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Table 1 Antibacterial spectrum
MIC (ug/ml)
Organisms AT-2266 | NFLX PPA
1
00 100 100 | 100 100 | 10
S. aureus 209-P 0.39  0.78 0.39 078 | 125 | 25
S. epidermidis ATCC 12228 0.05 | 25 0.025 1.56 0.025 | 50
B. subtilis ATCC 6633 0.1 0.2 0.1 0.2 3.12 . 6.25
M. luteus ATCC 9341 1.56  12.5 6.25 25 25 - 100<
C. diphteriae 0.05 | 6.25 0.05 1.56 6.25 | 100
E. coli NIH]J JC 2 0.1 | 3.12 0.1 0.78 1.56 25
K. pneumoniae IFO 3512 0.05 0.78 0.025 0.1 0.78 | 6.25
K. oxytoca 1 0.2 1.56 0.1 1.56 0.78 | 50
S. flexneri MZ 3a .01 | 1.5 0.05 0.39 0.78 3.12
S. typhi S 60 0.2 | 0.78 0.1 0.39 3.12 25
S. paratyphi PB 0.1 1.56 0.05 0.1 1.56 6.25
P. mirabilis 1287 01 | 1.78 0.05 0.2 1.56 6.25
P. vulgaris IFO 3851 o 02 . 0.56 0.05 0.39 3.12 | 12.5
]
P. morganii IFO 3848 01 1.5 0.05 0.39 0.78 | 6.25
P. rettgeri IFO 13501 S 0.1 0.1 1.56 | 3.12
P. inconstans IFO 12930 0.39 | 3.12 0.1 0.39 1.56 6.25
S. marcescens IFO 12648 0.2 | 0.39 0.1 0.2 1.56 3.12
C. freundii 2 3.12 | 6.25 | 0.39 6.25 25 25
E. cloacae 1 0.39  1.56 0.2 0.78 3.12 50
P. aeruginosa IFO 3445 1.56 6.25 0.78 6.25 50 100
P. fluorescens IFO 3081 1 0.2 0.39 ‘ 0.1 1.56 6.25 12.5
P. putida ATCC 17464 039 | 125 | 0.78 12.5 12.5 100
P. maltophilia 1ID 1167 312 | 6.25 | 3.2 12.5 25 50
P. cepacia ATCC 17759 125 50 25 100 100< 100<
A. calcoaceticus NCTC 7844 ‘ 0.78 3.12 1.56 3.12 50 50
A. faecalis NCTC 655 | 6.25 50 25 100< 50 100<
A. zylosoxidans TMS 73 ' 6.25 25 50 100< 100< 100<
F. meningosepticum TMS 466 0.78 3.12 12.5 25 50 50
* Inoculum size : cells/ml
AT-2266, NFLX, PPA »&EO#HE L1 —ERMZ Table 1, 2R L 7
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O. £ B & #*%
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S. epidermidis 17 ¥, Streptococcus pyogenes 508k,
E. coli 378k, K. pneumoniae
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Table 2 Antibacterial spectrum

