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H g
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|
37
9
1
1 Invitro
CTD4.2.1.1-01 4.2.1.1-03
29 40 17 17
MIC Clinical and Laboratory Standards Institute CLSI
MIC pg/mL *°
TBPM CDTR FRPM LVFX GFLX PCG ABPC

Staphylococcus aureus ATCC29213 0.015 0.5 0.12 0.25 0.12 NT NT
Streptococcus pneumoniae ATCC10813 0.002 0.015 0.015 1 0.5 0.015 NT
Streptococcus pneumoniae ATCC49619 0.015 0.06 0.12 1 0.5 0.5 NT
Enterococcus faecalis ATCC29212 0.5 >64 1 1 0.5 NT NT
Escherichia coli ATCC25922 0.015 0.25 0.5 0.03 0.015 NT NT
Escherichia coli ATCC35218 0.015 0.12 0.5 0.06 0.03 NT NT
Haemophilus influenzae ATCC49766 0.12 0.015 0.5 0.03 0.015 NT 0.25
Haemophilus influenzae ATCC49247 0.25 0.12 2 0.03 0.015 NT 4

Pseudomonas aeruginosa ATCC27853 2 16 >64 1 2 NT NT
Micrococcus luteus ATCC9341 0.03 0.015 0.06 2 0.5 NT NT
Staphylococcus aureus ATCC6538 0.008 0.5 0.06 0.5 0.25 NT NT
Staphylococcus aureus ATCC13709 0.015 0.5 0.12 0.25 0.06 NT NT
Staphylococcus epidermidis ATCC14990 0.008 0.25 0.06 0.25 0.25 NT NT
Streptococcus pyogenes ATCC12344 0.002 0.008 0.015 1 0.25 <0.008 NT
Streptococcus pneumoniae ATCCBAA-255 0.002 0.015 0.015 1 0.25 0.015 NT
Enterococcus faecalis ATCC51299 1 >64 1 1 0.25 NT NT
Enterococcus faecium ATCC19434 2 >64 16 8 4 NT NT
Bacillus subtilis ATCC6633 0.03 0.25 0.03 0.06 0.03 NT NT
Neisseria meningitidis ATCC13077 0.004 0.002 0.008 0.008 0.008 0.015 NT
Moraxella catarrhalis ATCC25238 0.008 0.004 0.03 0.06 0.06 0.015 NT
Moraxella catarrhalis ATCC43627 0.008 0.03 0.03 0.06 0.06 1 NT
Moraxella catarrhalis ATCC43628 0.008 0.015 0.03 0.03 0.06 0.5 NT
Shigella flexneri ATCC29903 0.015 0.06 0.5 0.03 0.03 NT NT
Salmonella choleraesuis ATCC13311 0.03 0.12 0.25 0.03 0.03 NT NT
Citrobacter freundii ATCC8090 0.03 0.5 0.5 0.03 0.03 NT NT
Klebsiella pneumoniae ATCC10031 0.015 0.008 0.25 0.015 0.008 NT NT
Klebsiella pneumoniae ATCC43816 0.015 0.25 0.5 0.12 0.06 NT NT
Klebsiella pneumoniae ATCC700603 0.06 4 4 1 1 NT NT
Klebsiella oxytoca ATCC13182 0.03 0.25 0.5 0.06 0.06 NT NT
Enterobacter cloacae ATCC13047 0.03 8 1 0.06 0.12 NT NT
Enterobacter aerogenes ATCC13048 0.015 1 2 0.12 0.12 NT NT
Serratia marcescens ATCC13880 0.12 0.5 8 0.12 0.12 NT NT
Proteus vulgaris ATCC29905 0.03 0.008 0.25 0.03 0.03 NT NT

10




pneumoniae 152

H. influenzae 157

MIC pg/mL
MIC()O
PCG TBPM 68 <0.001 ~ 0.008 0.004
S. pneumoniae® PSSP CDTR 68 0.008 ~ 0.25 0.12
CFDN 68 0.03 ~ 0.5 0.5
CTX 67 0.015 ~ 0.5 0.25
PCG 68 0.015 ~ 0.06 0.06
ABPC 68 0.015 ~ 0.12 0.12
AMPC 68 0.015 ~ 0.12 0.06
FRPM 68 0.008 ~ 0.03 0.03
MEPM 67 0.008 ~ 0.03 0.015
PAPM 67 <0.001 ~ 0.008 0.008
CAM 68 0.06 ~ >64 >64

11

MIC pg/mL *°
TBPM CDTR FRPM LVFX GFLX PCG ABPC
Proteus mirabilis ATCC29906 0.03 0.06 0.5 0.12 0.25 NT NT
Providencia rettgeri ATCC29944 0.06 0.12 1 0.25 0.25 NT NT
Morganella morganii ATCC25830 0.06 <0.001 1 0.015 0.015 NT NT
Stenotrophomonas maltophilia ATCC13637 >64 >64 >64 0.5 0.25 NT NT
Burkholderia cepacia ATCC25416 8 64 16 4 4 NT NT
Alcaligenes faecalis ATCC8750 0.12 8 1 1 2 NT NT
Achromobacter xylosoxidans ATCC27061 16 >64 8 32 32 NT NT
a) NT
CDTR: FRPM: LVFX: GFLX: PCG: G
ABPC:
MIC pg/mL
TBPM CDTR FRPM LVFX GFLX %I\\/g;g/
Peptostreptococcus anaerobius ATCC 27337 0.06 0.06 0.5 0.5 0.25 0.12
Finegoldia magna ATCC 29328 0.03 2 0.12 0.25 0.12 0.25
Clostridium histolyticum ATCC 19401 0.008 0.5 0.03 0.25 0.12 0.12
Clostridium difficile ATCC 9689 1 64 4 4 2 0.5
Clostridium perfringens ATCC 13124 0.004 0.06 0.25 0.5 0.5 0.015
Lactobacillus casei ATCC 393 0.12 4 0.5 2 0.25 0.5
Bifidobacterium adolescentis ATCC 15703 0.008 0.015 0.03 1 0.5 0.03
Bifidobacterium longum ATCC 15707 0.06 0.25 0.25 8 2 0.12
Collinsella aerofaciens ATCC 25986 0.03 1 0.25 0.5 0.25 0.25
Eggerthella lenta ATCC 43055 0.12 8 2 0.5 0.25 0.5
Bacteroides ovatus ATCC 8483 0.25 16 2 8 2 0.5
Bacteroides fragilis ATCC 25285 0.06 4 0.06 1 0.5 0.5
Bacteroides thetaiotaomicron ATCC 29741 0.25 16 1 8 2 0.5
Fusobacterium nucleatum ATCC 25586 0.004 0.5 0.015 0.5 0.25 0.06
Fusobacterium varium ATCC 8501 0.12 2 0.25 4 2 1
Prevotella bivia ATCC 29303 0.25 32 0.5 8 8 1
Prevotella melaninogenica ATCC 25845 0.06 1 0.12 0.5 0.5 0.06
*AMPC/CVA 2 1 AMPC /
CTD5.35.1-01 5.35.1-03
5.3.5.2-01 5.35.2-05
20|l 20§ s.



MIC pg/mL

MICy,
AZM 67 0.5 ~ >64 >64
TBPM 84 0.002 ~ 0.12 0.06
CDTR 84 0.03 ~ 8 1
CFDN 84 0.06 ~ 64 8
CTX 80 0.06 ~ 16 1
PCG PCG 84 0.12 ~ 4 2
S. pneumoniae® ABPC 84 0.03 ~ 8 2
PISP PRSP AMPC 84 0.015 ~ 8 1
FRPM 84 0.015 ~ 2 0.5
MEPM 80 0.015 ~ 1 0.5
PAPM 80 0.002 ~ 0.25 0.06
CAM 84 0.06 ~ >64 >64
AZM 80 0.5 ~ >64 >64
TBPM 19 <0.001 ~ 0.03 0.03
CDTR 19 0.008 ~ 1 0.5
CFDN 19 0.03 ~ 8 2
CTX 18 0.015 ~ 1 1
PCG 19 0.015 ~ 1 0.25
CAM ABPC 19 0.015 ~ 1 0.5
S. pneumoniae® AMPC 19 0015 ~ 0.5 0.25
FRPM 19 0.008 ~ 0.25 0.12
MEPM 18 0.008 ~ 0.12 0.12
PAPM 18 <0.001 ~ 0.03 0.015
CAM 19 0.06 0.06
AZM 18 0.5 ~ 1 1
TBPM 133 0.002 ~ 0.12 0.06
CDTR 133 0.008 ~ 8 1
CFDN 133 0.03 ~ 64 8
CTX 129 0.015 ~ 16 1
PCG 133 0.015 ~ 4 2
CAM ABPC 133 0.03 ~ 8 2
S. pneumoniaeb AMPC 133 0.015 ~ 8 1
FRPM 133 0.008 ~ 2 0.5
MEPM 129 0.008 ~ 1 0.5
PAPM 129 0.002 ~ 0.25 0.06
CAM 133 0.5 ~ >64 >64
AZM 129 4 ~ >64 >64
TBPM 84 0.008 ~ 0.5 0.25
CDTR 84 0.002 ~ 0.25 0.06
CFDN 84 0.12 ~ 16 2
CTX 81 0.004 ~ 1 0.12
PCG 84 0.12 ~ 8 2
ABPC ABPC 84 0.12 ~ 1 1
H. influenzae® AMPC 84 0.12 ~ 16 2
FRPM 84 0.12 ~ 8 2
MEPM 81 0.015 ~ 0.25 0.25
PAPM 81 0.06 ~ 4 2
CAM 84 4 ~ 16 16
AZM 81 0.25 ~ 8 4
ABPC TBPM 73 0.06 ~ 1 1
H. influenzae© CDTR 73 0.008 ~ 1 0.5
CFDN 73 0.25 ~ 32 32
CTX 72 0.008  ~ 4 1
PCG 73 0.5 ~ >64 32
ABPC 73 2 ~ >64 16
AMPC 73 1 ~ >64 32
FRPM 73 0.5 ~ 8 8
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MIC pg/mL
MICyq
MEPM 7 0.06  ~ 0.5 0.5
PAPM 7 0.25 ~ 16 4
CAM 73 4 ~ >64 16
AZM 7 0.5 ~ 64 4
CFDN: CTX: MEPM:
PAPM: CAM: AZM:
a PCG MIC PSSP <0.06ug/mL PISP 0.12~1 ug/mL PRSP >2 nug/mL
b CAM MIC CAM <0.25 ng/mL.  CAM >0.5 pg/mL
¢ ABPC MIC ABPC <l pg/mL ABPC >2 png/mL
20| 20|}
S. pneumoniae’ 70 H. influenzae® 52
TBPM  MICyy MIC
pg/mL PCG PSSP S. pneumoniae 38 0.004 <0.001 0.015
PCG PISP PRSP S.pneumoniae 32 0.006 0.002 0.12 ABPC
H. influenzae 32 0.25 0.015 0.5 ABPC H. influenzae 20
1 012 2
CTD4.2.1.1-04 4.2.1.1-07
2002 2004 B- Haemophilus influenzae 2006
9 526 CLSI
TBPM  MICy MIC pg/mL

MSSA® 0.03 0.015 0.03 PSSP 0.004 0.002 0.008 PISP 0.06 0.004 0.12

PRSP 0.12 0.03 0.12 S.pyogenes 0.002 0.002 0.004 S.agalactiae 0.015 0.008
0.015 E.faecium 128 1 128 M.catarrhalis 0.06 0.015 0.06 BLNAS 0.25
0.008 1 BLNAR 1 0.12 2 B- H. influenza 1 0.03 4
K. pneumoniae 0.06 0.03 0.06 Paeruginosa 32 1 64

2005 2006 8 23 330
CLSI

TBPM  MICyy MIC pg/mL S. epidermidis MSSE * 0.015 <0.008

0.015 Staphylococcus sp. MSCNS  0.015 <0.008 0.03

Streptococcus anginosus group 0.008 0.002 0.008 S.marcescens 0.12 0.03 0.25

P. mirabilis 0.12 <0.015 0.12 P. vulgaris 0.06 0.03 0.12 Acinetobacter sp. 2
0.06 8 P. anaerobius 0.06 <0.002 025 Peptostreptococcus sp. 0.03 <0.002
0.06 B.fragilis 0.25 <0.03 0.5 C.difficile 1 025 1

1999 2001 1 28
CLSI TBPM Prevotella sp.

