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Fig.1. Chemical structure of T-3262.
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E. coli TK-16 Rfuics L T-3262 o ED 50 i3k
#EFEC 0.0027 mg/mouse, CP #5RE XU AZ #
L 0.0051 mg/mouse & WWFHOFREWTD
NFLX X0 OFLX X h@Bh-IBREHREYR LI
K. pneumoniae Y-41 R¥uizxf L T-3262 o ED 50
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Table 1. In vivo antibacterial activity of T-3262, NFLX and OFLX against
systemic infection in mice caused by Escherichia coli TK-16

b MIC (ug/ml) EDso (mg/mouse) (95% confidence limit)
rug
108 (cells/ml) 10® (cells/ml) cp2 AZ» Normal
0.0051 0.0051 0.0027
T-3262 0.00625 0.0%5 (0.0036—0.0071) | (0.0036—0.0073) | (0.0021—0.0035)
0.064 0.056 0.035
NFLX 0-025 0.05 (0.041—0.099 ) | ( 0.040—0.079 ) | ( 0.028—0.043 )
0.011 0.013 0.0092
-
OFLX 0.025 0-05 (0.0080—0.015 ) | (0.0094—0.018 ) | (0.0072—0.012 )
Strain . Escherichia coli TK-16

Challenge dose
cyclophosphamide (CP)

ta) 1.1X107 cells/mouse i.p. infection at 4th day after i.p. administration of 5mg/mouseX1 day

b) 1.1X107 cells/mouse i.p. infection at 1st day after p.o. administration of 2mg/mouseX4

days azathioprine (AZ)
Therapy
Animal
Calculation of EDso : LitcurieLp WiLcoxoN method

: Oral administration at 1h after i.p. infection
: SLC/ICR strain mice, 20+1g, 3, 10 mice/group
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Table 2. In vivo antibacterial activity of T-3262, NFLX and OFLX against
systemic infection in mice caused by Klebsiella pneumoniae Y-41
b MIC (ug/ml) EDso (mg/mouse) (95% confidence limit)
rug
108 (cells/ml) 10® (cells/ml) Ccp? AZ» Normal
0.22 0.42 0.20
- . 0.2
T3z 0-1 (0.17—0.28) (0.33—0.53) (0.14—0.29)
2.05 5.00 1.96
FL . 0.2
NFLX 0-1 (1.45—2.89) (3.47—7.20) (1.37—2.80)
0.27 0.45 0.23
0.2 0.
OFLX % (0.20—0.37) (0.33—0.61) (0.17—0.30)
Strain : Klebsiella pneumoniae Y-41

Challenge dose
cyclophosphamide (CP)

ta) 1.9X10° cells/mouse i.p. infection at 4th day after i.p. administration of 5mg/mouseX1 day

b) 1.9X10° cells/mouse i.p. infection at 1st day after p.o. administration of 2mg/mouseX4

days azathioprine (AZ)
Therapy
Animal
Calculation of EDso - LitcHFIELD WiLcoxoN method
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B T-3262 DATFRIL 100%, MALEROMERIL
80% ELRBEX L vEI T\ % 7 0.1mg/mouse
HRBFTL T-3262 0 AFERIZ 0%, MREERON

Table 3. Theraputic effect of T-3262, NFLX and OFLX on experimental pneumonia
caused by Klebsiella pneumoniae Y-41

D MIC Dose (mg/mouse) Survival Eradication (%)
e (ug/ml) XNo. of doses (%) bacterial negative/total
Control — — 0 0
T-3262 0.1 0.1X6 90 50
1.0X6 100 80
NFLX 0.1 0.1X6 10 0
1.0X6 60 Q
OFLX 0.2 0.1X6 70 0
1.0X6 80 20

Challenge dose ; 1.0X10%cells/lung
Animal
Therapy
po 2 times/day.
MIC

; 4 week old SLC/ICR § strain mice were used.
; Therapy was started 4h after infection, and drugs were administered

; Inoculum size, 1 loopful of bacterial suspension (106cells/ml)
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Challenge dose: 4.0X10° cells/mouse Challenge dose: 2.1X103 cells/mouse
=1t =1} {»
g g
25l v = 6
=z ==
8% Eh
L5 5r ©3 5t
K 28
S 4f = 4l
s —
2 ¥ w
= , L1 S
,Cont. T-3262 NFLX OFLX ~ Cont. T-3262 NFLX OFLX
MIClgmt) 0.2 0.1 0. MIC(g/m) 0.1 0.1 0.2
Proteus mirabilis T-111 Proteus mirabilis T-287
Challenge dose: 5.9X10* cells/mouse Challenge dose: 3.9X 103 cells/mouse
272 6F S 6l
23T 0T [
<2 R
274k E7af
s gl ® 3t
EA - E,]“ =
Cont. T-3262 NFLX OFLX Cont. T-3262 NFLX OFLX
MIC(g/ml) 0.2 01 0.2 MIC( g/ml) 0.2 0.1 0.2

Cont:control
Fig.2. Theraputic effect of T-3262, NFLX and OFLX on experimental
urinary tract infection in mice.