yr MIC (pg/ml)
|
Organisms \ AT-2266 1 NFLX PPA
w0 | w0 | e | 10 100 100
B. fragilis GM 7004 | 50 % 50 50 100 >100 - >100
B. fragilis TMS 26 50 ‘ 100 50 50 >100  >100
B. thetaiotaomicron WAL 3304 |25 ‘ 50 3.13 12.5 ' 100 1 >100
B. thetaiotaomicron TMS 126 25 | 50 >100 >100 >100 >100
B. distasonis TMS 58 L 6.25 | 25 100 >100 >100 >100
B. distasonis TMS 128 .25 50 >100 >100 >100 >100
B. vulgatus ATCC 29327 100 100 313 12.5 100 >100
B. vulgatus TMS 129 .25 50 >100 >100 >100 . >100
F. necrophorum TMS 82 ;25 ‘ 50 100 >100 >100 | >100
F.varium TMS 112 . 50 ‘ 100 3.13| 125 100 | >100
F. nucleatum TMS 110 ;313 625 | 6.25 125 >100 | >100
P. prevotii GM 1001 6.25 12.5 3.13) 625 100 100
P. variabilis GM 1002 6.25 50 6.25 12.5 | >100 >100
P. asaccharolyticus GM 1003 6.25 12.5 6.25 12.5 >100  >100
P. asaccharolyticus TMS 83 6.25 12.5 6.25  6.25 100  >100
P. magnus ATCC 14956 o 125 50 6.25, 12.5 >100  >100
E. limosum GM 1005 . 125 50 6.25 12.5 , >100 100
E. aerofaciens TMS 121 125 j 12.5 6.25 12.5 100 >100
C. sporogenes TMS 118 i 0.78 ‘ 0.78 6.25 12.5 >100 ‘ >100
C. botulinum type A 0.78 1.56| =0.2 0.39 12.5 100
C. botulinum type B 078 | 0.78 =0.2 0.39' 125 12.5
C. botulinum type E 25 .50 0.2 <0.2 6.25 6.25
C. botulinum type F 0.2 | 078 0.2 6.25/ 125 (>100
C. perfringens ATCC 13123 | 3.13 25 6.25 12.5 100 " >100
C. perfringens GM 1006 3.13 6.25 1.56 3.13 50 ' >100
C. difficile NO. 11011 100 | >100 100 | >100  >100 >100
C. difficile TMS 29 100 | >100 100 ' 100 [>100  >100
100 6.25 25 |>100 |>100

C. tetani TMS 89 50

* Inoculum size : cells/ml

monella sp. 508k, P. mirabilis 508k, P.vulgaris 408,
P. morganii 40%k, P.rettgeri 40%k,
508k, S.marcescens 34%%, Citrobacter freundii 8 ¥,
Enterobacter cloacae 508k, E. aerogenes 108k, P.
aeruginosa 508k, P. fluorescens 124k, P.putida 8%,
P. maltophilia 25¢k, P.cepacia 168k, Alcaligenes
faecalis 8 ¥,
A. odrans 14¥k,
7 ¥, XU Bacteroides fragilis 27#k D28 RE838
BRI Fi% AT-2266, NFLX, PPA 2\ Th
B L 7oA % Fig. 2 ~29 i&RL7
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Flavobacterium meningosepticum
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Streptococcus BD S. pneumoniae \Zxt L Tit AT-
2266 DOHESIL NFLX & R2E T PPA iwh~E <,
FoE— 71 12.50g/ml Thoto S. pyogenes =t
LTk PPA X hauvpi, NFLX X h§§<, %o MIC
DE— 7% 25pg/ml T - 1o

