'C-P»CH Cf PrC-P»CLIPSCtC- PiCBCIPrPSPsC— P§P°CI'C,Ps PkPuC#P°CI'C,Ps
C...P°CBP°PeC,PuCHCY PeP»C-C,PePé
PkP°P+CHCILIPe PsP+P»P&C+C+CII P C-PrPePs PkPuC$P°CI'C,Ps
P’C,PsPjP»CRPIP°PSC-CI'C,CH P§P°CI'C,Ps P§P°CI'C,Ps P§P°CI'C,Ps
P“CBP&PiPsPiPsPrC-P+PSC- CI'C,P°PSPé P§P°CI'C,Ps
PYPsPSP»P&PIC-CI'C,CH P C-PrPePs
PkPpP-PrCrPP°PSPSCII PkPuC#P°CI'C,Ps P&PuC+P°CI'C,Ps
PkP°P+CHCIIPe P§P°CI'C,Ps P”CrP{Pp C#P°CI'C,Ps
P'C-P»CH P§P°CI'C,Ps PkPuC#P°CI'C,Ps
PuPuCEP&C, PuCHPECPSPEPN. PSP°P+CHCLIPe P§P°CI'C,Ps P§P°CI'C,Ps
PkP°P+CHCIIPe PjsB™ CLIPeP&C... C,PeP°PSPEPS P§P°CI'C,Ps
P PuP-CfP»CHC,P°C,Pé PuC-PrPIP6C%oPuPSPSCII CHC-PIPSCLI PkPuC#P°CI'C,PsP C-PrPePs
PrPsPrP°C,PePsPIPEC... PeCHPuP°C,P&PSC-PSCT Ct PeCBPsPIC-
PrPsCI'P»C-PrP{PuPSCH PuC-PrPIP&C%oPpuPSPSCII CHC-PIPSCLI P§P°CI'C,Ps
PeCHPuP°C,P&PSC-PSC, PsCI'C, PsPeC-PSP°P-Pé Cr
PeCRHPsPIC-
P—PSP&PPuPSPSCILI CHC-PIPSCII PeP°P»C-Ch Cf  PkPuC#P°CI'C,Ps
PeCHPsPIC-
PuC-PrPIP&C%oPuPSPSCII CHC-PIPSCII P§P°CI'C,Ps
CI'PuC#PsPIPEPSPé Ct PeCHPSPIC-
PuC-PrPIP&C%oPuPSPSCII CHC-PIPSCLI PkPuC$P°CI'C,Ps
CI'PuC#PsPIPsC— PeP&CI'P»PsC,Pé Ct PeCHPsPIC-
PuC-PrPIP&C%oPuPSPSCII CRC-PIPSCII PiP°PjPjP°-  PkPuC#P°CI'C,Ps
PiP»CrC,P°PjC-P»C,CEP°PSCI'C,PuCHP°P-Pé Cr
PeCHPsPIC-
P—PjPuPSCEPuPSPSCII PjP°CI'Pé C,C-P»P° P&PpC+P°CI'C,Ps
P—P+C-P»CHCEPPPSPSCII PjP°CI'Pé C,C-P»P° P&PpC+P°CI'C,Ps

* P] PiC-CI'P»CLICEPuC”CI'C,CBHP°C1+C-PNePSPEPN: PiPuCHC-PsPr PiPsPIC-PrPsPjP»CLIP»Pé
PiCHPs PIPEPiP°PrPePé PIPEPSPéPePSPuPSPSCII P°CrC,PsC-PjCrPSPSPsPiPs PiPpPiP°C,PéC,Cr P-
P»P°C,PuPSC,PSPé&Pj PiPpCHC-PsPrPsPj PIC-Pr PeC-P»CHsPePsC... PjC-CI'CIICtC-PI PrPs
CBPsPeC-PI, C%oPs P+CrP»Pé PsP+PsCHPsC,PSPéPjPé PiC-CI'P»CLI PIC-PrPjC-PSPé
P-P°CI'C,PsCI'CfPIP°PSPSCII PsP»PjPuCI'P°CEHC,P°PSCY.

PuPsPIC-PrPsPjP»CLIP»Pé PiCHPs PrPuPeC-P»CHbPeP° PIPEPiP PrPeC-PI
CRP°P+PrPsPjC-PsP»C-P-Cf, CLIPEP&PNe P-P° C+P°CI'PsPj CEPsP-PIP&C,PeCrt P+CrPI
PiPsPIEF ™ CIIP-P°PSP&PNe P- PiCEP&PN-PsPjPsPj P+P»PsPeP°C,PsCEC-PI CEPuCtPuPiC,PsCEC-PI
P°PSPiC-PsC,PpuPSP-P&PSCY II. PJ PiP°C+C-C”PSC,C-PI, CLIPeC- PiCEP&EPNePjP°P»Pé
P°PjP»PsPrP&PiC-PS, PiPsPIC-PrPsPjP»CLIP»PsCI'CLI PiCEPs PrPuPeC-P»CHPeP®
PIP&PiP°PrPeC-PI CEPsP-PIP&C, PeCr PuPeCI'C,CEP°PiC-CHP°PjC-PrPSPsPiPs CI'P6PSPrCEPsPjCY.