Staphylococcus aureus F-230 Challenge dose: 9.6X108 cells/mouse

100
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L 80 T-3262 NFLX OFLX
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Fig.3. Therapeutic effect on experimental subcutaneous abscess infection in mice.
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Table 4. Theraputic effect of T-3262, NFLX and OFLX on experimental pneumonia
caused by Pseudomonas aeruginosa S-406

b MIC Dose (mg/mouse) Survival Eradication (%)
Tue (pg/ml) XNo. of doses (%) bacterial negative/total
Control - — 0 0
T-3262 0.1 0.1X6 40 40
1.0X6 100 100
NFLX 0.78 0.1X6 0 0
1.0X6 20 20
OFLX 0.78 0.1X6 30 30
1.0X6 100 100

Challenge dose ; 3.2X10%cells/lung
Animal

5 week old SLC/ICR strain mice, pre-treated with 250mg/kg of

cyclophosphamide 5 days before infection were used.

Therapy
po 2 times/day.
MIC

KEiL 50% EXBEAL HER T,

P. aeruginosa S-406 Rz xt L T-3262 o 1mg/
mouse ¥} L 0.1 mg/mouse BHFEDEFERIT 100%
BIO40%, MHREEROMEARIL 100% ¥ X 40%
L OFLX L i3i¥FA% T NFLX I hEh T\ i,

4. = v AETBECHT 5 EESR

~ v AR TFIEECT 5 T-3262 oiaEEE % NFLX
I OFLX LH#L, TR~ Fig.3 iR Lo

S. aureus F-230 9.6x 10%cells/mouse #EfEH, &K
FTHEBETH L, WThoRAck Tt BRGNS
BEEEOBANELN, Lokt T-3262 DRESDE
BWThoBAECEWTHRIBR T,

II1. & ®

HEEY) Py AL R VBRAEAOMBID T E L
<, A TIt NFLX?, OFLX?®, enoxacin (ENX)®
PERICAIhTH5, Thb OFEHTESK DR REH
T» % nalidixic acid (NA), piromidic acid (PA),
pipemidic acid (PPA) & H# LT 7 7 AEHEIR L
TERCHEAIERTC g, 75 2BHECLH
W ERT, T-3262 1375 ABEZX L LD /5
AR, MEMECY URREANEA 7 +54%
BFL BOFEIERTHLOEY F oL R VBRI
BRI ThHD, =0 T-3262 0 in vitro =k 5Ehic
HEFEAVBERCWHERKBRINE 02 FHT 5108
% DEBIRES AT FVTHRE L,

Tihbt CP #h52 AZ #ECREVETI® <
v ALEHRY et L, T-3262 (3 OFLX & 2 i3R%0D
BEYRER LI, 20z &3, BEEEREDTWS
Compromised host ~DFIEx % % % L THEFKE .

; Therapy was started 4h after infection, and drugs were administered

; Inoculum size, 1 loopful of bacterial suspension (10° cells/ml)
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THERAPEUTIC EFFECT OF T-3262, A NEW PYRIDONE
CARBOXYLIC ACID ON VARIOUS
EXPERIMENTAL INFECTIONS
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parison with norfloxacin (NFLX) and ofloxacin (OFLX).

The therapeutic effects of T-3262 on various experimental infections in mice were studied in com-

1) The therapeutic effect of T-3262 was equal or superior to those of OFLX and NFLX against

systemic infection in mice treated with immunosupressive cyclophosphamide or azathioprine.

2) On urinary tract infection with Gram-negative bacteria in mice, the therapeutic effect of T-3262

was equal to those of OFLX, and was superior to those of NFLX.

3) On pneumonia with Klebsiella pneumoniae and Pseudomonas aeruginosa in mice, the therapeu-

tic effect of T-3262 was equal or superior to those of OFLX and NFLX.

was superior to those of OFLX and NFLX.

4) On subcutaneous abscess with Staphylococcus aureus in mice, the therapeutic effect .of T-3262