E. coli, K. pneumoniae, K.oxytoca, Shigella sp
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Fig. 2 Sensitivity distribution of clinical isolates Fig. 4 Sensitivity distribution of clinical isolates
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Fig. 6 Sensitivity distribution of clinical isolates Fig. 8 Sensitivity distribution of clinical isolates
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Fig. 10 Sensitivity distribution of clinical isolates Fig. 12 Sensitivity distribution of clinical isolates
Salmonella sp. 50 strains P. vulgaris 40 strains
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Fig. 11 Sensitivity distribution of clinical isolates Fig. 13 Sensitivity distribution of clinical isolates
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Fig. 14 Sensitivity distribution of clinical isolates
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Fig. 15 Sensitivity distribution of clinical isolates
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Fig. 18 Sensitivity distribution of clinical isolates Fig. 20 Sensitivity distribution of clinical isolates
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ICoyafee o o1 a2 [om [an[ise[Lir[ors]ims] 5 [ %0 [0 iadfioul MICha/mif-0 00 0] 0.1 | 0.2]0.38]0.78] r86] 313628125 28 | 0 [ 100 [>100] e
ATme| | 2] 8]19]18] 2 1 50 AT || 35 50
NFLX 7[18[17] 7 1 50 X 3|21 50
PPA 2[13]23[10] 1 1 150 P L ! 7].5] 150
% 10* cells/ml % 10 cells/ml
100 100
90 « AT-2266 90 o AT-2266
80 aNFLX 80 aNFLX
70 oPPA 701 °PPA
60 60}
S0 501
401 40
301 301
20 20}
10 Lol
IMIC(ng/ml)s0%5/0.05 | 0.1 [ 0.2 [0.39 (0.78)1.56(3.23(6.25 {12.5| 25 | 50 | 100 >IWTouI‘ MIC(ug/ml)>0.025(0.05( 0.1 0.2[0.39]0.78]1.563.13{6.25|12.5| 25 | 50 | 100 | >100| Total|
AT-2266 2] 1{12]24] 7] 3 1 50| AT-2266 41212211113 1 50
NFLX 4] 919[14] 2] 1 1 1 50 NFLX 2|14[12] 8[18] 7] 2 50
PPA 6]14]20] 8] 1] | 1] [50] PPA 3[18]29[13] _[50
Fig. 19 Sensitivity distribution of clinical isolates Fig. 21 Sensitivity distribution of clinical isolates
E. aerogenes 10 strains P. fluorescens 12 strains
% 10° cells/ml % 10 cells/ml
100 100~
9o * AT-2266 9or- * AT-2266
801 aNFLX 80+ aNFLX
70 o PPA 70 o PPA
60 60
50+ 50t
40 40
301 301
20+ 20+
10~ 10
IMIC(g/mI Y50 5(0.05 | 0.1 | 0.2 [0.99/0.78[1.56 {3.13/6.25|12.5| 25 | 50 | 100 |>100(Total MIC(ug/mi)0.05/0.05| 0.1 0.2 {0.39(0.78{1.563.13|6.25 12 5] 25 | 50 | 100 | >100( Toua!
AT-2266 1 2 10 AT-2266 2| 5/ 5 1
NFLX 6] 3] 1 : 10 NFLX 211/ 712 1
PPA 1] 7] 2 1 10 PPA 9] 3 1
% 10® cells/ml % 10° cells/ml
100 100~
9or * AT-2266 901 « AT-2266
80 aNFLX 80 aNFLX
70+ o PPA 70k o PPA
60 60
50+ 50+
40+ 40
30 30+
20+ 20
10+ 10
pMiC(y/misnes0.08T 0.1 T0.2 Jo. 9 0.78]1.56[3.13{6.25[12.5] 25 | 50 | 100 | >100] Total MIC(ug/mi)se.02 0.05| 0.1 0.2 0.39]0.78]1.56|3.13]6.25]12.5] 25 | 50 | 100 | >100]Total
