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(OKOMIX)

PYPeP»P°Pr:

PrC-CRC#P° CRPuCtPsPIPéPSP°: CtPéPiCEPsC, P»PsPeCI'P°CtP&PSCY
PiC-PrCHPsC...P»PsCEP&Pr, PrPuPeCI'P°PjPuC,P°P-PsPS;

1 PjP» PICHPuPiP°CEP°C,Cr PjC-CI'C,PéC,CH: CtP&PiCHPsC, P»PsPeCI'P°CtPéPSCr
PiC-PrCHPsC...P»PsCEP&Pr 8” B 3,5 PjPi, Cr PiPuCEPuCHP°C...CFPIP°PSPSC- PSP° 100 %
P+PpuP-PIPsPrPSCr CEPuC+PsPIPEPSCT B CtP&PiCHPsC, P»PsPeCI'P°CtPEPS BR” B 3 PjPi;
PrPuPeCI'P°PjPuC,P°P-PsPS 8” B 1B PjPi Ct PiPuCHPuCHP°C...CrPIP°PSPSC- PSP°® 100 %
CI'CrC...Ct CHPuC+PsPIPEPSCK;

PrPsPiPsPjC-PYPSC- CEPuC#PsPIPéPSPé: PiC-PrCHPsPeCI'C-PuC,PéP»CtPuP»CRP»PsP-P°;
P+PuPSP-P°P»PePsPSC-Ch C...P»PsCHPéPr; PSP°C,CRC-Ch P°CtPuC,P°C,, C,CHPéPiC-PrCHP°C,;
PeP&CI'P»PsC,P° PsCtC,PsPIP® P»CHPsPrCIIPSP°; PSP°C,CHC-Ch C...P»PsCHP&Pr;
PrPéPSP°C,CHC-ChR PpuPrPuC,P°C, (PyCHP&P»PsPS P); C,PéP»PsPeCI'P°PiPsP»; PePéCI'P»PsC,P°
P+PsCHPSP®; 1 Pw CRPsP-C+PéPS PSP°C,CHC-Ch PiC-PrCRPsPeCI'PEPrCr C,P°/P°P+Ps 1 Pw
CHPsP-C+P&PS PePéCI'P»PsC,Pé C...P»PsCHPECI'C,PsPIPsPrPSPuPIPsC—; PIPsPrP° PrP»CII
C-PSBH™ C"PeCtC-PNe.

P>C-PeP°CHCI'CHPeP° C, PsCRHPjP°. PiCHP°PiP»C- PsC+PSC-, CI'CfCI'PiPuPSP-C-CIJ.

PhCI'PSPsPIPSC- C,C-P-PéPePs-C...C-PjC-C#PSC- PIP»P°CI'C,PéPIPsCIC,C-:
CHC-PrPéPSP°, C%oPs PjC-CI'C,PéC,CH C+P°CI'C,PéPSPePé P+C-P»PsPiPs P°P+Ps PjP°PNePPu
P+C-P»PsPiPs PePsP»CHPsCHCY, CLIPeC- P»PuPiPePs CI'CtCI PiPpPSPrCrChC,CHCI'CILI PiCHPé
P-P+PsPIC,CrPIP°PSPSC-.

PxP°CKHPjP°PePsC,PuCRHP°PiPuPIC,PéCiPSP° PiCHCIPiP°. P—P°CI'PsP+Pé, C%oPs
P-P°CI'C,PsCI'PsPIC*CRC,CHCI'CII PI PsC, C,P°P»CIHPjPsP»PsPiC-C—.
PuCEHPsC,PéP-P°PiP°P»CIHhPSC- PiCHPuPiP°CRHP°C,Pé PI PePsPjP+C-PSP°CtC-C— P-
PiCRPsC,PéPjC-PeCHPsP+PSP&PjPé PiCHPuPiP°CRHP°C,P°PjPé.
PmPsCHC,PéPePsCI'C,PuCRPsC—PrPé PI PePsPjP+C-PSP°C+C-C— P-
PiCHPsC,PéPjC-PeCEPsP+PSP&PjPé PiCHPuPiP°CHP°C,P°PjPé. P”PuPeCI'P°PjPuC,P°P-PsPS PI
PePsPjP+C-PSP°CtC-C— P- PiICRPsC,PéPjC-PeCHPsP+PSPéPjPé PiCHPuPiP°CRP°C,P°PjPé.
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PuP°CEPjP°PePsP»PsPiC-C+PSC- PIP»P°CIC,PéPIPsCIC,C-.
PuP°CEPjP°PePsPrPéPSP°PjC-PeP°.

P\PéPiCEPsC .P»PsPeCI'P°CtPéPS

PhPePsPjC-PeCI™® PjC-CI'C,PéC,CH CtPéPiCHPsC,P»PsPeCI'P°CtP&PSCY
PiC-PrCEHPsC...P»PsCHP&Pr C-P- PeP»P°CI'Cr C...C-PSPsP»PsPSC-PI. P‘P°PeC,PuCHPéCtPEPrPSP°
PrC-CII C...C-PSPsP»PsPSC-PI P-CrPjPsPIP»PuPSP° PiCHP&PiPSC-C+PuPSPSCILIPj P”PkPrb-
PiC-CHP°P-P&, C%oPs PiCRHP&P-PIPsPrPéC,CH PrPs PiPsCECrCEPuPSPSCII CI'PEPSC,PuP-Cr
P+P°PeC,PuCHC-P°P»CHPSPsC— P”PkPrp.

P!P&PiCHPsC, P»PsPeCI'P°CtPéPS PjP°C” PIP&CI'PsPeCrt P°PeC,PEPIPSC-CI'C,CH in vitro
PIC-PrPSPsCI'PSPs P+C-P»CHCEPsCI'C,C- PiCHP°PjPSPuPiP°C,PEPIPSPEC...
PjC-PeChHPsPsCHPiP°PSC-P-PjC-PI, PIPeP»ChCtP°ChCtP€e Pseudomonas aeruginosa. P'C-PS
C,P°PePsPY PuC, PuPeC,PéPIPSPEPN. PIC-PrPSPsCI'PSPs P°PuCHPsP+PSP&C...
PiCEP°PjPiPsP-P&C,PEPIPSPEC... PjC-PeCHPsPsCHPiP°PSC-P-PjC-PI, C,P°PePé&C... ClIPe
CI'C,P°C,C-P»PsPePsPePé C- CI'C,CHPuPiC,PsPePsPePé.

P§CrC,P»P&éPIC-CI'C,CH PrPs PjC-PeCHPsPsCHPiP°PSC-P-PjC-PI

PIPe PiC-Pr C$P°CI' PrPsCI'P»C-PrPIPuPSCH in vitro, C,P°Pe C- PiC-Pr C+P°CI’
PeP»C-PSC-C$PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPé PsC+PSPé&C...

C-PSC, PuPeCtC-CIIC... P+CrP»Ps PrPsPIPuPrPuPSPs, C%oPs CtPéPiCHPsC, P»PsPeCI'P°CtPEPS
P°PeC,PéPIPSPEPNe C%oPsPrPs P+C-P»CHCEPsCI'C,C- CEC,P°PjC-PI
PSP&PYC+PpPSP°PIPuPrPuPSPé&C... PsCHPiP°PSC-P-PjC-PI.

Staphylococcus aureusB (PIPeP»ChC3P°CRhCtPé C€C,P°PjPé CLIPe C{CrC,P»PEPIC- PrPs
PjPuC,PéCtP&P»C-PSCY, C,P°Pe C-B CRPuP-PéCI'C,PuPSC,PSC- PrPs PjPuC,PéCtPéP»C-PSCK);
Staphylococcus epidermidis; Staphylococcus spp., C-PSC€C-
PePsP°PiCrP»P°P-PsPSPuPiP°C,PEPIPSC- PIPEPTPE Staphylococcus spp., PIPeP»CRCP°CRC1PE S.
haemolyticus C,P° S. hominis; Corynebacterium spp.; Streptococcus pneumoniaPu; Streptococcus
PiCRHCrPiPé Viridans.

Acinetobacter spp.; Haemophilus influenzae; Pseudomonas aeruginosa; Moraxella spp.
(PIPeP»CRCtP°ChCtPe M. catarrhalis).

P“CRP°PSPeCEPSC- P-PSP°C+PuPSPSCII PrC-P°PjPuC,CRHC-PI P-PsPS PiCRHPePiPSC-C+PuPSPSC

CHRPsCI'C,Ct PjC-PeCHPsPsCHPiP°PSC-P-PjC-PI

PIP&PiCEHPsC, P»PsPeCI'P°CtPEPS PIPECLIPIPEPICI'CLI P°PeC,PEPIPSPEP] in vitro
PIC-PrPSPsCI'PSPs P+C-P»CHCEPsCI'C,C- CEC,P°PjC-PI PSP&PYC+PuPSP°PIPuPrPuPSPEC. ..
PjC-PeCEHPsPsCEPiP°PSC-P-PjC-PI; PsPrPSP°Pe PeP»C-PSC-C+PSP° P-PSP°C+CtC%0C-CI'C,CH
C1P&C... PrP°PSP&C... PICEP& PsC,C,P°P»CIhPjPsP»PsPiC-C+PSP&C... C-PSC, PuPeCtC-CIIC...
PSPuPIC-PrPsPjP°. P‘PuP-PiPuPeP°® C,P° PuC, PuPeC,PEPIPSC-CI'C,CH

CtP&PiCEHPsC, P»PsPeCI'P°CtP&PSCE PiCEPé P»C-PeCFPIP°PSPSC- PIPECHP°P-PsPe
CEPsPiC-PIPePé P°P+Ps PePsPSER ™ CRPSPeC,PEPIC-C,C-PI, CI'PiCEP&C+PEPSPRPSPEC. .



C1PéPjPé PjC-PeCEPsPsCHPiP°PSC-P-PjP°PjPé, PI P°PrPuPePIP°C,PSP&C... C,P° PrPsP+CHPu
PePsPSC,CHPsP»CHPsPIP°PSP&C... PeP»C-PSC-C$PSPéC... PrPsCI'P»C-PrPYPpPSPSCIIC... PSPu
PICI'C,P°PSPsPIP»PuPSC-.

PuPuCHPuP»C-C+PuPSC- PSPEPYCtPu P+P°PeC,PuCHC-C— PIPIP°PYP°CRC,CHCI'CII
C#CrC,P»P&PIPEPjPé PiCRPé PsCtC-PSCtC- P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj
CI'PECI'C,PuPjPSP&C... PICHP°PSPEC+PSP&C... P-PSP°C+PuPSCH PrC-P°PjPuC,CHC-PI P-PsPS
PiCRHP&PiPSC-C+PuPSPSCII CHPsCI'C,Ct PjC-PeCEPsPsCHPiP°PSC-P-PjC-PI. PhPrPSP°Pe
P-PISF ™ CLIP-PsPe PjC-P{ CI'P&CI'C,PuPjPSP&PjPé P-PSP°C+PuPSPSCIIPjPé PrC-P°PjPuC,CHC-PI
P-PsPS PiCEP&PiPSC-C+PuPSPSCII CEPsCI'C,Cr PjC-PeCEPsPsCRPiP°PSC-P-PjC-PI in vitro C-
PsC, C,P°P»CIHbPjPsP»PsPiC-C+PSPsCh PuC,PuPeC,PéPIPSC-CI'C,CR PSPu
PICI'C,P°PSPsPIP»PuPSP&PNe. P'PEPiCHPsC, P»PsPeCI'P°CtP&PS in vitro PrPuPjPsPSCI'C,CHCrC”
PjC-PSC-PjP°P»CHPSC- PiCRHP&PiPSC-C+CrPIP°P»CHPSC- PePsPSCtPuPSC,CHP°CtC-C—
(PwP1Psm) 1 PjPePi/PjP» P°P+Ps PjPuPSCEPn (CI'PECI'C,PuPjPSC- PiCHP°PSP&C+PSC-
P-PSP°C#PpPSPSCII PrC-P°PjPuC,CRC-PI P-PsPS C+CrC,P»PéPIPsCI'C,C- C%oPsPrPs
PiCRP&PiPSC-C+PpPSPSCII CHPsCI'C,Cr PjC-PeCHPsPsCHPiP°PSC-P-PjC-PI) PiCHPsC,Pé
P+C-P»CHCEPsCI'C,C- (90 %) CEC,P°PjC-PI PSP&PYC+PuPSP°PIPuPrPuPSP&C... PsCPSP&C...
PiP°C,PsPiPuPSPSP&C... PjC-PeCEPsPsCEPiP°PSC-P-PjC-PI.

P’PéPrPeé Bacillus.

PhPuCHPsP+PSC- PiCRP°PjPSPuPiP°C,PePIPSC- PjC-PeCRHPsPsCHPiP°PSC-P-PjPe

Acinetobacter calcoaceticus; Enterobacter aerogenes; Escherichia coli; Haemophilus
parainfluenzae; Klebsiella pneumoniae; Neisseria gonorrhoeae; Proteus mirabilis; Proteus vulgaris;
Serratia marcescens.

PTPSCE€C-

Peptococcus spp., Peptostreptococcus spp., Propionibacterium acnes, C,P° Clostridium
perfringens C” CCrC,P»PePIPéPjPé PjC-PeCHPsPsCHPiP°PSC-P-PjP°PjPeé.

PkPuC+CrC,P»PéPIC-

P”PuCILIPeC- CE€C,P°PjP€e Burkholderia cepacia C,P° Stenotrophomonas maltophilia C”
CHPuP-PECI'C,PpPSC,PSPEPjPé PrPs CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCY, CIIPe C- PrPuClIPeC-
P°PSP°PuCHPsP+PSC- P+P°PeC,PuCHC-C—, PsCI'PsP+P»PéPIPs Bacteroides fragilis.

PtPSC€P° C-PSC,PsCRhPjP°C1C-CII

P,C-PSC-PjP°P»CHPSP° P+P°PeC,PuCEPECPEPrPSP° PePsPSCPuPSC,CHP°CtC-CLI (PmP Prs),
CLIPe PICRP°PIP&P»Ps, PSPp PiPpuCHPRPIPEC%0CIC” PjC-PSC-PjP°P»CHPSCY
PiCHP&PiPSC-C+CrPIP°P»CHPSCE PePsPSCTPuPSC,CEP°C1C-Ch (PmPyPrm) P+C-P»CHCE PSC-PY
Cr 2 CRP°P-Pé.

P”PuPeCI'P°PjPuC,P°P-PsPS

PmPsCHC,PéPePsCI'C,PuCHPsC—PrPé C+PEPSCIIC,CH PiCHPsC,PéP-P°PiP°P»CHPSCr PrC-Ch
C€P»CIIC...PsPj PiICEP&PiPSC-C+PpPSPSCII P°PrPiPuP-C-C— PjPsP»PuPeCrP» PrPs PeP»C-C,PéPS
PpPSPrPsC,PpP»C-Ch CI'CrPrPéPS, CtPéPeP»PsPsPeCI'PéPiPuPSP°P-Pé P+ P°P+Ps PPt C,P°
PIPEPrC-P»PpuPSPSCII CtP&C,PsPeC-PSC-PI. P] CEPuP-CfP»CHC,P°C,C- CtCHPsPiPs



P-PjPuPSCECFC”C,CHCI'CLI C, PsCEPjCrPIP°PSPSCLI PjPuPrC-P°C,PsCEC-PI
P-P°PiP°P»PpuPSPSCII C,P° PiCRP&PiPSC-C+CrC”C,CHCI'CLI P°PrPiPuP-C-CII
P»PuPNePePsC1P&C,C-PI PrPs CI'CfPrPEPSPSPsPiPs PuPSPrPsC,PuP»C-Ch,
P-P°PiPsP+C-PiP°CRC#Pé C,P°PePéPj C+PEPSPsPj C—C... PICEPsPSPéPePSPUPSPSCH Cr
P-P°PiP°P»PpuPSC- C,PeP°PSP&PSPé PsPeP°. P”PuPeCI'P°PjPuC,P°P-PsPS PjP°C”
PIP&CEP°PYPRPSCY PiCEPsC,P&P-P°PiP°P»CEHbPSCY PrC-Ch P-C- P-PjPuPSCEPLPSP&PPé
PjC-PSPuCEP°P»PsPePsCEC,PéPePsC—PrPSP&PjPé PuC, PuPeC,P°PjPé PiPsCHC-PIPSCIIPSPs P-
PrPuClLIPeP&PjPé C-PSCEPEPjPé CI'C,PuCHPsC—PrP°PjPé C,P° C” PsPrPSP&Pj C-P-
PSP°PNeP+C-P»CHC€ CI'PéP»CHPSPsPrC-CRCPEC... PePsCRC,PéPePsCI'C,PuCHPsC—PrC-PI.
P’'P&CI PsPePéPNe CI'C,CI-PiC-PSCH P°PeC,PEPIPSPSCI'C,C- C” CRHPUP-CtP»CHC,P°C,PsPj
PrPsPrP°PIP°PSPSCILI PjPuC,PéP»PsPIPsPiPs CHP°PrPéPeP°P»Cr C,P° C,C,PsCHCT PrPs
PjPsP»PuPeCIP»Pé PiCEPuPrPSC-P-PsP»PsPSCE. PIPuPNe CI'P&PSC,PuC,PéCPSPEPN:
PiP»CRPePsPePsCEHC,PéPePsC—Pr PiICHP&PiPSC-C+CIC” P-P°PiP°P»CHPSC- CHPpP°PeCtC-C—
PSP° C+P&PSPSPEPePE PjPuC...P°PSC-CHPSPsPiPs, C...C-PjC-C+PSPsPiPs P°P+Ps
C-PjCrPSPsP»PsPiC-C4PSPsPiPs C...P°CEP°PeC,PuCECY-

PyPsCPSP&PNe PjPuC...P°PSC-P-Pj PiCEPsC,PéP-P°PiP°P»CHPSPsC— PrC-C—
PrPuPeCI'P°PjPuC,P°P-PsPSCt PSPuPIC-PrPsPjPéPNe. P’C-PS PiCHP&PiPSC-C+CrC”
C+P&CI'P»PuPSPSC- P-P°PiP°P»CHPSC- CtP&C,PsPeC-PSPé C,P° PjP°C” C+P&CI'P»PuPSPSC-
PiP»CRPePsPePsCEC,PéPePsC—PrPSC- C,P° PjC-PSPuCHP°P»PsPePsCHC,PéPePsC—PrPSC-
PuC, PuPeC,Pe.