" PSSP <0.06pg/mL PISP 0.12~lpg/mL PRSP >2ug/mL

2 ABPC

<lpg/ml. ABPC >2pg/mL

* MPIPC  MIC MSSA<2ug/mL MSSE MSCNS  <0.25ug/mL
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P.intermedia P.oris P.melaninogenica

0.12

1998

0.03 0.25

2003

CLSI

faecalis
05 2

PBP

E. faecalis

2 006 4

P.buccae

MICyy MIC ug/mL

340
TBPM
MIC

MIC()(] ug/mL 1

CTD4.2.1.1-04

PBP

S. pneumoniae:131

CLSI

MICy

S. pneumoniae

H. influenzae: 134

TBPM

TBPM

gPSSP

gPISP  2x

gPISP
2b

gPISP

la+2x

gPRSP

gPISP - 2x+2b la+2x+2b

19 23

1

20

16 52

MICQO

pg/mL

0.004

0.004

0.008*

0.015

0.03 0.12

*

MIC

gPSSP: pbp
gPISP  2x+2b

PBP

B
p

gPISP  2x
: pbp2x-+pbp2b

: pbp2x

gPRSP

S. pneumoniae

gPISP 2b
lat+2x+2b

: pbp2b

gPISP  lat+2x :pbplatpbp2x

: pbpla+pbp2x+pbp2b

TBPM

MLs-susceptible

mefA

ermB

mefA+ermB

24

33

68

6

MICQO Hg/l’l’lL

0.004

0.12

0.06

0.12

MLs-susceptible:
ermB: ermB

mefA+ermB: mefA+ermB

H. influenzae

mefA: mefA

TBPM

¢BLNAS

gBLPAR

gLow-BLNAR

gBLNAR

gBLPACR

39

21

27

38

9

¢BLNAS: B-

pbp3

gBLNAR: B-

2

8

gLow-BLNAR: B-

pbp3

S. aureus

K. pneumoniae

M. catarrhalis

14

pbp3

pbp3

TBPM

gBLPAR: B-
pbp3
gBLPACR: -

CTD4.2.1.1-02 4.21.1-08
2 E. coli
P. aeruginosa
CLSI
MIC



S. aureus K.pneumoniae P. aeruginosa M. catarrhalis
MS353 | MS353/pMS18 | ATCC700603 | PAOI prli/}s(;ls/s ATCC25238 | ATCC43627 | ATCCA43628
AmpC
p- PCl ClassA Scﬁl;;sf Arélﬁ(s:s c1as§c BRO-1 BRO-2
ESBL c IMP-1 ClassA ClassA
ClassB
}Eﬁ 0.015 0.015 0.06 4 256 0.008 0.008 0.008
E. coli
21037 %1037 21037 %1037 21037 %1037 21037
11037 /pBR322 /blanp /ampC /PTEM-10 | /pTEM-12 | /pTEM-26 /Toho-1
2 e | ame | T eh | clea
ClassA Class B Class € ESBL ESBL ESBL ESBL
HEI’SL 0.03 0.03 2 025 0.03 0.03 0.06 0.03
CTD4.2.1.1-09
S. aureus ATCC29213 E. coli ATCC25922 P. aeruginosa ATCC27853
TBPM pH
pH pH5 8
TBPM  MIC 4
2 S. aureus P. aeruginosa
E. coli 3x10*-3x10°CFU/well
MIC 0015—0.5pg/mL
CTD4.21.1-10 4.2.1.1-12
2 S. aureus ATCC29213 E. coli ATCC25922 2
12 1 2 4MIC 2 4 6
TBPM 1/2MIC 034 0.88-045 1.15-041
1.494log CFU/mL 1MIC 0.04 049 1.66 1.92-  1.66
2.914logCFU/mL  2MIC 1.83 1.73 - 3.20 3.54 5 361
4.104l1o0gCFU/mL  4MIC 2.31 250 - 321 424 - 370
4.83 AlogCFU/mL 4 LVFX
TBPM FRPM CDTR
S. pneumoniae gPSSP:5 gPRSP:5 H.influenzae gBLNAS:5
gBLNAR:5 2 2 4MIC 2 4

15




S. pneumoniae

1 2 3 logio b
2 4
a n -
1 2 3¢ 2 3¢
4 MIC 5 5 4 5 5 4
TBPM 2 MIC 4 4 3 5 5 3
4 MIC 5 3 1 5 5 2
gPSSP CDTR 2 MIC 4 3 2 5 5 4
5 4 MIC 5 5 4 5 5 4
FRPM 2 MIC 5 4 4 5 5 4
4 MIC 5 4 4 5 5 4
LVEX 2 MIC 5 4 1 5 5 4
4 MIC 5 5 2 5 5 4
TBPM 2MIC 5 4 2 5 4 1
4 MIC 5 2 0 5 5 2
gPRSP CDTR 2 MIC 4 2 0 5 4 2
5 4 MIC 5 4 3 5 5 3
FRPM 2 MIC 5 5 3 5 5 4
4 MIC 5 5 2 5 5 5
LVEX 2 MIC 5 5 2 5 5 2
a : S. pneumoniae ATCC10813  SP00253 SP00285 SP00306 SP00328 gPSSP
S. pneumoniae SPO0084  SP00214 SP00218 SP00324 SP00337 gPRSP
b Oh 0 Alog of CFU/mL
-1 logio=90% -2 logio=99% -3 logio=99.9%
¢ PSSP 99.9% 4
H. influenzae
1 2 3 logio b
. 2 4
1 2 3 2 3
4xMIC 3 0 0 4 2 0
TBPM 2xMIC 2 0 0 5 1 0
4xMIC 1 0 0 5 3 0
gBLNAS CDTR 2xMIC 2 0 0 5 3 0
5 4xMIC 1 0 0 4 0 0
FRPM 2xMIC 3 0 0 4 0 0
4xMIC 5 5 4 5 5 5
LVEX 2xMIC 4 4 1 5 4 4
4xMIC 0 0 0 3 1 0
TBPM 2xMIC 1 0 0 1 1 0
4xMIC 1 0 0 4 2 1
gBLNAR CDTR 2xMIC 1 0 0 4 3 1
5 4xMIC 0 0 0 4 0 0
FRPM 2xMIC 0 0 0 2 0 0
4xMIC 5 5 4 5 5 5
LVEX 2xMIC 4 3 0 5 4 4
: H. influenzae ATCC49766 HI00545 HI00549 HI00572 HI00586 gBLNAS
H. influenzae HI00542 HI00547 HI00676 HI0O0713 HIO0759 gBLNAR
Oh 0 Alog of CFU/mL
-1 logo=90% -2 logio=99% -3 logio=99.9%
In vitro Postantibiotic effect PAE Postantibiotic sub-MIC effect PASME
CTD4.2.1.1-13 4.21.1-15
S.aureus S. pneumoniae E. coli H. influenzae 1 MIC 4 MIC
1
10 10
C T C PAE

16



MIC in vitro PAE, mean + SD (h)
(ug/mL) 1 MIC 4 MIC
TBPM 0.015 0.09+0.07 0.84 £0.07
S. aureus CDTR 0.5 0.07+£0.07 0.78+0.18
ATCC29213 FRPM 0.12 0.00+0.03 0.81+£0.12
LVFX 0.25 1.03+£0.08 1.42+£0.70
TBPM 0.015 0.79+0.43 1.60+£0.19
S. pneumoniae | CDTR 0.06 0.07+£0.05 | 1.03£ 0.10
ATCC49619 | FRPM 0.12 0.68 +0.22 1.76 £ 0.04
LVFX 1 0.48+0.30 | 093+ 0.50
TBPM 0.015 -0.02+0.10 | 078+ 0.24
E. coli CDTR 0.25 -0.16+£0.15 | -0.11+ 0.11
ATCC25922 | FRPM 0.5 0.07+ 0.19 | 0.92+0.22
LVFX 0.03 1.66 + 0.33 NM ?
TBPM 0.12 -0.31+£0.13 | -0.12+ 0.05
H. influenzae | CDTR 0.015 -048+0.10 | -0.54+ 0.08
ATCC49766 | FRPM 0.5 -0.33+0.10 | -044+0.13
LVFX 0.03 1.02+ 0.07 NM?
a NM
PRSP 10° CFU/mL H. influenzae gBLNAS 3
gBLNAR 6 1 MIC Sub-MIC
1/16 1/8 1/4MIC
Sub-MIC 10 T
10 C T C
PAE PASME
PRSP
MIC PAE h PASME h
pg/mL 0 MIC 1/16 MIC 1/8 MIC 1/4 MIC
TBPM 0.1 2.6310.49 3.40+0.56 4.53+0.81 11.90+2.34
FRPM 0.78 1.20+0.35 2.33+0.72 3.204+0.92 6.33+2.44
CDTR 0.39 0.4340.21 1.4340.15 2.5740.29 4.00+0.61
SPFX 0.78 0.2340.12 1.63+0.35 5.43£1.80 16.20+1.82
2
SPFX
H. influenzae
PASME h
TBPM CDTR LVFX
gBLNAS MIC 0.06 0.12 gBLNAS MIC 0.015 0.03 ¢gBLNAS MIC 0.015 0.03
gBLNAR MIC 05 4 gBLNAR MIC 0.03 05 gBLNAR MIC 0.015 0.03
1/16 MIC 1/8 MIC 1/4 MIC 1/16 MIC 1/8 MIC 1/4 MIC 1/16 MIC 1/8§MIC | 1/4 MIC
35 3.8 11.1 0.1 0.1 0.9 22 2.8 14.1
0.2 1.2 3.1 0.7 0.6 0.5 0.6 0.9 1.6
0.7 0.6 0.3 14 1.4 1.2 0.6 0.6 0.4
0.8 14 4.0 0.7 0.6 0.3 0.8 1.1 34
1
CTD4.2.1.1-16 4.2.1.1-19
MIC 1 2 4 8 MIC 8 16 32
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64 pg/mL S. pneumoniae 6 ATCC BAA-255 ATCC49619 SP00214 SP00218
SP00324 SP00337

pg/mL

S. pneumoniae

B A’f_ (2:;1 4/;‘2?9(2: SP00214° SP00218* SP00324° SP00337°
8 MIC <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%®
TBPM 4 MIC <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%®
2 MIC 1.7x10* <1.8x10” <1.9x10* <8.6x10” 5.4x107 <3.0x10%
1 MIC 1.4x10° <1.8x10” 1.7x10° ND ND 4.8x10°
8 MIC <2.4x10” <1.8x10” <1.9x10% <8.6x10” <1.6x10* <3.0x10%
CDTR 4 MIC <2.4x10” <1.8x10” <1.9x10% <8.6x10” <1.6x10* <3.0x10%
2 MIC 2.4x10° <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%
1 MIC 2.4x10° 1.3x10% <1.9x10* ND ND <3.0x10%
8 MIC <2.4x10° <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%
FRPM 4 MIC <2.4x10” <1.8x10” <1.9x10® <8.6x10” <1.6x10* <3.0x10®
2 MIC <2.4x10” <1.8x10” <1.9x10® <8.6x10” <1.6x10* <3.0x10®
1 MIC 3.8x10° <1.8x10” 3.3x10° <8.6x10” <1.6x10* 3.0x107
8 MIC <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%®
LVEX 4 MIC <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%®
2 MIC <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10* <3.0x10%®
1 MIC 1.4x10° 1.3x10° 1.1x10* 2.6x10° 6.4x107 45%10°
64 pg/mL <2.4x10” <1.8x10” <1.9x10* <8.6x10” <1.6x10°* <3.0x10°*
NFLX |32 me/mL <2.4x10” <1.8x10” 1.3x107 <8.6x10” <1.6x10* 6.1x10°
16 pg/mL <2.4x10° 7.4x10° 1.9x10° 3.4x10° 1.6x107 3.3x10°
8 upg/mL 2.9x107 2.9x107 4.6x10™ 2.3x10° 2.2x10° 42x10

/1 >

1 penicillinG  MIC<0.06 pg/mlL 2 penicilinG MIC0.12 1 pg/mL 3 penicillinG MIC 2 pnpg/mL
ND

NFLX
pg/mL
TBPM | CDTR | FRPM | LVFX | NFLX
2PSSP|ATCC BAA-255| 0.008 | 006 | 003 2 16
@PISP| ATCC49619 | 0015 | 012 | 0.2 2 32
SP00214 0.12 1 1 2 64
SP00218 <006 | <l 05 2 »
PRSP q 500324 0.12 <1 05 2 2
SP00337 0.12 1 1 2 64

H. influenzae 2 BLNAR:ATCC49247 HI00542

pg/mL
MIC H. influenzae

pg/mL 1 MIC 2 MIC 4 MIC 8 MIC 16 MIC
H.influenzae TBPM 0.5 1.3x10° | <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107
ATCC49247 CDTR 0.5 ND 1.3x107 | <1.3x107 | <1.3x107 | <1.3x10”
FRPM 4 ND <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107
MEPM 0.5 <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107
IPM 2 ND <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107
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MIC H. influenzae
pg/mL 1 MIC 2 MIC 4MIC 8 MIC 16 MIC
LVEX 0.03 <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107 | <1.3x107
TBPM 2 14x10° | 4.1x107 | <2.0x10° | <2.0x10® | <2.0x10*
CDTR 2 2.0x107 | 2.0x10° | <2.0x10° | <2.0x10® | <2.0x10*
H. influenzae FRPM 8 ND <2.0x10* | <2.0x10® | <2.0x10* | <2.0x10*
HI00542 MEPM 1 22x10° | <2.0x10® | <2.0x10® | <2.0x10® | <2.0x10*
IPM 16 ND <2.0x10° | <2.0x10® | <2.0x10® | <2.0x10*
LVFX 0.03 <2.0x10* | <2.0x10® | <2.0x10® | <2.0x10* | <2.0x10®
IPM
ND
S. pneumoniae NCCLS CLSI
MIC MIC
Sub-MIC 172 1/4 MIC
MIC 14 S. pneumoniae
ATCC49619 SP00214 SP00218 SP00337 TBPM
MIC S. pneumoniae SP00324 2
TBPM MIC CDTR FRPM LVEX 2 8
NFLX 4 32
H. influenzae 4 TBPM H.
influenzae HI00547 HIN0676 2 H. influenzae ATCC49766 HI00542 4
MIC H. influenzae ATCC49247 172
> TBPM MIC CDTR FRPM LVEFX

4 32 NFLX 2 16

CTD4.21.1-20 4.2.1.1-24
S. pneumoniae ATCC BAA-255 gPSSP TBPM  MIC 0.002ug/mL
10 [*H]-penicillin G 10
penicillin G 10w/v% N-lauroylsarcosine sodium salt
[*H]-PCG
[*H]-PCG 50% ICso TBPM
FRPM AMPC  PBPIA 1B 2X 2A 2B 3 ICs 0.1
pg/mL CDTR  PBPIA 1B 2X 2A 3
ICsp 0.1 pg/mL PBP2B ICsy 8 pg/mL
[*H]-benzylpenicillin S. pneumoniae KK97 gPSSP PBP
KK 975P92/pbp2x gPISP KK 975P92/pbp2x 1a gPISP KK 975P92/pbp2x.1226 gPRSP
PBPs

* Sub-MIC 1/2 MIC

5
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PBPs ICsw _pg/mL
TBPM CDTR FRPM AMPC
PBP1A 0011 0030 0007 0.020
: PBPIB 0.016 0018 0013 0013
S glrlesusrgon'ae KK97 PBP2X2A 0016 0014 0015  0.007
PBP2B 0.014 >8 0.014  0.019
PBP3 0.010 0011 0007  0.010
PBP1A 0.010  0.040  0.010  0.029
PBPIB 0.031 0019 0022  0.030
S. pneumoniae KK9757%2P%2  opISp PBP2X/2A  0.034 0088  0.029  0.046
PBP2B 0.014 >8 0.017  0.027
PBP3 0.015  0.009 0010  0.010
PBP1A 0.021 0190  0.141  1.123
PBPIB 0.014 0012 0015  0.024
S. pneumoniae KK97%79#P%21a  opigp PBP2X/2A  0.036  0.053 0406  0.069
PBP2B 0.006 >8 <0008 0.017
PBP3 <0.004 <0.008 <0.008 <0.008
PBP1A 0011 0123 0060 0922
PBPIB 0011 0011 0009  0.021
S. pneumoniae KK97P9P»21a20  oppgp  PBP2X/2A  0.022 0053 0311  0.I38
PBP2B ND* ND' ND' ND°
PBP3 <0.004 <0.008 <0.008 <0.008
a ND
S. pneumoniae R6 gPSSP PBP2B
PBP2B 6
S. pneumoniae PBP2B ICo _pg/mL
TBPM CDTR FRPM AMPC
035  >200 139 550
1 T451A 0.16  >200 104 845
3 T431K, Q432L, T451A) 023 >200 145  15.04
4 T431K, Q432L, T451A, A624G 208  >200 17.82 8630