AT-2266 8 2 10 AT-2266 2] 9 1 12
NFLX 1 7] 2 10 NFLX 2071211 12
PPA 71 3 10 PPA 6] 5/ 1 12
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Fig. 22 Sensitivity distribution of clinical isolates Fig. 24 Sensitivity distribution of clinical isolates
P. putida 8 strains P. cepacia 16 strains
% 106 cells/ml % 10 cells/ml
100 cella/m 100
S0 « AT-2266 90 o AT-2266
80+ s NFLX 80 4 NFLX
704 o PPA 70 © PPA
601 60+
50 501
40 401
30 30l
20t 201
10+ 10
MICUy/mifsa 005 01| ox om[om]ise[sufeas|ies 1']' 100 »mm.c ol mionlisanfenlizs] s [ w ] >wlTud
AT-2266 1 1D apa e 4] 1 116
NFLX 1 [ U3 a2 e
PPA_ L_HL [ 16 ] o el 2] 2]
% 10° cells/ml % 10° cells/ml
100~ 100~
9o o AT-2266 901 o AT-2266
80+ a NFLX 80 2 NFLX
70 o PPA 70. © PPA
60 60
501 50
40 40+
30 30+
20+ 20+
10+ 10+
MICGy/n1]s0 e[ 0.05T 0.1 T 0.2 Jo.38]0.781.56] 3. 13] 6 25T12.5 25 | 0. [ 100 [>100[Tous] MICGw/alfstefeos] o1 Joz [om[am[iss]an]en]izs] 5 [ s [ue]>u
AT-2266 10 3[ 1] 3 8 AT-2266 | 1 | 4 2,1 16
NFLX 2121 1] 3 8 NFLX | | 120100 2] 2 16
PPA 1] 1] 2[ 2] 2 8 PPA 1 T T T I 2[13]16
Fig. 23 Sensitivity distribution of clinical isolates Fig. 25 Sensitivity distribution of clinical isolates
P. maltophilia 25 strains A. faecalis 8 strains
% 10% cells/ml % 10* cells/ml
IOOF 100~
901 o AT-2266 90« AT-2266
80’- a NFLX 80 & NFLX
70 © PPA 70 o PPA
60 60}
50 501
40+ 40+
30+ 30
20+ 20+
10+ 10+
MIC(ug/ml )} s0.0250.05( 0.1 | 02 (039/078[1.56/3.13[6.25/12.5( 25 | 50 | 100 | >100{Total MIC(mg/ml )} <005 0.05] 0.1 | 0.2 {0.39/0.78|1.56|213/6.25|12.5| 25 | S0 | 100 | >100| Tatn)
AT-2266 2] 3] 7110 1] 2 25 AT-2266 1] 1 3l 21 8
NFLX 1] 3] 8/ 9] 2] 1] 1] [25 NFLX 1] 1 2| 4 3
PPA 1] 2] 2| 3[15] 2[25 PPA 1 3 3|1 8
% 10® cells/ml %
IOOF cells/m 108- 10® cells/ml
90r o AT-2266 901 o AT-2266
80 & NFLX 80 a NFLX
70+ o PPA 720 @ PPA
601 60
50 50}
40 40+
30+ 30+
20+ 2}
10~ 10+
MIC(up/mI}see{0.05] 0.1 | 0.2 0.39]0.78]1.56]3.13]6.25]12.5] 25 | 50 | 100 [>100]Total MICoy/mi]seeso.0s] 0.1 0.2[0.39[o.7[1.56[313]6. 2]12 5] 25 | s0 [ 100 [>100[Total
AT-2266 2 1{12] 5 3| 2 25 AT-2266 1 111/ 3] 1 1 8
NFLX 6] 3] 9] 4] 2] 125 NFLX 1 1 4/ 1 1] 8
PPA T 3111 5] 5[25 PPA 1 2] [ 3028
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Fig. 26 Sensitivity distribution of clinical isolates
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Fig. 27 Sensitivity distribution of clinical isolates
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Fig. 28 Sensitivity distribution of clinical isolates
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Fig. 29 Sensitivity distribution of clinical isolates
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Fig. 30 /In vitro activity of AT-2266 against clinical isolates