P”PuPeCI'P°PjPuC,P°P-PsPS C” PsPrPSP&Pj P- PSP°PNeP+C-P»CHbCE PiPsC,CFPIPSPEC...
PePsCEC,PéPePsCI'C,PuCEPsC—PrC-PI: PNePsPiPs P°PeC,PEPIPSC-CI'C,CH Cf 5—10 CEP°P-C-PI
PiPpCHPuPIPEC%0CIC” P°PeC,PEPIPSC-CI'C,CH PiCEPuPrPSC-P-PsP»PsPSCE C- PI 25
CEP°P-C-PI 8" PePsCEC,P&P-PsPSCY C,P° PiC-PrCEPsPePsCEC,P&P-PsPSCE.

PYP&CI'C,PpuPjPSP° C,PsPeCI'PéC+PSC-CI'C,CH PrPuPeCI'P°PjPuC,P°P-PsPSCr PrPsP+CHPu
PIPEPIC+PpPSP°. P™PsPiPs CI'PéCI'C,PuPjPSPéPNe PIPiP»P&PI PjPsPPy
CI'CrPiCHPsPIPsPrPICrPIP°C,PéCI'CII PuC, PaPeC,P°PjPé, C%oPs PiPsPIsF™ CLIP-P°PSC- P-
PiP»CRPePsPePsCHC,PéPePsCI'C,PuCHPsC—PrPSPéPj PrPéCI P+P°P»P°PSCIPsPj.

PnP°CHPjP°PePsPeC-PSPuC,PEPeP°.

P!PéPiCEPsC,.P»PsPeCI'P°CtPéPS

P1iC-CI'P»CI] PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PI PsPePs P»CRPrPéPSPé
CtPé&PiCHPsC,P»PsPeCI'P°CtPéPS PrPsP+CHPu PICI'PjPsPeC,CrC”C,CHCI'CI].
PiPsPSCtPuPSC,CHP°CtC-CLI CtPEPICHPsC, P»PsPeCI'P°CtPéPSCY, PIPECLIPIP»PpuPSP° Cr
CI'P»C-P-PSC-PNe PiP»C-PICtC-, CHPsPiC-PICtC- C,P° PiPuCHPuPrPSC-PNe PeP°PjPuCHC- PsPeP°,
PiPuCHPPPIPEC%0CrC” PmP1Pb,, PrP»CLI C+CrC,P»PEPIP&C... PsC+PSP&C...
PiP°C,PsPiPuPSPSP&C... PjC-PeCEPsPsCHPiP°PSC-P-PjC-PI Cf 1085“100 CRHP°P-C-PI.

PYPECI'C,PuPjPSP° P°P+CI'PsCHP+CtC-CII CtPEPiCHPsC,P»PsPeCI'P°CtPéPSCY PiC-CI'P»CI]
PjC-CI'CtPpPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI]I PI PsPePs PSP&éP-CHPeP°. P C-PIPSC-
CtP&PiCHPsC, P»PsPeCI'P°CtPéPSCYF Cr PiP»P°P-PjC- PiC-CI'P»CII CI'PuPjPéPrPpPSPSPsPiPs
PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII PePsP»P&PIP°P»P&éCI'CII PIC-Pr CRC-PIPSC-PI,
C%oPs PSPy PiC-PrPrP°CRC,CHCI'CII PeC-P»CHPeC-CI'PSPsPjCr PIPEP-PSP°C+PuPSPSCH (<
1,25 PSPi/PjP»), PrPs 4,7 PSPi/PjP». PYPuCHPuPrPSC” P-PSP°CPuPSPSCII
PjP°PeCI'P&PjP°P»CHHPSPsC— PePsPSCTPuPSC,CHP°CtC-C— CtPEPiCHPsC,P»PsPeCI'P°CtPéPSCr
Cr PiP»P°P-PjC- PeCRHPsPIC- PiC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCI] PI
PsPePs P+CrP»Ps PiICHPéP+P»P&P-PSPs Cr 450 CHP°P-C-PI PjPuPSC£Pp P-P° C,P°PeP&PNe



PiPsPeP°P-PSPé&Pe PiC-CI'P»ClI PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PsPrPSPsCHP°P-PsPIPsC— PrPsP-Pé CtPéPiCRHPsC,P»PsPeCI'P°CtPEPSCY, C%oPs
CI'C,P°PSPsPIP&P»P° 250 PjPi.

PYPECI'C,PuPjPSC- C,P°CEPjP°PePsPeC-PSPuC,PéC+PSC- PIP»P°CI'C,PéPIPsCI'C,C-
CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCt PrPsP+CHPu PIPEPIC+PuPSC-.

P!P&PiCHPsC, P»PsPeCI'P°CtPéPS PrPsP+CHPu PiCHPsPSPéPeP°C” Cr C,PeP°PSPEPSPé
PsCHPiP°PSC-P-PjCF, PrPu PNePsPiPs PePsPSCtPuPSC,CHP°CtC-C—, CLIPe PiCHP°PIP&P»Ps,
PiPpCHPPPIPEC%0CrCRC,CH CHC-PIPSC- Cr PiP»P°P-PjC- PeCHPsPIC-. PhP+BF™C”Pj
CHPsP-PiPsPrC-P»Cr Cr CI'C,P°P+C-P»CHPSPsPjCr CI'C,P°PSC- CI'C,P°PSPsPIP&C,CH
1,785“2,71 P»/PePi; P-PIBR™ CLIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé CI' PECEPsPIP°C,PePé BR”
168H“43 %. PuPuCHC-PsPr PSP°PiC-PIPIP&PIPpPrPuPSPSCILI CtPéPiCEPsC, P»PsPeCI'P°CtPEPSCY
P- CI'PéCHPsPIP°C,PePé PeCHPsPIC- CI'C,P°PSPsPIPEC,CH 38F“5 PiPsPrPéPS. PiiC-CI'P»CII
PiPpCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCILI PsPrPSPsPeCHP°C,PSPsC— PrPsP-Pé,
C%oPs PePsP»P&PIP°C”C,CHCI'CII PIC-Pr 250 PrPs 750 PjPi, Ct PrPsCEPsCI'P»Pé&C...
PiP°CtC-C”PSC,C-PI P- PSPsCHPjP°P»CHPSPsCh C,CrPSPeCtC-C”Ch PSPECEPsPe 158550 %
PrPsP-Pé PIPEPrC-P»CILIC”C,CHCI'CII Cr CI'PuC+Cr Cr PIP&PiP»CIIPrC- PSPuP-PjC-PSPuPSPsC—
P»C-PeP°CHCI'CHhPePsC— CHPuC+PsPIP&PSPé C,P° 108515 % BR” Cr PIP&PiP»CIIPrC-
PjPuC,P°P+PsP»C-C,C-PI PiCHPsC,CLIPiPsPj 24 PiPsPrPéPS. PiPe CI'P°Pj

CtP&PiCHPsC, P»PsPeCI'P°CtPéPS, C,P°Pe C- PNePsPiPs CPsC,PéCHPé PiPpCEPIPEPSPSC-
PjPuC,P°P+PsP»C-C,Pé PIPEPIPsPrCILIC,CHCI'CII P- PsCHPiP°PSC-P-PjCr C-P- CI'PuC+PuCh C,P°
PeP°P»PsPj. PkPECRPePsPIPéPNe PeP»C-CHPuPSCI' CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCY, CIIPe
PiCHP°PIPéP»Ps, CI'C,P°PSPsPIPEC,CH 3008479 PjP»/C...P1. PuUCHPEP+P»PéP-PSPs 208540 %
PrPsP-Pé PIP&PIPsPrPéC,CHCI'CII P- PeP°P»PsPj Cr PSPuP-PjC-PSPuPSPsPjCr PIP&PiP»CLIPrC-
C,P° Cf PIP&PiP»CLIPrC- PjPuC,P°P+PsP»C-C,C-PI PiICHPsC,CLIPiPsPj 5 PrPSC-PI.

P”PuPeCI'P°PjPuC,P°P-PsPS

PhC, C,P°P»CHPjPsP»PsPiC-C+PSP° P+C-PsPrPsCI'C,CrPiPSC-CI'C,CH
PrPpPeCI'P°PjPuC,P°P-PsPSCr PiC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI]I PI
PsPePs PsCtPSP&C... PeCHP°PiPuP»CH P- PrPuPeCI'P°PjPuC,P°P-PsPSPsPj
PsCtC-PSCRPIP°P»P°CI'CH Crf PiP°CtC-C”PSC,C-PI, CIIPePéPj P+CrP»P° PiCRPsPIPuPrPuPSP®
PsPiPuCHP°CtC-CLI P- PIP&PrP°P»PpPSPSCII PeP°C,P°CHP°PeC,Pé.
PmP°PeCI'PéPjP°P»CIHHPSPEPNe CHC-PIPUPSCH PrPuPeCI'P°PjPuC,P°P-PsPSCr Cr
PIPSCrC,CHC-CEPSCHPsPsCPSC-PNe CHC-PrPéPSC-, C%oPs PrPsCHC-PIPSCRC”
PiCEP&P+P»PéP-PSPs 31 PSPi/PjP», PrPsCI'CLIPiP°PICI'CLI PIPiCHPsPrPsPIPY 908F“120
C...PIPEP»PEPS. P”P°P»C- PIC-PrP+CrPIP°P»PsCI'CII P-PSPéPYPuPSPSCII
PePsPSCtPpPSC,CHP°CtC-C— P- PiPpCEC-PsPrPsPj PSP°PiC-PIPIPéPIPuPrPuPSPSCII 3
PiPsPrPéPSPé. PYP&CI'C,PuPjPSPu PiPsPiP»PéPSP°PSPSCII PiC-CI'P»CLI PjC-CI'CtPpPIPsPiPs
P-P°CI'C,PsCI'CrPIP°PSPSCII C” PSP&P-CHhPePéPj.

P PsP-PiPsPrC-P»

P1C-CI'P»CII PIPSCrC,CHC-CEPSCIHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII
CI'PiPsCI'C,PuCHPuPYCrPIP°PSPEPNe PsP+8F™ C”Pj CRPsP-PiPsPrC-P»Cr CI'PeP»P°PI 0,58
P»/PePi. In vitro PSPp PIPECIIPIP»PuPSPs PJPsPrPSPé&C... P-PjC-PS Cr P-PIER™ CIIP-CrPIP°PSPSC-
P- P+C-P»PeP°PjPé PiP»P°P-PjPé PeCHPsPIC- P»CRPrPéPSPé PiCHPé
PePsPSCtPuPSC,CHP°CtC-C— PrPuPeCI'P°PjPuC,P°P-PsPSCt PIC-Pr 0,04 PrPs 4 PjPePi/PjP»;
CI'PuCHPuPrPSC-PNe CHC-PIPUPSCH P-PIEE™ CIIP-CfPIP°PSPSCII P- P+C-P»PeP°PjPé
PiP»P°P-PjPé CI'C,P°PSPsPIPEPI 77,4 %.



P'C-PsC,CEP°PSCI'C,PsCEPjP°CtC-CII

P”PuPeCI'P°PjPuC,P°P-PsPS PjPuC,P°P+PsP»C-P-CrC”C,CECI'CLI PiPuCECE P-P° PICIPu Cr
PiPuCtC-PSCtC-, PiPuCEPRPIP°PYPSPs CYP3A4.

P1iiC-CI'P»CII PjC-CI'C+PpPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] PSP&P-CHPeC-
PePsPSCtPuPSC,CRP°CtC-C— PIPECIIPIP»CIIP»P&éCI'CH Cr
PIPSCrC,CHC-CEPSCHPsPsC+PSC-PNe CHC-PrPéPSC- C+PuCHPuP: 12 PiPsPrPéPS, C,PsP+C,Ps
PrPuPeCI'P°PjPuC,P°P-PsPS C” CI'C,C-PNePeP&Pj PrPs PjPuC,P°P+PsP»C-P-PjCr PiC-CI'P»CI]
PiCRPsPSP&PePSPuPSPSCII PrPs PIPSCrC,CHC-CEPSCHPsPsCPSPsC— CRC-PrPéPSPé.

P’PePIPuPrPuPSPSCII

PuC-CI'P»ClI PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs PIPIPuPrPuPSPSCII 2,6 %
PSPuP-PjC-PSPuPSPsC— PIPEC...C-PrPSPsC— CHPuC+PsPIPEPSPé PIPECIIPIP»CLIP»PsCI'CH Crf
CI'PuC#C-. PuCEPé CtCHPsPjCr PiC-CI'P»CII PiCHP&PNePsPjCt PICI' PuCHPuPrPéPSCr (< 4
PjPi/Pr) PiCRPsC,CLIPiPsPj PeC-P»CHsPePsC... C,PEPJPSC-PI 60 % PrPsP-Pé
PIPéPIPsPrP&P»PsCI'CII Cf PIP&PiP»CIIPrC- 6p-PiC-PrCEPsPeCI PéPrPuPeCIP°PjPuC,P°P-PsPSCY,
P° 5-10 % BR” Cf C, PsCHPjC- PrPsPrP°C,PePsPIPsPiPs PjPuC,P°P+PsP»C-C,Cr 6p-
PiC-PrCHPsPeCI'Pé-20-PrPéPiC-PrCHPsPrPuPeCI'P°PjPuC,P°P-PsPSCT. PkPuP-PjC-PSPuPSP&PNe
PrPpPeCI'P°PjPuC,P°P-PsPS Cr CI'PuC+C- PSPp P+CrPI PIP&CLIPIP»PuPSP&PNe.
PYP&CI'C,PpPjPSPéPNe PiPpuCHC-PsPr PSP°PiC-PIPIPEPIPuPrPuPSPSCII P- PiP»P°P-PjPé
PeCEPsPIC- PIC-PrPSPsCI'PSPs PePsCEPsC,PePéPNe B” 3—4 PiPsPrPéPSPé, P°P»Pp Cr
C1PsP»PsPIC-PeC-PI PjPsP{Pu P+CrC,Pé C,CRHPsC...Pé PrPsPICEPEP]. PICLI CHC-P-PSP&CtCII
P+CrP»P° PiPsPIBf™ CIIP-P°PSP°® PSPy P-C- P-PjC-PSP°PjPé CI'PECI'C,PuPjPSPsPiPs
PeP»C-CHPUPSCI'CY, P° P- CHC-P-PSPéPjPé PsP+8F™ C”PjP°PjPé CHPsP-PiPsPrC-P»Cr C,P°
PjP°CI'PsCh C,C-P»P°. P”"PuPeCI'P°PjPuC,P°P-PsPS PiCEP&P+P»P&P-PSPs PSP° 77-84 %
P-PI8F™ CLIP-CfC”C,CHCI'CII P- P°P»CHP+CrPjC-PSPsPj CI'PECEPsPIP°C,PePé PeCEPsPIC-.
PP»C-CHPuPSCI" PePsP»PeéPIP°C”C,CHCI'CLI PIC-Pr 0,10 PrPs 0,25 P»/PiPsPr/PeP;,

PsP+BEF™ C”Pj CHPsP-PiPsPrC-P»Cr PePsP»P&éPIP°C”C,CHCI'CII PIC-Pr 0,576 PrPs 1,15 P»/PePi.
P‘C-PsPrPsCI'C,CrPiPSC-CI'C,CH PrPuPeCI'P°PjPuC,P°P-PsPSCr PiCHPé
PiPpuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- CI'C,P°PSPsPIP&C,CHb
PiCHPEP+P»P&P-PSPs 70 %.

P>C-PSC-PNePSC-CI'C,CHb/PSPuP»C-PSC-PN-PSC-CI'C,CH

AUC PiC-CI'P»ClI PiPpCHPsCHP°P»CHPSPsPiPs PIPIPpPrPuPSPSCII
PrPpPeCI'P°PjPuC,P°P-PsPSCr PiC-PrPIP&C%oCrPIP°P»P°CI'CH P»C-PSC-PNePSPs PrPs PrPsP-Pé
Cr PrC-P°PiP°P-PsPSC- 0,5-1,5 PjPi.