ICsp BOCILLIN FL penicillin

H. influenzae ATCC 49766 BLNAS

50%

7 H. influenzae LJ059 BLNAR PBPIA
0.32 0.04 <0.013 0.14 0.13 0.02 0.58 pg/mL

5 TBPM  ICs

H. influenzae ATCC49766

PBPs 1ICsy pg/mL
TBPM | CDTR | FRPM | AMPC
PBP1A | 0.58 2.07 0.33 >8.0
PBPIB | 0.03 0.07 0.05 0.14
PBP2 0.01 4.17 0.04 0.07
H. influenzae | PBP3A | 0.09 0.01 0.59 0.15
ATCC 49766 | PBP3B | 0.07 0.01 0.44 0.12
PBP4 0.02 1.32 0.04 0.14
PBP5 1.11 >8.0 2.32 >8.0
PBP6 0.03 0.20 0.06 0.17

¢ BOCILLIN FL penicillin
7 S. pneumoniae ATCC BAA-255 gPSSP
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PBP CTDA4.2.1.1-25
S. pneumoniae PBP H. influenzae PBP
MIC CLSI
S. pneumoniae
MIC  pg/mL
TBPM|CDTR |CFDN|CTRX|AMPC|FRPM|MEPM| PCG | CAM | AZM | LVEX
0.004 | 0.03 | 0.12 | 0.03 | 0.03 |0.015| 0.015 | 0.03 [<0.015| 0.06 | 1
pbp2x | 0.004 | 0.5 1 1 | 0.06|0015]0.015] 0.06 | 003 | 0.06 | 1
PBP pbp2x, 1a 0.015| 2 4 2 | 05 012]012] 025003006 ]| 1
pbpzzﬁ 1l oos | 1 | 16 | 1 8 | 2 1 4 [<0015) 006 | 1
pbp22>t(), Bioos| 2 6| 2] 8] 2] 2 4 | >32 |32 1
H. influenzae
a MIC pg/mL
AMPC/
TBPM|CDTR|CFDNICTRXIAMPC|" .~ [FRPMIMEPM| IPM |ABPC| CAM | AZM | LVFX
0.06 | 0.008| 0.25 [0.002| 025 | 0.25 | 025|003 | 05| 0.12| 4 1 |0015
N526K  Class 025 |0.015| 2 [0.008| 1 1 1 ]012] 1 1 4 1 ]0015
N526K  S385T Class I 05 |006| 8 |006]| 8 4 2 025 1 2 8 1 ]0015
N526K  S385T  L38OF 05 |012] 8 |012] 8 4 4 1025 1 2 2 1 ]0015
PBP3 Class 111
R517H Class IV 0.06 [0.008| 2 [0.008| 1 1 1 |006|05] 05| 4 1 ]0015
RSITH  S385T 006 |012] 8 |012] 2 1 | 05012025 2 4 1 ]0015
Class V
RSITH S385T  L38IF 0.06 | 006| 8 |012] 2 2 1 | 006|025 2 4 1 ]0015
Class VI
N526K 0.25 10015 1 [0004] 05| 05 | 1 [o006| 1 | 05| 8 2 |0.015
PBP3 N526K  S385T 0.12 |0.015| 2 |0.008| 1 1 |05/006| 1| 05| 4 1 ]0015
N526K S385T L389F | 0.12 | 0.03 | 4 |0.015] 1 1 1 |006| 1 |05 8 2 |0.015
R517H S385T L389F 0.03 |0.015| 2 [0.008| 05 | 05 | 05 | 003 [025|025]| 8 2 10015
a PBP3
2 invivo
PRSP CTDA4.2.1.1-26
48 53x10°CFU 8. pneumoniae SP00366 PRSP
24 6.25 25 100mg/kg 2 12
24
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MIC
N n log CFU/lung a
mekex/ Mean SD pg/ml
8 631 035
6.25%2 8 376 0.87
TBPM-PI 25%2 8 1.67 031 0.06
25%2 8 6.13 027
CDTR-PI 100x2 8 5.88 0.14 035
25%2 8 629 0.26
FRPM 100x2 8 592 030 03
25%2 8 6.04 0.36
LVEX 100x2 8 461 047 !
a TBPM-PI CDTR-PI MIC
P<0.001 Dunnett
H. influenzae
CTD4.2.1.1-27
1.7 1.9x10°CFU  H. influenzae HI00547
BLNAR 24 055 50mg/kg
2 12 24
MIC
mgkgx / n log CFU/lung ug/mL
mean SD
8 6.85(0.16)
0.5%2 8 6.81(0.20)
TBPM-PI 5%2 8 | 620(031) 0.5
50x2 8 | 5.66(0.25)
CDTR.PI 5%x2 8 6.89(0.15) 025
50%2 8 | 5.26(0.39)
ERPM 5%2 8 6.89(0.16) 4
50x2 8 6.86(0.15)
0.5%2 8 6.75(0.13)
LVEX 5%2 8 | 3.48(0.33) 0.03
* TBPM-PI CDTR-PI MIC
P<0.01 Steel
PRSP CTD4.2.1.1-28
40 58 CFU/bulla S. pneumoniae SP00221 PRSP
1 TBPM-PI AMPC
25mg/kg 1 2 10 5 9
9 TBPM-PI 83% AMPC 25%
0% AMPC TBPM-PI
p<0.01 p<0.0001 5 /
TBPM-PI 3.53+2.39 AMPC 6.04+1.31 6.8840.78 log of
CFU/ mL AMPC
TBPM-PI p<0.05
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In vivo PAE CTD4.2.1.1-29
250mg/kg
4>10° CFU/thigh TBPM  MIC 0.1pg/mL
TBPM-PI 3mg/kg Time above MIC 2.1

10
C T C
TBPM-PI 3mg/kg invivoPAE 63 163
PK/PD

421.1-33 4.2.2.2-07
53 7.0x10° CFU/

S.pneumoniae LJ04-126 3
2

MIC

10
PAE

CTD4.2.1.1-30

S. pneumoniae TH-1230 PRSP

2 0.5 8mg/kg/24hr 1 0.125~4mg/kg
TBPM 1 4 24
log CFU/thigh
sampling time mg/kg/24h 2 3 4
8 NT? £2.00 NT? NT?
6 NT? NT? NT? 2.89
4.5 NT? NT? 2.10 NT?
£2.00 £2.00 NT? 3.86
TBPM 3 £2.00 2.81 411 4.12
24h 267 | 526 4.40 530
1.5 479 | 566 6.99 NT?
1 5.78 8.03 721 7.84
0.75 8.01 i NTY NT? NT?
0.5 799 | 867 8.05 7.74
24h  9.50 log CFU/thigh Oh  6.40 log CFU/thigh
a NT
TBPM 0.125 32mg/kg
TBPM 3.1 1
S. pneumoniae TH-1230 MIC 0.025pg/mL PK/PD
PK/PD PRSP
sigmoidal Emax model r T
MIC C,f/MIC AUC{MIC . 0.62 0.77 0.78
2.6 7.0x10° CFU/ PRSP 5
2 0.5 8mgkg/24hr TBPM 12
TBPM 24
PK/PD 24
TBPM bacteriostatic dose
TBPM  0.125 8mg/kg
TBPM 3. 1
MIC bacteriostatic dose PK/PD
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PRSP bacteriostatic dose PK/PD
MIC bacteriostatic dose T>MIC
PRSP pgfml mg/kg/24h % Coa/MIC | AUCHMIC
TH-1230 0.025 14 36 23 22
MSC-33 0.03 2.1 43 2.8 26
MSC-118 0.03 2.6 51 3.4 31
MSC-139 0.05 34 43 2.8 26
MSC-158 0.008 19 91 10.0 92
3.
CTD4.2.1.3-01 4.2.1.3-09
TBPM-PI TBPM
GLP
mg/ke !
TBPM-PI 100 300 1000*° 6/
300
TBPM-PI 30 100 300 3
1000° 1000
TBPM 10 30 100 300 3/
TBPM-PI 30 100 300° 10/
TBPM-PI 30 100 300° 5/
TBPM 100 5/
TBPM-PI 30 100 300° 10/ 100 2
TBPM 300 10/ 0
TBPM-PI 30 100 300° 5/
TBPM 100 5/
TBPM-PI 30 100 300° 10/
Randall-Selitto
TBPM 100 10/
TBPM-PI 30 100 300° 5/
TBPM 100 5/
TBPM 300 3/
30
TBPM 30 100 300 3/ 100273
ne/ 300 3/3
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GLP

mg/kg
TBPM 30 100 TBP]\I/IOO 3;“g/ .
IPM/CS 10 o H
ME;M 100 IPM/CS  10/10
K MEPM
300 1
TBPM-PL 100 300 1000° 6/ 1000 1
1
TBPM 10 30 100 4/
TBPM-PI 30 100 300° 4/ 300 QRS
TBPM 10 30 100 4/ 100
invito | TBPM 3 30 300pmol/L 6/ 300 APDS0 - APD90
HEK293 3
hERG invitro | TBPM 3 30 300pmol/L 5/
30 300
invitro | TBPM  100pM 5/
Langendorff
invitro | TBPM-PL 10 100uM® & TBPM-PI 100
TBPM  100uM
invitro | TBPM-PL 10 100uM?* o TBPM-PL 100
TBPM  100puM
TBPM-PI 30 100 300° 5/
TBPM 100 5/
TBPM-PI 30 100 300° 5/
BSP
TBPM 10 30 100 5/
-
TBPM-PI 30 100 300° 5/ é?o Na
TBPM 100 5/
a TBPM-PI b TBPM
1
TBPM
TBPM-PI TBPM
PBP porin
channel
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TBPM S.pneumoniae H.influenzae
PBPs

2002;50 3 :161-170 Antimicrobial Agents and Chemother 2006; 50: 2487-2492.

MEPM
Japanese J Antibiotics 2007; 60 6 :344-377. TBPM
MEPM PBPs MIC S.pneumoniae
H.influenzae 3001
1
S.pneumoniae H.influenzae TBPM
S.pneumoniae H.influenzae TBPM  MIC
0.12pg/mL 2ug/mL 3011
TBPM MEPM
1997;45 9 :757-761.
S.pneumoniae H.influenzae TBPM-PI
TBPM
P.aeruginosa
P.aeruginosa PAOL1 TBPM
TBPM P.aeruginosa
P.aeruginosa PAO1 8 TBPM 1 MIC
2MIC 2 4ug/mL
MIC
TBPM MEPM IPM P. aeruginosa
MEPM  MIC
MEPM  MIC pg/mL
pg/ml <05 1 2 4 * %
1 MIC 2 8 | 47 30 1 40
TBPM e 4 24 7 16 1 71
12MIC | 025 50 19 30 1 62
1 MIC 05 57 12 29 16 79
MEPM 5 Mic 1 54 4 2 48 93
4 MIC 2 8 4 1 3 50
172 MIC 1 66 | 35 31 47
IPM 1 MIC 2 31 8 23 100
2 MIC 4 1 1 100
* MEPM  MIC 0.5pg/mL
CLSI MEPM <4pg/mL 8pug/mL >16pg/mL
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IPM MIC

IPM  MIC pg/mL
mL
he) ) 4 8 16 * %
1 MIC 2 8 | 71 7 9
TBPM e 4 24 | 2 2 8
12MIC | 025 50 [ 49 1 2
1 MIC 05 57 | 48 5 4 16
MEPM 5 Mic 1 54 | 11 3 31 9 80
4 MIC 2 8 4 1 3 50
12 MIC 1 66 | 65 1 2
IPM 1 MIC 2 31 1 19 11 100
2MIC 4 1 1 100
* IPM  MIC 2ug/mL
CLSI IPM <4pg/mL 8pg/mL >16pg/mL
P.aeruginosa TBPM
IPM MIC 8 16pg/mL
TBPM-PI B- P.aeruginosa

P.aeruginosa
Antimicrobial Agents and Chemother 2007; 51:

417-22 ] Antimicrobial Chemother 2006; 58: 882-5 Clinical Infectious Diseases 2003; 37:

26-32.

