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Fig.1. Chemical structure of T-3262.
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Table 1. Antibacterial spectrum of T-3262, ofloxacin, norfloxacin, ciprofloxacin.and enoxacin
Inoculum size 10¢ cells/ml

Agent MIC (ug/ml)

Organism T-3262 Ofloxacin | Norfloxacin |Ciprofloxacin| Enoxacin
Staphylococcus aureus 209 P 0.013 | 0.78 0.1 0.025 | 0.1
Micrococcus luteus ATCC 9341 0.78 1.56 6.25 1.56 6.25
Bacillus subtilis ATCC 6633 0.013 0.1 0.2 0.025 0.2
Escherichia coli NIHJ JC-2 0.013 0.05 0.1 0.013 0.1
Klebsiella pneumoniae IFO 3512 0.2 1.56 0.78 0.2 0.78
Klebsiella oxytoca 1 0.05 0.78 0.39 0.1 0.39
Shigella flexneri 2a2 0.39 1.56 0.78 0.2 1.56
Salmonella typhi S 60 0.05 0.1 0.39 =0.006 0.78
Proteus mirabilis 1287 0.05 0.025 0.025 =0.006 0.1
Proteus vulgaris IFO 3851 0.1 0.78 0.78 0.025 0.78
Morganella morganii IFO 3848 0.1 0.05 0.025 =0.006 0.1
Providencia rettgeri IFO 13501 0.013 0.2 0.1 0.025 0.2
Providencia inconstans IFO 12930 0.39 0.78 0.1 0.05 0.39
Serratia marcescens IFO 12648 0.1 0.2 0.1 0.05 0.2
Citrobacter freundii 2 0.013 0.05 0.05 0.013 0.1
Pseudomonas aeruginosa IFO 3445 0.39 1.56 1.56 0.78 3.13
Acinetobacter calcoaceticus NCTC 7844 0.013 0.05 0.39 0.05 0.39
Alcaligenes faecalis NCTC 655 3.13 3.13 12.5 3.13 6.25
Alcaligenes xylosoxidans TMS 73 12.5 12.5 50 12.5 25

Klebsiella pneumoniae 3K 25 £% MHB 1z 8248 L,
B AW 108 cells/ml Iwic»7c & &, T-3262 & HKR
ERFRFR 1/2MIC, 1MIC, 2MIC &igc5 HCiwin
L, 37°C @ TiREEHE Lic, EHIGME 1, 3, 6, 24
REfS% o 4 B % B E LI, OFLX, NFLX, CPFX
X0 ENX 2o ThRABOEREZITRVEE L,
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< 212 ICR %, #, 48, #E19x1g 2L,
Staphylococcus aureus Smith, Methicillin it S.
aureus TMS 288, Escherichia coli C 11, Proteus
vulgaris GN 76, K.preumoniae 3 K 25, Serratia
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P.geruginosa PI 67 % L 0% Acinetobacter calcoace-
ticus TMS 402 2 RRYE & Lic,
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Table 2. Antibacterial spectrum of T-3262, ofloxacin, norfloxacin, ciprofloxacin and eroxacin

Inoculum size 10° cells/ml

Agent MIC (ug/ml)

Organism T-3262 Ofloxacin | Norfloxacin |Ciprofloxacin| Enoxacin
Staphylococcus aureus 209P 0.013 0.39 0.78 0.2 1.56
Micrococcus luteus ATCC 9341 1.56 3.13 12.5 3.13 25
Bacillus subtilis ATCC 6633 . 0.2 0.78 0.39 0.1 0.2
Escherichia coli NIHJ JC-2 0.1 0.78 0.39 0.1 0.78
Klebsiella pneumoniae IFO 3512 0.39 1.56 0.78 0.2 1.56
Klebsiella oxytoca 1 0.39 1.56 0.78 0.2 1.56
Shigella flexvnieri 2a2 0.78 3.13 1.56 0.39 3.13
Salmonella typhi S 60 0.39 3.13 1.56 0.39 3.13
Proteus mirabilis 1287 0.1 0.1 0.1 0.013 0.2
Proteus vulgaris TFO 3851 0.39 1.56 0.78 0.39 1.56
Morganella morganii IFO 3848 0.1 0.78 0.39 0.1 0.78
Providencia rettgeri IFO 13501 0.025 0.2 0.39 0.05 0.39
Providencia inconstans IFO 12930 0.78 0.78 0.78 0.39 0.78
Serratia marcescens IFO 12648 0.39 0.2 0.39 0.05 0.39
Citrobacter freundii 2 0.025 0.2 0.1 0.013 0.1
Pseudomonas aeruginosa IFO 3445 1.56 12.5 6.25 1.56 6.25
Acinetobacter calcoaceticus NCTC 7844 0.013 0.05 0.78 0.05 0.78
Alcaligenes faecalis NCTC 655 6.25 3.13 25 3.13 6.25
Alcaligenes xylosoxidans TMS 73 25 25 100 25 25