PhCI'PsP+P»PéPIC- PeP°C,PuPiPsCEC-C— PiP°CtC-C”PSC,C-PI
PxP°CEHPjP°PePsPeC-PSPuC,PéPeP°® CI'PECI'C,PuPjPSPsPiPs PrPpPeCI'P°PjPuC,P°P-PsPSCr
C-CI'C,PsC,PSPs PSPy PIC-PrCHC-P-PSCIIC”C,CHCI'CII Cr PiP°CtC-C”PSC,C-PI P-
PiPsCHCrCEPuPSPSCIIPj C, CPSPeCtC-C— PSPECKPsPe Cr PiPsCHC-PIPSCIIPSPSC- P-C-
P-PrPsCHPsPIPéPjPé CI'CrP+BE™ C”PeC,P°PjPé.

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

P\PéPiCEPsC,.P»PsPeCI'P°CtPéPS

P!P&PiCHPsC,P»PsPeCI'P°CtPéPS C,P° C-PSCEC- C...C-PSPsP»PsPSPé PiC-CI'P»CII
PiPuCHPsCHP°P»CHPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CI'PiCHPéC+PéPSCLIP»Pé



PIPEPSP&PePSPuPSPSCII P°CHC,CEPsPiP°C,C-C— Cr PjPsP»PsPrPéC... C,PIP°CHPEPS
P+C-P»CHCEPsCI'C,C- PIPéPrC-PI, CIIPeC- PrPsCI'P»C-PrPYCrPIP°P»P&CI'CII.
PuPsPIC-PrPsPjP»CLIP»PsCI'CH, C%oPs Cr C...PsPrC- PrPsCI'P»C-PrPYPuPSPSCII PSP®
PjPsP»PsPrPéC... CI'PsP+P°PeP°C... (P+C-PiP»CIIC...) PICHPé PjC-CI'CtPpPIPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PsC+PSPéC... PeCHP°PiPuP»CH P-

CtP&PiCHPsC, P»PsPeCI'P°CtPéPSPsPj PSPu P+CrP»Ps PIPECILIPIP»PuPSPs PYPsPrPSPEC...
CrCHP°PIPuPSCH CI'CIPiP»PsP+C-PI. PyP°PePsP{ PSPu P+CrP»Ps PIPéCLIPIP»PuPSPs
PYIPsPrPSP&C... PrPsPeP°P-C-PI C,PsPiPs, C%oPs PjC-CI'CtPuPIPp P-P°CI'C,PsCI'CFPIP°PSPSCII
CLIPeP&PjPsCI'CH C+PEPSPsPj PIPiP»P&éPIP°C” PSP° CI'CfPiP»PsP+Pé. PhPeCHC-Pj CtCHPsPiPs,
Cr 634 PrC-C,PpPNe, CLIPeC- PiPpCHPsCHP°P»CHPSPs PiCHP&PNePjP°P»Pé

CtP&PiCHPsC, P»PsPeCI'P°CtPEPS, PiCKPé PeP»C-PSC-C$PSPsPjCr C,P°
CHPuPSC,PiPpuPSPsP»PsPiC-C+PSPsPjCr PrPsCI'P»C-PrPYPuPSPSC- PSPy P+CrP»Ps
PIPECLIPIP»PpuPSPs PYPsPrPSPsPiPs C,PsPeCI'PéC+PSPsPiPs PIPiP»P&éPICt PSP° CI'PePuP»PpuC,.

P”PsCI'P»C-PrPYPpPSPSCII CHPuPiCHPsPrCrPeC,PéPIPSPsC— C,CrPSPeCtC-C—, CIIPeC-
PiCHPsPIPsPrPéP»Pé PSP° C%oCrCHP°C... C,P° PjPECEP°C... C-P- P-P°CI'C,PsCI'C*PIP°PSPSCIIPj
PrPsP:, C%oPs Cf 50 CHP°P-C-PI PiPuCHPuPIP&C%o0CIPIP°P»Pé PjP°PeCI PéPjP°P»CHHPSCY
PsC,,C,P°P»CIhPjPsP»PsPiC-C+PSCr PrPsP+PsPICT PrPsP-Cr PrP»CI] P»CRPrPéPSPé, PSPu
PIP&CIIPIPEP»Pé PYPsPrPSPé&C... PrPsPeP°P-C-PI PiPsCHCrCEPuPSPSCII
C,,PuCHC,PéP»CHhPSPsCI'C,C- P°P+Ps CE£PeC-PrP»P&PIPsPiPs PIPiP»P&PICT PSP° PiP»C-Pr,
PiPsPIBF™ CLIP-P°PSP&C... C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIPj

CtP&PiCHPsC, P»PsPeCI'P°CtPéPSCT.

P!P&PiCHPsC, P»PsPeCI'P°CtPéPS PiCHPé PiPuCHPsCHP°P»CHPSPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- Cr PrPsP-P°C... 30 C,P° 100 PjPi/PePi PSPu CI'PiCHP&C+PEPSCIIPI
PIPEPSP&PePSPuPSPSCII C,PuCHP°C,PsPiPpPSPSPEC... PuC,PpuPeC,C-PI Ct PeCHPsP»C-PI,
C...PsC$P° PiCHPé P-P°CI'C,PsCI'CfPIP°PSPSC- PsP+PsC... CtP&C... PrPsP:
CI'PiPsCI'C,PuCHC-PiP°PICI'CII P-PSP°C+PSP&PNe C,PsPeCI'PéC+PSP&PNe PIPiP»P&PI PSP°
CI'P°PjPsPe. PuC-CI'P»CII PIPSCrC,CHC-CEPSCHPsPIPuPSPSPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PrPsP- PrPs 20 PjPi/PePi C,PsPeCI'PEC+PSPsPiPs PIPiP»P&PICH PSP° CI'P°PjPsPe,
PuPjP+CHC-PsPSP°P»CHPSPsC— C,PsPeCI'PéC+PSPsCI'C,C- P°P+Ps
C,PuCHP°C,PsPiPuPSPSPEC... PuC,PuPeC,C-PI PSPp CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CLI.

P”PuPeCI'P°PjPuC,P°P-PsPS

P"PpPeCFP°PijC,P°P-PSPS PIPeCIIPIPePI PeP»P°CFC,PsPiPpPSPSC— PIP»P°CI'C,PéPIPsCI'C,C- PI
P°PSP°P»C-P-C- C...CBPSPszCFPSPjPSPsC— P°P+PuCHP°CtC-C— P»C-PjC,PsCtPeC,C-PI
P»CRPrPéPSPe in vitro C,P° PI PjC-PeCHPsCLIPrPuCHPSPsPjCr C,PpCFC,C— Cr PjPéCE€PPPNe in
Vivo.

PYC,P°PSPrP°CEC,PSC- PrPsCI'P»C-PrPIPuPSPSCII PeP°PSCtPuCHPsPiPuPSPSPsCI'C,C- C,P°
CI'C,P°PSPrP°CHC,PSC- PrPsCI'P»C-PrPIPuPSPSCII C,PuCHC,PéP»CHPSPsCI'C,C- PiCHPé
P-P°CI'C,PsCI'CfPIP°PSPSC- PrPuPeCIP°PjPuC,P°P-PsPSCT PSPu PiCHPsPIPsPrPéP»P&éCI Chb.

P’CI'C,P°PSPsPIP»PuPSPs, C%oPs PiCHPé PiPpCHPsCHP°P»CHPSPsPjCr PIPIPuPrPpPSPSC-
PrPpPeCI'P°PjPuC,P°P-PsPS C” C,PuCHP°C,PsPiPuPSPSPEPj PrP»CII C,PIP°CHP&EPS:
PrPuPeCI'P°PjPuC,P°P-PsPS CI'PiCHPéC+PéPSCIIPI PIP°PrPé
PIPSCrC,CHC-CEPSCHPsCrC,CHPsP+PSPsPiPs CHPsP-PIPEC,PeCr, PIPeP»CRC+P°CRCHPé
CBPsP-C%oPuPiP»PuPSPSCII PiC-PrPSPuP+C-PSPSCII, CfPiPsPIC-P»CHPSPuPSPSCII
PIPSCfC,CHC-CEPSCHPsCrC,CHPsP+PSPsPiPs CEPsCI'C,Cr, CHPuC,CHPsPiPSP°C,C-CR,
PiCfPiPePsPIC- PiCRHP&PYC-, PiC-PiPsPiP»P°P-C-Ch C,PéPjCICI'P°, PrPuC,PsCEPjP°CtC-C—
CI'PePuP»PuC,P°, PI C,PsPjCr C+P&éCI'P»C- PiPsCECrCEPuPSPSCII CHPsP-PIP&C,PeCr



PrPsPIPiP&C... PeC-CI'C,PsPe C,P° PIPiP»P&PI PSP° CRC-CI'C, C,P° CRPsP-PIP&C,PsPe PjPsP-PeCr.

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

P—P°PiP°P»CHPSC- P-P°C...PIPsCHCRPIP°PSPSCII PsC+PpuPNe. Cr PiP°CtC-C”PSC,C-PI,
C+CrC,P»P&PIPEC... PrPs CI'C,PuCHPsC—PrC-PI, PiCHPé CIIPeP&C... PiPsPeP°P-P°PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI C,P° C-CI'PSCrC”
PiPsPIPuCHC...PSPuPIP° P+P°PeC,PuCEC-P°P»CHPSP° C-PSC, PuPeCtC-CI],
CI'PiCHP&CPEPSPUPSP°® CEC,P°PjP°PjPé P+P°PeC,PuCHC-PNe, C+CrC,P»P&PIPEPjPE PrPs
CtP&PiCHPsC, P»PsPeCI'P°CtPéPSCY, PIPeP»CRC+P°CRC$Pé CEPpP°PeCtC-C—
P-P°PiP°P»PuPSPSCII PI PiC-CI'P»CIIPsPiPuCHP°CtC-PNePSPsPjCt PiPuCHC-PsPrC-.

PuCHPsC,PePiPsPeP°P-P°PSPSCII.

o PyiC-PrPIPEC%0PpPSP° C+CrC,P»PéPIC-CI'C,CH PrPs PrPuPeCI'P°PjPuC,P°P-PsPSCY,
CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCY, PrPs C-PSCEP&C... C...C-PSPsP»PsPSC-PI P°P+Ps PrPs
P+CrPrCH-CIIPePsPiPs P- PrPsPiPsPjC-PYPSP&C... PePsPjPiPsPSPuPSC,C-PI
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cf.

B- PBPsCHPsPIBR™ CLICEP° C,P° PIC-C,CRCIIPSP® PIC-CI'PiP°, P° C,P°PePsPY C-PSCEC-
PIC-CRHCIrCI'PSC- C-PSC, PuPeCtC-C— CHPsPiC-PIPePé C- PePsPSBF™ CRPSPeC,P&PIPé
(PeCHC-Pj PePuCHP°C,PéC,Cr, CfPiCBPéCiPéPSPpPSPsPiPs Herpes zoster).

B- P“CRHP&P+PePsPIC- P-P°C...PIPsCHCRPIP°PSPSCII CI'C,CHCrPeC,CrCH PsPeP° P°P+Ps
PSPuP»C-PePsPIP°PSC- PiP°CRHP°P-PeC,P°CHPSC- C-PSC, PuPeCtC-C— PsPeP°.

B- PwC-PePsP+P°PeC,PuChHC-P°P»CHPSC- C-PSC, PuPeCtC-C— PsPeP°.

e P“PsCI'C,CEHP&PNe. PuPiC-C,PuP»C-P°P»CHPSPEPNe PePuCHP°C,PéC,,
CI'PiCEP&CHPEPSPuPSPEPN: Herpes simplex.

B-  P“PsCI'C,CEC- PSPuP»C-PePsPIP°PSC- P+P°PeC,PuCEC-P°P»CHPSC-
C-PSC, PpPeCtC-C—.

o P>C-PeP°CRCI'CHhPePéPNe P-P°CI'C-P+ PhPePsPjC-PeCI™® PSPy CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PiC-CI'P»CII PIPéPrP°P»PpuPSPSCII
CI'C,PsCHPsPSPSCHPsPiPs C,C-P»P° P- CEPsPiC-PIPePé P+PuP- CrCI'PeP»P°PrPSPuPSCH.

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

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CECI CEhPePéPjPé P-P°CI PsP+P°PjPé,
PiPsPIeF™ CIIP-P°PSP° P- CtPéPiCEPsC,P»PsPeCI'P°CtPEPSPsPj

PhCI"PeC-P»CHbPePé C+P&PICEPsC, P»PsPeCI'P°CtPEPS PiCEPé PjC-CI'C+PpPIPSPjCY



PsC, C,P°P»CHbPjPsP»PsPiC-C+PSPsPjCt P-P°CI'C,PsCI"CtPIP°PSPSC- PjP°C” PSP&P-CHhPeCt
CI'P&CI'C,PuPjPSCT PePsPSCtPuPSC,CEP°CtC-Ch, PIP-P°C”PjPsPrC-ClI P- C-PSCEP&PjPé
P»C-PeP°CECI'CHbPeP&PjPé P-P°CI'PsP+P°PjPé C” PjP°P»PsPN:PjPsPIC-CEPSPsCE.

P’P-P°C”PjPsPrC-CII P- C-PSCEPéPjPé P»C-PeP°CRCI CEhPePéPjPé P-P°CI PsP+P°PjPeé,
PiPsPI8F ™ CLIP-P°PSP° P- PrPuPeCI P°PjPuC,P°P-PsPSPsPj

PhPrPSPsC+P°CI'PSPu PiCHP&P-PSP°C+PuPSPSCII CI'C,PuCHPsC—PrC-PI PrP»CI]
PjC-CI'CtPpPIPsPiPs P-P°CI"C,PsCI'CfPIP°PSPSCII C,P° PSPuCI'C,PuCHPsC—PrPSPéC...
PiCHPsC,P&P-P°PiP°P»CHPSP&C... PICHPuPiP°CHP°C,C-PI (PkPuP—Pi) PrP»CII
PjC-CI'CtPpPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII P-P+C-P»CHCECIC” CHPEP-PéPe
PIP6PSP8PePSPuPSPSCII CrCI'PeP»P°PrPSPuPSCH PiCHPé P-P°PiPsC”"PSPSC- CEP°PS
CHPsPiC-PIPePé.

PtPSPiC-P+C-C,PsCHPé CYP3A4 (PIPeP»CRC+P°CRC$Pé CEP&C,PsPSP°PIC-CH C,P°
PePsP+C-CtPéCI'C,P°C,) PjPsPYCIC,CH P-PjPuPSCEPEC,Pé PeP»C-CHPuPSCI
PrPuPeCI'P°PjPuC,P°P-PsPSCY, C%oPs PiCHPEP-PIPuPrPu PrPs P+C-P»CHCE C,CIIPIPeP&C...
PSPuP+P°PYP°PSP&C... CLIPIPEC%o C,P° PiCHP&PiPSC-C+PpPSPSCII C,CrPSPeCtC-C— PePsCHPé
PSP°PrPSPéCHPePsPIPEC... P-P°P»PsP- | CI'PéPSPrCHPsPjCr PiCrCEPEPSPiP°. PyP°PePsPiPs
PiPsC”PrPSP°PSPSCII CI'P»C-Pr CfPSPéPeP°C,Pé, CIIPeC%oPs PePsCEP&CI'C,CH PSPu
PiPpCHPuPIPEC%0CrC” PiC-PrPIPEC%oPuPSPEPNe CHP&P-PéPe CI'PECI'C,PuPjPSP&C. ..
PiPsP+C-C$PSP&C... PuC,PuPeC,C-PI PePsCEHC,PéPePsCI'C,PuCHPsC—PrC-PI, C- PI CtCHPsPjCr
PIP&PiP°PrPeCr PiPsC,CHC-P+PSPs PePsPSC,CHPsP»CRPIP°C,Pé CI'P&CI'C,PuPjPSC-
PSPuP+P°PYP°PSC- PuC,PuPeC,Pé PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI Cr
PiP°Ct+C-C”PSC,C-PL.

P] CHP°P-C- P-P°CI'C,PsCI'CFPIP°PSPSCII PsC+PSP&C... PeCHP°PiPuP»CH, C%oPs
PIPiP»P&PIP°CRC,CH PSP°® P°PePsPjPsPrP°CtC-Ch PsPeP°® P°P+Ps CRHPsP-CEPECRCRCRC,CH
P-C-PSP&CtC- (P°C,CHPsPiC-PS C,P° C-PSCEC- P°PSC,PéC...PsP»C-PSPuCHPiC-C+PSC-
CHPuC+PsPIPEPSPé), PIPSP°CI'P»C-PrPsPe C1PsPiPs PjPsPYP»P&PIPy PiC-PrPIPEC%oPpPSPSCII
PIPSCrC,CHC-CEPSCHPsPsCHPSPsPiPs C,PéCI'PeCrt, PsPrPSPsC+P°CI'PSPu
P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr PhPePsPjC-PeCI™”
PjPsPYPu PiCREP&P-PIPuCI'C,Pé PrPs PrPsPrP°C,PePsPIPsPiPs PiC-PrPIP&C%oPuPSPSCII
PIPSCrC,CHC-CEPSCHPsPsCPSPsPiPs C,PECI'PeCr (PsCI'PsP+P»P&PIPs Cr PiP°CtC-C”PSC,C-P]I,
CI'C...PéP»CIbPSPEC... PrPs P-P°PeCHP&C,PsPeCrC,PsPIPsC— C,PsCHPjPé PiP»P°CrPePsPjPé).