TBPM

TBPM

TBPM

TBPM
TBPM
TBPM
TBPM
TBPM
iii
3
300 100pg/animal
IPM/CS MEPM
TBPM IPM/CS MEPM
3001 3
4 6mg/kg Crnax 35 5.2ug/mL
200mg/kg
5 TBPM 362ug/mL
70
TBPM
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TBPM TBPM
TBPM
TBPM
i
14
C TBPM-PI
TBPM TBPM-PI  "C TBPM
14C
LSC radio-HPLC
TBPM HPLC TBPM
LC/MS/MS
1 CTD4.2.22-01 4.2.22-07
TBPM-PI TBPM-PI "C 10mg/kg
TBPM T 025 0.67 Cox 570 38.14pg/mL
t, 028 240 AUC;y; 5.86 87.80pg hr/mL F 348
71.4% TBPM-PI 1 10mg/kg
TBPM-PI TBPM 'C 2 50mg/kg
TBPM Crnax AUCiy
TBPM 0.125 32.0mg/kg
TBPM  Cpax AUCiy¢ 16.0 32.0mg/kg
TBPM-PI 10mg/kg TBPM
Cmax AUCinf Tmax t1/2
TBPM-PI 10mgkgl 1 QD 14
14 TBPM
TBPM-PI  "“C 10mg/kg TBPM 'C 10mg/kg
2 CTD4.22.3-01 4.2.2.3-04
TBPM-PI  "C 10mg/kg 30
96
TBPM  'C
Smg/kg
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24

30
TBPM in vitro
0.1 100pg/mL 90.4 98.3%
78.5 90.0% 59.7 73.9% 352 39.0% 19.0
21.0% 157 19.0% TBPM-PI "C
10mg/kg 30%
3 CTD4.2.24-01 4.224-04 5322-01 5.3.23-01
S9 S9 in vitro
60 S9 TBPM-PI TBPM
S9 TBPM-PI TBPM
TBPM-PI TBPM
in vivo TBPM-PI
TBPM TBPM LIC11,562
TBPM-PI TBPM
TBPM-PI TBPM-PI
TBPM-PI
s
YD
o HTBF?“M Pl

Hs—eo GHCOOH H

Y0 0D —— 0D

HaC HH “cH, HE b om “cH,

LJCll 657 TBPM LJC11,552
HeN—GHCOOH
EHZ OH

o] N/\ s@Ni\Nj TBPM
W

LJC11,658

HoocfffH—c 2 ss—¢ f?ncoon
NH o FOH 3

( 339)
HO: AC
wd b w CH H

LJC11, 659

HsC HHHCH

LJC11,562

TBPM-PI 1 100mg/kg 7
TBPM-PI
cytochrome P450 TBPM-PI TBPM
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ICs 100pg/mL

4 CTD4.2.25-01 4.2.25-04
TBPM-PI  "C 10mg/kg
120
101.1% 42.7% 58.3% 99.1% 36.9% 62.2%
TBPM-PI  "C 10mg/kg
24 98.8% 87.4% 11.4%
TBPM 10mg/kg 8
TBPM 44.7% 43.7% 1.0%
TBPM-PI  'C 10mg/kg 120
94.2% 41.6% 52.6%
10 TBPM-PI 'C 10mg/kg
4
Cmax  1.75ug eq/mL Cmax  13.5ug eq/mL 1/8
24 0.10pug eq/mL
5 CTD4.2.24-01 4.2.2.4-03
4224-04 422701 53.22-01
14 7 TBPM-PI  'C 10mg/kg
1000mg/kg TBPM
14 7
TBPM-PI  YC 10mg/kg TBPM
Crnax Tonax t1n AUC;,¢
mg/kg pg eq/mL hr hr pgeq hr/mL %
10 1.29 0.5 14 3.62 21.5
2.89 0.5 0.7 3.52 29.9
e i 5 550 5
n 3 n 4 1 6
6 3 4 TBPM-PI  "C 10mg/kg
TBPM  Cpuax 4.7541.64pg/mL +
4.06242.25ug/mL  ty 0.7320.17 1.3420.61
AUCiy¢
6.902=3.89ug hr/mL 9.0020.50ug hr/mL
in vitro
S9 TBPM-PI TBPM

S9
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CTD 4.2.2.7-02

TBPM-PI 10mg/kg

TBPM-PI

LJC11,562
DHP-

TBPM-PI TBPM
6
TBPM 10mg/kg
14 24 AUC;¢ 2
1
TBPM LIC11,562
TBPM LIC11,562
- DHP-
TBPM-PI  C
TBPM
MEPM
TBPM 60 70%
TBPM LIC11,562
TBPM LIC11,562
TBPM LIC11,562
LIC11,562
DHP-
2
TBPM-PI '*C
AUC;,¢
TBPM-PI '“C
6 AUCq.4,
87.50pg hr/mL
AUC;¢ 6
kel’

0.5

31

TBPM 173 1/6
F 30%
TBPM
TBPM-PI

LJC11,562 10%

1000mg/kg

10 1000mg/kg
TBPM
71.23pg hr/mL

AUC6h_OO C5h/kel



30 40g

0.5mL
TBPM-PI TBPM
0.01pg eq./mL 1
0.8mL
5
TBPM
TBMP
TBPM-PI
TBPM
1 4.2.3.1-01 4.2.3.1-03
TBPM-PI 0 1000 2000mg/kg TBPM-PI
131 393 1310mg/kg 1000mg/kg
2000mg/kg
1310mg/kg
2000mg/kg 1310mg/kg
2 423.2-01 4.2.3.2-06
4
TBPM-PI 0 100 300 1000mg/kg/
300mg/kg/
1000mg/kg/
TBPM-PI
TBPM-PI
300mg/kg/
100mg/kg/
300mg/kg/ TBPM-PI
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100mg/kg

28 TBPM-PI 0 30 100 300mg/kg/
300mg/kg/
TBPM-PI 2
100mg/kg
3 TBPM-PI 0 30 100 300mg/kg/
100mg/kg/
100mg/kg/ TBPM-PI
4
4
30mg/kg
13 TBPM-PI 0 30 100 300mg/kg/
300mg/kg/ TBPM-PI
4 13
100mg/kg
3 42331-01 4.2331-06 4.2332-01 4.233.2-04
TBPM-PI TBPM
TBPM-PI TBPM TK TBPM-PI
TBPM TBPM-PI
DNA TBPM-PI DNA
TBPM-PI
TBPM-PI 24
69ug/ml S9mix 6 100pg/ml S9mix 250pg/ml
S9mix 10
24 58pg/ml S9mix
6 77 93ug/ml  S9mix 231pg/ml S9mix
10 TK
TBPM-PI  S9mix
TBPM-PI
in vivo TBPM
TBPM-PI invitro TBPM-PI
TBPM
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4

TBPM-PI
TBPM-PI
in vivo TBPM-PI
5 42351-01 4235201 42352-03 4.2.35.2-05
4.2.35.3-01
TBPM-PI
TBPM-PI 0 100 300
1000mg/kg/ 1000mg/kg/ 1
1000mg/kg/
TBPM-PI
300mg/kg
1000mg/kg
TBPM-PI 0 100 300 1000mg/kg/
1000mg/kg 1 3
1000mg/kg/
300mg/kg/
300mg/kg
1000mg/kg
TBPM-PI 0 100 300 1000mg/kg/
TBPM-PI
300mg/kg/ 1000mg/kg/
1000mg/kg
100mg/kg
TBPM-PI 0 30 100 300mg/keg/
300mg/kg/
300mg/kg/ 300mg/kg/
100mg/kg 300mg/kg
TBPM-PI
0 100 300 1000mg/kg/ 1000mg/kg/ 22 1
23 3
300mg/kg/
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1000mg/kg/ 1

CHEMOTHERAPY,
34 S-2 :250-264,1986 TBPM-PI
TBPM-PI
4 1000mg/kg/
100mg/kg 300mg/kg
6 4237101 4237105 42376-01 4.2.3.7.6-03

423.7.7-01 423.7.7-02 423.7.7-04 423.7.7-09 423.7.7-10 4.23.7.7-12 4.2.3.7.7-13
423.7.7-05 423.7.7-06 4.23.7.7-11

TBPM-PI TBPM
PCA ELISA IgE IeG
ASA PCA
TBPM-PI TBPM
TBPM-PI
TBPM PCA ELISA
IPM PAPM MEPM BIPM CAZ
ABPC CET CEZ CMD
CT™M PAPM BIPM
TBPM-PI TBPM
CET 4.2.3.7.1-06
TBPM-PI TBPM
TBPM-PI TBPM-PI
2
TBPM-PI TBPM-PI 0 100 300 1000mg/kg
TBPM-PI TBPM-PI 1000mg/kg/
300mg/kg
TBPM-PI
TBPM-PI
TBPM-PI
7 TBPM-PI 0 62.5 125 250
500mg/kg 250mg/kg
250mg/kg 2 500mg/kg 4
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1 5 2

250mg/kg
250mg/kg
14 TBPM-PI 0 62.5 125 250
500 1000mg/kg 125mg/kg 250
1000mg/kg 250mg/kg 2 500mg/kg 1
2 1000mg/kg 2 1 1
2 250mg/kg
21 TBPM-PI 0 500 1000
2000mg/kg 2000mg/kg
2 1 1 5
2000mg/kg
2000mg/kg
14 TBPM 0 100 200mg/kg
TBPM 200mg/kg
1 TBPM-PI 250 500 1000mg/kg
500mg/kg TBPM-PI
1 1000mg/kg
4 TBPM 20mg/kg
1 6
20mg/kg
14 2 TBPM-PI 0 20 50 125mg/kg/
50mg/kg/
2
125mg/kg
6 4 TBPM-PI 0 30 100 300mg/kg/
100mg/kg/ 300mg/kg/
4
300mg/kg
TBPM-PI 20 100mg/kg/ 7 4
CDTR-PI CFTM-PI
CDTR-PI
CFTM-PI
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TBPM-PI 500 1000mg/kg
TBPM  250mg/kg

CER 250mg/kg
CEZ 1000mg/kg TBPM-PI
TBPM 3 1
CER 3 3 CEZ 3 2
TBPM CER CEZ
TBPM-PI
50mg/kg TBPM-PI  2000mg/kg TBPM
1000mg/kg
TBPM-PI TBPM
5 1
TBPM-PI TBPM
TBPM-PI TBPM
TBPM-PI
1
>2000mg/kg 250mg/kg

TBPM-PI
TBPM-PI

TBPM-PI
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TBPM-PI

S9
S9

5% S9
TBPM-PI TBPM

S9 S9
A. Basler et al, Arch Toxicol, 58: 10-13, 1985
S9 35ug/ml
2.1pg/ml

I
0.4~1.5umol/plate Lawrence ] Marnett et al, Mut Res, 148: 25-34, 1985
TBPM-PI TBPM
0.005~0.04pmol/plate

1/100~1/10
TBPM-PI

TBPM-PI TBPM-PI
TBPM-PI TBPM

TBPM-PI I
I TBPM-PI
|

1 TBPM-PI TBPM-PI
ME1211-6 TBPM-PI

TBPM-PI  100mg 1
2 TBPM-PI [ |
| pH
TBPM-PI . I
B v I
[ TBPM-PI TBPM-PI
]
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2 TBPM-PI TBPM-PI ME1211-6
2ol 1 2ol 1
8 TBPM-PI
200mg ~ TBPM-PI  200mg
TBPM-PI 200mg TBPM-PI  200mg TBPM
TBPM-PI 200mg TBPM-PI 200mg TBPM
Cnax AUCq Toinax tin 0-24h
ug/mL ug h/mL h h %
TBPM-PI 9.36+1.56 9424143 0.49+0.13 0.7940.11 70.2+12.6
TBPM-PI 9.1243.05 9.36+1.46 0.66+0.23 0.7120.06 70.545.7
=+
TBPM-PI 200mg TBPM-PI 200mg
TBPM LJC11,562 TBPM-PI TBPM-PI *
TBPM-PI 70.2412.6 122422 N.D. N.D. 82.4=+13.1
0-24h % TBPM-PI 70.545.7 129429 N.D. N.D. 83.34+5.7
TBPM-PI N.D. 23432 N.D. N.D. 23432
0-48h % TBPM-PI N.D. 1.5#+19 N.D. N.D. 1.5#+19
=+ N.D. * TBPM LICI11,562 TBPM-PI TBPM-PI
3 TBPM-PI ME1211-18
2o 1 200 1|
12 TBPM-PI 250mg
600kcal TBPM Tonax Corax 60%
AUC,.,
4 TBPM-PI ME1211-9
2ol 1 2l 1
12 11 12
TBPM-PI  200mg
TBPM T
Coe 50 60% AUC,...
1
TBPM-PI TBPM-PI
18 11 24 1124006
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8 TBPM-PI 200mg TBPM-PI  200mg
TBPM
TBPM  AUC,,
90% 80 125%
TBPM-PI 200mg TBPM-PI 200mg
Cax AUCy; 90%
90% 90%
Cmax  TBPM-PI /TBPM-PI % 82.23 136.46 105.93
AUC,, TBPM-PI /TBPM-PI % 9141 110.57 100.53
TBPM-PI TBPM-PI TBPM  Cou
90% 80 125% TBPM-PI TBPM-PI
TBPM
TBPM-PI
TBPM-PI
]
TBPM-PI
2
PK/PD TBPM
AUCHMIC 1*=0.78 Coa/MIC  1°=0.77
TBPM-PI TBPM  Cpu
60% ME1211-18
TBPM-PI AUC,...
Cinax 60%
MEI1211-7 MEI1211-8 MEI211-11
MEI211-14 MEI1211-15 MEI211-16 TBPM-PI
iii
1 AUC Conax
TBPM
i
TBPM
9 1
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3 3 TBPM
7
1
1 TBPM-PI L-084 01
1 B B | L-084 05 2ol 1 20 B
ME1211-5 2ol B 20l |
67 TBPM-PI 25 50 100 150 200 300 400 500
600mg TBPM
Coox  AUCqo 25 500mg Conan
25 150mg AUCy., 25 500mg
8 TBPM-PI  75mg
TBPM-PI
TBPM
Crnax AUCq.oo 0-24h
mg pg/mL pg h/mL T B tiz h %
25 4 1.18%0.46 0.96+0.14 0.6340.32 0.4020.07 68.446.2
50 8 2.2840.42 1.9740.22 0.694+0.40 0.40=20.07 67.6+9.4
100 8 4.08=+1.09 3.62+0.19 0.5540.18 0.4940.06 734451
150 8 6.5642.49 5.97%1.10 0.6020.30 0.65+0.11 72.6%6.9
200 8 6.56+1.70 7.4441.20 0.84+40.43 0.5540.12 62.945.1
300 8 8.16%1.73 11.71%1.57 0.944+0.41 0.60=20.06 50.945.9
400 7 12.5342.62 16.5622.90 0.7140.17 0.9140.37 56.7%54
500 8 15.2042.62 22.014+4.12 0.9040.30 0.60=20.11 45347.6
600 8 12.4242.68 21.36%3.75 1.08+0.40 0.6640.12 50.548.5
=+
2 TBPM-PI L-084 02
R ol | L-084 05 20l 1 2 B
ME1211-5 2ol B 20l |
32 TBPM-PI 100 300mg 1 3 TID 7
50omg 1 2  BID 7 TBPM
Comx  AUCqe 100 500mg
Comx 100 200mg AUCy., 100 500mg
TBPM
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TBPM