Rept 4 A B ICR R~ 2 (478#, 4E 19+
1g, 1®61L) i© cyclophosphamide 250 mg/kg % #¢
51, BB@L LTIt E.coli C11, K.pneumoniae
3 K 25, P aeruginosa E 7 ZF\ iz, =7 ADAESE
% 7 HRE¥5E L, EDs fx VAN DER WAERDEN
method X W EH LT,
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DOWTHE L&Y Tablel, 2, 3, 4 @iRLT,

T-3262 1175 A[BME, 77 A&EHE HIMEEC
WL, BRAR2 b5 akhE L, BEEEHE 10° 108 cells/
ml TOWE L, o s T ABEE LU EERE
75 AatiRE, WmEME XL, OFLX, NFLX,
CPFX, ENX X h 3L Eh T\ 1o,

2. BRIEERORZHS

75 AlEMET D T-3262 OB L S. aureus
65 £, Methicillin fif 14 S.aureus 78 ¥, S.epider-
midis 27 f, S.pyogenes 18 ¥k,
#, Enterococcus faecalis 33 %, E.faecium 22 ¥k
BI E. avium 22 BOWTFh OBEE X LTH,
OFLX, NFLX, CPFX, ENX I hEh T\ = (Fig. 2
"‘9)0

BEAMEN BB oW T, K. pneumoniae 30 ¥,
Providencia stuartii 23 fRieii+5 T-3262 DHEN
13 OFLX, NFLX, ENX X hf#Eh Tk b, CPFX L3

S. pneumoniae 24
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Table 3. Antibacterial spectrum of T-3262, ofloxacin, norfloxacin, ciprofloxacin and enoxacin
Inoculum size 10¢ cells/ml

Agent MIC (ug/ml)

Organism T-3262 Ofloxacin Norfloxacin |Ciprofloxacin| Enoxacin
Bacteroides fragilis GM 7004 0.78 6.25 50 12.5 25
Bacteroides thetaiotaomicron 3.13 12.5 50 12.5 25
Bacteroides distasonis TMS 58 3.13 12.5 50 12.5 25
Bacteroides vulgatus ATCC 29327 0.39 1.56 6.25 1.56 25
Fusobacterium necrophorum TMS 82 =0.025 =0.025 =0.025 =0.023 =0.025
Fusobacterium varium TMS 112 =0.025 =0.025 =0.025 =0.025 =0.025
Fusobacterium nucleatum TMS 110 =0.025 =0.025 =0.025 =0.025 =0.025
Peptostreptococcus prevotii GM 1001 0.78 6.25 50 6.25 12.5
Peptostreptococcus variabilis GM 1002 =0.025 =0.025 =0.025 =0.025 =0.025
Peptostreptococcus asaccharolyticus TMS 83 0.1 1.56 6.25 0.39 6.25
Peptostreptococcus magnus ATCC 14956 =0.025 =0.025 =0.025 =0.025 <0.025
Clostridium sporogenes TMS 118 =0.025 0.39 0.2 0.2 <0.025
Clostridium botulinum type A 0.78 0.2 0.2 0.2 0.05
Clostridium botulinum type B 0.39 1.56 6.25 1.56 12.5
Clostridium botulinum type C 0.39 0.39 0.2 0.2 =0.025
Clostridium botulinum type D =0.025 0.2 0.1 0.2 0.05
Clostridium botulinum type E 0.05 0.39 0.2 0.2 =0.025
Clostridium botulinum type F =0.025 0.2 0.1 0.2 0.05
Clostridium perfringens ATCC 13123 0.2 1.56 1.56 0.78 3.13
Clostridium difficile No.11011 3.13 12.5 25 12.5 25
Clostridium difficile TMS 29 3.13 3.13 0.78 6.25 12.5
Clostridium tetanii TMS 89 =0.025 <0.025 <0.025 =0.025 =0.025

