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(£)-7-(3-amino-1-pyrrolidinyl)-6-fluoro-1-(2, 4-diflu-
orophenyl)-1, 4-dihydro-4-oxo-1, 8-naphthyridine-3-
carboxylic acid p-toluenesulfonate hydrate

Fig. 1. Chemical structure of T-3262.
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T-3262 DEEFEKICH T HHE % CPFX, OFLX,
NFLX # X0° PPA % WRIEH & L CHEKREH L,
Table 1 TRL %, 77 ABHERED S. aureus I X
Wt S.pyogenes X+ 5 T-3262 o MIC i 0.0125~
0.2 ug/ml THBEHI VDI EZ N TENRCETH-»
Tzo BaD 75 aaMEC 3 5 T-3262 » MIC i
<0.003~0. 39 u#g/ml ¢ CPFX &i2i¥HE% ¢ OFLX,
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S. aureus 106 ¥k, methicillin-resistant S. aureus
(MRSA) 79 #k, Staphylococcus epidermidis 107 ¥,
S. pyogenes 96 ks XU S. pneumoniae 21 FRiZxT 5
T-3262 DREH: © — 712 0.025~0.1 ug/ml THHBE
Flibd 3~4 BLUEEBWETHD, 30 ERH
BH%HE LT\ (Fig. 2~6), E. faecalis 82 fk¥ LU
Enterococcus faecium 32 B ixi3% T-3262 o R
P — 2% 0.39~0.78 ug/ml T CPFX X »h 1%,
OFLX # X 0" NFLX X b 2~3 BENICETH- 1=
(Fig. 7,8),

E.coli 95#k, Klebsiella pneumoniae (K. pneumo-
niae) 50 bk¥ks X O Klebsiella oxytoca (K. oxytoca) 48
riexi+ 5 T-3262 0 Rz — 27X 0.01~0.05 ug/
ml T CPFX Xi2i¥[%, OFLX % X0 NFLX X b
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Fig.6. Antibacterial activity of T-3262. Fig. 8. Antibacterial activity of T-3262.
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3262. Fig. 20. Antibacterial activity of T-3262.
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Antibacterial activity of T-3262. Fig.24. Antibacterial activity of T~3262.

Neisseria gonorrhocac(19  strains)
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0.01 0.20 3.13 50
MIC(ug/ml)
CPFX ciprofloxacin; OFLX,ofloxacin;
NFLX norfloxacin; PPA,pipemidic acid

Antibacterial activity of T-3262. Fig. 25. Antibacterial activity of T-3262.
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Dacteroides fragilis (34 strains)
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Fig.26. Antibacterial activity of T-3262.

Clostridium difficile (26 strains)
10°CFU/ml
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NFLX norfloxacin; PPA pipemidic acid

Fig.27. Antibacterial activity of T-3262

Clostridium perfringens (16 strains)
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NFLX norfloxacin; PPA,pipemidic acid

Fig.28. Antibacterial activity of T-3262.

NA resistant gram-negative bacteria
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Fig.29. Antibacterial activity of T-3262.
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1~3 %, PPA X b 4~7 BENETHoN (Fig9
~11), Enterobacter cloacae (E.cloacae) 95 B,

Citrobacter freundii (C.freundii) 7T1#k¥ X U8 S.
marcescens 113 B35 T-3262 DRERZHEE — 712
0.025~0.1 ug/ml CHEHKEVWERZIEIMEZTL
CPFX Li3iZRAZSH BV IEETFH B0 OFLX &4
vt NFLX L b 1~2 %, PPA X b 4~6 BELIE
Tk -1 (Fig. 12~14), Proteus mirabilis (P. mira-
bilis) 84 #, Proteus vulgaris (P. vulgaris) 78 %,
Providencia rettgeri (P.rettgeri) 59 #k¥ LU° Mor-
ganella morganii (M. morganii) 85 e+ s T-
3262 DELE M € — 71 0.025~0.2 pg/ml T CPFX X
hEF4H 5% 00 OFLX 3108 NFLX LiFRET
PPA I b 4~6 ‘BEHIfETH -1 (Fig.15~18),