42

Cmax AUC()_DO Tmax t] 2 0—24h
mg pg/mL pg h/mL h h %
1 2.81%1.63 3.44=0.99 1.102£0.26 0.6120.16 58.8+11.3
100 4 3.07=1.11 3.70=0.69* 1.0120.41 0.4740.15* 60.37.3
7 2.65%1.00 3.590.62* 0.950.46 0.650.21%* 60.12=7.9
1 6.4322.40 7.07%1.36 0.900.33 0.55==0.13 58.9=45.7
200 4 5.632.03 7214238 0.92:4021 0.54-0.12 60.7+7.5
7 5.84=3.15 742240 34% 0.9720.35 0.560.07* 56.149.2
1 7234225 11.962.39 1.132£0.42 0.60=0.11 58.1%10.0
300 4 5.89+2.36 12.20=2.74%* 1434044 | 0.72242031%* 517495
7 5584091 10.211.68° 1.9240.92 0.60=£0.14" 50.5=20.5
1 12.3743.71 18.833.12 0.850.21 0.620.09 50.0=5.7
500 4 11.7122.07 18.96=+1.89 1.124-0.38 0.54=0.06 51.949.2%
7 9.502.02 15.86=2.46* 1.262£0.45 0.52=0.04* 55.145.7
+ g * 7 ¥ ¢ * 5
3 TBPM-PI ME1211-6
o0 1 o0 1|
24 TBPM-PI 100 200 400mg
TBPM Conax AUC.,
100 400mg AUCp., 100 400mg
TBPM
Crnax AUCq.qo Tinax tin 0-24h
mg pg/mL pg h/mL h h %
100 3.9020.59 4,00=0.50 0.5320.09 | 0.69=0.09 60.74+73
200 9.361.56 9424143 04940.13 | 0.79=0.11 70212.6
400 13.22+4.67 19.03+4.77 | 0.732031 | 0.68=£0.09 67.74.7
=+
4 TBPM-PI L-084 03
2ol 1 2l N
3 TBPM-PI 100mg TID 150mg TID
TBPM TBPM-PI 150mg TID
1 45 0.03pg/g 1 3 0.07 0.09ug/g
5 TBPM-PI ME1211-2
2o B ol 1|
144 TBPM-PI  150mg TID 250mg BID 300mg
TID TBPM



TBPM

Crax AUCo3 AUCy.1; Tonex tin
mg pg/mL png h/mL pg h/mL h h
150 50 4.0922.66 11.052%6.30 1.1920.75 1.5340.92
250 46 6.3443.37 16.0729.43 1.1120.79 1.3240.81
300 48 7.1543.64 18.36210.12 1.1240.67 1.2240.65
i
6 TBPM-PI
ME1211-3 2 B Y. B |
191 TBPM-PI  150mg TID 250mg BID
300mg TID TBPM
TBPM
Cmax AUCO-S AUCO-IZ Tmax 1:l/2
mg pg/mL ug h/mL pg h/mL h h
150 66 5.08=2.05 5.224+1.90 0.8540.29 0.4020.06
250 61 7.9244.02 7.9344.04 0.8140.33 0.3420.01
300 64 8.6944.01 13.6246.29 1.18%1.53 0.5420.10
=+
7 TBPM-PI ME1211-4
2 B 2l 1|
27
TBPM-PI  150mg 250mg TBPM
TBPM 18 9
0.1pg/g
TBPM / %
TBPM TBPM /
0,
mg ug/mL ng'g %0
1 250 1.75 0.29 16.8
2 150 2.89 1.76 61.0
3 2.67 0.38 143
4 3.58 091 254
5 250 0.32 0.17 54.6
6 1.07 0.20 184
7 0.76 0.26 343
8 150 2.53 0.94 373
9 1.11 0.58 52.1
10 250 1.38 0.14 9.9
11 0.83 0.45 54.6
12 1.29 0.13 10.3
13 150 0.89 0.13 15.0
14 1.11 0.12 11.0
15 2.84 0.33 11.6
16 250 2.11 0.14 6.5
17 2.68 047 174
18 1.75 0.25 14.0
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8
ME1211-7

1 i 1

TBPM-PI

-0 1 o 1

ME1211-11

ME1211-8

20 N

20|}

I

267

ME1211-14 2ol B 2l | ME1211-16
2ol B 2l | ME1211-15 ] |
2l |
MEI1211-7 MEI1211-8 MEI1211-11 MEI1211-14
MEI1211-15 MEI211-16 222 4mg/kg BID 157
6mgkgBID 65 139 TBPM
TBPM-PI
4mg/kg BID 6mg/kg BID TBPM
TBPM-PI 4mg/kg BID 6mg/kg BID TBPM
Crnax AUCq.1» Trnax tin
mg/kg pg/mL png h/mL h h
. 4mg/kg 41 357177 5.994-0.80 0.8122035 1.1240.71
6mg/kg 13 7482428 9.1542.85 0.6820.21 0.7720.54
3 4mg/kg 68 3.60==1.54 5472093 0.682£020 | 0.942-0.54
6 6mgke 26 4814207 8.06220.99 0.70=0.23 1.05220.45
5 4mg/kg 48 3.18%1.69 5.102=0.77 0.7720.23 1.132£0.80
6mgke 26 4442202 7.461.15 0.68=20.23 1.0520.51
4mg/kg 157 3.461.65 5.49+0.91 0.74220.26 1.0420.67
6mg/kg 65 5.20-+2.84 8.0421.68 06922022 [ 0994050
=+
MEI1211-14
TBPM-PI 4mg/kg BID 6mg/kg BID 20 2
0.3 86.1% 40.5 83.6%
9 TBPM-PI
ME1211-13 2ol 1 20 B
17 TBPM-PI  250mg
Cer
TBPM Cmax AUCO_DO tin CLr
TBPM-PI  250mg
TBPM
Cer Cnax AUCq.q Tinax tin CLr
mL/min ug/mL pg h/mL h h mL/min 0-12h %
80 9.8542.78 | 12294404 | 0672026 0.88-0.26 20746 57.645.7
50 80 7172291 | 16452457 | 13322088 1.494-0.33 11827 445269
30 50 13.26* 29.22% 0.75* 1.44% 74.3* 52.1%
30 13.8822.96 | 92.5929.69 | 15022000 | 4.11=1.76 15444 29.549.5
i *
Cer mL/min 80 n=6 50 80 n=6 30 50 n=2 30 n=3
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10 PH ME1211-10 20§
1 -l |
12 TBPM-PI 200mg pH
TBPM
pH TBPM  Cpax
40 60% AUCp., 70 80% 80%
pH TBPM-PI 200mg
TBPM
Cinax AUC., Tonax tin
ug/mL pg h/mL h h 0-24h %
TBPM-PI 12 7.3042.86 8.51x1.72 0.7240.41 0.8440.20 59.549.1
TBPM-PI 12 2.690.91 5.734£1.32 1.28240.64 1.03240.23 458*11.7
TBPM-PI * 12 407142 6.74241.80 0.854+0.41 0.90=20.20 49.449.0
—+ *
1 ME1211-12 20|}
H 20 N
12 TBPM-PI  250mg 1g
TBPM
TBPM-PI  250mg TBPM
TBPM
TBPM
Cinax AUCyq Tinax tin CLr
pg/mL ug h/mL h h L/hr 0-24h %
TBPM-PI 10.2242.64 11.7542.22 0.7640.23 0.70=%0.07 12.8%1.7 58.947.2
TBPM-PI * 15.34%3.76 34.40x8.13 0.9020.36 1.21240.12 4.0%0.9 51.246.8
TBPM-PI 8.06x2.16 11.11%1.79 0.7940.35 0.7240.06 14.7%3.0 63.748.9
4+ 12
12 QT ME1211-17 2o 1 20
12 TBPM-PI  250mg 500mg QT
TBPM-PI QTe-B QT/RR™ QTc-F  QT/RR™
Sms 95%
10ms QTe-N  QT/RR" QTc-I  QT/RR™
95%
Sms 10ms TBPM-PI 250mg 500mg
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TBPM-PI  250mg 500mg TBPM

Crnax AUCq.eo Trnax tin
mg pg/mL ug h/mL h h
250 12 6.9242.02 10.20=1.85 0.924+0.42 0.6920.06
500 12 9.1742.89 19.10+4.17 1.2120.50 0.662-0.07
+
2
1
TBPM
Sulfisoxazole
TBPM
Kp Sulfisoxazole  1.4x10% L/mol TBPM  5.8x10>L/mol
TBPM
2 DHP-
TBPM DHP- in vitro
50umol/L. 37 IPM
MEPM TBPM DHP-
3
L084 02 MEI1211-5
TBPM-PI  100mg TID 200mg TID 500mg BID 7 24
TBPM-PI 10
14 7 TBPM
4
L084 02 MEI1211-5
TBPM-PI  100mg TID 200mg TID 500mg BID 7 24
100 200mg TID 7
t- p<0.05 100mg TID
200mg TID
500mg BID 4
10 L084 02 TBPM-PI 100mg 46.8umol/L. 200mg 52.7umol/L 7 TBPM-PI
100mg 32.5umol/L.  200mg 19.1umol/L MEI211-5 TBPM-PI
500mg 48.9umol/L 2 23.1umol/L 4 8 14.1umol/L
13.2pumol/L
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t- p<0.05 7
PK/PD
MEI1211-2
MEI1211-3 TBPM-PI  150mg TID 250mg BID 300mg TID
MIC PK/PD PK/PD
AUCHMIC
15 20
10 20
PK/PD
MEI1211-3 TBPM
AUCA) 24 MIC 10000
PK/PD AUCK),/MIC
MEI1211-3
TBPM-PI 25 Omg AUCf0_24 4mg/kg AUCf0_24
PK/PD
ME1211-3
AUCT,,/MIC
AUCf¢/MIC
4mg/kg BID 6mg/kg BID
10 93.4% 97.5%
20 85.3% 90.1%
40 76.0% 81.9%
5 MEI1211-7 MEI1211-8 MEI1211-11
MEI1211-14 MEI1211-16 4mg/kg 6mg/kg
AUCS) 4 PK/PD
ME1211-7 ME1211-8 ME1211-11
ME1211-14 ME1211-16 AUCTy4MIC
AUCf¢/MIC
4mg/kg BID 6mg/kg BID
10 88.7% 94.5%
20 79.4% 84.4%
40 67.7% 74.4%
PK/PD
MEI1211-7
ME1211-8 MEI1211-14 MEI1211-15
MIC 70 86 PK/PD
PK/PD 1
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AUCIMIC 6 AUC{MIC
6
MEI1211-11 MEI211-16 MIC
41 57 PK/PD
TBPM  MIC 10 16 AUCHMIC 10 3400
TBPM  MIC 41 57 1 AUCH/MIC 29
AUCOMIC 7 2078
1
PK/PD TBPM
AUCHMIC =078 Coaxf/MIC  1°=0.77
PK/PD
AUCHMIC
PK/PD
AUCH{MIC AUCH{/MIC Craxf/MIC
L-084 01 150mg 250mg
TBPM 1-
Cmax
AUC 150mg TID
250mg BID PK/PD
TBPM-PI  150mg 250mg TBPM
TBPM
AUC pg hr/mL Comx _ pg/mL
150mg 6.16 7.1
250mg 8.97 7.0
TBPM-PI  150mg TID 250mg BID TBPM PK/PD
PK/PD *
AUCHMIC Cinax/MIC
150mg TID 24 6.16 3 0.33/0.25 9 7.1 0.33/0.25
250mg BID 24 8.97 2 033/0.25 9 7.0 0.33/0.25
* TBPM 67% 5 S.aureus S.pneumoniae S.pyogenes H. influenzae
M. catarrhalis MICy 0.25pg/mL
PK/PD
AUCH{MIC=26 Crax/MIC=2.8 AUCH/MIC Coaxf/MIC 3
150mg TID
250mg BID 300 mg TID 3 PK/PD
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QD

1 QD
CraxfMIC ~ TBPM
AUCf{/MIC TBPM
AUCH/MIC
PK/PD
AUCH/MIC Chnaxf/MIC
L-084 01
250mg TBPM  Ciux
TBPM
4,
2
TBPM-PI 4mg/kg
TBPM
TBPM-PI
TBPM-PI
2 0.28-0.36ug/g
0.32-3.58ug/g
TBPM-PI  "C 10mg/kg
3
pH
TBPM  Cpax AUC,
MEI211-12

tin
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CID 2

TBPM

TBPM-PI  150mg
AUCHMIC

QD

TBPM

6mg/kg TBPM

2 0.29ug/g

4mg/kg 6mg/kg

0.03-0.09ug/g

MEI1211-10

TBPM  Chux AUC.



7. Hy-

200mg
pH
Cnax 40 60% AUC,.
oo 70 80% 80% tmax 10 30
8.
250mg
Cmax AUCO—oo
tip
iii
5 3
MEI1211-7 ME1211-8 MEI1211-11 III 3 MEI1211-14
MEI1211-15 MEI1211-16 II 3 L-084 04 1.-084 03
MEI1211-1 1I 2 MEI1211-2 MEI1211-3
TBPM-PI 25mg QD
50mg QD 75mg QD
L-08401 100mg QD  150mg QD 4
200mg QD
TBPM-PI 100mg TID
L-08402 200mg TID 7 20
TBPM-PI 300mg QD
L-084 05 400mg QD 30
300mg TID 7
TBPM-PI 500mg QD
MEI1211-5 600mg QD 30
500mg BID 7
TBPM-PI 100mg
QD 400mg QD
MEI1211-6 TBPM-PI 24
200mg QD
Il L-084 03 TBPM-PI 100mg TID 46
150mg BID
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150mg TID 7
TBPM-PI 100mg TID
I L084 04 150mg BID 51
150mg TID 7
TBPM-PI 250mg BID
I MEI1211-1 300mgTID 7 37
TBPM-PI 150mg TID
1T MEI1211-2 250mg BID 150
300mg TID 7
TBPM-PI 150mg TID
I MEI1211-3 250mg BID 212
300mg TID 7
TBPM-PI 4mg/kg BID
I MEI1211-7 6mgkg BID 7 23
TBPM-PI 4mg/kgBID
I MEI1211-8 6mgkeBID 7 25
TBPM-PI 4mg/kg BID
I MEI1211-11 6mgke BID 7 24
TBPM-PI 4mg/kg BID
it MEI1211-14 6mgkg BID 7 217
TBPM-PI 4mg/kg BID
I MEI211-15 CDTR-PI 4.2-6mg/kg 213
TID 7
TBPM-PI 4mg/kg BID
it MEI1211-16 6mg/ke BID 7 42
1
1
TBPM-PI L-084 01 9 B
9] 1
25mg 4 50 200mg 10 TBPM-PI
8 2 54 TBPM-PI 25 50 100 150
200mg TBPM-PI 75mg
TBPM
1 25mg
50 75 100 150 200mg
75mg TBPM-PI 2
1 TBPM-PI
54 25/54
46.3%
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25mg 25% 1/4 0 0
50mg 37.5% 3/8 6 125% 18 2
75mg 50% 4/8 10 37.5% 3/ 4
100mg 50%  4/8 8 0 0
150mg 25% 218 9 0 0
200mg 75% 6/ 6 125% 158 1
50% 5/10 7 0 0
TBPM-PI L-084 02 9 B
98 |
100mg 200mg 10 TBPM-PI 8
2 20 TBPM-PI 100mg TID 200mg TID 7
1
20
14/20 70%
100mg TID 75.0% 6/8 9 125% 158 2
200mg TID 62.5% 5/8 9 25.0% 258 3
75.0% 3/4 7 0 0
TBPM-PI L-084 05
2 1 2 N
300mg 400mg 300mg
10 TBPM-PI 8 2 30 TBPM-PI
300mg 400mg 300mg TID 7
1
30
300mg 1 400mg 1 1
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300mg 12.5% 1/8 12.5% 1/8 1
400mg 12.5% 1/8 12.5% 1/8 3
300mg 0 0 0
D 25.0% 1/4 25.0% 1/4 1
2 0 0 0
1) 2)
TBPM-PI ME1211-5 20.
i ol |
500mg 600mg 500mg
10 TBPM-PI 8 2 30 TBPM-PI
500mg 600mg 500mg BID 7
7 QD
1
30
2/20 10% 1/10 10%
500mg 0 0 0
600mg 0 0 0
500mg 12.5% 1/8 0
D 50.0% 2/4 50.0% 2/4 2
2 0 0 0
1 2)
TBPM-PI TBPM-PI ME1211-6
2 1 200 1|
100mg 200mg 400mg 8 24
TBPM-PI 100mg 200mg 400mg
TBPM-PI 200mg TBPM-PI  200mg TBPM