Inoculum size: 10%cells/ml

100

80

60

40
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Cumulative % of strains inhibited

MIC (pg/ml)

3 X O Salmonella sp. \=xt32% AT-2266 DHEIIT
NFLX X b §§\ A5, PPA it ~3\Vv £ MIC v
—7130.1~0.2 pg/ml T » 1o

Proteus |& (P. mirabilis, P.vulgaris, P.morganii,
P. rettgeri, P.inconstans) \Zxf3% AT-2266 DIE
JIENFLX X b4 55, PPA Xbh3+<h, o MIC
DE— 2713 0.39 pg/ml ZHA LTVt

S. marcescens, C. freundii, E.cloacae, E.aero-
genes (T L, 13E NFLX r RBRE, TS D
Bh%mRLIch, PPAXD3<h, MICOE - 7(30.2
~0.39 pg/ml Th - 70

P. aeruginosa, P. fluorescens, P.putida Gi% NF
LX L ABEOHEN%/RL, PPA X b, MIC &
—213.0.2~0.78 pg/ml T3 > 1zo P. maltophilia, P.
cepacia (=33 % AT-2266 OHEL NFLX, PPA X
ha <, MICD¥ — 7% 3.13~6.25 pg/ml Th - 72

A. faecalis, A.xylosoxidans, A.odrans, F.me-
ningosepticum Ti¥, NFLX, PPA X & -HEH%
A~L, MICDv — 27(%3.13~6.25 pg/ml T - 1o

B. fragilis ioxf L Tit, —RICHIE55 <, NFLX

APR.1984

strains
------ S. aureus (34
O-=——-0S. epidermidis (Y]
A-———-AS. pyogenes (50)
O-———-0S. pneumoniae (33)
E. coli (37)
o O K. pne 1 (48)
H———A K. oxyloca (20)
O——————0 P’ mirabilis (50)
@————@ P. vulgaris (40)
®———a P. reltgeri (40)
&——ou P. morganii (40)
XX P. inconstans (50)
@————@ Shigella sp. (45)
@———@ Salmonella sp. (50)
D——@ S. marcescens (34)
O——0 C. freundii (8)
®——® E. cloacae (50)
@®—————@ P. aeruginosa (50)
. . , Y PO, A P. cepacia (16)
50 100 >100 o ____m P mdltophilia (25)
©-———-® A. zylosoxidans (15)
@ ————@ F. meningosepticum ( 7)
) VAR X B. fragilis (27)

LRIBET, PPA L h3<h, TDE— 7125 pg/ml
Th 1%

2) BERSMERRICH T D AT-2266 DHESN

23 (18 786 BEKICAT 5 AT-2266 DHES OREEY
Fig. 30 /R L 1o

AT-2266 (X Shigella, E.coli, Salmonella, K.
oxytoca, P.vulgaris, P.mirabilis, K. pneumoniae,
P. morganii, E.cloacae, S.epidermidis iz, ¥
WHENERL, K5 OEEkIT 0.39¢g/ml LATFIS
i LT\t P.inconstans, P.rettgeri, C. freundii,
P. aeruginosa, S. aureus, S.marcescens, P.malto-
philia T3, BEHkD80%i% 3.13 ug/ml LI TFOWEETH
IE&E Nt P.cepacia, F.meningosepticum, S. pneu-
moniae, S. pyogenes, A.xylosoxidans, B. fragilis
T AHENERRFE <, 6.25¢g/ml~50pg/ml ik
Mo OEKLI LT T

3) ERIRrEERRIC T 5 B A D80S RE M LB

B L7 28E5H 838EMKIC X T 5 B EH oM E %,
Bk D80% IHIE T 2IBE TR LD Fig. 31 ChH Ho

AT-2266 (3.7 7 £[BHEERED Staphylococcus |§ (S.
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aureus, S.epidermidis) Tit NFLX kB R
BB RRTH, Streptococcus |§ (S. pyogenes,
S. pneumoniae) T NFLX X h i\ BAMEHOE
FEcx L, HOHENZRL, K oxytoca, Shigella,
Salmonella, P.inconstans, S.marcescens, E.aero.
genes TiX NFLX L RIBETH DA, MOBMICHL
TR 1BV L 2EBES DM TH B, 7 FUREHER
B0 P. aeruginosa Tik NFLX L RRBEETH 503,
FOMOEE T NFLX X bifiv, MEAKiTH5 B.
fragilis 3L Tix 50pug/ml #/xL NFLX icH~%
> T\ PPA DHENITXTOEMICI\ T AT-
2266, NFLX X D g\