Salmonella spp. 108 3 L% Shigella spp. 108 £
zxf LT T-3262 1% 0.05 pg/ml TETOERORE %
[RiE L CPFX ri2igA%, OFLX kXU NFLX X b
o %K, PPA X b 9BFREEh Tz (Fig 19,200,

P. aeruginosa 95 kk, Pseudomonas cepacia (P.
cepacia) 51 Hk¥ X U° Xanthomonas maltophilia (X.
maltophilia) 51 BRiexi+2% T-3262 DEZHEE - 71X
0.2~6.25 ug/ml T CPFX, OFLX ¥ XU NFLX X
h 1~47%, PPA X b 6~8 HENIETH - (Fig
21~23),

H.influenzae 80 ¥ricxd LT T-3262 1% 0.01 ug/ml
L TOEROEE ML L, CPFX L2 ERA%,
OFLX % X 08 NFLX X b 2~3 %, PPA 1 h 8 &R
EER T (Fig 24,

N. gonorrhoeae 19 izt LT % T-3262 1% 0.01 ugl
ml T2 TOEKORERMIEL, CPFX LIZIER%,
OFLX % X0 NFLX b 2~4 &, PPA XD 8 =
gEEh T\ (Fig 25)

Bacteroides fragilis 34, Clostridium difficile
26 #k3s L U8 Clostridium perfringens 16 FRiIC T 5
T-3262 DEZH: Y — 713 0.1~0.78 pg/ml T CPFX,
OFLX % X0 NFLX 1 b 1~7 EEWIETH -0
PPA 0 = h b DEIEICH T 2 FEEIEI1587 - 1o (Fig.
26~28),

NA o MIC fist 25 pg/ml LLERTT 7 7 ARHEE
136 #% (E.coli 9#k, K.pneumoniae 4¥, E.cloacae
158k, C.freundii 18k, S.marcescens 49 ¥, P
mirabilis 5%, P.vulgaris 18, P.retigeri 29 b
YU M. morganii 6% wwxt L T-3262 AR
BE A ETRET CPFX ki iE¥A%, OFLX & LU
NFLX @ hEF@Eh, PPA kb5 HFEhAHEREEY
& Lic (Fig 29),

>100
100
50 .
%5 i
12.5 Ll
6.25
3.13
1.56
0.78
0.39
0.2
0.1
0.05
0.025

<0.025

<0.025 0.05 0.2 0.78 313 12.5
0.025 0.1 0.39 1.56 6.25 25

MIC of T-3262(xg/ml)

ool
o

r
o or}
G
2

L
o=
L

Cleees
B

MIC of Norfloxacin(gg/mt)

T o[\ _o»| Owa| moshl

50 >100
100

A E.colii OsE.cloacae, W;C freundii,
@ : S.marcescens, QO P.retigeri, O;other strains

Fig.30. Correlation of MICs between T-3262
and norfloxacin against NA-resistant
Gram-negative bacteria (136 strains).

% ¢= T-3262 . norfloxacin & MIC DFEE]% Fig.
30 R Lizps, T-3262 13 & OEifEics\Td norflo-
xacin L IZEASZ 1SS VI ERTCHEIE R LI
(Fig. 30),

GM o MIC fiiAt 25 pg/ml U ERRT 77 Akt
B 87k (K.oxytoca 1#k, E.cloacae 1514, C. freu-
ndii 11, S.marcescens 31%k, P.mirabilis 2%,
P.vulgaris 3%k, P.rettgeri 6k, M. morganii 4 B
35 T O P. aeruginosa 24 #) R L, T-3262 1% CPFX
Li3¥E%, OFLX % X0 NFLX X h 1~2 &, PPA
I b e HREEBNHERELR L (Fig 31),