24



TBPM-PI
L-084 03

20l

45 TBPM-PI

46
TID 22
46 11
TID
100mg TID
150mg BID 10

Per Protocol Set

TID 10

PPS

150mg BID
PPS

90.0% 9/10

100mg TID

150mg TID  57.1% 4/7
58.3%

36.4%

7/12
8/22
100mg TID
150mg TID

11
14
50.0%
27.3% 6/22
100mg TID

100mg TID 1

ALT y-

100mg TID 1

150mg TID

150mg BID

6/12

1 ~H B

100mg TID 150mg BID 150mg TID 7
23
100mg TID 12 150mg BID
Full Analysis Set FAS
150mg BID 1 150mg
150mg BID 1 150mg TID 4
150mg TID 1 35  100mg

15

12 150mg

/ ><100

=100
100mg TID
100% 15/15

PPS
150mg TID
22

57.1%

80.0% 8&/10

4/7 150mg BID  62.5% 5/8

100mg TID

50.0% 6/12 13 150mg TID

8 150mg BID 83% 1/12 1

9

y-GTP
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TBPM-PI

L-084 04 2o 1 200 1|

45

20
TBPM-PI  100mg TID 150mg BID 150mg TID 7

51 100mg TID 16 150mg BID 21 150mg TID

14 FAS 12
1 1
8 2 40 100mg TID 14
150mg BID 17 150mg TID 9 PPS
UTI
4
/ >=<100
100mg TID  92.9% 13/14 150mg BID  94.1%
16/17 150mg TID  100% 9/9
PPS
% 95%
%
100mg TID 14 8 57.1 5 357 1 7.1 92.9% 13/14 66.1~99.8
150mg BID 17 12 70.6 4 235 1 59 94.1% 16/17 71.3~99.9
150mg TID 9 4 444 5 556 0 00 100.0% 9/9 71.7~100.0

100mg TID  12.5% 2/16

150mg BID  19.0% 4/21 150mg TID 0% 0/14
FAS 1 50
100mg TID  12.5% 2/16 150mg BID  19.0% 4/21 150mg TID
7.7% 1/13

100mg TID 1

TBPM-PI
ME1211-1 2 1l 2B 1 B

500mg 20
900mg 20 TBPM-PI

13
TBPM-PI  250mgBID 300mgTID 7
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37

500mg 19 900mg 18 TBPM-PI
FAS 5 1
3 1 32 500mg
16 900mg 16 PPS
UTI
/ ><100
93.8% 15/16
PPS
95% %
500mg 9 56.3% 6 37.5% 1 63% 16 93.8% 69.8 ~99.8
900mg 10 62.5% 5 31.3% 1 63% 16 93.8% 69.8 ~99.8
500mg 31.6% 6/19
900mg 22.2% 4/18
500mg 10.5% 2/19 900mg 27.8% 5/18
900mg 1 4
TBPM-PI
TBPM-PI
ME1211-2 o B B . N |
450mg
50 500mg 50 900mg 50 TBPM-PI
PK/PD
45
TBPM-PI  450mg 150mg TID  500mg 250mg BID
900mg 300mg TID 7
150 450mg 52 500mg 49 900mg 49
TBPM-PI FAS 24
B 1 1 3
4 142 2 8
126 450mg 46 500mg 40 900mg 40 PPS
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/ ><100

450mg  91.3% 42/46 500mg  90.0% 36/40
900mg  87.5% 35/40

PPS

95%
%
450mg (42 913% |4 87% [0 0.0% |[46|913% | 792 97.6%

500mg |36 90.0% |4 10.0% [0 0.0% |40 |90.0% | 763 97.2%
900mg |35 87.5% |4 10.0% |1 25% |40 |87.5% | 732 958%

450mg  40.4% 21/52
500mg  36.7% 18/49 900mg  44.9% 22/49

FAS 1 149
450mg  26.9% 14/52 500mg  39.6% 19/48 900mg  30.6%

15/49
450mg 1 2
TBPM-PI
900mg 1 TBPM-PI
4 900mg 2 900mg
1 500mg 1 ALT AST v-GTP
ALP 900mg 2
2 12
TBPM-PI
ME1211-3 2ol B 2 |
450mg 70 500mg 70
900mg 70 TBPM-PI
38
TBPM-PI  150mgTID 250mgBID 300mgTID 7
212 450mg 73 500mg 67
900mg 72 TBPM-PI FAS
100 1 1
1 63 5
23 2 8 1
112 450mg 43 500mg 35 900mg 34 PPS
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><100
450mg  72.1% 31/43 500mg  88.6% 31/35 900mg
29/34
PPS
95%
%
450mg |15 34.9% |16 372% |9 209% |3 7.0% 0 0.0% 43 | 72.1% | 563 84.7%
500mg (17 48.6% |14 40.0% |4 114% |0 0.0% 0 0.0% 35| 88.6% | 733 96.8%
900mg (14 412% (15 44.1% |4 11.8% 1 2.9% 0 0.0% 34 1 853% | 68.9 95.0%
450mg  39.7%
500mg  50.7% 34/67 900mg  40.3% 29/72
FAS
209 450mg 8.2% 6/73 500mg 9.2% 6/65
900mg 9.9% 7/71
450mg 500mg
900mg 2
TBPM-PI
TBPM-PI
ME1211-7 2ol 1 20l |
30
15
7
1
1 16 4 mg/kg BID
2 6 mg/kg BID
3 6 4 mg/kg BID
4 6 mg/kg BID
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85.3%

29/73
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5 6 3 4 mg/kg BID
6 6 mg/kg BID
24 1 23 FAS
FAS 1
22 PPS
1
2003;51
3 :144-151
/
>=<100
/ >
100 2 3
PPS 1 4mg/kg BID
gPSSP CLSI S PSSP
FAS
4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID 2
12 11 23 12 1
9 75.0% 63.6% 16 69.6% 2 16.7% 4 36.4% 6 26.1%
10 9 19 2 5 7
1 83% 36.4% 5 21.7% - 3 27.3% 3 13.0%
1 83% 18.2% 3 13.0% 1 83% 1 9.1% 2 87%
1 83% - 1 43% 1 83% - 1 43%
1 83% - 1 43% - - -
1 83% - 1 43% - - -
- 9.1% 1 43% - - -
1 83% 9.1% 2 87% - 1 91% 1 43%
- 9.1% 1 43% - - -
1 83% - 1 43% - - -
1 83% - 1 43% - - -
1 83% - 1 43% - - -
1 83% - 1 43% - - -
- MedDRA/J ver.10.0 16
/ ><100
' MedDRA/J




FAS
1 22 1 2 ALT o6mg/kg AST o6mg/kg

6mg/kg 1 1

FAS
95.7% 22/23
TBPM-PI
ME1211-8 2o 1 200 |
20
11
7
1
1 3 6 4 mg/kg BID
2 6 mg/kg BID
3 6 3 4 mg/kg BID
4 6 mg/kg BID
26 4mg/kg BID 13 6mg/kg BID 13
1 4mg/kg BID 25 FAS
FAS 3 4mg/kg BID 1 6mg/kgBID 2
1 6mg/kg BID 1 21 PPS
1
ME1211-7
ME1211-7
2 3
PPS 5
4mg/kg BID 1 CLSI PSSP 6mg/kg BID 4
CLSI Intermediate PISP
5/5 100%
FAS
1 4mg/kg BID 24
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FAS

4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID 5
12 13 25 12 23 3

8 66.7% 9 69.2% 17 68.0% 4 333% 3 23.1% 7 28.0%

11 14 25 6 3 9
1 83% 3 23.1% 4 16.0% 1 83% 2 154% 3 12.0%
1 83% - 1 4.0% 1 83% - 1 4.0%

1 83% 4 30.8% 5 20.0% 1 83% 1 7.7% 2 8.0%

- 2 15.4% 2 8.0% - - -

1 83% - 1 4.0% - - -
- 1 7.7% 1 4.0% - - -
2 16.7% 2 154% 4 16.0% - - -
1 83% - 1 4.0% 1 83% - 1 4.0%
1 83% - 1 4.0% - - -
- 1 7.7% 1 4.0% - - -
- 1 7.7% 1 4.0% - - -
1 83% - 1 4.0% 1 83% - 1 4.0%

- MedDRA/J ver.10.0
/ ><100

2 4mg/kgBID 1

6mg/kgBID 1
1
FAS
4mg/kg BID  100% 12/12 6mg/kg BID  92.3%
12/13
TBPM-PI
ME1211-11 2ol B 20 1
17 20
15
24 4mg/kg BID 13 6mg/kg BID 11 FAS
FAS 1 4mgkg BID
1 6mgkg BID 22 PPS
7 2003;51 3 :144-151
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3 16 6 3
1 4mg/kg BID
2 4mg/kg BID 6mg/kg BID
3 4mg/kg BID 6mg/kg BID 4mg/kg BID
4 4mg/kg BID 6mg/kg BID | 4mg/kg BID 6mg/kg BID
1
2003;51 3 :144-151
/
>=<100
2
3
PPS 1 4mg/kg BID
1/1 100%
gBLNAR CLSI S
FAS
4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID
13 11 4 13 11 24
9 69.2% 8 727% |17 70.8% |7 53.8% |3 27.3% 10 41.7%
14 13 27 7 3 10
- 1 9.1% 1 4.2% - - -
3 23.1% - 3 125% |3 23.1% - 3 12.5%
1 7.7% 1 9.1% 2 83% 1 7.7% 1 9.1% 2 8.3%
3 23.1% 2 182% |5 20.8% |3 231% |2 182% 5 20.8%
- 1 9.1% 1 42% - - -
- 1 9.1% 1 42% - - -
- 2 182% |2 18.2% - - -
1 7.7% - 1 4.2% - - -
- 1 9.1% 1 42% - - -
1 7.7% - 1 42% - - -
- 1 9.1% 1 42% - - -
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1 7.7% -

4.2% -

1 7.7% -

4.2% -

1 7.7% 1 9.1%

8.3% -

9.1%

4.2% -

1 7.7% -

4.2% -

1 7.7% -

—_— == ==

4.2% -

MedDRA/J ver.10.0

/ ><100

6mg/kg BID 1

FAS
4mg/kg BID  100% 13/13 6mg/kg BID  72.7%
8/11
ME1211-15
-8 1 H 2B 1 B
100
CDTR-PI 100 CDTR-PI
42
1 4mgkg 3.5mgkg 5.0mg/kg BID CDTR-PI
1 42mgkg 6.0mg/kg TID 7
216 112 CDTR-PI 104
4 2 CDTR-PI
1 CDTR-PI 1 212
111 CDTR-PI 101 FAS
FAS 8 1 1
CDTR-PI / 3 CDTR-PI
2 CDTR-PI 1 CDTR-PI
204 PPS 110 CDTR-PI 94
1
2003;51 :144-151
/ ><100
2
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98.2% 108/110




CDTR-PI 92.6% 87/94 CDTR-PI
95% 56% -02% 11.5% 95%
-10%
CDTR-PI
PPS
- CDTR-PI
95%
% 95%
%
38 34.5% (70 63.6% 2 1.8% |0 0.0% |0 0.0% 110 98.2
’ ’ ’ ’ ’ 93.6 99.8 5.6
- -0.2
CDTR-PI 25 26.6% 62 66.0% (3 32% |4 43% |0 0.0% 94 926
853 97.0
2%
2% FAS
CDTR-PI CDTR-PI
111 101 111 101
43 38.7% |43 42.6% |17 153% |14 13.9%
58 55 22 14
- 2 2.0% - -
6 54% 9 8.9% 5 4.5% 9 8.9%
6 54% 3 3.0% 5 4.5% 2 2.0%
3 2.7% 1 1.0% 1 0.9% -
6 5.4% 5 5.0% 4 3.6% -
1 0.9% 2 2.0% - -
8 7.2% 13 12.9% - -
3 2.7% 2 2.0% - -
3 2.7% - 1 0.9% -
3 2.7% - 1 0.9% -
MedDRA/J ver10.0
/ >=<100
FAS 9 5
1 2
1 203 109 CDTR-PI 94
2%
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2% FAS

CDTR-PI CDTR-PI

109 94 109 04

3 2.8% 7 7.4% 2 1.8% 7 74%

3 8 2 8
- 2 21% - 2 21%
- 3 32% - 3 32%
MedDRA/J ver10.0
/ ><100
CDTR-PI 1 1
1 1 CDTR-PI
2 2
TBPM-PI
ME1211-14 2l B 20 1 |}
180
46
4 35 4.5 mg/kg BID
6 55 6.5 mg/kg
7
218 4mg/kg BID 185 6mg/kg BID 33
1 4mg/kg BID 2 6mg/kg BID 215 FAS
FAS 8 4mg/kg BID
1 4mg/kg BID 1 " 4mg/kgBID 2 6mgkg
BID 1 4mg/kg BID 2 4mg/kg BID
1 207 PPS