PhCI'PeC-P»CHPePé PePsCHC,PéPePsCI'C,PuCHPsC—PrPé PjPsPYCrC,CH
PiC-PrPIPEC%oCrPIP°C,Pé PePsPSCPuPSC,CEP°C+C-Ch PiP»CRPePsP-Pé PI PeCRHPsPIC-,
PjPsPYPp P+CrC,Pé PiPsC,CHC-P+PSPu PePsCHP&PiCrPIP°PSPSCII PrPsP-Pé
PiCEPsC,PéPrC-P°P+PuC,PéCPSPEC... P-P°CI'PsP+C-PI.

P&Pyp PIP°CHC,Ps PiPsC”PrPSCrPIP°C,Pé PrPuPeCI'P°PjPuC,P°P-PsPS P-
P»C-PeP°CHCI'CHhPePEPjPé P-P°CI'PsP+P°PjPé, C%oPs P-P°CI'C,PsCI'PsPICYCRC,CHCI'CII PiCEPé
PiP»P°CrPePsPjC-, PsCI'PsP+P»P&PIPs PSPu CI'P»C-Pr P-P°CI'C,PsCI'PsPICFPIP°C,Pé C,P°PePp
PiPsC”PrPSP°PSPSCII C,CHPEPIP°P»P&PNe C+P°CI C- Ct PIPpP»PéPeP&C... PrPsP-P°C... BR” CtPu
PjPsPYPu PiCEP&P-PIPuCI'C,Pé PrPs PiC-PrPIP&C%oPuPSPSCII
PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs C,PéCI'PeCt.

P—P°CI'C,PsCI'CFPIP°PSPSCII PePsPSC,P°PeC,PSP&C... P»C-PSP- P-P+C-P»CHCECrC”
CHPé&P-PéPe C-PSC, PuPeCtC-C—.

PuCHPé PsPrPSPsC+P°CI'PSPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC- P- PsC+PSP&PjPé



P»C-PeP°CHCI'CHhPePéPjPé P-P°CI'PsP+P°PjPé, C%oPs PjC-CI'C,CLIC,CH C,PsCI'C,P°C,Pé,
P-CREPsCI'C,P°C” CHP&P-PéPe PSP°PePsPiP&C+PuPSPSCII PIC-PrPeP»P°PrPuPSCH Cr
CHPsPiC-PICtC- P°P+Ps C—C— PiPsPjCrC,PSC-PSPSCI], PsCI'PsP+P»P&PIPs Cr
PiP°CtC-C”PSC,C-PI P-C- CI'PePsPjPiCEHPsPjPuC,PsPIP°PSPsCh CHPsPiC-PIPePsCHh.

PIPeC%oPs PsPrPSPsC+P°CI'PSPs P-P°CI'C,PsCI'PsPICfPIP°C,Pé PeC-P»CHhPeP®
P»C-PeP°CHCI'CHhPePéEC... P-P°CI'PsP+C-PI PrP»CII PjC-CI'CtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PI PsPePs, PSPuPsP+C...C-PrPSPs P-P°C+PpPeP°C,Pé
C%oPsPSP°PNePjPuPSC£Py 5 C...PIPEP»P&PS PjC-Pf C—C... P-P°CI'C,PsCI'CFPIP°PSPSCIIP;.
PhC$PSC- PjP°P-C- CI'P»C-Pr P-P°CI'C,PsCI'PsPICPIP°C,Pé PsCI'C,P°PSPSC-PjPé.

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

PyC-P»CHPePé PrP»CII PsC,,C,P°P»CHPjPsP»PsPiC-C+PSPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCI].
P>C-PeP°CECI'CHhPePéPNe P-P°CI'C-P+ PSP PiCHPEP-PSP°C+PuPSP&PNe PrP»CII
C-PSBR™ C”PeCtC-PNe P°P+Ps PiCEP&PN:PsPjCr PICI PuCEPpuPrPéPSCY.

PhCI'PsP+P»PéPIPsCI'C,C- P-P°CI'C,PsCI' C3PIP°PSPSCII, PiPsPIeR™ CLIP-P°PSC- P-
CtPéPiCEPsC ,P»PsPeCI P°CtPéPSPsPj

PJ PiP°CtC-C”PSC,C-PI, CIIPeC- PiCEPsC...PsPrPéP»Pé C,PuCEHP°PiC-Ch C...C-PSPsP»PsPSPsPj,
CI'PiPsCI'C,PuCHC-PiP°P»P&CI'CLI CI'PuCHPNePsP-PSC- C,P° C-PSPePsP»Pé P»PuC,P°P»CHPSC-
(P°PSP°C, C-P»P°PeC,PéCHPSC-) CHPuP°PeCtC-C— PiC-PrPIP&C%oPuPSPsC—
C+CrC,P»PéPIPsCI'C,C-, PrPuCIIPeC- BR” PiC-CI'P»CII P-P°CI'C,PsCI'CfPIP°PSPSCII
PiPpCHCEPsC— PrPsP-Pé. PtPSPsPrC- CtC- B CHPpP°PeCtC-C—
CI'CrPiCHPsPIPsPrPCIrPIP°P»P&CI'CII CI'PuCHCtPuPIPs-CI'CrPrPéPSPSPsCh
PSPuPrPsCI'C,P°C,PSC-CI'C,Ch, PIC,CHP°C,PsCh CI'PIC-PrPsPjPsCI'C,C-, CECIPjPsPj Cr
PICIC...P°C..., PSP°P+CRCLIPePsPj PiP»PsC,PePé P°P+Ps PsP+P»P&C+C+CLI, PrPéCI'PiPSPsPy,
PeCHPsPiPéPIsR ™ CLIPSPePsCh C,P° CI'PIPuCHP+PuPYPuP;.

PYPuCHPNePsP-PSC- PIPEPiP°PrPePé PiPsCI'C,CEPsC— PiC-PiPuCEC+CrC,P»PéPIPsCI'C,C- PrPs
CtPéPiCHPsC,P»PsPeCI'P°CtPéPSCr PjPsPYCrC,CH PiPsC,CHPuP+CrPIP°C,Pé
PSPuPIC-PrPeP»P°PrPSPsPiPs P»C-PeCrPIP°PSPSCII. PuCEHPé PeP»C-PSC-C$PSP&C...
PiPsPeP°P-P°PSPSCIIC... CI'P»C-Pr P-P°CI'C,PsCI'CfPIP°C,Pé PePéCI PSPuPICT C,PuCHP°PiC-Ch
C,P° PIC-PrPSPsPIP»PuPSPSCII PiCHPsC...C-PrPSPsCI'C,C- PrPéC...P°P»CHPSPEC...
C€P»CIIC...C-PIL.

PuPsC,CHC-P+PSPs PiCEP&PiP&PSPEC,Pé P-P°CI'C,PsCI'CFPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PhPePsPjC-PeCI™® PiCHPé& PiPpuCECEP&C...
PsP-PSP°PeP°C... PIP6CI'P&PICt PSP° CE€PeC-CEC- P°P+Ps P+CrPrCH-CLIPePEC... C-PSCEPEC...
PsP-PSP°PeP°C... CEPpP°PeCtC-C— PiC-PrPIP6C%oPuPSPsC— C+CrC,P»P&PIPsCI'C,C-.

P] CRP°P-C- C,CHP&PIP°P»PsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII PICI'C-C...
P°PSC,PéP+P°PeC,PuCHC-P°P»CHPSP&C... PiCEPpPiP°CHP°C,C-PI, Cr C,PsPjCt C+P&CIP»C-
CtP&PiCEHPsC, P»PsPeCI'P°CtPéPSCY, PjPsPIP»P&PIP&PN. PSP°PrPjC-CEPSP&PN. CRC-CI'C,
PSPuC+CrC,P»PéPIP&C... PrPs P°PSC,PéP+C-PsC,PéPeC-PI P+P°PeC,PuCHC-P°P»CHPSPEC...
C£C,P°PjC-PI P°P+Ps PiCHPéP+C-PI. PIPeC%oPs CHPsP-PIPéPIP°C”C,CHCI'CII
CI'CrPiPpCHC-PSC, PuPeCtC-ClI, CI'P»C-Pr PiCEPsPIPuCI'C,Pé PIC-PrPiPsPIC-PrPSCt
C,PuCRP°PiC-CHh.



P—P°PiP°P»PpuPSPSCII C,P° CRPsP-CRHP&PI CI'CrC...PsPIPéP»P»CII PjPsPIP»P&PIC- PiCHPé
CI'P&CI'C,PpuPjPSC-PNe C,PuCHP°PiC-C— C,,C,PsCHC...C-PSPsP»PsPSP°PjPé,
PIPeP»CRC+P°CRCtPé CtPéPiCHPsC, P»PsPeCI'P°CtP&PS, PsCI'PsP+P»P&PIPs Crf
PiP°Ct+C-C”PSC,C-PI P»C-C,PSCH-PsPiPs PIC-PeCt, P° C,P°PePsP{ Cr PiP°CtC-C”PSC,C-PI,
CILIPeP&Pj CI'CIPiCrC,PSCHPs P-P°CI'C,PsCI'PsPICFCRC,CH
PePsCHC,PéPePsCI'C,PuCHPsC—PrPé. PyP°PePéPj C+PéPSPsPj, P»C-PeCrPIP°PSPSCII
PsC+PSPéPjPé PeCRHP°PiP»CIIPjPé PhPePsPjC-PeCI™® CI'P»C-Pr PiCRP&PiPEPSPEC,Pé PiCHPé
PiPPCHCEPEC... PsP-PSP°PeP°C... P-P°PiP°P»PpPSPSCII CI'CrC...PsPYP&P»P»CI].

PiiCHPé P-P°CI'C,PsCI'CIPIP°PSPSC- PsC$PSP&C... PeCHP°PiPuP»CH PhPePsPjC-PeCI™®
CI'P»C-Pr P+CEP°C,Pé PrPs CrPIP°PiPé CHP&P-PéPe PiPsC,CHP°PiP»CLIPSPSCI]
PiCHPpPiP°CHP°C,Ct Ct PSPsCI'PsPiP»PsC,PeCr, C%oPs PjPsPPu CI'PiCHP&CIIC,Pé
PIPEPSP&PePSPuPSPSCH C,P° PiPsCEP&CHPUPSPSCH P+P°PeC,PuCHC-P°P»CHPSPsC—
CHPuP-PéCI'C,PpPSC,PSPsCI'C,C-.

PuiC-Pr C1P°CI" P-P°CI'C,PsCI'CtPIP°PSPSCII P»C-PeP°CHCI'CHbPeP&C... P-P°CI'PsP+C-PI
PeP»P°CI'Cr C...C-PSPsP»C-PSC-PI PjPsPYP»P&PIPEPNe. CHPsP-PIPEC,PsPe
C,PsC,PsCI'PuPSCI'PéP+C-P»C-P-P°CtC-C— C,P° C,PsC,PsC,PsPeCI'PéC+PSPé&C...
CBPpP°PeCtC-PNe CI'PuCEPpuPrPSCHPsPiPs P°P+Ps C,CIIPYPePsPiPs CI'C,CrPiPuPSCII, C%oPs
PiCRHPsCLIPIP»CLICRC,CHCI'CII Ct PIPEPiP»CLIPrC- C,CLIP]PeP&C... CI'PsPSCLICPSPEC...
PsPiC-PeC-PI Cr PiP°CtC-C”PSC,C-PI, CIIPeC- PiC-PrPrP°PIP°P»P&CI'CI] PrC-C— PiCHCIIPjPEC...
CI'PsPSCIIC$PSP&C... PiCHPsPjPpuPSC-PI. PhCI'PeC-P»CH>PePé PiCRPé
P-P°CI'C,PsCI'CrPIP°PSPSC- P»C-PeP°CHCI' CHPePsPiPs P-P°CI'PsP+Cr PiPuPIPSP® PNePsPiPs
C#P°CI'C,PéPSP° PjPsPYPu PiPsC,CRP°PiP»CIIC,Pé Ct CI'PECI'C,PuPjPSP&PN. PeCHPsPIPsC,PsPe
C,P° CI'PiCEP&C+PéPSCIIC,Pé P°PSP°P»PsPiC-C+PSC- PiCHPsCLIPIPE, CI'P»C-Pr CfPSP&PeP°C,Pé
PSP°PrPjC-CRPSPsPiPs PIPiP»P&PICt CI'PsPSCIIC+PSPsPiPs PIPEPiCHPsPjC-PSCRPIP°PSPSCI].
PiPeC%oPs PiCHPsCILIPIP»CIIC”C,CHCI'CII C,PsC,PsC,PsPeCI'PéC+PSC-CI'C,CH,
P-P°CI'C,PsCI'CfPIP°PSPSCII PiCHPuPiP°CEP°C,Cr PiPsC,CHC-P+PSPs PiCHP&PiPEPSPEC, Pé.

PrPuPeCI'P°PjPuC,P°P-PsPSPsPj

PkPp PIPEPePsCHPECI'C,PsPICIPIP°C,Pé P+PpP- PjPuPrPéC+PSPsC— PiPuCEHPpuPIC-CHPePé.
P>C-PeP°CHCI'CHhPePéPNe P-P°CI'C-P+ CI'P»C-Pr PiCHP&P-PSP°C$P°C,Pé C,C-P»CHPePé
PiC-CI'P»CII P+C-PsPjC-PeCEPsCI'PePsPiC-C+PSPsPiPs PsPiP»CIIPrCr P-P° PrPsPiPsPjPsPiPsCh
C%oC-P»PEPSPSPsC— P»P°PjPiPé C,P° C,PuCI'C,Ct P- PIPéPePsCHPECI'C,P°PSPSCIIP;
C,P»CRPsCHPuCI'CtPuC—PSCf.

P!PuPNe PICRPpPiP°CEP°C, PSPp C” PuC, PuPeC,PEPIPSPEPj PrP»ClI P»C-PeCrPIP°PSPSCII
PePpCEHP°C,PsPePsPSER ™ CRPSPeC,PEPIC-C,Ct PYCHPsPiCHPuPSPe.

PkP°PrPjC-CHPSPu C,P°/P°P+Ps C,CHPEPIP°P»Pp P-P°CI'C,PsCI'CrPIP°PSPSCII

PsC, C,P°P»CHPjPsP»PsPiC-C+PSPEC... PePsCRHC,PéPePsCI'C,PuCHPsC—PrC-PI
PiC-PrPIPEC%oCrC” CRHP&P-PéPe PIPEPSP&PePSPuPSPSCII CfCI'PeP»P°PrPSPuPSCH P- P+PsPeCr
PsC+PuPNe C,P° PjPsPYPp PiCHP&P-PIPuCI'C,Pé PrPs CI'PECI'C,PuPjPSP&C... PiPsP+C-C+PSPéC...
PuC, PuPeC,C-PI. PIPeC%oPs P-P°PiP°P»PuPSPSCII PSP P-PjPpPSCECIrC”C,CHCICII
PiCEPsC,CLIPiPsPj PsP+T‘CRCIPSC,PsPIP°PSPsPiPs PiPuCEC-PsPrCr PiC-Pr C+P°CI’ PeCFCECI'Cr
C,PuCHP°PiC-C—, PSPuPsP+C...C-PrPSPs PIPéPePsCHP&CI'C,PsPICIPIP°C,Pé C-PSCEC- PIPEPrPé
C,PuCHP°PiC-C— PrP»CIJ P-PjPuPSCEPuPSPSCII CtP&C... CRP&P-PéPeC-PI.