% #- T-3262 L norfloxacin & ® MIC DHHEI% Fig
32 R LEns, T-3262 13 X OEER R\ T norflo-
xacin I b Ehi-HiEHER L (Fig 32),

3. BEER

a) MIC & MBC

T-3262 @ S.aureus SMITH, E.coli ML 4707, P.
aerguinosa GN 11189 %5 L U¢ S. marcescens GN 7577
x5 % MIC & MBC %5RIEH & [LBHES L Table
2 R Uiz, T-3262 13L& OFfEcks\ T MIC i
MBC f& & OEIICiZ LA EENR D b i -1, #E
BEOMEICOWTIL S. marcescens GN 7577 TEF
bt MOBEETRRLALRD DAL
o

b) HFEMRICE JIETRE

T-3262 O 4 AT S XET HELRRE
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Table 2. Effect of inoculum size on the bactericidal activity of T-3262
Inoculum T-3262 Ciprofloxacin Ofloxacin Norfloxacin
Organism size
(CFU/ml) Mic* MBC* MIC MBC MIC MBC MIC MBC
1.3x107 0.05 0.05 0.20 0.39 0.39 0.78 1.56 1.56
Staphylococcus aureus 1.3X108 0.025 0.05 0.10 0.20 0.39 0.78 1.56 1.56
SMITH 1.3X10° 0.0125 0.05 0.10 0.20 0.20 0.39 0.78 0.78
1.3Xx10* 0.0125 0.025 0.10 0.10 0.10 0.20 0.39 0.78
1.1X107 0.0125 0.0125 0.0125 0.025 0.10 0.20 0.10 0.20
Escherichia coli 1.1X10° 0.006 0.0125 0.0125 0.0125 0.05 0.05 0.05 0.05
ML 4707 1.1X10% 0.006 0.0125 0.0125 0.0125 0.05 0.05 0.05 0.05
1.1x10¢ 0.006 0.006 0.0125 0.0125 0.05 0.05 0.05 0.05
1.4X107 1.56 3.13 0.78 1.56 6.25 12.5 3.13 6.25
Pseudomonas aeruginosa | 1.4X108 0.73 1.56 0.78 1.56 6.25 6.25 3.13 6.25
GN 11189 1.4X10° 0.39 0.78 0.20 0.39 3.13 3.13 1.56 3.13
1.4X10* 0.39 0.39 0.20 0.39 0.78 1.56 0.78 1.56
2.3X107 | >12.5 >12.5 >12.5 >12.5 >12.5 >12.5 >12.5 >12.5
Serratia marcescens 2.3X10° 1.56 1.56 1.56 1.56 6.25 6.25 6.25 12.5
GN 7577 2.3X10° 0.78 1.56 0.73 0.78 3.13 3.13 3.13 6.25
2.3X10* 0.39 0.78 0.39 0.39 1.56 1.56 1.56 3.13
* ug/ml
GM-resistant Gram-negative bacteria >100 &
(87 strains) 10°CFU/ml 100
100( 4 p 50 .
25 il
. 80 ~ 125 AN
X E *
% 60 £ 6.5 :
3 = 3.13 :
= J (el (e]
-é 40 S 1.5 g i
3 5 0.8 8
20 5 0.3 CR
Z 0.2 T ° g ®
0 3 T f
<0. 0. . © 0.1 i ;
lop. 001 0.20 313 g 0.05
3 0.025
S\; 80 <0.025
g <0.025 0.05 0.2 0.78 .13 2.5 50 >100
g 6oL 0.025 0.1 0.39 1.56 6.25 25 100
g . MIC of T-3262(yug/ml) .
40 :
é OFLX PPA W E.cloacae, @;S.marcescens, [1; P.rettgeri,
%’ 20+ % A M.morganii, O;P.aeruginosa, ‘A ;other strains
17} N .
= "“::"\\\-‘A Fig.32. Correlation of MICs between T-3262
<0 0.78 12.5 >100 and norfloxacin against GM-resistant
0.0 0.20 3.13 50 Gram-negative bacteria (87 strains).
MIC(ug/ml)

CPFXciprofloxacin; OFLX,ofloxacin;
NFLX norfloxacin; PPA pipemidic acid
GM,gentamicin

Fig.31. Antibacterial activity of T-3262.