3. BEFA

E. coli C-11BRiz 335 AT-2266 DR EEEA % NFLX,
PPA & Hi#t L o8t % Fig. 32iIT/R L1

AT-2266 ® MIC (% 0.1 pg/ml ©, NFLX o4 f&,
PPA @ 1/8 T& %5, MIC &inT 3 Al L b RABED
BEEA LR LI2A%, NFLX, PPA Tix¥sin 4 Btk
LAREE A S b, AT-2266 T 6 FefHILIE TR
bt 2MIC T AT-2266, NFLX (3387
fERDZED LT,

4. =y ARBBERC BT B RHR

1) E.coli B

E.coli C-11 ¥BREE L, F—%HT AT-2266,
NFLX, PPA X - TR L1 % Table 3 iZ/RL
1)

AT-22660D EDso (% 0.049mg/mouse #7~L, NFLX
LABKE Th - fchl, PPA X h/NSWERRLTS,

2) K. pneumoniae R&Y:

Fig. 31 The 80% inhibited concentrations (ug/ml)
of AT-2266, NFLX, and PPA against cli-
nical isolates

Inoculum size:10* cells/ml

MICso (ug/ml)
So.ll 0.2 0.?9 0.l7!l..56 3.‘13 0; 251.2‘52‘5 5? lqﬂ)lloo
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(34)
(8)
(50)
(10)
(50)
(12)
(8)
(25)
(16)
(8)
(15)
(14)
F.meningosepticum (7)
B.fragilis (21)
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E.coli
K.pneumoniae
K.oxytoca
Shigella sp.
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P.morganii
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P.putida
P.maltophilia
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Fig. 32 Bactericidal activity of AT-2266, NFLX, and PPA against E. coli C-11
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K. pneumoniae 3 K-25 % NRR & L7c L X DRLMY
Table 4 [Z/R L7

REERY s LU/ PRBEMR L b AT-2266 O EDy
i3/ /X ¢, NFLX, PPA & b3 < hr7-myspi
BRAR L1

3) P.vulgaris [&H%s

P. vulgaris GN-76 % Be%ui & L1 & & DRK¥% Ta.
ble 5 {278 L 7o

AT-2266 i NFLX ictt~, #5K 10° cells/ml ¢
D MIC i 8 s\ METH Bh3, BRETMHRTIX1/2
f&/v&\> EDso fHERLT TV 1

4) S.marcescens F&Yx

Table 3 Protecting effect of AT-2266 agamst E. coli infection in mice
- 1 [ Challenge | e | <o | MIC(ug/ml) | e
ge ‘ MIC (#g/ml) .
Organism | Drug dose MLD 5% | —me | EDs
‘ cells/mouae) (cells/mouse)| Mucin 108 J 10‘ J mg/mouse
AT-2266 1 0.1 1 | 0.049 (0.035~0.069)
E.coli C-11 NFLX 7.7%x10% 1x10° 3 + =0.05 50.05 ’ 0.053 (0.040~0.068)
PPA { | 1.6 | 1.56 0.282 (0.227~0.352)
Mouse : ICR,4W, 8 20+ 1g 6 animals/group
Challenge : LLP
Administration: P.O. 1 hr after infection
*EDso : Van Der Waerden method