PjCEHP&EPIP°P»Pp P»C-PeCIPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé PrP»ClII
PjC-CI'CtPpPIPsPiPs PsC,C,P°P»CHbPjPsP»PsPiC-C+PSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII



PjPsPYPp PiCRP&P-PIPuCI'C,Pé PrPs PsC+PSPsC— PiC-PiPuCRHC,PuPSP-C-C— C,P°/P°P+Ps
PiP»P°CrPePsPjPé P- PiPsPrP°P»CHCEPEPj CFCEPePsPrPIPuPSPSCIIPj P-PsCEPsPIPsPiPs
PSPuCHPIP®, PiPsPiC-CHCEPuPSPSCIIPj PiPsCI'C,CEPsC,Pé P-PsCHCT C,P° P-PICFPIPuPSPSCIIPj
PiPsP»CII P-PsCHCY, P° C,P°PePsP{ PrPs CrC,PIPsCHPuPSPSCII
CI'CrP+PeP°PiCI'CrP»CIICRPSPsC— PeP°C,P°CEP°PeC,Pé P-P°PrPSCHPsC— PeP°PjPuCHPé
PsPeP°. PuCHPé C,CRPEPIP°P»PsPjCr PjC-CI'CtPuPIPsPjCr P-P°CI'C,PsCI'CrPIP°PSPSC-
PePsCHC,PéPePsCI'C,PpuCHPsC—PrC-PI PI PsPePs CI'P»C-Pr CHPuPiCrP»CIICEPSPs C,P°
C1P°CI'C,Ps PePsPSC,CHPsP»CRPIP°C,Pé PIPSCIC,CHC-CEPSCHPsPsC+PSPéPNe C,P&CI Pe
(PiPuCHPpPrCrCI'C-Pj Ct PiP°C+C-C”PSC,C-PI, Cr CIIPeP&C... CfPPu
CI'PiPsCI'C,PuCHC-PiP°P»PsCI'CH PiC-PrPIP&C%oPuPSPSCII
PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs C,PéCI'PeCr PIPSP°CI'P»C-PrPsPe PiCHP&PNePsPjCr
CI'C,PuCHPsC—PrC-PI, Cr PiP°CtC-C”PSC,C-PI C-P- PIPECI'PsPeP&Pj
PIPSCrC,CHC-CEPSCHPsPsCHPSPéPj C,PECI'PePsPj C%oPu PrPs PiPsC+P°C,PeCrt PiCHPEPN:PsPjCr
CI'C,PuCHPsC—PrC-PI C,P° Cr PiP°CtC-C”PSC,C-PI C-P- PiP»P°CrPePsPjPsCR). P!Pu
PsCI'PsP+P»P&PIPs PIP°PIP»P&PIPs PrP»CII PrC-C,PuPNe, PsCI'PeC-P»CHPePé CHPEP-PéPe
PsC+PSPsC— PiC-PiPuCHC,PuPSP-C-C—, CI'PiCHP&éC+PéPSPuPSPsC—
PePsCHC,PéPePsCI'C,PpuCHPsC—PrP°PjPé, Ct PrC-C,PuPNe PIPEC%oP&PNe C,P° PjPsPYPu
PIPEPSPéPeP°C,Pé CHP°PSC-C€Pp, PSC-PY Cr PrPsCHPsCI'P»PéC.... P>C-PeP°CHCI CHhPePEPNe
P-P°CI'C-P+ PhPePsPjC-PeCI™® PSPy PiPsPeP°P-P°PSPEPNe PrP»CI] P-P°CI'C,PsCI'CFPIP°PSPSCI]
PrC-C,CIIPj. P] PiP°CtC-C”PSC,C-PI P- PiP»P°CrPePsPjPsCh PjPsPSC-C,PsCHPéPSPi CI'P»C-Pr
PiCEPsPIPsPrP&éC,Pé C%oPsC,PEPYPSCI].

P P&P-PéPe PiC-PrPIP&C%oPpPSPSCII PIPSCFC,CHC-CEPSCHPsPsC+PSPsPiPs C,PéCI'PeCt,
CI'PiCEP&CHPEPSPuPSPsPiPs PePsCHC,PéPePsCI'C,PuCEPsC—PrP°PjPé, C,P°/P°P+Ps CHPEP-PéPe
CrC,PIPsCRPuPSPSCII PeP°C,P°CEP°PeC,Pé, P-CIPjPsPIP»PpPSPsC—
P-P°CI'C,PsCI'CrPIP°PSPSCIIPj PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI,
P-P+C-P»CHCECIC”C,CHCI'CLI Cr CI'C...PéP»CHPSPEC... PrPs CtCHPsPiPs PiP°CtC-C”"PSC,C-PI
(PSP°PiCHP&PeP»P°Pr, Cr C...PIPsCRPé&C... PSP° CtCrPeCHPsPIPéPNe PrC-P°P+PuC,).

PuCHPé CI'PECI'C,PuPjPSPsPjCr C,P° PjC-CI'CtPuPIPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC-
PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI PjPsP{P»P&PIC- CHPsP-P»P°PrPé P-PsCHCT. PIPeC%oPs
PiP°CtC-C”PSC, PjP°C” C,P°PeC- CI'P&PjPiC,PsPjPé, CLIPe CHPsP-PjP&éC,C-CI'C,CH P-PsCHCY
P°P+Ps C-PSC£C- PiPsCHCrCEPuPSPSCII P-PsCRCY, PNePsPjCr PiPsC,CHC-P+PSPy

PsC, C,P°P»CHbPjPsP»PsPiC-C+PSPp PsP+CI'C,PuP1PuPSPSCII PrP»ClI PsCtC-PSPePé
PjPsPYP»P&PIP&C... PiCHPECHPEPS. P!Pu PjPsPYCrC,CH P+CrC,Pé PeP°C,P°CRHP°PeC,P°,
PiP»P°CrPePsPjP° P°P+Ps C,P°PeC- CHC-PrPeC-CI'PSC- C...PIPsCEPsP+P¢, CIIPe
CtPuPSC,CHP°P»CHPSP° CI'PuCHPsP-PSP° C...PsCHC-PsCHPuC,P&PSPsPiP°C,C-CII (PIPYPIP ),
C%oPs CI'PiPsCI'C,PuCEC-PiP°P»PéCI'CH PiC-CI'P»CII P-P°CI'C,PsCI'CPIP°PSPSCII
CI'PECI'C,PpPjPSPéEC... C,P° PjC-CI'CtPuPIPé&C... PePsCHC,PéPePsCI'C,PuCEPsC—PrC-PI.

PYP&PSPrCHPsPj PsCrCEPEPSPiP° C,P°/P°P+Ps PiCHPéPiPSC-C+PuPSPSCII C,CrPSPeCtC-C—
PePsCHPé PSP°PrPSPECHPePsPIP&C... P-P°P»PsP-, PiPsPIF™ CLIP-P°PSC- C-P:
CI'PECI'C,PpPjPSPsChR P°P+CI'PsCHP+CtC-C”ChR PsCfPSP&C... P»C-PeP°CHCI'CHhPePéC...
C,PsCEPj PrPaPeCI'P°PjPuC,P°P-PsPSCT, PjPsPYCIC,CH PIPEPSPEPeP°C,Pé PiC-CI'P»CII
C-PSC,PuPSCI'PéPIPSPsC— P°P+Ps PrPsPIPiPsCI'C,CEPsPePsPIPsC—
P+PpP-PiPuCEPuCHPIPSPsC— C,PuCHP°PiC-C— Cr PiP°CtC-C”PSC,C-PI P-C-
CI'C...PéP»CHPSC-CI'C,Ch, PIPeP»CRCP°CRC$Pé PrC-C,PuPNe C- PiP°C+C-C”PSC,C-PI, CLIPeC-
PsC,CHP&PjCrPIP°P»Pé C-PSPiC-P+C-C,PsCEPé CYP3A4 (P-PsPeCHPuPjP° CEP&C,PsPSP°PIC-CH
C- PePsP+C-CtP&CI'C,P°C,). P] CtP&C... PIPEPiP°PrPeP°C... P»C-PeCrPIP°PSPSCII CI'P»C-Pr
PiPsCI'C,CrPiPsPIPs PiCHP&PiPéPSP&C,Pé.

PPsCHC,PéPePsCI'C,PuCEPsC—PrPé PjPsPCFC,CH P-PjPuPSCECFPIP°C,Pé



CHPuP-P&éCI'C,PuPSC,PSC-CI'C,CH PrPs P+P°PeC,PuCHC-P°P»CHPSPsC—, PIC-CRCrCI'PSPsC—,
PiCHPéP+PePsPIPsC— P°P+Ps PiP°CRP°P-P&C,P°CHPSPsC— C-PSC, PuPeCtC-C— C,P°
PjP°CI'PeCrPIP°C,Pé PeP»C-PSC-C$PSC- PsP-PSP°PePé C-PSC, PuPeCtC-C—,
PiPpCHPpCEPePsPrPIP°CRC+Pé PIPECIIPIP»PuPSPSCH PSPuPuC, PuPeC,PEPIPSPsCI'C,C- P-
P+PsPeCr P°PSC,PéP+C-PsC,PéPeC-PI. PuCHPé CI'C,C-PNePePsPjCr CrC,PIPsCEPuPSPSC-
PIPECHP°P-PsPe CHPsPiC-PIPePé CI'P»C-Pr PIPéPeP»CRCtPEéC,Pé PSP°CLIPIPSC-CI'C,CHb
PiCEP&P+PePsPIPsC— C-PSC, PuPeCtC-C— Cr PiP°CtC-C”PSC,C-PI, CIIPePé&C...
P»C-PeCIPIP°P»Pé P°P+Ps P»C-PeCrCRC,CH PePsCHC,PéPePsCI'C,PpCEPsC—PrP°PjPé.
P>C-PeCrPIP°PSPSCII CI'P»C-Pr PiCHP&PiPéPSPEC,Pé Cr CHP°P-C- PIPEPSPEPePSPuPSPSCII
PiCHP&P+PePsPIPsC— C-PSC, PuPeCtC-C—.

PiPsCHC,PéPePsCI'C,PuCEPsC—PrPé PrP»ClLI PsC, C,P°P»CHbPjPsP»PsPiC-C+PSPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCII PjPsPYCrC,CH CI'PiPsPIC-P»CHPSCRPIP°C,Pé P-P°PiPsC”PSPSCII
CHP°PS CRPsPiC-PIPePé. PiyP°PePsPY PIC-PrPsPjPs, C%oPs PkPiiP—Pi PrP»CII
PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII CfPiPsPIC-P»CHPSCRCRC,CH P°P+Ps
P-P°C,CEP&PjCFCRC,CH P-P°PiPsC”"PSPSCII CEP°PS. PhPrPSPsC+P°CI'PSPu
PiCHPEP-PSP°C+PpPSPSCII PkPirP—Pix PrP»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII
C- CI'C,PuCHPsC—PrC-PI PrP»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
P-P+C-P»CHCECIC” CHPEP-PéPe PIPEPSPEPePSPuPSPSCII CrCI'PeP»P°PrPSPuPSCH PiCHPé
P-P°PiPsC”PSPSC- CEP°PS B (PrPéPI. CHPsP-PrC-P» B«P’P-P°C”PjPsPrC-CII P- C-PSCEP&PjPé
P»C-PeP°CHCI'CHPeP&PjPé P-P°CI'PsP+P°PjPé C,P° C-PSCEC- PIPEPrPé PIP-P°C”PjPsPrC-PNeB»).

P’C-PrPsPjPs, C%oPs PiCHPé PSP°CLIPIPSPsCI'C,C- P-P°C...PIPsCECRPIP°PSCH, CLIPeC-
PiCHP&P-PIPsPrCIIC,CH PrPs PiPsC,PsPSCEP°PSPSCII CHPsPiC-PIPePé P°P+Ps CI'PeP»PuCHPé,
PjC-CI'CtPpPIPp P-P°CI'C,PsCI'CfPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI PjPsPPu
CI'PiCEP&C+PEPSPEC,Pé PIPEPSP&PePSPUPSPSCII PiPuCHC, PsCHP°CC-PNe.

P>C-PeCrPIP°PSPSCII PSPy CI'P»C-Pr PiCRHP&PiPEPSCIIC,Pé PiPpCHPuPrC+P°CI'PSPs
C$PuCHPuP- PjPsPP»P&PIC-CI'C,CH CHPuCtPéPrP&PICT P-P°PiP°P»CHPSPsPiPs CI'C,P°PSCr
PiCHPé CHP°PiC,PsPIPsPjCr PiPpCHPuCHPEPIP°PSPSC- P-P°CI'C,PsCI'CFPIP°PSPSCI]
PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI Cr PIPECI'PsPePéC... PrPsP-P°C....

PuCHPuPiP°CRHP°C, CI'P»C-Pr P-P°CI'C,PsCI'PsPICIPIP°C,Pé P- PsCI'PsP+P»P&PIPsCh
PsP+PuCHPuPIPSC-CI'C,Ch C- C,C-P»CHPePé Cr PiPsC”PrPSP°PSPSC- P:
P°PSC,PéPIC-CRCrCI'PSPsCh C,PuCHP°PiC-C”Ch PiCHPé P»C-PeCrPIP°PSPSC-
CI'C,CHPsPjP°P»CHPSPsPiPs PePuCHP°C,PéC,Ct P°P+Ps CrPIPuC—C,Ct,
CI'PiCEHP&8CHPEPSPuPSPsPiPs herpes simplex; PSPuPsP+C...C-PrPSPs PiPuCHC-PsPrPéC+PSPs
P-PrC-PNeCI'PSCRPIP°C,Pé PjC-PeCHPsCI'PePsPiC-Ch C-P- P-P°CI'C,PsCI'CFPIP°PSPSCIIP;j
C%oC-P»P&PSPSPsC— P»P°PjPiPé.

PuC-Pr C4P°CI" C,CHP&PIP°P»PsPiPs P»C-PeCrPIP°PSPSCII PrPuPeCI'P°PjPuC,P°P-PsPSPsP;
CI'P»C-Pr PiPpCEPuPIC-CECLIC,Pé CI'C,P°PS CEPsPiC-PIPePé P-P° PrPsPiPsPiPsPiPsCh

C, P»CtPsCHPuCI'C+PRPSC,PSPsPiPs C,PuCI'C,Ct C- PePsPSC,CEPsP»CRPIP°C,Pé
PIPSCIC,CEC-CEPSCHPsPsC+PSP&PNe C,PECI Pe. P] PIP&PiP°PrPeCr PiPsP-PéC,P&PIPSPsPiPs
CEPuP-CIP»CHC,P°C,Cr C,P»CrPsCRHPRCI'CtPuPSC,PSPsPiPs C,PuCI'C,Ct P°P+Ps
PiC-PrPIP&C%oPpPSPsPiPs PIPSC{-C,CEC-CEPSCHPsPsC+PSPsPiPs C,P&CIPeCr
P»C-PeCrPIP°PSPSCII PiCEPuPiP°CHP°C,PsPj C,CHPuP+P° PiCEP&PiPEPSPEC, Pé.

PhC+PSC- PeCRP°PiP»C- PhPePsPjC-PeCI™® PjC-CI'C,CIIC,CH> P+PuPSP-P°P»PePsPSC-Ch
C...P»PsCEHPéPr. P/CLI CHPuC+PsPIPEPSP® PjPsPPu PIP&éPeP»P&éPeP°C,Pé
PiPsPrCHP°P-PSPuPSPSCII PsC+PuPNe, PsCI'PsP+P»P&PIPs PiCHPé CI'PEPjPiC,PsPjP°C...
CI'CrC...PsCI'C,C- PsC+PpPNe P°P+Ps P-P°C...PIPsCHCRPIP°PSPSCIIC... CKPsPiPsPIPsC—



PsP+PsP»PsPSPePé (PiCHPsP-PsChHPsPiPs PiPuCHPuPrPSCHPsPiPs CEP°CHCr PsPeP®).
P'PuPSP-P°P»PePsPSC-Ch C...P»PsCRPePr C,P°PePsPq PjPsPYPu P-PSPuP+P°CHPIP»ChRPIP°C,Pe
PjBR™ CLIPeC- PePsPSC,P°PeC,PSC- P»C-PSP-Pé, C,PsPjCr CI'P»C-Pr CrPSP&éPeP°C,Pé C—C...
PePsPSC,P°PeC,Cr P- PiCHPpuPiP°CHP°C,PsPj. PhPrPSP°Pe CIIPeC%oPs, PSP° PrCrPjPeCr
P»C-PeP°CRCI], PIPéPePsCHP&CI'C,P°PSPSCII PePsPSC,P°PeC,PSP&C... P»C-PSP- C”
PiCHPEPNePSCIIC,PSP&Pj, PiP°C+C-C”PSC,P° CI'P»C-Pr PiPsPiPuCHPuPrPéC,Pé PiCRHPs C,Py,
C%oPs PSPuPsP=+C...C-PrPSPs P-PSC-PjP°C,Pé PePsPSC,P°PeC,PSC- P»C-PSP-Pe PiPuChHPuPr
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PsC+PSP&C... PeCHP°PiPuP»CH C- P-P°C+PuPeP°C,Pé 15
C...PIPEP»P&PS PiC-CI'P»CII C-PSCI'C,PéP»CIICtC-C—, PiPuCRECE PSC-PY
PICI'C,P°PSPsPIP»CRPIP°C,Pé PePsPSC,P°PeC,PSC- P»C-PSP-Pé.

PuC-CI'P»CII P-P°CI'C,PsCI'CI-PIP°PSPSCLI PsC+PSPEC... PeCEP°PiPuP»CH PiPsPeP°P-P°PSC-
C,P°PeC- P-P°C...PsPrPé PrP»CII P-PSPEPPuPSPSCII CI'P&CI'C,PuPjPSPsC—
CEPpP-PsCEP+CHC-C—:

‘BB C,CEP&PjP°C,Pé PiPsPIC-PePé P-P°PeCEP&C,PéPjPé PICEPsC,CLIPiPsPj 2 C...PIP&P»P&PS;

-B B P-P°PeCHPEC,Pé CI'P»CHhPsP-PsPICT PiCHPsC,PsPeCr PiP°P»CHCtPuPj PSP° 2
C...PIPeP»PEPSPé.

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

P’P°PiC-C,PSC-CI'C,CHy

PkPp CEPpPePsPjPuPSPrCrC”C,CHCI'CII P-P°CI'C,PsCI'PsPICIPIP°C,Pé
P»C-PeP°CHCI'CHPeP&PN: P-P°CI'C-P+ PhPePsPjC-PeCI™" PiC-Pr C+P°CI' PIP°PiC-C,PSPsCI'C,C-.