K & HBRE Lic, S.aureus SMITH 1= xf LTI 4 3K
Fl&d MIC BB ETREMIER Licss, ThIUT
DEE TIXEBENIER T - 7= (Fig. 33), E. coli ML,
4707 R LTk 4 FFI &b MIC BE CHORE YT
£ fAIEL, T-3262 % Xo¢ CPFX % 1/2MIC BE T

BB IER L1 (Fig 34), P aeruginosa GN
11189 =%t LT, T-3262 3 X0t OFLX 13 MIC T
BOXRE#F2Hik LA, CPFX % X0t NFLX ¢
(% 24 BRI CTHROB MM AR S 5 hie (Fig 35), S.
marcescens GN 7577 jzxt LTIk 4 EFI L 4 1/2 MIC
BEL ECHERER Licht 24 BTz 2 MIC #&
ETuFh oL bEOBEHMENRD bh: (Fig
36)0
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T-3262 ciprofloxacin ofloxacin norfloxacin
[(MIC 0.025,g/ml)  [(MIC 0..24g/ml) [(MIC 0.24g/ml)

No. of viable cells/ml(log)

1 1 L 1 |
U-20 2 4 6 Hu-20 3 46"
N Incubation time (hr.)
| :Addition of drug

Fig. 33. Bactericidal activity of T-3262 against Staphylococcus aureus SMITH.

T-3262 ciprofloxacin ofloxaci floxais

161 (MIC 0,013 ! P! X Xacin norfioxam
L 3ug/ml) L(MIC 0.013Ag/m’l’)_ [ (MIC 0.05,g/ml) (MIC 0.05,¢/ml}__
S > v 7

8
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[
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llL“__, 1 1 1 4
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Fig. 34. Bactericidal activity of T-3262 against Escherichia coli ML 4707.

10 r T-3262 ciprofloxacin ofloxacin norfloxain
(MIC0.78g/ml) (MIC 0.39ug/ml) MIC 3.13 1 MIC 1.56 1
! /:)\ v [ ug v [( C ﬂg/m)/ [:( ygi/m)/
ER: SV x© /
Z [
E
2 6
3
2
g 4
>
3
1 ! 1 L L Ly 1 I 1 1 j
20 2 46 24-20 2 4 6 4-30 P -2 0 2 4 6 "4

I
2 4 6
)