1
2003;51 3 :144-151
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/ =100
2
PPS
95%
0,
13 37.1% |22 629% | 0 0.0% 0 0.0% 35 | 100.0% ?gé)o/f,/
~ . 0
4%%1/)1‘% 31 456% |35 515% | 1 15% 1 1.5% 68 | 97.1% | 89.8% ~ 99.6%
18 36.0% |31 62.0% | 1 2.0% 0 0.0% 50 | 98.0% |89.4% ~99.9%
62 405% |88 575% | 2 13% 1 0.7% 153 | 98.0% | 94.4% ~99.6%
2 182% |8 72.7% 1 9.1% 0 0.0% 11 | 90.9% |58.7% ~99.8%
66.4%
0, 0, 0, 0, 0,
smelke 3 333% |6 66.7% 0 0.0% 0 0.0% 9 | 100.0% 100.0%
BID 82
2 500% |2 100.0% | O 0.0% 0 0.0% 4 | 100.0% i?)()go/g/
~ . 0
7 292% |16 667% | 1 42% 0 0.0% 24 | 95.8% |78.9% ~99.9%
39.8%
0 00% |4 1000% | 0 0.0% 0 0.0% 4 | 100.0%
~100.0%
4%%1/)1‘% 1 143% |5 714% 0 0.0% 1 143% 7 | 857% |42.1% ~99.6%
0 0.0% 69.2% |4 30.8% 0 0.0% 13 | 69.2% | 38.6% ~90.9%
1 42% |18 75.0% |4 167% 1 42% 24 | 792% | 57.8% ~92.9%
0
0 00% |3 1000% | 0 0.0% 0 0.0% 3 | 100.0% jz'oz(;:@
6@%‘% 0 0.0% 1 1000% | 0 0.0% 0 0.0% 1 | 100.0% | 2.5% ~100.0%
0 0.0% 0 00% |2 1000% | 0 0.0% 2 | 0.0% | 0.0%~842%
0 0.0% 4 667% |2 333% 0 0.0% 6 | 66.7% |22.3%~95.7%
PPS
95%
4mg/kgBID |56 403% |80 57.6% |2 14% |1 0.7% | 139 | 97.8% |93.8% ~99.6%
6mg/kgBID |1 250% |3 750% | O 0/4 0 0.0% 4 {100.0% |39.8% ~100.0%
4mgkgBID |6 429% |8 57.1% |0 00% |0 0.0% 14 | 100.0% |76.8% ~100.0%
6mg/kgBID |6 30.0% [13 650% |1 50% |0 00% | 20 | 95.0% |75.1% ~99.9%
4mg/kgBID [0 0.0% |15 789% |4 21.1% |0 0.0% 19 | 78.9% | 54.4% ~93.9%
4mgkgBID |1 200% |3 60.0% |0 00% |1 200% | 5 | 80.0% |28.4%~99.5%
6mgkgBID [0 0.0% |4 66.7% |2 333% |0 0.0% 6 | 66.7% |22.3%~95.7%
PPS 133 4mg/kg BID 114
6mg/kg BID 19
1 4mg/kg BID
gBLPACR-1 CLSI R
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PPS

95%
4mg/kg BID 52 100.0% 0 0.0% 52 100.0% 93.2% ~100.0%
6mg/kg BID 9 100.0% 0 0.0% 9 100.0% 66.4% ~100.0%
4mg/kg BID 53 98.1% 1 1.9% 54 98.1% 90.1% ~100.0%
6mg/kg BID 8 100.0% 0 0.0% 8 100.0% 63.1% ~100.0%
4mg/kg BID 100.0% 0 0.0% 2 100.0% 15.8% ~100.0%
6mg/kg BID 1 100.0% 0 0.0% 1 100.0% 2.5% ~100.0%
4mg/kg BID 5 100.0% 0 0.0% 5 100.0% 47.8% ~100.0%
6mg/kgBID 1 100.0% 0 0.0% 1 100.0% | 2.5%~100.0%
4mg/kg BID 1 100.0% 0 0.0% 1 100.0% 2.5% ~100.0%
6mg/kg BID 0 0.0% 0 0.0% 0 - -
2%
2% FAS
4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID 2
184 31 215 184 31 3
)
75 40.8% |18 58.1% (93 433% |39 212% |8 258% |47 21.9%
108 28 136 45 9 54
- 1 32% 1 0.5% - - -
1 0.5% 1 32% 2 0.9% - 1 32% 1 0.5%
13 7.1% 6 19.4% 19 8.8% 11 6.0% 4 12.9% 15 7.0%
17 92% 2 6.5% 19 8.8% 16 8.7% 2 6.5% 18 8.4%
15 82% 1 32% 16 7.4% 6 3.3% 1 32% 7 3.3%
1 0.5% 1 32% 2 0.9% - - -
12 6.5% 2 6.5% 14 6.5% - - -
- 1 32% 1 0.5% - - -
11 6.0% 2 6.5% 13 6.0% - - -
0.5% 1 32% 2 0.9% - - -
2 1.1% 2 6.5% 4 1.9% - - -
- 1 32% 1 0.5% - - -
- 1 32% 1 0.5% - - -
1.1% 1 32% 3 14% 2 1.1% - 2 0.9%
3 1.6% 1 32% 4 1.9% - - -
- 1 32% 1 0.5% - - -
- 1 32% 1 0.5% - - -
3 1.6% 1 32% 4 1.9% 3 1.6% 1 32% 4 1.9%
MedDRA/J ver.10.0
/ > 100
2%
FAS 4 2 2 211
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2%

4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID
181 30 181 30
( )« )« )« )
12 6.6% 4 13.3% 10 5.5% 3 10.0%
12 4 10 3
AST 0 0% 1 33% 0 0% 1 33%
2 1.1% 1 33% 2 1.1% 0 0%
4 22% 0 0% 3 1.7% 0 0%
2 1.1% 1 33% 2 1.1% 1 33%
0 0% 1 33% 0 0% 1 33%
MedDRA/J ver10.0
/ ><100
4 6
1 2
1 1
216
92.9% 171/184 6mg/kg BID  93.8% 30/32
TBPM-PI
ME1211-16 2l BE 2B 1 B
21
4 35 4.5 mg/kg BID
6 55 6.5 mg/kg BID

42 4mgkgBID 27  6mgkgBID 15

FAS
4 4mg/kg BID
PPS
1

2003;51 3 :144-151

100%

68

1 6mg/kg BID

1 2mgkg
4mg/kg BID
30
7
FAS 5
37
><100



PPS

95%
4mg/kgBID 12 522% |11 478% (0 0.0% |0 0.0% |0 0.0% 23 [100.0% | 85.2% 100.0%
6mg/kgBID |8 57.1% 6 429% |0 0.0% (0 0.0% |0 0.0% 14 {100.0%| 76.8% 100.0%
2%
204 FAS
4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID
27 15 42 27 15 42
12 444% |7 46.7% |19 452% |9 333% |5 333% 14 33.3%
18 11 29 11 6 17
3 11.1% 1 6.7% 4 9.5% 3 11.1% 1 6.7% 4 9.5%
2 74% 2 133% 4 9.5% 2 74% 1 6.7% 3 7.1%
3 11.1% |4 267% |7 16.7% |3 11.1% |3 20.0% 6 14.3%
1 3.7% - 1 24% 1 3.7% - 1 24%
- 3 20.0% 3 7.1% - 1 6.7% 1 24%
1 3.7% - 1 24% - - -
1 3.7% - 1 24% - - -
1 37% - 1 24% - - -
1 3.7% - 1 24% - - -
1 3.7% - 1 24% 1 3.7% - 1 24%
1 3.7% 1 6.7% 2 4.8% - - -
2 74% - 2 4.8% - - -
1 3.7% - 1 24% 1 3.7% - 1 24%
MedDRA/J ver.10.0
/ ><100
2%
2%
4mg/kg 6mg/kg 4mg/kg 6mg/kg
BID BID BID BID
27 15 27 15
( ( ) ( ) ( )
3 11.1% 2 133% 3 11.1% 2 133%
4 2 4 2
ALT 1 37% - 1 37% -
AST 1 37% - 1 3.7% -
- 1 6.7% - 1 6.7%
2 7.4% 1 6.7% 2 74% 1 67%
MedDRA/J ver10.0
/ ><100
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4mg/kg BID 1 1

FAS
4mg/kg BID  852% 23/27 6mg/kg BID  100%
15/15
6
3 3 10 5
5 CDTR-PI
MEI1211-15
MEI1211-14 MEI1211-16
1
CDTR-PI ME1211-15
ME1211-14 ME1211-16
1
i ME1211-15
MEI1211-15 CDTR-PI
ME1211-15
2006
1 AMPC
1 CDTR-PI 19
31 CDTR-PI
19 79 CDTR-PI 75
CDTR-PI 42 6.0mg/kg TID
19 AMPC 5 5
AMPC CVA/AMPC CDTR-PI
AMPC CVA/AMPC CDTR-PI

70



2005;96:837, 2003;4147:89 CDTR-PI

1.1 20 CDTR-PI
2
CDTR-PI 6.0mg/kg 2 4.2mg/kg
1.4 CDTR-PI
AMPC1 80 90mgkg
AMPC AMPC/CVA

14:1

RED BOOK 2006 27 th ed. 2006 American Academy of
Pediatrics

CDTR-PI 20

Mandell, Douglas, and Bennett’s Principles and Practice of Infectious Diseases 6™ ed. 2005
Elsevier Churchill Livingstone, Harrison’s Principles of Internal Medicine 17th ed. McGraw
Hill, Nelson Textbook of Pediatrics 18th. ed. Elsevier Churchill Livingstone, W B Saunder

Co. CDTR-PI
CDTR-PI CVA/AMPC 1:14
MEI211-15 CVA/AMPC 1:14
CDTR-PI
CDTR-PI
i ME1211-15
CDTR-PI
AMPC 5
CDTR-PI
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ME1211-15

100% 31/31
CDTR-PI 100% 19/19
95% -
97.5% 77/79
CDTR-PI 90.7% 68/75
95% -0.6% ~ 14.2%
- /
AMPC
AMPC
2
1
CDTR-PI
CDTR-PI
ii ME1211-15
TOC Time of Cure visit
ol I | TBPM-PI ME1211-7
2003;
51(3): 144-151.
MEI1211-14 15 16
0 1 37
3
0 3 37
5
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CDTR-PI MEI1211-15
7 9.0% 9/100 CDTR-PI
7.2% 6/83 CDTR-PI
95% 1.8% -6.1% 9.7%
7
7 [ -CDTR-PI ]
95%
) 2 0 0%
CDTR-PI 0
69 9 13.0%
3.8%
-6.8% ~ 14.4%
CDTR-PI 65 6 9.2%
(%)= ( )/ 1( )+ ( )]><100  a)
CDTR-PI
iv ME1211-15
MEI1211-15 CDTR-PI
98.2% 108/110 CDTR-PI
92.6% 87/94 CDTR-PI 95%
5.6% -02% 11.5% 95%
-10%
TBPM-PI CDTR-PI
MEI1211-15
i
MEI1211-15 CDTR-PI

20
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1 MEI1211-14
MEI1211-14
4mg/kg BID 79.2% 19/24 6mg/kg BID
66.7% 4/6
PPS
95%
0 0/4 4 4/4 0 04 0 0/4 4 4/4 39.8  100.0%
4mg/kg 1 143% 5 714% 0 0.0% 1 143% 7 85.7% 42.1 99.6%
BID 0 0.0% 9 69.2% 4 30.8% 0 0.0% 13 69.2% 38.6 90.9%
1 42% 18 75.0% 4 16.7% 1 42% 24 79.2% 57.8 92.9%
0 0/3 3 33 0 0/3 0 0/3 3 3/3 29.2 100.0%
6mg/kg 0 0/1 1 1/1 0 0/1 0 0/1 1 1/1 2.5 100.0%
BID 0 02 0 072 2 212 0 072 2 0/2 0.0 84.2%
0 00% |4 667% |2 333% | 0 0.0% 6 66.7% | 223 95.7%
% + / + + + x100
ii
1 MEI1211-16
MEI1211-16
37
100%
PPS
95%
4mg/kgBID | 12 52.2% 11 478% | 0 0.0% 0 0.0% 0 0.0% 23 100.0% 85.2% 100.0%
6mgkgBID | 8 57.1% |6 429% |0 00% [0 00% |0 00% | 14 [ 1000% | 768% 100.0%
20 54.1% 17 45.9% 0 0.0% 0 0.0% 0 0.0% 37 100.0% 90.5% 100.0%
% + / + + + + x100
3
i
ME1211-7 8 11 14 15 16
100% 175/175
94.7% 36/38 100% 16/16
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100% 80/80 100% 17/17 5/5 100% 102/102
S | 100% 42/42 5/5 2/2 100% 49/49
PCG | T | 100% 20/20 100% 7/7 2/2 100% 29/29
CLSI R | 100% 18/18 5/5 1/1 100% 24/24
S| 100% &8 3/3 1/1 100% 12/12
CAM | 1 - 1/1 - 1/1
R | 100% 72/72 100% 13/13 4/4 100% 89/89
100% 80/80 88.9% 16/18 100% 9/9 98.1% 105/107
S | 100% 45/45 100% 11/11 100% 6/6 100% 62/62
CLSI I |100% 19/19 3/3 1/1 100% 23/23
R | 100% 16/16 2/4 2/2 90.9% 20/22
100% 9/9 1/1 - 100% 10/10
5/5 2/2 2/2 100% 9/9
1/1 - - 1/1
100% 175/175 94.7% 36/38 100% 16/16 99.1% 227/229
95% 97.9% ~100% 82.3% ~99.4% 79.4% ~100% 96.9% ~99.9%

/
S: PCGMIC: £0.06 I.:PCGMIC:0.12~1 R:PCG MIC: >2
S: CAMMIC: £0.25 1. CAMMIC: 0.5 R:CAM MIC: >1
S: ABPCMIC: <1 T:ABPCMIC:2 R:ABPC MIC: >4