P!PéPiCEPsC ,P»PsPeCI P°CtPéPS

PkPuPjP°C” P°PrPuPePIP°C,PSP&C... PrP°PSPEC... C%oPsPrPs P-P°CI'C,PsCI'CrPIP°PSPSCII
CtP&PICHPsC, P»PsPeCI'P°CtP&PSCr PI PsC+PSP&C... PeCRP°PiP»CIIC... PIP°PiC-C,PSP&Pj
PYC-PSPeP°Pj. P"PsCI'P»C-PrPYIPuPSPSCII PSP° C,PIP°CHP&PSP°C... PSPu PIP&CIIPIPEP»Pé
PiCHCLIPjPsPiPs C€PeC-PrP»PePIPsPiPs PIPiP»PéPICT PSP° ChHPuPiCHPsPrCrPeC,PEéPIPSCr
C,CrPSPeCtC-Ch.B

P”PuPeCIP°PjPuC,P°P-PsPS

P&P°P»PuPYPSC- PePsPSC,CHPsP»CHPsPIP°PSC- PrPsCI'P»C-PrPYPuPSPSCII C%oPsPrPs
PIPiP»P&PICt P»C-PeP°CHCI CHhPePsPiPs P-P°CI'PsP+Cr PhPePsPjC-PeCI™® Cr PIP°PiC-C,PSPéC...
PYC-PSPsPe PSP PiCHPsPIPsPrPéP»PECI'CI]. P’C-PrPsPjPs PiCHPs PiC-PrPIPEC%oPpPSP&PNe
CHPé&P-PéPe PIPSCrC,CHC-CEPSCHPsCrC,CHPsP+PSPsC— P-P°C,CHP&PjPePé CRPsCI'C,Cr,
PiPsPIBF ™ CLIP-P°PSPEPNe P- C,CHPEPIP°P»P&Pj P°P+Ps PiPsPIC,PsCHPSP&P;
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj PePsCHC,PéPePsC—PrC-PI PiCHPsC,CIIPiPsPj
PIP°PiC-C,PSPsCI'C,C-. PuC-Pr C+P°CI' PrPsCI'P»C-PrPYPuPSCH PSP° C,PIP°CHP&PSP°C...
P+CrP»P° PiCHPsPrPpuPjPsPSCI'C,CHPsPIP°PSP° CRPuPiCHPsPrCrPeC,PEPIPSP®
C,PsPeCI'PéC+PSC-CI'C,CH PiC-CI'P»CII CI'PECI'C,PuPjPSPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCII.
PhC, C,P°P»CHPjPsP»PsPiC-C+PSPyu P-P°CI'C,PsCI'CfPIP°PSPSCII 0,1 % CHPsP-C+PEPSCT
PrPpPeCI'P°PjPuC,P°P-PsPSCr PiCHP&P-PIPuP»Ps PrPs P°PSPsPjP°P»C-PNe PiP»PsPrP° Cr
PeCHPsP»C-PL.



P“PsPrCrPIP°PSPSCII PiCRCIrPrPrCh

PuCHPé PiPuCHPsCHP°P»CHPSPsPjCr P-P°CI'C,PsCI'CFPIP°PSPSC-

CtPéPiCHPsC, P»PsPeCI'P°CtPéPS P+CrP»Ps PIPECIIPIP»PuPSPs Cr PiCHCrPrPSPsPjCr
PjPsP»PsCtC-. PkPuPIC-PrPsPjPs, C+Pé PiCHPsPSP&PeP°C” CtP&PiCHPsC,P»PsPeCI'P°CtP&PS Cr
PiCECIPrPSPp PjPsP»PsPePs PiC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CfPIP°PSPSCI] PI
PsPePs. PYP&CI'C,PuPjPSPu PIPIPuPrPuPSPSCII PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI
PiCHPEP-PIPsPrPéC,CH PrPs C—C... PiPsCIIPIPé PI PiCHCrPrPSPsPjCr PjPsP»PsCtC-
P»CRPrPéPSPé Cf PeC-P»CHPePsCI'C,C-, C%oPs PjPsP{Ppu PIPiP»P&PIP°C,Pé PSP®
PrPéC,P&PSCr, CIIPeP°® P-PSP°C...PsPrPéC,CHCI'CII PSP° PiCHCrPrPSPsPjCrt
PIP&PiPsPrPsPICIPIP°PSPSC-. PhPrPSP°Pe PiCRHPé PjC-CI'CtPuPIPsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- PePsCHC,PéPePsCI'C,PuCHPsC—PrC-PI
CI'PECI'C,PpPjPSPéPNe PiICHPsCIIPI C” PSPuP-PSP°C+PSP&Pj. PkPuPIC-PrPsPjPs, CPé
PhPePsPjC-PeCI™® PiPsC,CEP°PiP»CIIC” Ct PiCHCIrPrPSPu PjPsP»PsPePs. P”P°PSC-
C%oPsPrPs PjPuC...P°PSC-P-PjCrt PiPsC,CHP°PiP»CLIPSPSCII
PrPuPeCI'P°PjPuC,P°P-PsPSCt PI PiCHCIrPrPSPu PjPsP»PsPePs PIC-PrCI'CtC,PSC-.
PmP°P»PsPNePjPsPIC-CHPSPs, C%oPs PiC-CI'P»CII P-P°CI'C,PsCI'CPIP°PSPSCII
PiCHPpPiP°CHP°C,Cr PjP°C,C-CHBR™ ChR PrPuPeCI'P°PjPuC,P°P-PsPS P+CrPrPu
PIPECIIPIP»CIIC,PECI'CII PI PiCHCfPrPSPsPjCr PjPsP»PsCtC- P°P+Ps P+CrPrPuB
P-PrP°C,PSP&éPNe PIPEPeP»P&PeP°C,Pé/PiCHPsCIIPIP»CLIC,Pé PeP»C-PSC-C$PSC-

PuC, PuPeC,Pé Cr PSPuPjPsPIP»CIIC,. PhPrPSP°Pe PSPu PjPsPYPSP°® PIPéPeP»CRC+P°C,Pé
CRP&P-P&Pe PrP»CII PrPéC,PEPSPE, C%oPs P-PSP°C...PsPrPéC,CHhCI'CII PSP°
PiCHCIPrPSPsPjCr PIPEPiPsPrPsPICIPIP°PSPSC-. PYP»C-Pr CEPsP-PiP»CIIPSCrC,Pé
PjPsPYP»P&PIC-CI'C,CH C,P&éPjC+P°CI'PsPIPsPiPs PiCHP&PiPéPSPuPSPSCII
PiPsPrCrPIP°PSPSCII PiCECrPrPrCh PSP° C+P°CI’ P-P°CI'C,PsCI'CfPIP°PSPSCII
P»C-PeP°CRCI'CHhPePsPiPs P-P°CI'PsP+Cr PhPePsPjC-PeCI™® P°P+Ps
PiCHPéPiPéPSPuPSPSCII/CrC,CHP&PjP°PSPSCII PIC-Pr C,PuCHP°PiC-C—
PiCHPpPiP°CHP°C,PsPj, P-PIP°PIP°CRCtPé PSP° PiPsC,PuPSCtC-PN.PSCF
PePsCRP&CI'C,CH PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII PiCHPuPiP°CRHP°C,Ct PrP»CII
PjP°C,PuCHC- C,P° PSP° PePsCHPECI'C,CH PIC-Pr PiCHCIPrPSPsPiPs
PIPéPiPsPrPsPICFPIP°PSPSCII PrP»CII PrPéC,PéPSPé.

P PuPiCHPsPrCrPeC,PEPIPSP° C,CrPSPeCtC-CII

P”PsCI'P»C-PrPIPuPSPSCII P- PjPuC,PsCh PsCtC-PSPePé PIPiP»P&PICT PSP°
CHPpPiCEPsPrCrPeC,PEPIPSCYE C,CrPSPeCtC-Ch PiCEPé PjC-CI'CtPpPIPsPjCr
P-P°CI'C,PsCI'CrPIP°PSPSC- P»C-PeP°CRHCI'CHPePsPiPs P-P°CI'PsP+Cr PhPePsPjC-PeCI™® PSPu
P-PrC-PN:CI'PSCRPIP°P»P&. PtCI'PSCFCRC,CH PrPuCILIPeC- PeP»C-PSC-C+PSC- PrP°PSC-
CI'C,PsCI'PsPIPSPs PIPiP»P&PICT PrPpPeCI'P°PjPuC,P°P-PsPSCT PSP°
CRPpPiCHPsPrCrPeC,PéPIPSCYT C, CFPSPeCtC-Ch Cr C+PsP»PsPIC-PeC-PI C,P° PIC-PSPsPe. PXP°
PjPsPrPuP»CIIC... C%oCrCRHC-PI, CLIPeC- PiPuCHPuP+CrPIP°P»Pé PiC-Pr PrC-C”Ch
C...PsCRHC-PsPSC-C+PSPsPiPs PiPsPSP°PrPsC,CHPsPiC-PSCr, PSPu P+CrP»Ps
PIPECILIPIP»PuPSPs PiPsP+C-C+PSPEC... PIPiP»P&éPIC-PI PrPpPeCIP°PjPuC,P°P-PsPSCr
PSP° CHPuPiCRHPsPrCrPeC,PEPIPSCr C,CrPSPeCtC-Ch. PKPpuPjP°C” PrP°PSPéC... PiCHPs
PuC, PpuPeC,Pé PjC-CI'CtPpuPIPsPiPs P-P°CI'C,PsCI'CrPIP°PSPSCII
PePsPjP+C-PSP°CtC-C—

CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCr/PrPuPeCIP°PjPuC,P°P-PsPSCr PSP°
CHPpPiCRHPsPrCrPeC,PePIPSCr C,CrPSPeCtC-Ch Cr C+PsP»PsPIC-PeC-PI C-



PqC-PSPsPe.

P—PrP°C,PSC-CI'C,CH PIPiP»PéPIP°C,Pé PSP° CEPIPéPrPeC-CI'C,CHh CHPuP°PeCtC-C—
PiCEPé PePuCECSPIP°PSPSC- P°PIC,PsC,CEP°PSCI PiPsCFC,PsPj P°P+Ps C-PSCEPéPjPé
PjPuC...P°PSC-P-PjP°PjPé.

P!PuPNe P»C-PeP°CHCI'CHPeP&PNe P-P°CI'C-P+ PSPy PIPiP»PéPIP°C” P°P+Ps PjP°C”
PSPuP-PSP°C+PSP&PNe PIPiP»P&PI PSP° P-PrP°C,PSC-CI'C,CH PePuCHCIPIP°C,Pé
P°PIC,PsC,CRHP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEP&PjPé PjPuC...P°PSC-P-PjP°PjPé.
PyP&PjC+P°CI'PsPIPu P-P°C,CrPjP°PSPuPSPSCII P-PsCHCr P°P+Ps C-PSCEC-
PiPsCHCrCEPpuPSPSCII P-PsCHCT PjPsPICrC,CH PIPiP»PéPIP°C,Pé PSP° P-PrP°C,PSC-CI'C,CH
PePuCECIPIP°C,Pé P°PIC,PsC,CHP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé. PIPeC%oPs P-P°C,CrPjP°PSPuPSPSCII P-PsCECrt PIPEPSPéPeP°C”
PiC-Pr C+P°CI" P-P°PeP°PiCrPIP°PSPSCII, PiP°C+C-C”PSC,Ct PSPuPsP+C...C-PrPSPs
P-P°C$PpPeP°C,Pé, PiPsPePé P-C-CH PiCHPsCLICI'PSP&éC,CHCI'CLI, PiPuCHCE PSC-P
PePuCHCIrPIP°C,Pé P°PIC,PsC,CEP°PSCI'PiPsCHC,PsPj P°P+Ps C-PSCEP&PjPé
PjPuC...P°PSC-P-PjP°PjPé.

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

PYC,P°PSPrP°CHC,PSP° PrPsP-P° CI'C,P°PSPsPIP&C,CH 18F“2B PeCEP°PiP»C- Cf

PePsPSeRh™ CRPSPeC,PéPIP°P»CIbPSPEPN. PjC-CE€PsPe CYCHP°PIPpPSPsPiPs PsPeP°® 4 CHP°P-Pé
PSP° PrPsP+Cr. PuC-Pr C+P°CI" PiPuCEHCEP&EC... 248 “48 PiPsPrPéPS PrPsP-Cr PjPsPYPSP®
P-P£C-P»CHCECIPIP°C,Pé PrPs 2 PeCHP°PiPuP»CH PePsPIPSC- 2 PiPsPrPEPSPé.

PiPe PiCRP°PIP&P»Ps, PeCrCHCI' P»C-PeCrPIP°PSPSCII C,CHP&PIP°C” 7B PrPSC-PI.

PuC-CI'P»CII PrPsCI'CIIPiPSPuPSPSCII C,CRP&PIP°P»PsPiPs PuC,PuPeC,Ct PrPsP-Cr C,P°
C#P°CI'C,PsC,Cr P-P°CI'C,PsCI'CfPIP°PSPSCII PiPsC,CRHC-P+PSPs PiPsCI'C,CrPiPsPIPs
P-PjPuPSCECIPIP°C,Pé. PkPu CI'P»C-Pr PICHPéPiPEPSCIIC,Pé C,PuCHP°PiC-Ch
PiPpCHPuPrCP°CI'PSPs (PrPéPIl. CEPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

P PuPePsPjPuPSPrCrC”C,CHhCI'CII PiPsCI'C,C-PNePSPs PePsPSC,CEPsP»CRPIP°C,Pé
PIPSCrC,CRHC-CEPSCHPsPsCPSP&PNe C,P&CI Pe.

P1iiC-CI'P»CII C-PSCI'C,PéP»CIICtC-C— CHPuPePsPjPpPSPrCrC”C,CHCI'CII C%oC-P»CHPSPp
P-P°PeCHP&EC,C,CII PiPsPIC-Pe P°P+Ps PSPsCI'PsCI'P»CHPsP-PsPIP° PsPeP»CRP-C-CII. P!Pp
P-PSP&PYCIFC” CI'PECI'C,PuPjPSCt P°P+CI'PsCHP+CtC-Ch P»C-PeC-PI, PIPIPuPrPuPSPéEC... PI
PsPePs, C%oPs P-PjPuPSCECIC” PNePjPsPIC-CHPSC-CI'C,CH> CI'PECI'C,PpuPjPSPEC...
PiPsP+C-C+PSPéC... PuC,PuPeC,C-PI.

P—P°CI'C,PsCI'CrPIP°PSPSCII PiCRPé PiPsCRCIrCEPuPSPSCIIC... C,CrPSPeCtC-PNe
PiPuC+C-PSPePé C,P° PSPECHPsPe

PhPePsPjC-PeCI™® PSPu PrPsCI'P»C-PrPICrPIP°PICI'CII Cr PiP°CtC-C”PSC,C-PI, CIIPeC-
CI'C,CHP°PYPrP°CRC,CH PSP° C...PIPsCHPsP+Pé PSPECEPsPe C,P° PiPuC+C-PSPePé.
PhPrPSP°Pe C+PuCHPuP- PSPEP-CHhPeCr CI'PECI'C,PuPjPSCr P°P+CI'PsCHP+CtC-Ch




PrPuPeCI'P°PjPuC,P°P-PsPSCrt PiC-CI'P»CII PjC-CI'CtPuPIPsPiPs P-P°CI'C,PsCI'CPIP°PSPSCII
CtCHPsPiPs PICRPuPiP°CHP°C,Cr PI PePsCHPéPiCrPIP°PSPSC- PrPsP-Pé PSPuPjP°C”
PSPpPsP+C...C-PrPSPsCI'C,C-.

P] CHP°P-C- CI'CfPiCfC,PSCHHPsC— C,PuCHP°PiC-C— C-P- P-P°CI'C,PsCI'CfPIP°PSPSCIIP;
C-PSCEPé&C... PjC-CI'CtPuPIP&C... PsC, C,P°P»CHPjPsP»PsPiC-CPSPEC... PICHPuPiP°CRP°C,C-PI
PiPsC,CHC-P+PSPs PrPsC,CHP&PjCrPIP°C,P&CI'CH C-PSC,PuCRPIP°P»Cr 58510 C...PIPEP»PEPS
PjC-P§ C—C... P-P°CI'C,PsCI'CfPIP°PSPSCIIPj. PhC+PSC- PjP°P-C- CI'P»C-Pr
P-P°CI'C,PsCI'PsPICrPIP°C,Pé PsCI'C,P°PSPSC-PjPé.

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

PiPuCHPpPr P-P°CI'C,PsCI'CrPIP°PSPSCIIPj C,P»P°PePsPS CI'P»C-Pr PrPsP+CHPpu
CI'C,CRCrCI'P&C,Pé.