Incubation time(hr.
| :Addition of drug

Fig. 35. Bactericidal activity of T-3262 against Pseudomonas aeruginosa GN 11189.
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100 T-3262 ciprofloxacin _ ofloxacin norfloxain
_ [(MIC 0.39g/m1) [(MIC 0.78g/ml) T(MIC 1.564g/ml) . [(MIC 1.56ug/ml)
3 f L L
2
2
Ei
2
3
>
s
S
Z
L 1 1 1 1 1 1 '
Tt o T 6 M-z 0 2 46 n
|:Addition of drug Incubation time(hr.)
Fig. 36. Bactericidal activity of T-3262 against Serratia marcescens GN 7577.
Table 3. Frequency of spontaneous mutants resistant to T-3262
1 ti
Organism Compound Selected concentration Frequency
(ug/ml)
2 MIC ( 0.025) 1.3X10°8
T-3262 4 MIC ( 0.05 ) <7.7X107°
ciprofloxacin 2 MIC ( 0.39 ) 6.2%X1077
Staphylococcus aureus 4 MIC ( 0.78 ) <7.7X107°
SmITH floxacin 2 MIC ( 0.39) 8.3X1077
otioxact 4 MIC ( 0.78 ) <7.7X107°
orfloxacin 2 MIC ( 0.78 ) 1.0X107¢
nortioxact 4 MIC ( 1.56 ) 3.4X1077
T-3262 2 MIC ( 0.025) <1.1X107°
o . cibrofloxacin 2 MIC ( 0.025) 4.6X1078
Escherichia coli protio 4 MIC ( 0.05 ) <1.1X10°°
ML 4707
ofloxacin 2 MIC ( 0.10 ) <1.1X107°
norfloxacin 2 MIC ( 0.10 ) <1.1X107°
2 MIC ( 1.56 ) 3.8%x107°
T-3262 4 MIC ( 3.13) <1.3%107°
ciprofloxacin 2 MIC ( 0.78 ) 2.7X1078
Pseudomonas aeruginosa 4 MIC ( 1.56 ) <1.3x107°
GN 11189 ofloxacin 2 MIC ( 6.25 ) 1.9X1078
4 MIC (12.5 ) <1.3%X107°
norfloxacin 2 MIC ( 3.13) 3.6%X1078
4 MIC ( 6.25 ) <1.3%X107°
T-3262 4 MIC (3.13) | 9.7X107%
Serratia marcescens ciprofloxacin | 4 MIC ( 3.13 ) 3.1X1078
GN7577 ofloxacin 4 MIC ( 6.25) 4.1X1077
norfloxacin 4 MIC ( 6.25 ) 5.4X1077
4. BAMMEHBFAE P. aeruginosa GN 11189 iz LTix, 4 FH &% 2 MIC

T-3262 iwxi1 5 HAMMMEHBEEE Y HBEA L It BECERERROHEEOHRENR D bh i, 4
Bifat L Table 3 1278 L1z, S.aureus SMITH % X O MIC #E i3, T-3262, CPFX % X7t OFLX 1zis\»
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Challenge dose | Compound MIC EDso with 95% confidence limit
(mg/kg)
(CFU/mouse) (pg/ml) 8/ X8 10.0 100
T T '
1.65
T-3262 0.0125 ——
(1.27-2.15)
1.1X107 e
. CPFX 0.20 (9.45-17.3)
10.4
( 5 %mucin) OFLX 0.20
(7.21-15.1)
32.5
NFLX 0.39
(16.5-103.9)

Therapy : p.o. immediately after i.p. infection
EDss : Probit method(n=10)

Fig. 37.

Protective effect of T-3262 against Staphylococcus aureus SMITH-

induced systemic infection in mice.

Challenge dose | Compound MIC EDso with 95% confidence limit
(CFU/mouse) (ug/ml) 1.0 (mg/kg) 10.0 10.0
0.22
T-3262 0.0125 —e—
(0.16-0.30)
0.33
2.4%107 CPFX 0.0125
(0.23-0.48)
0.61
OFLX 0.05 ——i
(0.43-0.87)
NFLX 0.05 20,
(2.06-3.77)

Therapy : p.o. immediately after i.p. infection
EDso : Probit method(n=10)

Fig. 38.
systemic infection in mice.

Table 4. Inhibitory effect of pyridone-carboxylic acids
on DNA gyrase supercoiling activity

Escherichia coli KL-16
Compound
MIC (ug/ml) IDso (ug/ml)
T-3262 0.025 0.20
Ciprofloxacin 0.025 0.29
Ofloxacin 0.10 0.36
Norfloxacin 0.10 0.43

TIXHEED HBIXBE D bhigd » %, E.coli ML
4707 b LTk CPFX i 2 MIC B ChtEE ©
HEMNZED b, MO CImEEOHBIIRD
bRz d o teo S.marcescens GN 7577 st LTI,
4FH L 4MIC BETH EHERAORMEEOHE
ﬁ:?n]pbb Eh'ﬁ:o