FRAETH -7 (Fig 11, 16), E.coli 30 ¥, Enter-
obacter cloacae 27 #, S.marcescens 28 FRiZx{$5
T-3262 D Ei/t OFLX, NFLX, ENX X hEhT
¥, CPFX b 4, T\ {- (Fig.10, 17, 18), P.
mirabilis 25 ¥k, P. vulgaris 25 £, Morganella
morganii Txt Uik, ENX X v #<, NFLX, OFLX
LizIEARE, CPFX I b4, T (Fig 12~14),
P. rettgeri 24 BRicxy LT3, ENX, OFLX X b @hT
b, NFLX t R&E, CPFX X b 4 - T\ (Fig 15),

7 Vo BIEREEC % T-3262 OB, P
aeruginosa 30 #Riwxt LTk OFLX, NFLX, ENX X
hERTH D, CPFX X h#EF4H - Tuiedd, Xantho-
monas maltophilia 30 ¥, A.calcoaceticus 29 FRiZ
% LT3, OFLX, NFLX, CPFX, ENX I v fEh T\
#- (Fig.19~21),

H.influenzae 18 ¥ X O° Bacteroides fragilis 19
Hcst+ s T-3262 o#E L OFLX, NFLX, CPFX,
ENX X h@Eh T\ (Fig 22, 24),

B. pertussis 21 Bz xt+ 5 T-3262 o H1 E H 1%
NFLX, ENX : h#Eh Tk b, OFLX, CPFX L R&E
ETh-1 (Fig 23),

3. REER

K. pneumoniae 3K 25 =xf3 5 T-3262 FEEH
% OFLX,NFLX,CPFX,ENX ¢l H#; Ll #E% Fig
25 1R Lico

T-3262 o MIC {1 0.025 pg/ml TH bH, 2MIC D
EHIRTRIN LIBAWRIE, 24 B s T L FHME
133E»HRY, OFLX, NFLX o 2 MIC immks D&
LABEDOHENAD bR,

—%, CPFX,ENX o#41ciz 2 MIC FHinFricisu
Th, 24 FEEBCEEMEEZD bR,

4. = AERBRP BT D EBERDR

S. aureus Smith, Methicillin % S. aureus TMS
288, E.coli C 11, K.pneumoniae 3K 25, S.marces-
cens No.2, P.vulgaris GN 76, P.aeruginosa E7,
P. aeruginosa PI-67, ¥ X% A.calcoaceticus TMS
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Table 4. Antibacterial spectrum of T-3262, ofloxacin, norfloxacin, ciprofloxacin and enoxacin
Inoculum size 108 cells/ml

Agent MIC (ug/ml)

Organism T-3262 Ofloxacin | Norfloxacin |Ciprofloxacin| Enoxacin
Bacteroides fragilis GM 7004 3.13 6.25 100 .25 25
Bacteroides thetaiotaomicron 6.25 25 100 25 50
Bacteroides distasonis TMS 58 6.25 25 100 25 50
Bacteroides vulgatus ATCC 29327 6.25 12.5 50 25 50
Fusobacterium necrophorum TMS 82 6.25 12.5 50 25 50
Fusobacterium varium TMS 112 1.56 12.5 50 25 50
Fusobacterium nucleatum TMS 110 1.56 12.5 50 25 50
Peptostreptococcus prevotii GM 1001 1.56 12.5 50 25 50