POPsP+ PiPsPiPuCHPuPrPéC,Pé P-P°P+CHCIrPrPSPuPSPSCII PeC-PSCP&PeP°
PeCEP°PiPuP»CHPSP&CtC- C,P° PIPjC-CI'C,Ct C,P»P°PePsPSP°, PSPuPsP+C...C-PrPSPs
PrPsC,CRHP&PjCrPIP°C,PéCI'CH PsP+PuCEPuPIPSPsCI'C,C- C- PSPu C,PsCRPeP°C,P&CI'CII
PiPsPIC-Pe, PiCKP&P»PuPiP»P&C... PrC-P»CIIPSPsPe P°P+Ps C-PSCEPéEC...
PiPsPIPuCHC...PsPSCH PeC-PSC+PéPePsPj C,P»P°PePsPSP°-PeCHP°PiPuP»CHPSPECTC-.

P”C-C,Pe.

P+C, PuPeC,PéPIPSC-CI'C,CH C,P° P+PuP-PiPuPeP° P-P°CI'C,PsCI'CrPIP°PSPSCII
P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PrC-C,CLIPj PSPu PICI'C,P°PSPsPIP»PuPSC-.

PyPuCEPuPrPsP-CéPIP°PSPSCII.

P—PIP°PYP°CRC+Pé PSP° C...P°CHP°PeC,PuCRHPECI'C,PéPePé P»C-PeP°CHCI CHhPePsPiPs
P-P°CI'PsP+Ct, PiCHP&P-PSP°C+PuPSPsPiPs PrP»CII PjC-CI'CtPuPIPsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI]I, PSPu PsC+C-PeCrC”C,CHCI'CII PYPsPrPSPsPiPs
C,PsPeCI'PéC+PSPsPiPs PuC,PuPeC,Cr CIIPe PiCHPé PNePsPiPs P-P°CI'C,PsCI'CrPIP°PSPSC- PI
PsC, C,P°P»CIHbPjPsP»PsPiC-C— PI CRPuPePsPjPuPSPrPsPIP°PSPEC... PrPsP-P°C..., C,P°Pe C-
PiCEPé PIPéPiP°PrPePsPIPsPjCt PiCHPsPePsPIC,CrPIP°PSPSC- PIPjC-CI'C,Ct C,P»P°PePsPSP°.
PmP»C-PSC-C+PSC- PsP-PSP°PePé C,P° CI'PEPjPiC,PsPjPé PiPpCEPuPrPsP-CrPIP°PSPSCII
PiCEPpPiP°CHP°C,Cr PjPsPYCrC,CH P+CrC,Pé PiPsPrC-P+PSP&PjPé PrPs PiPsP+C-C$PSPéEC...
PuC, PuPeC,C-PI, C%oPs CI'PiPsCI'C,PuCHC-PiP°P»PéCI'CH Cr PrPuCIIPePéC...
PiP°CtC-C”PSC,C-PI: C,PsC+PePsPIPEPNe PePuCHP°C,PéC,, PuCEP&C,PuPjP°,
PiC-PrPIP&C%oPuPSP° CI'P»CHbPsP-PsC,PuCtP°, PSP°P+CRCIIPe C,P° CI'PIPuCHP+C-Pq
PiPsPIC-Pe.

P] CHP°P-C- PiPuCEPpPrPsP-CrPIP°PSPSCII P»C-PeP°CECI CHhPePsPiPs P-P°CI'PsP+Cr
PhPePsPjC-PeCI™® PiCRPé PjC-CI'CtPpuPIPsPjCt P-P°CI'C,PsCI'CrPIP°PSPSC- PIP&PjPEC,Pé
PSP°PrP»PéC£PsPe PiCHPpuPiP°CRP°C,Cr P- PsPeP° (PsCPuPNe) C,PuPiP»PsCh PIPsPrPsCHh.

PJ CEP°P-C- PIP&PiP°PrPePsPIPsPiPs PiCEPsPePsPIC,CEPIP°PSPSCII PsC+PSPEC. ..
PeCEHP°PiPuP»CH PiCEPsPIPsPrP&C,Pé CI'PéPjPiC,PsPjP°C,PEC+PSCE C,P°
PiC-PrC,CHP&PjCtPIP°P»CIbPSCY C,PuCHP°PiC-Ch.



PuPsP+C-C#PSC- CEPuP°PeCtC-C—.

PhCI'PeC-P»CH>PePé P»C-PeP°CHCI'CHhPePéPN: P-P°CI'C-P+ PjC-CI'C,PéC,CH PrPIC-
PrC-CRC#C- CHPuC+PsPIPEPSPé 8" CtPEPiCHPsC, P»PsPeCI'P°CtPEPS C-
PrPuPeCI'P°PjPuC,P°P-PsPS, C,Ps PjPsPIP»P&PIPu PIPEPSP&éPePSPuPSPSCII PiPsP+C-C+PSPéEC...
CHPuP°PeCtC-PNe, C...P°CEP°PeC,PuCRPSPEC... PrP»CII CtP&C... PePsPjPiPsPSPuPSC,C-PI.

P§P°CI'C,PsC,P° PSPEPYCPuPSP°PIPuPrPuPSPEC. . PiPsP+C-CPSPEC... CEPpP°PeCtC-PNe
PeP»P°CI'P&C, C-PeCI-PIP°P»P°CI'CII C,P°PePéPj C{P&PSPsPj: PrCrPYPu CP°CI'C,C- (=1/10),
C$P°CI'C,C- (PIC-Pr = 1/100 PrPs < 1/10), PSPuC+P°CI'C,C- (PIC-Pr = 1/1000 PrPs < 1/100),
PiPsPsPrP&PSPsPeC- (PIC-Pr = 1/10000 PrPs < 1/1000), CEC-PrPeC-CI'PSC- (< 1/10000) P°P+Ps
C$P°CI'C,PsC,P° PSPiPIC-PrPsPjP° (PSPuPjPSPYP»P&éPIPs PSCTC-PSPEC,Pé P- PSP°CLIPIPSP&C. ..
PrP°PSP&C...). PJ PjPRPYP°C... PePsPYPSPsC— PiCECtPiPé P-P° C+P°CI'C,PsC,PsCh
PiPsP+C-C$PSC- PuC, PuPeC,Pé P-P°P-PSP°C+PuPSC- Cf PiPSCECLIPrPeCt P-PjPpPSCEPRPSPSCII
C—C... CI'C,CIPiPpPSCII C,CIIPPePsCI'C,C-.

P”P°PSC- C%oPsPrPs PiPsP+C-CfPSP&C... PuC,PpPeC,C-PI P+CrP»Pé PsC,CRP&PjP°PSC- PiC-Pr
C#P°CI’ PeP»C-PSC-C$PSP&C... PrPsCI'P»C-PrPPuPSCH> C,P° PiCHPsC,CIIPiPsPj
PiPsCI'C,PjP°CRPePuC,PEPSPiPsPIPsPiPs PiPuCHC-PsPrCr P-P°CI'C,PsCI'CrPIP°PSPSCI].

PuPsP+C-CtPSC- CRPuP°PeCtC-C—, CI PiCRPéCtPéPSPuPSC-
CtP8PiCHPsC ,P»PsPeCI P°CtPéPSPsPj

PYP&CI'C,PuPjPé PsCHPiP°PSC-PI P1iPsP+C-C+PSC- CBPpP°PeCtC-C— P-PiC-PrPSPs P-
PeP»P°CI'PEC, C-PeP°C,PsCHPsPj MedDRA
[PmPpPrPéC+PSPEPNe CI'P»PsPIPSP&Pe PrP»CII
CBPuPiCrP»CLIC,PsCHPSPsC—
PrC-CLIP»CHPSPsCI'C,C-]

P+PSC,PpPeCtC-C— C,P° P11PsPsPrPéPSPsPeC-: CIIC+PjC-PSCH, CHP&PSC-C,
C-PSPIP°P-C-C—
PiPsCECrCEPpPSPSCII P- P+PsPeCr  |[PuPsPsPrPéPSPsPeC-: PiC-PrPIP&C%oPpPSP°
C-PjCtPSPSPsC— CI'PECI'C,PuPjPé C+CrC,P»PéPIC-CI'C,CH

PuPsCECrCEPuPSPSCII P- P+PsPeCr  |P§P°CI'C,C-: PrPéCI'PiPuPIP-C-CII
PSPuCHPIPsPIPsC— CI'PECI'C,PuPjPé [PkPuCtP°CI'C,C-: PiPsP»PsPIPSPéPN. P+C-P»CH
P1PsPsPrPéPSPsPeC-: P-P°PiP°PjPsCHPsC+PuPSPSCII




PhC, C,P°P»CIbPjPsP»PsPiC-C1PSC-
PiPsCECFCEPUPSPSCLI

P§P°CI'C,C-: PIC-PrPeP»P°PrPuPSPSCII PSP°
CHPsPiC-PICtC-, PIC-PrC+CrC,C,CII
PrPéCI'PePsPjC, PsCHC,Cr PI PsCtC-,
PiC-PiPpuCHPpPjC-CILI PsPeP®

PkPuC+P°CI'C,C-: PePuCHP°C,PsPiP°C,C-CI],
C-PSC, C-P»CHC,CHP°C,Pé CHPsPiC-PIPePé,
P-P°P+P°CHPIP»PpPSPSCII CHPsPiC-PIPePé,
CI'PIC-C,P»PsP+PsCIIP-PSCH, P-PSPéPIPuPSPSCII
PiPsCI'C,CHPsC,Pé P-PsCECr, PSP°P+CECILIPe
PiPsPIC-Pe, P-P°C,CrPjP°PSPuPSPSCII P-PsCHCT,
P+C-P»CH PI PsCtC-, CI'CfC...C-CI'C,CH PsPeP®,
PiCHP&PiCrC...P»C-CI'C,CH PsCHPuPN,
CI'PIPuCHP+C-PY PsPeP°, PIC-PrC+CrC,C,CII
CI'C,PsCHPsPSPSCHPsPiPs C,C-P»P° PI PsCtC-,
PiC-PrPIPEC%oPpPSP° CI'P»CHPsP-PsC,PuC1P°,
PIPEPrC-P»PpuPSPSCII P- PsPeP°,
CrC,PIPsCRHPuPSPSCII P»CrCI'PsCtPsPe PiPs
PeCHP°CLIC... PiPsPIC-Pe, P»CrC%oPpPSPSCII
PiPsPIC-Pe, PSP°P+CHCILIPe

PePsPSER™ CRPSPeC,P&PIPE, PuCHPEC, PuPjP°
PiPsPIC-Pe

P1iPsPsPrPePSPsPeC-: PsC+PSP°
C,PsPeCI'PéC+PSC-CI'C,CHy, C,PsC+PePsPIPEPNe
PePuCHP°C,PEC,, PePuCEP°C,PéC,,

PePsPSER™ CRPSPeC,P&PIC-C,,
PiPsCHCrCEPpuPSPSCII C, CrPSPeCtC-C—
CEPsPiC-PIPePé, PrPuC,PuPeC, PuPiC-C,PuP»C-Ch
CHPsPiC-PIPePé, PrPéPiP»PsPiC-CI],
PiC-PiPuCI'C,PuP-C-CLI PsPeP°,
P°CI'C,PpuPSPsPiC-ClI, PiPsPrCHP°P-PSPuPSPSCII
PsPeP°, P-P°PiP°P»PpuPSPSCII PsPeP®,
PiC-PiPpuCHPuPjC-CII PePsPSER™ CRPSPeC,P&PIPE,
PiPsCHCrCEPuPSPSCII CI'PiCHPEPN.PSCIIC,C,CII
PePsP»CHPsCHC-PI

PuPsCHCrC€PuPSPSCII P- P£PsPeCr
PsCHPiP°PSC-PI CI'P»CrC...Ct

PuPsPsPrPéPSPsPeC-: P+C-P»CH Cr PICFCI'C-

PPsCECrCEPpPSPSCII P- P+PsPeCr
CBPuCI'PiC-CHP°C,PsCHPSPsC—
CI'PéCI'C,PuPjPé,
C,PsCHP°PeP°P»CHPSC- C,P°
PjPuPrC-P°CI'C,P6PSP°P»CHPSC-
PiPsCHCrCEPPPSPSCII

P1iPsPSPrP&PSPsPeC—:
PiC-PiPuCBCI PpPeCEPuCTC-CLI
PiCEP&PSPSCI'PsPIP&C. .. PiP°P-CLC...

P1iPsCHCrC€PuPSPSCII P- P+PsPeCr
CE£P»CrPSPePsPIPs-PePéCEPePsPIPsPiPs
C,CHP°PeC,Cr

PkPuC$P°CI'C,C-: PSCFPrPsC,P°,
PrPéCIPiPuPIP-C-CII

PriPsPsPrPePSPsPeC-: PrC-P°CRHPuCII, P+=C-P»CH
Ct PIP&PIPsC,C-

PuPSCHCICEPPPSPSCII P- P+PsPeCr
C€PeC-CHPé C,P°
PiC-PrCEPeC-CEPSPéC...
C,PeP°PSP&PS

P1iPsPsPrPéPSPsPeC-: PrPuCHPjP°C,PeC,

P1PsCHCrCE€PpPSPSCII
P-P°PiP°P»CIbPSPsPiPs
C...P°CRP°PeC,PuCHCF C,P° CI'C,P°PS
PjC-CI"C+CII PIPIPuPrPuPSPSCII

PuPsPsPrPéPSPsPeC—:I ]
PSPuPiPuCHPuPSPsCI'PEPjC-CI'C,CH
PiCHPuPiP°CHP°C,Cr




P>P°P+PsCHP°C,PsCHPSC- P11PsPsPrPéPSPsPeC-: PIC-PrC...PéP»PpPSPSCII
PrPsCI'P»C-PrPIPuPSPSCII PIC-Pr PSPsCHPjPé CEPuP-CrP»CHC,P°C,C-PI
P»P°P+PsCHP°C,PsCHPSP&C...
PrPsCI'P»C-PrPIPuPSCH

PiiPsCHCIrCEPUPSPSCII P- P+PsPeCt  |P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°: CEPsP-CHP&PI
PsPiPsCRHPSPs-CHCrC...PsPIPsC— CI'CfC...PsPIPEP»P»CII

CI'PéCI'C,PuPjPé

PhPiP&CI" PsPeCHPuPjPEC... PiPsP+C-C+PSP&C... CRPuP°PeCtC-PNe

PiCHPé PjC-CI'CtPuPIPsPjCt PSP°PSPuCI'PuPSPSC- C,C,PsCHC...C-PSPsP»PsPSC-PI PrCrPYPu
CHC-PrPePs PIPEPSPéPeP°P»Pé C,P°PeC- CHPpP°PeCtC-C—, CLIPe
(PiPpPSPuCHRP°P»C-P-PsPIP°PSP&PNe) PIPECI'PEPi, C,PsPeCI'PECPSPEPNe
PuPiC-PrPuCEHPjPsP»C-P-, PuPeCI'C,PsP»C-P°C,PEPIPSP&EPN: PrPuCEPjP°C,PéC,, CI'PEPSPrCEPsPj
PYC,C-PIPUPSCI'P° BF” P”PIPsPSCI'PsPSP°® C,P° PeCHPsPiPéPIs™ CIIPSPeP®.

P’ PsPeCHPPjP&EC... PIPEPiP°PrPeP°C... PiCRPé P-P°CI'C,PsCI'CrPIP°PSPSC-

CtP&PiCEHPsC, P»PsPeCI'P°CtPéPSCT PI PsPePs CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CLI PIPEPiP°PrPePé
P-P°C,CrPjP°PSPuPSPSCII P-PsCHCY, P-PSPEPIPuPSPSCII PiPsCI'C,CHPsC,Pé P-PsCRHCr C,P°
PsP-PSP°PePé P-P°P»P&éCEPeCr PiCKPuPiP°CEP°C,Cr.

PuPsPIC-PrPsPjP»CILIP»PsCI'CII PiCHPs CI'PuCHPNePsP-PSC-, P° Ct PrPuCIIPePéC...
PIP&PiP°PrPeP°C... B 8" B PiICHPs P»PuC,P°P»CHPSC- (P°PSP°C,C-P»P°PeC,P&C+PSC-)
CHPpP°PeCt+C-C— PiC-PrPIPéC%oPuPSPsC— C+CrC,P»PéPIPsCI'C,C-, C-PSPsPrC- PiC-CI'P»CII
PiPuCHCEPsC— PrPsP-Pé, Cr PiP°C+C-C”PSC,C-PI, CLIPeP&C... P»C-PeCrPIP°P»Pé
CI'P&CI'C,PuPjPSPé&PjPé C...C-PSPsP»PsPSP°PjPé. P”PuCIIPeC- CEPpP°PeCtC-C—
CI'CrPiCHPsPIPsPrPICrPIP°P»PECI'CII CI'PuCECtPuPIPs-CI'CfPrPEPSPSPEPj PePsP»P°PiCI PsPj,
PIC,CHP°C,PsCh CI'PIC-PrPsPjPsCI'C,C-, PiPsPePsP»CRPIP°PSPSCIIPj, PSP°P+CECILIPePsPj
PiP»PsC,PePé P°P+Ps PsP+P»P&C+C+CLI, PrPECI'PiPSPsPy, PeCHPsPiPéPIEF™ CIIPSPePsCh C,P°
CI'PIPuCHP+PuPYPuP;.