5. E.coli DNA gyrase =33 5RHEER

Protective effect of T-3262 against Escherichia coli ML 4707-induced

T-3262 @ gyrase X T HEEFER LR BEH &
B#Rat L Table 4 T /R L7, T-3262, CPFX, OFLX
% L0 NFLX o supercoil Kinic3 5 IDs, fEIX%
% 0.20, 0.29, 0.36 ¥ X U' 0.43 ug/ml < T-3262
13 gyrase {EMEER R SR BEE Lz,

6. ~ v AERMBRPIECHT 5 T-3262 DHBRERFE

~ v ARBRMRESEE T 5 T-3262 DIBESHR LR
FRIEH & He#st L Fig 837~40 2R L7z, S. aureus
SMITH 1zxt35 T-3262 o EDy, fEi3 1. 65 mg/kg T
OFLX X b 6% NFLX X b# 20 fEENT-EEXRL
too E.coli ML 4707 % X O P.aeruginosa GN 11189
cHt3 5 T-3262 o EDj fEIX 0.22 35 X0 10.1mg/
kg © CPFX lti2i¥ME%, OFLX % X NFLX X b
2~12 f5EN %R L S. marcescens GN 7577 i
st+% T-3262 © EDjy, fti3 25.1mg/kg T CPFX
F IO OFLX LBIZEAENETEHAETH -
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Challenge dose | Compound MIC EDso with 95% confidence limit
(CFU/mouse) (ug/ml) | | o (mg/ke) 10.0 100
T T T
10.1
T-3262 0.78 —e—
(7.66-13.4)
9.48
2.9%X10° CPFX 0.39 ——
(7.27-12.3)
24.0
(5 %mucin) OFLX 3.13 ' J
(16.2-36.8)
70.7
NFLX 1.56
(53.2-94.5)

Therapy : p.o. immediately after i.p. infection
EDso : Probit method(n=10)

Fig. 39.

Protective effect of T-3262 against Pseudomonas aeruginosa GN 11189~
induced systemic infection in mice.

Challenge dose | Compound MIC EDso with 95% confidence limit
(mg/kg)
(CFU/mouse) (ug/ml) 1.0 8/Kg 10.0 100
T T T
25.1
T-3262 0.78 ——i
(18.6-35.7)
9.0X10* CPFX 0.78 I'-E‘O—'
0X .
(9.10-19.2)
(5 %mucin) OFLX 1.56 '—19*-5-'
mucin .
” (13.4-31.0)
NFLX 1.56 A
(44.6-75.2)

Therapy : p.o. immediately after i.p. infection

EDso : Probit method(n=10)

Fig. 40.

Protective effect of T-3262 against Serratia marcescens GN 7577-

induced systemic infection in mice.

II1. % B

€Y N VAR VERRIER & L THBAH LS AR
Ehiz CPFX, OFLX ¥ X0 NFLX #£1x, 754l
HER LV 77 ABMECBEVCHEAR? b 54 LH#H
WHEIEE RO LB TV B, COE, #H
BicdlEhi T-3262 oii#iEE% CPFX, OFLX,
NFLX % X0 PPA ZXMBIHI & LT HEBHRE Lic,

T-3262 137 5 2GS X075 satkE 5t LIE
BWHIBE AN b 7 & LIEOCHEFEERE LT %
75 uENERE © Staphylococci, Streptococci i
% U OFLX il THRBCENCHEN YRS Z &n
K& TH Do x 7o T-3262 13 Enterobacteriaceae,
P. aeruginosa, H.influenzae 35 L U° N. gonorrhoeae
wxt LT CPFX LiziEAESoHEEk% A L, OFLX
} X" NFLX Ly dERIESEER LI, b X
maltophilia ¥ X O° P. cepacia %7 ¥ 7 ¥EIEREFETE