' Peptostreptococcus variabilis GM 1002 6.25 6.25 12.5 25 50
Peptostreptococcus asaccharolyticus TMS 83 6.25 12.5 50 25 50
Peptostreptococcus magnus ATCC 14956 3.13 0.05 3.13 3.13 0.1
Clostridium sporogenes TMS 118 0.78 0.78 3.13 6.25 3.13
Clostridium botulinum type A 6.25 0.78 3.13 3.13 0.78
Clostridium botulinum type B 25 25 50 25 50
Clostridium botulinum type C 0.78 0.39 0.39 0.39 =0.025
Clostridium botulinum type D 0.78 0.2 3.13 12.5 0.78
Clostridium botulinum type E 0.78 1.56 3.13 12.5 25
Clostridium botulinum type F 0.78 0.39 3.13 6.25 25
Clostridium perfringens ATCC 13123 25 12.5 50 25 50
Clostridium difficile No.11011 1.56 25 50 25 50
Clostridium difficile TMS 29 6.25 25 50 25 50
Clostridium tetanii TMS 89 0.78 0.39 3.13 6.25 0.1

402 D 9BRD in vivo BRY T 5 IR % Table
5 Lo

S. aureus Smith, methicillin f§tt S.aureus TMS
288, E.coli C11 XU K. pneumoniae 3K 25 D\~
FThoies L, T-3262 110 4 F X b ERICHEED
%&/:J:\' Lo

—7% S.marcescens No.2 DFBEWIL, MDO4F XD
Kk &\ EDyo fE%XRL, BRHFIXS > Tio P
vulgaris GN 76 i35 T-3262 o EDj, fEIZNFLX,
CPFX, ENX X /&< OFLX kbhk&Ehoi,

P.aeruginosa E7 X0 A.calcoaceticus TMS
402 iwxt3 5 T-3262 ORBAHRIIMLO 4 F L hEIRT
\Wiehy,  P.aeruginosa PI-67 o4& ik, OFLX,
NFLX, ENX I h BhicEEHE R D b h 2y,
CPFX X h4h- T\ i

5. FEREYREEER

P.aeruginosa KU1 RHE L LT, ERAFERE
Feey AT B T-3262 3 L O BEX O BREHRD
By BAEE TR L (Fig 26), OFLX 6.4mg/

mouse, 1.6 mg/mouse ¥ £ 8 ENX 6.4 mg/mouse
BETBRERO BLaERNED LRI, T-3262
i3 6.4 mg/mouse HLETLRE LB ONEIIZRDON
7 oteh’, BRAEBOBMAERIL, NFLX X)h
AT ient, OFLX, ENX, CPFX X b4 T\ i,

6. ~ v RIS T T NVICBTHEERDR

K. pneumoniae 3K 25 #FRRYEX ¥ %5 & Fig. 27
R LIk 5, "RERY L RRCROEYELCS 2
LD LR, Y 30 BRESIIETR 17%, 45 BHE
Hiciz 83% T, BEACIE 100% D = v AMRFETL
foo T ORYRICE T, T-3262 (3 NFLX X hEh
e R % ;R Li-as, OFLX, ENX, CPFX kv 4%
- T\ (Table 6),

7. BMERBAE~Y R RAGCEBRRRCRT 51E
ERRo

BIMERBASE~ 7 Ac E.coli C11, K.pneumoniae
3K 25, P.aeruginosa E7 RRYE & Licaon T-
3262 DFEENE R Table 7 o5 Lico WFh ORI
B\ TH T-3262 1 1#F & IERABE OERIBEMSE
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Fig. 2. Susceptibility of clinical isolates Staphylococcus aureus (65 strains).
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Fig. 4. Susceptibility of clinical isolates

Inoculum size: 106 cells/ml

Staphylococcus epidermidis (27 strains).
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Fig. 5.

Susceptibility of clinical isolates Streptococcus pyogenes (18 strains).
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Fig. 6. Susceptibility of clinical isolates Streptococcus pneumoniae (24 strains).
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Fig. 7. Susceptibility of clinical isolates Enterococcus faecalis (33 strains).
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Fig.8. Susceptibility of clinical isolates Enterococcus faecium (22 strains).
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Fig. 9. Susceptibility of clinical isolates Enterococcus avium (22 strains).
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Fig. 10. Susceptibility of clinical isolates Escherichia coli (30 strains).
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Fig.11. Susceptibility of clinical isolates Klebseilla pneumoniae (30 strains).
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Fig. 12. Susceptibility of clinical isolates Proteus mirvabilis (25 strains).
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Fig. 13.