P] PiP°CtC-C”PSC,C-PI, CIIPeC- PsC,CHP&PjCIPIP°P»Pé CI'PéCI'C,PuPjPSC-
C,.C,PsCHC...C-PSPsP»PsPSP¢, CI'PiPsCI'C,PuCHC-PiP°P»P&éCI'CII CHPsP-CHP&PIPé
CI'CrC...PsPIP&P»P»CII PiP»PuCtP°, PePECI'C,C-, P°C...C-P»P»PsPIPsPiPs CI'CIC...PsPYP&P»P»CI]
P°P+Ps C-PSCEPEC... CI'CEC... PsPIPéP»CHb, CLIPeC- PiPsC,CHPuP+CrPIP°P»Pé
C...C-CHCIrCEPiC-C+PSPsPiPs PIC-PrPSPsPIP»PuPSPSCII P°P+Ps PiCHP&P-PIPsPrP&éP»Pé PrPs
C,CHP&PIP°P»PsC— PSPuPrC-C”P-PrP°C,PSPsCI'C,C-. P”PsCI'P»C-PrPPuPSPSCII C,P°
PiPsCI'C,PjP°CRPePuC,PEPSPiPsPIPEPNe PrPsCI'PIC-Pr P-P°CI'C,PsCI'CrPIP°PSPSCII
CI'PECI'C,PpPjPSPéEC... C, C,PsCEC...C-PSPsP»PsPSC-PI PIPeP°P-C*CRC,CH PSP° C,Py, C%oPs
CHPé&P-PéPe PIPEPSP&PePSPuPSPSCII C,P°PePéC... CHPsP-CHPEPIC-PI P+C-P»CHCEP&PN: Cr
PiP°C+C-C”PSC,C-PI, CIIPeC- PsC,CHPéPjCrCRC,CH PePsCHC,PéPePsCI'C,PuCRPsC—PrPé,
PsCI'PsP+P»P&PIPs Cr PiP°CtC-C”PSC,C-PI P»C-C,PSCHPsPiPs PIC-PeCt, C,P° PiCEPé
PIPpP»P&PePsPjCr PSP°PIP°PSC,P°PIPuPSPSC- PSP° CI'CrC...PsPYP&P»P»CI],
PIPeP»CRC+P°CRCtPé P°C...C-P»P»PsPIPu CI'CrC...PsPIP&P»P»CI]. PkP° CtPpPNe C+P°CI
PeP»C-PSC-C$PSC- C,P° PiPsCI'C,PjP°CEPePuC,PéPSPiPsPIC- PrP°PSC- PSPu
PiCRPsPrPuPjPsPSCI'C,CHCrPIP°P»Pé C+C-C,PePsPiPs P-PIER™ CILIP-PeCr PjC-Pq
P-P°CI'C,PsCI'CfPIP°PSPSCIIPj CtPéPiCHPsC, P»PsPeCI'P°CtP&PSCT Cr PIP&PiP»CIIPrC-B
PsCtPSP&C... PeCHP°PiPuP»CH C- PiPsP+C-C+PSPéPjPé CRPuP°PeCtC-CIIPjPé P- P+PsPeCr
CI'PePpP»PuC,PSPs-PjgF ™ CIIP-PsPIPsC— C,P° CI'PiPsP»CrCPSPsC— C,PeP°PSP&PS.



P] PiP°CtC-C”PSC,C-PI P- PIPECRP°P-PePsCh CHPsPiC-PIPePé PiCHPé C+P°CI'C,PsPjCr
P-P°CI'C,PsCI'CfPIP°PSPSC- CtPéPiCHPsC, P»PsPeCI'P°CtPéPSCr Cr PIP&PiP»CIIPrC-
PsC$PSPé&C... PeCHP°PiPuP»CH CI'PiPsCI'C,PuCEC-PiP°PICI'CLI P+C-P»P&PNe
PiCHPuCtPéPiC-C,P°C, PI PsCtC- (P-P°P»P&C£PsPe PiCHPuPiP°CRHP°C,Cr), CLIPePEPNe
P-PSP&PeP°PI PiC-CI'P»CI] PiPsPrP°P»CHCEPsPiPs P-P°CI'C,PsCI'CtPIP°PSPSCII.
PkP°CIIPIPSC-CI'C,CH PiCRPuCtP&PiC-C,P°C,Cr PSPu PiPsC,CRPuP+CrC”
PiCHP&PiPEPSPuPSPSCII P-P°CI'C,PsCI'CfPIP°PSPSCII P»C-PeP°CRCI'CHPePsPiPs P-P°CI'PsP+Cr
PhPePsPjC-PeCI™®, P° C,P°PePsPY PSP PjP°C” PSPuPiP°C,PéPIPSPsPiPs PIPiP»P&PICT PSP°
PeP»C-PSC-C$PSCt PeP°CHC,P&PSCt PiCEPsCtPuCI'Ct PsPrCrPIP°PSPSCI].

PkP°PNeC$P°CI'C,C-C€PEPj PiPsP+C-C$PSP&Pj PuC,PuPeC,PsPj, CLIPePEPNe
CI'PiPsCI'C,PuCHC-PiP°PICI'CII PIPiCHPsPrPsPIPY PeP»C-PSC-C$PSP&C...
PrPsCI'P»C-PrPPuPSCH, P+CrP»Ps PIC-PrC+CrC,C,CII PrPECI'PePsPjC,PsCHC,Cr PI PsCfP°C....

PYPECI'C,PuPjPé PsCHPiP°PSC-PI |PurPsP+C-C+PSC- CEPpP°PeCtC-C— P-PiC-PrPSPs P-
PeP»P°CI'PEC, C-PeP°C,PsCHPsPj MedDRA

PtPSC, PuPeCtC-C— C,P° P1iPsPsPrPePSPsPeC-: C-PSC, PuPeCtC-CILI PsCPuPNe

C-PSPIP°P-C-C— (P-P°PiPsCI'C,CHPuPSPSCII P°P+Ps PIC,PsCEP&PSPSP°)

P— P+PsPeCr C-PjCrPSPSPsC—  [P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°:

CI'PéCI'C,PuPjPé PiC-PrPIPEC%oPpPSP° C+CrC,P»PéPIC-CI'C,CH

P— P+PsPeCr PSP°CI'C,PsC,P° PSPuPIC-PrPsPjP°: CI'PéPSPrCHPsPj

PuPSPrPsPeCHPEPSPSPsC— PCrCEPEPSPiP°, PiICHP&PiPSC-C+PpPSPSCII

CI'PECI'C,PuPjPé C,CfPSPeC+C-C— PSP°PrPSPECRPePsPIPEC... P-P°P»PsP:

P— P+PsPeCt PSPuCHPIPsPIPsC— [PkPuC+P°CI'C,C-: PrPéCI PiPpuPIP-C-CI]

CI'P&CI'C,PuPjPé P§P°CI'C,PsC,P° PSPuPIC-PrPsPjP°:
P-P°PiP°PjPsCEPsC+PuPSPSCII, PiPsP»PsPIPSP&PN:
P+C-P»CHb




PYP&CI'C,PuPjPé PsCHPiP°PSC-PI [PuPsP+C-C+PSC- CHPuP°PeCtC-C— P-PiC-PrPSPs P-
PeP»P°CI'PEC, C-PeP°C,PsCHPsPj MedDRA

PhC, C,P°P»CHPjPsP»PsPiC-C+PSC-|P§P°CI'C,C-: PIC-PrC+CrC,C,CII

PiPsCRHCrCEPuPSPSCII PrPéCI'PePsPjC,PsCRC,Cr PI PsC+P°C...
PkPuC$P°CI'C,C-: PePuCHP°C,PEC,,

PePsPSBR™ CRPSPeC,PEPIC-C,, CI'CrC...C-CI'C,CH
PsC+PuPNe, P-P°P+P°CEPIP»PuPSPSCII CEPsPiC-PIPePé,
C,PsC,PsC,PsP+C-CII, P-P°C,CrPjP°PSPuPSPSCII
P-PsCHCY, CIPIPuCHP+C-PY PsC+PuPNe,
PIC-PrC+CrC,C,CII CI'C,PsCEPsPSPSCHPsPiPs C,C-P»P°
PI PsC+P°C..., PiC-PrPIP&C%oPpPSP°
CI'P»CHbPsP-PsC,PuCtP°, PSPuP-PIPECPSPu
PIC-PrC+CrC,C,CII PI PsC$P°C..., CfC,PIPsCHPuPSPSCII
P»CrCI'PsC+PsPe PiPs PeCEP°CIIC... PiPsPIC-Pe,
PiPsPrCHP°P-PSPuPSPSCII PsC+PuPNe,
PiC-PiPuCHPuPjC-CII PsC+PuPNe

PirPsPsPrPéPSPsPeC-:
CI'CrP+CI'PeP°PiCI'CrP»CLICHPSP® PeP°C,P°CHP°PeC,P°,
PiP»P°CrPePsPjP°, CHPsP-P»P°PrPé PiPsP»CII P-PsCHCr
PSP°CI'C,PsC,P° PSPuPIC-PrPsPjP°:
PIPECHP°P-PePsPIPéPNe PePuCHP°C,PéC,,
PiC-PrPIPEC%oPpPSPSCII
PIPSCrC,CHC-CEPSCHPsPsC+PSPsPiPs C,PECI'PeCt,
P-PSP&PYPuPSPSCI] PiPsCI'C,CHPsC,Pé P-PsCHCY,
PLCHPsP-C-CLI CHPsPiC-PIPePé, PiC,PsP- PiPsPIC-Pe,
P+C-P»CH Cf PsC$P°C..., PjC-PrCHC-P°P-
PyCHP°PIPjPé, PsC,CHCIC”PSPSCII|P C-PrPeC-CI'PSC-: PiPuCHC, PsCEP°CtC-CII

C,P° PiCHPsCtPuPrCrCRPSC- CHPsPiC-PIPePé

CrCI'PeP»P°PrPSPuPSPSCII

PyCHPEPIP°P»Pp P»C-PeCrPIP°PSPSCII PePsCHC,PéPePsCI'C,PuCHPsC—PrP°PjPé
PrP»CII PjC-CI'CtPuPIPsPiPs PsC, C,P°P»CHPjPsP»PsPiC-C+PSPsPiPs
P-P°CfC,PsCFCr’PIP°PSPSCI,I PjPsPqPn P'iCBPéPPIPpCFC,Pé PrPs PsC+PSPsC—
PiC-PiPuCHC,PuPSP-C-C— C,P°/P°P+Ps PiP»P°CrPePsPjPé P- PiPsPrP°P»CHCEPEP]
CrC€PePsPrPYPuPSPSCIIPj P-PsCHPsPIPsPiPs PSPuCHPIP®, P-PSP&éPYPuPSPSCLIP)
PiPsCI'C,CHPsC,Pé P-PsCHCr C,P° P-PICFPIPuPSPSCIIPj PiPsP»CII P-PsCHCTt, P° C,P°PePsPY PrPs
CrC,PIPsCRHPpuPSPSCII CI'CrP+PeP°PiCI'CrP»CLICHPSPsC— PeP°C,P°CHP°PeC,Pé
P-P°PrPSCHPsC— PeP°PjPuCHPé PsPeP° (PrPéPI. CRPsP-PrC-P» B«PhCI'PsP+P»P&PIPsCI'C,C-
P-P°CI'C,PsCI'CrPIP°PSPSCIIB»).

PhCI'PeC-P»CH>PePé P»C-PeP°CHCI'CHhPePEPN: P-P°CI'C-P+ PjC-CI'C,PéC,CIh
PePsCHC,PéPePsCI'C,PuCHPsC—Pr, C,Ps PiCRPé PSP°CIIPIPSPsCI'C,C-
P-P°C...PIPsCHCRPIP°PSCH, C%oPs PiCHPEP-PIPsPrCIIC,CH PrPs PiPsC,PsPSCEP°PSPSCII
CHPsPiC-PIPePé P°P+Ps CI'PeP»PuCHPé, PiC-PrPIPéC%oCrC”C,CHhCI'CII CHP&P-PéPe
PiPuCHC,PsCRP°CtC-C—, PsCI'PsP+P»P&PIPs PiC-CI'P»CII PrPsPIPiPsC,CHP&PIP°P»PsPiPs
P-P°CI'C,PsCI'CfPIP°PSPSCI].

PmPsCRC,PéPePsCI'C,PuCHPsC—PrPé PjPsPYCrC,CH P-PjPuPSCECIPIP°C,Pé
CHPuP-PéCI'C,PuPSC,PSC-CI'C,CH PrPs C-PSC, PuPeCtC-PNe (PrPéPI. CRPsP-PrC-P»



B«PhCI'PsP+P»P&PIPsCI'C,C- P-P°CI'C,PsCI'CPIP°PSPSCIIB»).

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

ChPuP°PeCtC-C—

PuiPsPIC-PrPsPjP»PuPSPSCII PiCHPs PiPsP+C-C+PSC- CHPuP°PeCtC-C— PiC-CI'P»CII
CHPuC”CI'C,CHP°CtC-C— P»C-PeP°CHCI'CHPePsPiPs P-P°CI'PsP+Cr PjP°C” PIPuP»PéPePu
P-PSP°C$PuPSPSCII. P!Pu PrP°C” P-PjPsPiCr PiCHPsPIPsPrPéC,Pé PjPsPSC-C,PsCHPEPSPi
CI'PiC-PIPIC-PrPSPsC€PuPSPSCII PePsCRP&CI'C,CHy/CHPEP-PéPe PiCHPé
P-P°CI'C,PsCI'CrPIP°PSPSC- CtCHPsPiPs P»C-PeP°CRHCI'CHhPePsPiPs P-P°CI'PsP+Cr.
PmPpPrPéC+PSP&Pj C,P° C,P°CHPjP°CtPuPIC,PEC+PSPEP) PiCEP°CtC-PIPSP&EPeP°Pj, P°
C,P°PePsP{ PiP°CtC-C”PSC,P°Pj P°P+Ps C—C...PSC-Pj P-P°PePsPSPSP&P;
PiCHPpPrCI'C,P°PIPSPéPeP°Pj CI'P»C-Pr PiPsPIC-PrPsPjP»CILIC,Pé PiCHPs CrCI'C-
PIP&PiP°PrPePé PiC-PrPsP-CECRPIP°PSP&C... PiPsP+C-C+PSPé&C... CRPuP°PeC+C-PNe C,P°
PIC-PrCI'CrC,PSC-CI'C,CH> PuC,PpuPeC,PEPIPSPsCI'C,C- P»C-PeP°CRCI'CHhPePsPiPs
P-P°CI'PsP+Cr C+PuCHPuP: P°PIC,PsPjP°C,PEP-PsPIP°PSCr C-PSC, PsCHPjP°CtC-PNePSCT
CI'P&CI'C,PuPjCr P- C,P°CHPjP°PePsPSP°PiP»CIIPrCr P-P° PiPsCI'P&P»P°PSPSCIIPj:
https://aisf.dec.gov.ua.

PyPuCEPjC-PS PiCEPéPrP°C,PSPsCIC,C-. 2 CRPsPePé.

PyPuCHPjC-PS PiCHP&PrP°C,PSPsCI'C,C- PiC-CI'P»CII PIC-PrPeCHP&C,C,CII C,P»P°PePsPSP° BR”
28 PrC-P=+.

PkPu P-P°CI'C,PsCI'PsPICFPIP°C,Pé PiCHPuPiP°CEP°C, PiC-CI'P»CII P-P°PeC-PSC+PuPSPSCII
C,PuCHPjC-PSCr PiCRPEPrP°C,PSPsCI'C,C-, PIPeP°P-P°PSPsPiPs PSP° CrPiP°PePsPICtC-.

PJPjPsPIPé P-P+PuCEC-PiP°PSPSCII. P—P+PuCEC-PiP°C,Pé PI PsCEP&PiC-PSP°P»CHPSC-PNe
CIPiP°PePsPICTC- PiCEPé C,PuPjPiPuCEP°C,CCEC- PSPp PIPC%0Py 25 °C.B

P&Py P-P°PjPsCEPsPYCIPIP°C,Pé! P—P+PuCEC-PiP°C,Pé Ct PSPRPrPsCI'C,CEPiPSPsPICF PrP»ClI
PrC-C,PuPNe PjC-CI'C{C-.

PJPiP°PePsPIPeP°. P1iPs 7,5 PjP» Cr C,P»P°PePsPSC-, PiPs 1 C,P»P°PePsPSCr Cr
PiP°C$CtC- P- PeP°CHC,PsPSCr.

PwP°C,PpPiPsCHC-CII PIC-PrPiCiCI'PeCr. P—P° CEPuCtPuPiC,PsPj.

P’PéCEHPsP+PSP&Pe. PhP§j B«PuP°CHPjP°PeB».

Pu,C-CI'CtPpP-PSP°C...PsPrPIPuPSPSCII PIPéCHPsP+PSPéPeP° C,P° PNePsPiPs



P°PrCEPuCIP° PjC-CI'C1CII PiCHPsPIP°PrPIPuPSPSCII PrC-CIIP»CHPSPsCI'C,C-.

PJPeCEP°C—PSP®, 04080, Pj. P.PéC—PI, PIC{P». PI,PEéCRHP&P»C-PICI CHbPeP®, 74.