Table 4 Protecting effect of AT-2266 agai

inst K. pneumoniae infection in mice

Challenge o MIC (pg/ml)
Organism Drug dose MLD 5% EDsw*
(cells/mouse)|(cells/mouse) Mucm 108 108 mg/mouse
AT-2266 1.56 0.2 | 1.60 (1.102~2.322)
NFLX 2.4x107 5.0x 108 - 1.56 | 0.78 >12.8
K. pneumoniae PPA ] R “ 50 25 >12.8
3K-25 AT-2266 | 1.56 I 0.2 0.635 (0.409~0.984)
NFLX 4.8x10°% ‘ 1.0x10% + ‘ 1.56 | 0.78 1 1.902 (1.412~2.563)
PPA | | | 50 25 | 11.403 (8.346~15.581)
Mouse : ICR,4W, 38 20+ 1g 6animals/group
Challenge : LP.
Administration: P.O. 1 hr after infection
*EDso : Van Der Waerden method
Table 5 Protecting effect of AT-2266 against P. vulgaris infection in mice
| Challenge |  MIC (ug/ml)
Organism Drug dose | MLD 5% — EDs*
(cells/mouse) 1(ce]ls/mouse) Mucin 108 10¢ mg/mouse
. | AT-2266 | | 0.39 | 0.39 | 1.269 (0.851~1.894)
P.vulgaris | |
GN-76 NFLX 4.5x107 | 4.0x107 + 0.1 0.05 3.020 (1.977~4.613)
| PPA ] 25 | 1.56 >12.8
Mouse : ICR 4W, 3 20+ 1g 6animals/group
Challenge : LP.
Adminijstration: P. Q. 1 hr after infection

*EDso : Van Der Waerder method
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Table 6 Protecting effect of AT-2266 against S. marcescens infection in mice

MLD

1x10%

Challenge
Organism Drug dose
(cells/mouce)
S. escens AT-2266
X "'zm NFLX | 4.0x10°
o PPA
Mouse : ICR,4W, 8 20+ 1g 6 animals/group
Challenge . LP

Administration: P.O.
*EDso : Van

Table 7 Protecting effect of AT-2266 against P. aeruginosa infection in mice

1 hr after infection
Der Waerder method

5%

(cells/mouse)| Mucin

+

" MIC (ug/ml)

108

1.0
1.56

0.78

100

0.39
0.1
1.56

EDso*
mg/mouse

0.099 (0.063~0.156)
0.074 (0.035~0.159)
0.317 (0.221~0.455)

_ —
Challenge | MIC (pg/ml)
Organism Drug dose MLD 5% - EDs*
(celIs/mouse)|(cells/mouse) Mucin 108 —[ 108 mg/mouse
AT-2266 1.56 1.56 0.252 (0.164~0.385)
NFLX 7.3x107 5.0x 108 - 1.56 0.78 0.282 (0.227'\'0.352)
P.acruginosa | PPA 50 25 | 1.902 (1.412~2.563)
E-7 AT-2266 1.56 1.56 0.158 (0.126~0.20 )
NFLX 7.3x%102 5.5% 10?2 + 1.56 0.78 0.567 (0.480~0.666)
PPA 50 25 1.695 (1.288~2.230)
AT-2266 3.12 1.56 3.20(2.2047~4.6446)
NFLX 2.9x 108 2.7x107 - 3.12 1.56 >12.8
P. aeruginosa | PPA 100 | 50 >12.8
PI-67 AT-2266 » 3.12 | 1.56 | 0.5040(0.3472~0.7315)
NFLX ! 5.4x10°% : 2.7x 104 + 3.12 1.56 | 0.80 (0.5868~1.0907)
PPA | | 100 50 >12.8
Mouse : ICR,4W, 3 20+ 1g 6 animals/group
Challenge : LP

Administration: P.O.
*EDso : Van

Table 8 Protecting effect of AT-2266 against A

1 hr after infection
Der Waerden method

. calcoaceticus infection in mice

|
Challenge | P MIC (gg/ml) *
Organism Drug o | MLD 5% ED:o
(cells/mouse)'(cells/mouse) Mucin 108 108 mg/mouse
AT-2266 1.56 1.56 | 4.5255(3.0959~ 6.6152)
NFLX 3.0x108 1.2%x108 - 12.5 3.12 | 8.5261(5.4664~13.2985)
A. calcoaceticus PPA 100 50 >12'8,,,,,,, ]
402 AT-2266 1.56 | 1.56 | 1.60 (1.154~2.2183)
NFLX 2.6x107 5.5%x 108 + 12.5 3.12 >12.8
PPA 100 50 >12.8
Mouse : ICR,4W, 8 20+ 1g 6 animals/group
Challenge : LP.