Susceptibility of clinical isolates Proteus vulgaris (25 strains).
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Fig.14. Susceptibility of clinical isolates Morganella morganii (23 strains).
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Fig 15. Susceptibility of clinical isolates Providencia retigeri (24 strains).



48 CHEMOTHERAPY DEC. 1988
Inoculum size: 10° cells/ml Inoculum size: 10° cells/ml
100 100[
90 90
~ 801 ~ 80F
Er ol
§_ 60 8 eof
o 50 é‘ 50
R 2
g 4o g 4F
=1 =1
E 30 —T-3262 E - — T-3262
8] e—eofloxacin_ 3 20 —@ ofloxacin
201 a—anorfloxacin r a—anorfloxacin
10k o—ociprofloxacin 10k o—ociprofloxacin
x—xenoxacin X=——>x enoxacin
0 ! 1 1 L 1 1 1 L 1 0 0’1’0‘39‘1%6’5‘25' 215 |10|0|
=0.006 0.02 0.1 0.39 1.56 6.25 25 100 =0.006 0.025 . . . .
0.013 0.05 0.2 0.78 3.13 12,5 50 >100 0.013 0.05 0.2 0.78 3.13 12.5 50 >100
MIC(sg/ml) MIC(yg/ml)
RS T
Ag“‘t!/m” 006{0813/0025(0.05 0.1 | 0.20.9] 0181 1.5(3.13 .25 125 25 | 50 | 100 [>100 Total | NAC2 006 00130025 0.05 0.1 | 0.2 0.39/0.78{1.56 313165 12.5| 25 | 5 {100 P10 Tkl
ent
5127411 y 512861 1
T-3262{ Gy | gy | @ | 00| 60| 69 Jo) 23 |T-3262 | p 00 |65 60 | 89| s
o 1 - .
ofloxacin (i) ‘242) (320) (%8) (:6) (1%0) 23 [lofloxacin @ || _(L_@s)_(]g') 23
- T 1[4[4]6|5]1]1 rflo-. 4151416 1
vollenl @] ] 03] @] 00| 60 6 o) 2 |" X%lcm A Lin co 6n | s | 8o i 23
— 220 1 "
cmrolo] & | do | ab | oo 6o | o) 23 | Pl lad 69| o) 23
. 219 6|5 e
enoxacin © | 3] 62| a9 cin) 23 | enoxacin 69 | 6 | 9 J(im) ks
(' ):Cumulative percent of strains inhibited(%)
Fig. 16. Susceptibility of clinical isolates Providencia stuartii (23 strains).
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Fig. 17.

Susceptibility of clinical isolates Enterobacter cloacae (27 strains).
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Fig. 18. Susceptibility of clinical isolates Serratia marcescens (28 strains).
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Fig. 19. Susceptibility of clinical isolates Pseudomonas aeruginosa (30 strains).
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Fig. 20. Susceptibility of clinical isolates Xantnomonas maltophilia (30 strains).
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Fig. 21. Susceptibility of clinical isolates Acinetobacter calcoaceticus (29 strains).
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Fig. 22.

Inoculum size: 10° cells/ml

Susceptibility of clinical isolates Haemophilus influenzae (18 strains).
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Fig. 23.

Susceptibility of clinical isolates Bordetella pertussis (21 strains).
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Fig. 25.