BIOEEREE I LT T-3262 12k BEN-HES
HEE LT, 7 NA RS XU GM R
RHUTH T-3262 RERCHBEEELR LIS

T-3262 » MIC {H & MBC {HiTi1iz & A EEIIZRD
LY, HMEMGCE JETHENSIRENTHD
EWRENT, ¥ -BAMMEEEBME LIER A inh
ot ThHOEEL NFLX fEOEY Fyh sy
BAVEAICHKBEDO S D TH -1,

NA ¥ X 00 oxolinic acid %%, FHEIEHIhioE
Vv LR vEBRITER O 88 ) e % B F ik DNA
gyrase {EH:DOHED & X O X DRIFLAEEEEE TS
B ELhbhT 59, T-3262 (T RIEHK & HE L TR D
# < DNA gyrase o supercoil RIGZFHE L, W\
BEELETAHZ &0, HROEY FvirsvER
PUEH & FROERBERH 2L D EEL bR B,

=7 AERAYRYYEIC 1T 5 T-3262 DEELIRIL S
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5 A S. aureus SMITH 123\ CIL s RERH] X
DILBDICEBR T e, =it T-3262 3 OFLX o)
NTREARINEL S B & D O O S Fe B T A e Ui
PDOTHAHH LiEbhn, T-3262 p5 7 5 ARG %t
LT in vitro % X0 in vivo [T\ CRHBIRF L b &
FEFICENIHE N B TOREIREAE TS &) ik
HERIClET 5 EEbhS, ¥, 75 2aEE D E. coli
ML 4707, P.aeruginosa GN 11189 ¥ X 0¢ S. marce-
scens GN 7577 zxf LT, T-3262 |3 CPFX lI3iE[H
FoERICELYR LI,
KD E Y F v an R v R OB AR M4 Y
fEdS X OUBERESEICR S Tl oz /L, OFLX
F L NFLX 7g & 0F L\ RGREEFIE eV
RRYYE, E&0ERYYE T X ORI B RRYYE ¥ TF DI
WP AL A LT, T-3262 & in vitro T L 1-i@ )5
WHIH A7 b7 4 LERGHIEEIEMRICINZ T in vive 1
BWTh 75 2BMER X075 ARKEOKGuCH L
TERICEEHEIRD ORI, & DI &b T-3262
L ERRGYEICR LCh PR TcE s b o &
Bbhsb,
2o X5 T-3262 (LBERICHIE D 2E T 5 4RIHE
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ANTIBACTERIAL ACTIVITY OF T-3262

Kazvo Fujmmaki, Tosumiko Noumi, Youko Hamana
and SusuMmu MITSUHASHI

Episome Institute
2220 Kogure, Fujimimura, Seta-gun, Gunma 371-01, Japan

MaTtsunisa INouE

Laboratory of Drug Resistance in Bacteria, School of Medicine,
Gunma University

We compared the im wvitro and in vivo antibacterial activities of T-3262, a new fluoroquinolone,
with those of ciprofloxacin, ofloxacin, norfloxacin and pipemidic acid.

1. T-3262 showed a broad spectrum of antibacterial activity against Gram-positive and negative
bacteria.

2. T-3262 had stronger antibacterial activity against Gram-positive cocci, non-fermentive Gram
negative rods and obligate anaerobes than ciprofloxacin, ofloxacin, norfloxacin and pipemidic acid.

3. Nalidixic acid-resistant and gentamicin-resistant Enferobacteriaceae were susceptible to T-3262.

4. T-3262 displayed bactericidal action at its minimal inhibitory concentration against various
species of bacteria.

5. The frequency of spontaneous resistant mutants was very low.

6. T-3262 showed the strongest inhibitory activity against supercoiling of DNA gyrase.

7. The protective effect of T-3262 against systemic infection in mice with Staphylococcus aureus
was about one sixth that of ofloxacin and about one twentieth that of norfloxacin.