MEI1211-7 8 11 14 15 16
PCR

ME1211-7 8 11 14 15 16

S 4mg/kg BID 97.8% 45/46 100%  46/46
6mg/kg BID 3/3 3/3
PCG ) 4mg/kg BID 90.5% 19/21 100% 21721
CLSI 6mg/kg BID 100% 8/8 100% 8/8
R 4mg/kg BID 100% 21/21 100% 21721
6mg/kg BID 2/3 3/3
S 4mg/kg BID 100% 12/12 100% 12/12
6mg/kg BID - -
CAM I 4mg/kg BID - -
CLSI 6mg/kg BID 1/1 1/1
R 4mg/kg BID 96.1%  73/76 100% 76/76
6mg/kg BID 923% 12/13 100% 13/13
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£PSSP 4mg/kg BID 100% 9/9 100% 9/9
6mg/kg BID - -
oPISP 4mg/kg BID 94.3% 50/53 100% 53/53
6mg/kg BID 100% 8/8 100% 8/8
PRSP 4mg/kg BID 100% 26/26 100% 26/26
6mg/kg BID 83.3% 5/6 100% 6/6
4mg/kg BID 100% 12/12 100% 12/12
6mg/kg BID - -
mef A 4mg/kg BID 100% 22/22 100% 22/22
6mg/kg BID 3/3 3/3
erm B 4mg/kg BID 94.0% 47/50 100% 50/50
6mg/kg BID 88.9% 8/9 100% 9/9
mef Aterm B 4mg/kg BID 4/4 4/4
6mg/kg BID 2/2 2/2
ME1211-7 8 11 14 15 16
S 4mg/kg BID 96.5% 55/57 100% 57/57
6mg/kg BID 4/5 5/5
ABPC I 4mg/kg BID 100% 20/20 100% 20/20
CLSI 6mg/kg BID 3/3 3/3
R 4mg/kg BID 83.3% 15/18 94.1% 16/17
6mg/kg BID 5/5 4/5
BLNAS 4mg/kg BID 97.6% 40/41 100% 41/41
6mg/kg BID 1/2 2/2
oLow-BLNAR 4mg/kg BID 100% 7/7 100% 7/7
6mg/kg BID 1/1 1/1
BLNAR 4mg/kg BID 93.2% 41/44 100% 43/43
6mg/kg BID 100% 10/10 90.0% 9/10
eBLPACR-I 4mg/kg BID 0/1 0/1
6mg/kg BID
oBLPACR-II 4mg/kg BID 1/1 1/1
6mg/kg BID -
BLPAR 4mg/kg BID 1/1 1/1
6mg/kg BID
/ B
2
2
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1998;14:1000-1007

ME1211-7 8 11 14 15 16

1% N=440
a .
42 41 9.3
38 35 8.0
37 37 84
28 27 6.1
30 29 6.6
6 6 1.4
5 5 1.1
6 5 1.1
8 8 1.8
8 7 1.6
5 5 1.1
7 7 1.6
7 7 1.6
5 5 12
9 7 7 1.6
5 5 12
a MedDRA/Jver 10.0 b / ><100 ¢ N=432
CDTR-PI
MEI1211-15 CDTR-PI
38.7% 43/111 42.6% 43/101
2.8% 3/109 7.4% 7/94
1%
1% ME1211-15
a a CDTR-PI
N=111 N=101
% %
- | - - 1] 1 1.0
-l - - 2|2 2.0
- - - 1 1.0
2|2 1.8 -] - -
6 54 919 8.9
6| 6 54 313 3.0
313 2.7 111 1.0
- - - 1 1 1.0
716 54 515 5.0
1 1 0.9 1 1 1.0
- | - - 1 1.0
1 0.9 1 1.0
1] 1 0.9 111 1.0
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CDTR-PI

N=111 N=101
% ° %
1 1 0.9 202 2.0
- - - 1|1 1.0
212 1.8 - - -
- - - 1 1.0
8 | 8 7.2 13113 12.9
313 2.7 202 2.0
- - - 1|1 1.0
- - - 1|1 1.0
- - - 1|1 1.0
- - - 1 1 1.0
1 1 0.9 1 1 1.0
- - - 1 1 1.0
- - - 1|1 1.0
- - - 1|1 1.0
313 2.7 - - -
413 2.7 - - -
- - - 1 1 1.0
ALT - - - 1|1 1.1
2|2 1.8 1|1 1.1
9 - - - 2|2 2.1
- - - 313 32
1 1 0.9 1 1 1.1
a MedDRA/Jver 10.0 b =100 ¢ N=109 CDTR-PI
CDTR-PI
CDTR-PI 1
CDTR-PI
4mg/kg BID 6mg/kg BID
4mg/kg BID 6mg/kg BID
ME1211-7 8 11 14 15 16
1%
4mg/kgBID 6mg/kgBID
N=359 N=81
2 0.6% 2 2.5%
1 0.3% 1 1.2%
27 7.5% 14 17.3%
28 7.8% 7 8.6%
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1%



4mg/kgBID 6mg/kgBID
N=359 N=81

26 7.2% 11 13.6%

0 1 1.2%

1 0.3% 1 1.2%

19 5.3% 8 9.9%

0 1 1.2%

0 1 1.2%

23 6.4% 6 7.4%

4 1.1% 2 2.5%

0.8% 2 2.5%

1 0.3% 1 1.2%

0 1 1.2%

0 1 1.2%

0 1 1.2%

4 1.1% 1 1.2%

3 0.8% 1 1.2%

1 0.3% 1 1.2%

7 1.9% 1 1.2%

6 1.7% 1 1.2%

0 1 1.2%

2 0.6% 3 3.7%

0 1 1.2%

6 1.7% 1 1.2%

6 1.7% 1 1.2%

ALT 2 0.6% 1 1.3%

AST 1 0.3% 2 2.5%

4 1.1% 1 1.3%

b) 5 1.4% 0

2 0.6% 2 2.5%

5 1.4% 2 2.5%

0 1 1.3%

a / =100 b 4mg/kgBID  N=353 6mg/kgBID  N=79
1% 6mg/kg BID
6mg/kg BID
6mg/kg
25.5% 112/440 25.5% 125/496

2003;51:144-151

79



1 1~5 6~10 11

3 42.1% 56/133 3
18.2% 56/307 3
21
3 3
61.7% 37/60 28.3% 17/60 10.0% 6/60 3
73.7% 42/57 24.6% 14/57 1.8% 1/57
3 8 3
4
4
TBPM-PI 2
6.3% 27/432 1% 1.7%
7/422 1.2% 5/428 1.2% 5/411 BUN 1.2%
5/432
1.7% 7/422
7 5
1982 54-57
2 1998;14:72-79. 3 3
z 2003;51 3 :144-151
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Jpn J Antibiot 1993;46:926-937, CHEMOTHERAPY
1993;40:655-665, 1994;98:247-252

24 TBPM-PI 100mg 200mg 500mg 7

324 TBPM-PI
4mg/kg BID 6mg/kg BID 7
19.1946.98 pmol/L  11.66+5.25 pmol/L 143
7
6mg/kg BID
7 9.2543.35
pmol/L 4.0pmol/L
TBPM-PI
TBPM-PI
1
TBPM-PI
17 12 2
TBPM-PI

4mg/kgBID 2 6mg/kgBID 1
7/440 1.6% 7 5/496 1.0% 5

12 4 1 3
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PIE

741 440

TBPM
MEPM
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AMPC

TBPM-PI TBPM-PI
1
1211-8
(PID) 1 1 8.8kg 4mg/kg 8 61.4mg/kg
1211-8
(PI) 4 3 14.6kg 6mg/kg 7 51.4mg/kg
CVA/AMPC
TBPM-PI TBPM-PI
1 *
1211-14
(PIIN) 3 8 14.0kg 6mg/kg 7 59.4mg/kg
*
CDTR-PI
TBPM-PI TBPM-PI
1 -
1211-14 1
(PIIT) 15 11.5kg 4mg/kg 104mg/kg | 3 -
1211-14 K
(PTIT) 0 1 10.0kg 4mg/kg 10.0mg/kg | 6 51—
1211-14
(PIIT) 0 1 9.5kg 6mg/kg 10.5mg/kg | 4
1211-14 2
(PIIT) 11 9.0kg 6mg/kg 11.1mgkg | 6 5 |-
1) MIC TBPM:0.25 CDTR:0.12 2) MIC TBPM:0.004 CDTR:0.5
3) MIC TBPM:0.06 CDTR:0.25 4) MIC TBPM:0.015 CDTR:1
5) MIC TBPM:0.12 CDTR:0.25
TBPM-PI TBPM-PI
1
1211-11
(PID) 2 13.3kg 6mg/kg 8 CFPN-PI 10.5mg/kg
1211-11
(PI) 4 8.2kg 6mg/kg 7 CDTR-PI 12.2mg/kg
1211-11
(PIN) 7 19.0kg 4mg/kg 7 CFDN 16.8mg/kg
1211-11 CDTR-PI 13.9mg/kg
8 11.5k 4mg/k 8
(PID) g | TmERe CTRX 500mg

&3




TBPM-PI TBPM-PI
1
1211-11
(PID) 17 10.0kg 6mg/kg 7 CFPN-PI | 27.0mgkg | 7
CVA/AMPC
TBPM-PI TBPM-PI
1= -
1211-14
(PII) 2 5 12.9kg 4mg/kg 8 82.9mg/kg| 6 b
1211-14 5
(PIII) 2 9 145kg | 6mgkg | 8  |61.5mgrkg| 5 Y |-
*
D MIC TBPM:0.015 CDTR:0.25 2) MIC TBPM:0.06
CDTR:0.5 3) MIC TBPM:0.25 CDTR:0.06
CDTR-PI
TBPM-PI TBPM-PI
1
1211-14
(PII) 17 9.5kg 6mg/kg 8 189mgkg | 18
CDTR-PI
1 3
CDTR-PI
CDTR-PI
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1 MEI1211-14

1/1
11% 10%
2004;22:12-23 9%
2003;14:172-177 10%
3 3
2007. p46-47
15
100% TBPM
MIC 0.015 4pg/mL
%
in vitro TBPM
TBPM
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1 4mg kg 1 2
1 6mg /kg
7
L-084 03 150mg TID
TBPM PK/PD
AUCH/MIC Cinaxf/MIC 3. 1
2 in vivo MEI1211-2
MEI1211-3 150mg TID 250mg BID 300mg TID
TBPM 1 QD
ME1211-2 ME1211-3
250mg BID
250mg BID
250mg BID 4mg/kg
BID 6mg/kg BID
4mg/kg BID
1 QD
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MEI211-14 16 4mg/kg

BID
4mg/kg BID CDTR-PI
4mg/kg BID
4mg/kg BID
4mg/kg  6mgkg
ME1211-7
8 14 15 PK/PD
AUCHMIC 6 CTD2.7.2.2.8.3
TBPM-PI 4mg/kg BID 6mg/kg BID TBPM  AUCA) 241 3.6%0.6
53=%x1.1ug hr/mL
6 TBPM-PI  4mg/kg BID 6mg/kg
BID MIC 0.630.1 0.930.2pg/mL 80%
MIC 4mg/kg 0.5ug/mL 6mg/kg 1.0 pg/mL
6mg/kg BID MEI1211-14
MEI1211-16
4mg/kg BID  6mg/kg BID
1 6mg/kg 4mg/kg
MIC range
4mg/kg  6mg/kg
ME1211-15 4mg/kg
4mg/kg
MEI1211-7 8 11 14 16
4mg/kg BID

6mg/kg BID
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6mg/kg BID

6mg/kg BID

11

6mg/kg

6mg/kg BID

4mg/kg BID

6mg/kg
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7 8
ME1211-7

ME1211-14 16

8 11

ME1211-7



MEI211-7 8 11 14 16

1 4mgkg 3.5mgkg 4.5mg/kg BID
1 6mgkg 5.5mgkg 6.5mg/kg BID
MEI1211-15
1 4mg/kg 3.5mgkg 5.0mg/kg BID
0.5¢
6 0.5g 1 1 4mg/kg 3.5mg/kg
5.0mg/kg BID 1 6mgkg 5.5mgkg 6.5mg/kg BID
0.5¢g
4mg/kg
4mg/kg
6.0 mg/kg BID
6 mg/kg BID
6.0mg/kg BID  6.5mg/kg BID
40.0% 10/25 32.0% 825
32.0% 825 32.0% 825
83% 2/24 8.3% 2/24

&9



4mg/kg BID 3.5mg/kg BID 4.0mg/kg BID

4mg/kg BID
3.5mg/kg BID 4.0mg/kg BID
99.0% 104/105 100%  60/60
66.7% 6/9 5/5
100% 13/13 2/2
96.9% 123/127 100% 67/67
= / = /
/
1 4mg/kg 1  6mgkg
3 3000 0.1%
95% 1
TBPM 1
Stevens-Johnson Lyell PIE
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2.GCP
CID 53.5.1-03 5.3.5.2-01
53.52-03 53.52-04 53.5.2-05 GCP
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21
10%
9 11 7
1
19 5 8
1 2 1
CDTR-PI
MEI211-15
CDTR-PI
MEI1211-14 MEI211-16
CDTR-PI

CDTR-PI
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14



CDTR-PI
MEI1211-15

MEI211-15

1 S. aureus
M.catarrhalis S.
pyogenes

in vitro
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4mg/kg BID

6mg/kg BID
1 6mg/kg 4mg/kg
MIC range
6mg/kg BID
6mg/kg 4mg/kg MIC range
6mg/kg
1 4mg
1 6mg /kg
. 7

TBPM
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30

96

10%

25

60%RH



1 4mg kg 1 2
1 6mg /kg
1
1
1

3.0 ) (D). CTX: CTX:

3( ).(D).1) In vitro | TBPM TBPM

Postantibiotic effect PAE BLNAS MIC 0.06 0.12 gBLNAS MIC 0.06 0.25
Postantibiotic sub-MIC effect
PASME H. influenzae
4.( ).(1)2) TBPM-PI
3 45
45

4( ).(1)2) TBPM-PI 6mg/kg BID 23 6mg/kg BID 13

FAS
4. ( ).(1).2) TBPM-PI

2 182% 2 8.3%
FAS
4.( ).(1).3) TBPM-PI 2 2
3
20

4. .

2).3) 255% 125/496 252% 125 /496

3
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