Bactericidal activity of T-3262, ofloxacin, norfloxacin, ciprofloxacin

and enoxacin against Klebsiella pneumoniae 3 K 25.
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Table 5. Protective effect of T—-3262 and other agents against experimental infection in mice

Strain Agent MIC (zg/ml) *EDso (95% confidence limit)
108 108 (mg/mouse)

Staphylococcus T-3262 0.025 0.1 0.156 (0.113-0.217)
aureus Smith ofloxacin 0.2 0.39 0.625

1.51 % 10%cfu/mouse norfloxacin 0.05 0.1 0.787 (0.543-1.143)
(23.2xXMLD) ciprofloxacin 0.2 0.39 0.496 (0.332-0.740)
5% Mucin (+) enoxacin 0.39 0.78 0.496 (0.394-0.625)
Staphylococcus T-3262 0.1 0.2 0.031 (0.018-0.051)
aureus TMS288 (MRSA) | ofloxacin 1.56 6.25 0.248 (0.146-0.420)
6 X108 cfu/mouse norfloxacin 6.25 12.5 0.787 (0.490-1.264)
(1.2xMLD) ciprofloxacin 1.56 3.13 0.625 (0.377-1.037)
5% Mucin (+) enoxacin 3.13 12.5 0.992 (0.656-1.499)
Escherichia T-3262 0.0125 0.05 0.0038(0.003-0.0052)
coli C11 ofloxacin 0.05 0.05 0.024 (0.018-0.032)
2 X10° cfu/mouse norfloxacin 0.1 0.39 0.098 (0.071-0.136)
(22.7XMLD) ciprofloxacin 0.05 0.2 0.015 (0.012-0.020)
5% Mucin (+) enoxacin 0.1 0.39 0.124 (0.098-0.156)
Klebsiella T-3262 0.025 0.1 0.039

pneumoniae 3K25 ofloxacin 0.1 0.39 0.156

6.5%10% cfu/mouse norfloxacin 0.1 0.39 0.787 (0.625-0.992)
(6.5xMLD) ciprofloxacin <0.006 0.1 -0.124 (0.098-0.156)
5% Mucin (+) enoxacin 0.2 0.39 0.248 (0.185-0.332)
Serratia T-3262 0.39 1.56 0.625 (0.385-1.014)
marcescens No.2 ofloxacin 0.39 1.56 0.039 (0.028-0.054)
1.27X10¢ cfu/mouse norfloxacin 0.1 0.78 0.124 (0.098-0.156)
(12.7XMLD) ciprofloxacin 0.025 0.39 0.049 (0.039-0.062)
5% Mucin (+) enoxacin 0.2 1.56 0.156 (0.113-0.217)
Proteus T-3262 0.1 0.2 0.625 (0.377-1.037)
vulgaris GN76 ofloxacin 0.1 0.1 0.313 (0.195-0.502)
1.09%10° cfu/mouse norfloxacin =0.0125 0.05 1.57 (1.176-2.109)
(27.3xXMLD) ciprofloxacin =0.0125 =0.0125 0.992 (0.741;1.329>
5% Mucin (+) enoxacin 0.2 0.39 0.787 (0.514-1.206)
Pseudomonas T-3262 0.39 0.39 0.196 (0.156-0.248)
aevuginosa E7 ofloxacin 1.56 3.13 0.496 (0.309-0.796)
7.55%10% cfu/mouse norfloxacin 0.78 1.56 0.992 (0.656-1.499)
(14xXMLD) ciprofloxacin 0.1 0.39 0.394 (0.254-0.610)
5% Mucin (+) enoxacin 0.78 1.56 0.394 (0.294-0.527)
Pseudomonas T-3262 0.1 0.39 0.062 (0.046-0.083)
aeruginosa PI1-67 ofloxacin 0.39 3.13 0.078 (0.057-0.107)
1.33X10° cfu/mouse norfloxacin 0.2 3.13 0.248 (0.185-0.332)
(14.8XMLD) ciprofloxacin <0.0125 0.78 0.025 (0.018-0.033)
5% Mucin (+) enoxacin 0.2 1.56 0.098 (0.071-0.136)
Acinetobacter T-3262 0.05 0.1 0.156 (0.103-0.236)
calcoaceticus TMS402 ofloxacin 0.39 0.78 0.197 (0.156-0.248)
4.56X%107 cfu/mouse norfloxacin 0.1 12.5 5.0

(8.3XMLD) ciprofloxacin 0.1 0.78 0.496 (0.342-0.720)
5% Mucin (+) enoxacin 1.56 3.13 1.25 (0.917-1.700)
*Van Der WAERDEN method  Administration : p.o. 1 hr after infection (0.2ml/mouse)