P1iPsPIC-PrPsPjP»PuPSPSCILI PiCRPs PjPsP{P»PePIC- PSPuP+P°PIP°PSC- CHPuP°PeCtC-C—

PuPsPIC-PrPsPjP»PuPSPSCII PiCEPs PiPsP+C-C$PSC- CHPuP°PeCtC-C— PiC-CI'P»CIlI
CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Crt PjP°C” PIP°PIP»P&PIPn
P-PSP°C+PuPSPSCII. P!Pp PrP°C” P-PjPsPiCt PiCEPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsCEPuPSPSCII PePsCEP&CI'C,CH/CHPEP-PéPe PiCEHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- CtCHPsPiPs P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr.
PmPpPrPéC+PSP&Pj C,P° C,P°CHPjP°CtPuPIC,PEC+PSPEP) PiCEP°CtC-PIPSP&PeP°Pj, P°
C,P°PePsPq PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPéPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CLIC,Pé PiCHPs CrCI'C-
PIPéPiP°PrPePé PiC-PrPsP-CECRPIP°PSPEC... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe C,P°
PIC-PrCI'CrC,PSPsCI'C,C- PuC, PuPeC,PEPIPSPsCI'C,C- P»C-PeP°CRHCI' CHPePsPiPs P-P°CI'PsP+Cr
C$PuCHPuP- PHPIC,PsPjP°C,PéP-PsPIP°PSCr C-PSC, PsCHPjP°C1+C-PN:PSCf CI'P&CI'C,PpPjCr P-
C,,P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'PéP»P°PSPSCLIPj: https://aisf.dec.gov.ua.



https://aisf.dec.gov.ua

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-.

5 CEPsPeC-PI.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII.

PYPiPuCtC-P°P»CIHbPSC- CPjPsPIPé P-P+PuCEC-PiP°PSPSCII PSPu PIPEPjP°PiP°CRC,CHCICI].

PJPiP°PePsPIPeP°.

PuPs 14 C,P°P+P»PuC,PsPe Cr P+P»C-CI'C,PuCRC-; PiPs 1 P°P+Ps PiPs 2 P+P»C-CI'C,PuCEPé Cr
PeP°CHC,PsPSPSC-PNe PePsCHPsP+C1C-.

PmP°C,PpPiPsCRHC-CII PIC-PrPiCrCI'PeCr.

P—P° CRHPuCtPpPiC,PsP;j.

P'PeCHPsP+PSPéPePe.
P”P°C-C#C- PYP°PSPeC-Ps P® CHPsCrPi P“PjP+PI.
P‘P+P P>PtPk-PI'P+PwPt PHP".

P>P°P+PsCHP°C,PsCHC-PsCI’ PuPpPSP°CHC-PSC- PV.Ph.

PmC-CI'CtPpP-PSP°C...PsPrPYPpPSPSCII PIP6CEPsP+PSP&éPeC-PI C,P° P°PrCHPuCIPé
PjC-CI'CtCII PiCEPsPIP°PrPIPuPSPSCII C—C... PrC-CIIP»CEbPSPsCIC,C-.

P>Cl‘C—PiPsP»CI—BPFC€C,C"5P°CFP}1 1, 85276 PuC,P°C,PuPSC...PsC,PuPS, PkC-PjPuC+C+PEPSP°.
P“P»C-PSC-PePuCE P’PuPi 125, 12489 P'PuCEP»C-PS,
PkC-PjPpC+C+P&PSP®.

PHP»CHC, PsPSCI" PI'PtPt, 587, P‘P°PrP°P»PsPSP°, P'P°CHCI'PuP»PsPSP°, 08918,
PtCI'PiP°PSC-CII.

P—P°CIIPIPSP¢Pe.

PPuPSP°CEC-PSC- P+PSC,PRCEPSPuCEPSPSP°P» PhPiPuCHPuPN-CEPSPSCT
P>CRPeCI'PuPjP+CFCEPi PV.Pb.



PiC-CI'CtPuP-PSP°C...PsPrPI{PuPSPSCII P-P°CIIPIPSPéPeP°.

1, PEPIPUPSCR PrPu P»P° P“P°CE, P>-1611 P>CRPeCI'PuPjP+CfCHPi, P>CRPeCI'PpuPjP+CrCHPi.

P—P° P»C-CtPpPSP-C-C"Ch C,C-CEPjPé P"P°C-C+C- PYP°PSPeC-Ps P® C{PsCrPi P“PjP+PT.