Administration: P.O.
*EDsp

1 hr after infection

: Van Der Waerden method
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Fig. 33 Serum level
mouse: ICR,4W, 8,19+ 1g
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S. marcescens No. 2 % RME L L7-% 2O > Ta-
ble 6 L/~ L 2o

AT-2266 @ EDs fifii3 0.099 mg/mouse T, NFLX
LIHEF%ET, PPA X hF<hTV i

5) P.aeruginosa B4y

P. aeruginosa E-7, 33X U P. aeruginosa PI-67 %
BRE L Lick EORMA Table 7 1R L1

P. aeruginosa E-7 Ti3, KBEERHICIsITH AT-
2266 ® EDso fHix NFLX X i2EREDbTFnic/hE v
fi£ 0.252mg/mouse #7;~L, PPA X h+<{hTuv i,
IEERERIC IS\ Th AT-2266 (2 NFLX, PPA X b
/NE\~ EDso flE T3 - 7o

P. aeruginosa P1-67 OBE, AERERY, NEER
Yur & AT-2266 © EDso fEiz B $/h& <, NFLX, PP
A L DTSRRI EHRELY R LTS

6) A.calcoaceticus F&Hy

A. calcoaceticus 402 ¥ REFE L L1 T ORKE *
Table 8 Z/RL 7o

AEBERY, DNERERY L d AT-2266 O EDso fHiX
N& <, NFLX, PPA X H 3 < hICBHBEHRAY R LIS

5. = v AMEFRE

AT-2266 ¥ X U° PPA #ZhZh 2mg/mouse, 1mg
/mouse ¥ 7= NFLX % 2mg/mouse &5 L L 2
D=y ADMAFPREDORF% Fig. 33 IR L7

AT-22660 v — 7 (3 E5E# 15412H h 2 mg/mouse
B5 T 8.4pg/ml Tohoto NFLX, PPA DY — 71

B b 1 BMIT 2mg/mouse {5 TEhLh 0.65 pg/ml,
8 pg/ml T »tco AT-2266 D1t NFLX,
PPA X V3 <¢h, #53mMKTY 2.5pg/ml (2mg
BE) #RL1S
m. * =

vy FuhrEvggRii#ER (Norfloxacin, Pipemi-
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IN VITRO AND IN VIVO ANTIBACTERIAL ACTIVITIES OF AT-2266,
A NEW PYRIDONECARBOXYLIC ACID ANTIBACTERIAL AGENT

SacHiko GoTto, AkiyosH1 Tsuji, MasaTosHl Ocawa, YAsuko KANEKO
SHuicHI M1yazaki, YuMIko MuTo, and SHoOGo KUWABARA
Department of Microbiology, School of Medicine, Toho University

In vitro and in vivo antibacterial activities of AT-2266, a new pyridonecarboxylic acid antibacterial agent, were
compared with those of the same class of antibacterial agents, norfloxacin and pipemidic acid, and the following
results were obtained.

AT-2266 was active against gram-positive and gram-negative organisms, especially E. coli, Shigella, Salmonella,
Klebsiella (K. pneumoniae, K. oxytoca), Proteus sp. (P. mirabilis, P.vulgaris, P. morganii), E. cloacae and
S.epidermidis. It was more active than pipemidic acid and as active as or slightly less active than norfloxacin.

AT-2266 was as active as norfloxacin against P. aeruginosa and S. marcescens, and more active than norfloxacin
or pipemidic acid against fermentative organisms, such as P. maltophilia, P. cepacia, A. faecalis and F.menin-
gosepticum.

It was found that AT-2266 had a more potent bactericidal activity against E. col{ than did norfloxacin and
pipemidic acid.

AT-2266 was superior to norfloxacin and pipemidic acid in protecting infections with K. pneumoniae, DP.
vulgaris, P.aeruginosa and A. calcoaceticus in experimental infections in mice.