Mice . ICR strain, 4 weeks, male, 19+1g 6 mice/group
Challenge ¢ ip. 0.5ml/mouse

MLD : Minimum lethal dose
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intranasally infected with Klebsiella pneumoniae 3 K 25.
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Table 6. Protective effect of T-3262 and other agents against experimental infection
in mice intranasally infected with Klebsiella pneumoniae 3K 25

) MIC (u#g/ml) *EDso (95% confidence limit)
Organism Agent
108 108 (mg/mouse)
T-3262 0.025 0.1 0.31 (0.18~0.54)
ofloxacin 0.1 0.39 0.15 (0.10~0.23)
Klebsiella pneumoniae 3K 25 norfloxacin 0.1 0.39 2.53 (2.01~3.20)
ciprofloxacin <0.006 0.1 0.10 (0.07~0.13)
enoxacin 0.2 0.39 0.15 (0.09~0.27)

* Van Der WaErDEN method

Mice
Challenge

Administration : p.o. 6hrs after infection
. ICR strain, 4 weeks, male, 19%1g, 6 mice/group
: 5X107cfu/mouse, intranasal infection (50 1)

(5XMLD)

Table 7. Protective effect of T-3262 and other agents against experimental infections
in immunosuppressed mice with cyclophosphamide

Organism MIC (pg/ml) *EDso mg/mouse
(challenge dose) Agent : (95% confidence limit)
cfu/mouse X MLD 10° 10° (mg/mouse)

T-3262 0.013 0.05 0.039 (0.026~0.059)
Escherichia coli C11 ofloxacin 0.05 0.05 0.020 (0.013~0.028)
(6x10°CFU/mouse) norfloxacin 0.1 0.39 0.078 (0.050~0.123)
580X MLD ciprofloxacin 0.05 0.2 0.010

enoxacin 0.1 0.39 0.031.(0.025~0.039)

T-3262 0.025 0.1 0.248 (0.153~0.403)
Klebsiella pneumoniae 3K 25 ofloxacin 0.1 0.39 0.197 (0.136~0.286)
(3%108CFU/mouse) norfloxacin 0.1 0.39 0.992 (0.640~1.538)
128 X MLD ciprofloxacin 0.05 0.1 0.124 (0.081~0.190)

enoxacin 0.2 0.39 0.625 (0.377~1.037)

T-3262 1.56 1.56 0.625 (0.385~1.015)
Pseudomonas aeruginosa E7 ofloxacin 1.56 3.13 0.625
(5.5X10°CFU/mouse) norfloxacin 0.78 1.56 1.574 (1.176~2.110)
109X MLD ciprofloxacin 0.2 0.39 0.313 (0.215~0.454)

enoxacin 0.78 1.56 0.313 (0.199~0.490)

* Van Der WaerpEN method

Cyclophosphamide treatment : 250 mg/kg, i.p. 4 days before infection
Administration : p.o. 1hour after infection (0.2ml/mouse)
Mice : ICR strain, 4 weeks, male 19+1g, 6mice/group
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IN VITRO AND IN VIVO ANTIBACTERIAL ACTIVITIES OF
T-3262, A NEW PYRIDONE CARBOXYLIC ACID

Sacuiko Goro, Yumiko Muto, Masatosur Ocawa
Yasuko Kaneko and Suoco Kuwanara

Department of Microbiology, School of Medicine, Toho University
5-21-16 Omori-nishi, Ota-ku, Tokyo 143, Japan

We compared the in vitro and in vivo antibacterial activities of T-3262, a new pyridone carboxylic
acid derivative, with those of ofloxacin, norfloxacin, ciprofloxacin and enoxacin.

The compound, whic hhas a broad antibacterial spectrum, exhibited potent antibacterial activity aga-
inst Staphylococcus aureus, including methicillin-resistant strains, S.epidermidis, Streptococcus,
Enterococcus, non-fermentive Gram-negative rods and anaerobic bacteria.

T-3262, like ofloxacin and norfloxacin, exerted a potent bactericidal activity against a test strain
of Klebsiella pneumoniae.

T-3262 was highly effective against infections due to various pathogens in mice and these results
were comparable to those in the in vitro studies.



