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Fig.1. Chemical structure of T-3262.

I~ HBEESE R T~ 1o, B

&% 1 FITEEDBERRIL 62.5% Tho1, £&ABEMENE

E HED

EREOERSBRCHTAIHENCOVT, BED=2
—F /e VRAERE L, £, b bABRELESAD
mARE, BR~NOBTEE, BRERRECKT E
RORZOWTHREEMX 0T, EF0EEXMLT
BET 3,
I. BERSBSKCHTIRES

1. ERMER LOHE

BOL DFRIRHEI S 08 Lz 725 Bhizo v T, BA
LEREFSRED HED 2 » THRARB L E
MIC) % JIE Ltc, TR FHEHIL Mueller-Hinton
SEREEH (BBL), M&iEE 13 GAM %X (BK)
ZERL, @FEFDOEEIX 100 ug/ml H 5 2 FER
Lic 12 RFURIER Lic, #EHEEL 108cfu/ml &,
$I7R7 7 x—(EAMBIERICTERB L, 2 v b
r — LKL Staphylococcus aureus PCI209 P, Esche-
richia coli NIH] %\ oo {H LA & Ok
X, RDOBHTH 5,

R

T-3262, enoxacin (ENX), norfloxacin (NFLX),

* T819-56 KAHIAABHKIATE A > £ 1 T B 1506



700

CHEMOTHERAPY

DEC. 1988

ofloxacin (OFLX) ciprofloxacin (CPFX)
PEBk :

Staphylococcus aureus 48
Enterococcus faecalis 54 £
Enterococcus faecium 19 &
Enterococcus avium 27 B
Enterococcus durans 6 Bk
Escherichia coli 51 ¥k
Citrobacter freundii 52 Bk
Citrobacter diversus 27 tk
Enterobacter cloacae 53 ¥k
Serratia marcescens 53 ¥k
Proteus mirabilis 27 Bk
Proteus vulgaris 27
Morganella morganii 27 B
Providencia vettgeri 27 ¥
Providencia stuartii 27 ¥k
Pseudomonas aeruginosa 54 B
Pseudomonas fluovescens 10 #
Xanthomonas maltophilia 27 Bk
Flavobacterium sp. 27 #
Acinetobacter calcoaceticus 54 R
Bacteroides fragilis 28 B

Staphylococcus aureus, 48 strains (10°cfu/ml)
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Fig. 2.
other new quinolones.

Enterococcus faecalis, 54 strains (10°cfu/ml)
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Fig. 3.
other new quinolones.
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Enterococcus faccium, 19 strains (10°cfu/ml)

Enterococcus durans, 6 strains (10"cfu’ml)
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Fig. 4.
other new quinolones.

Enlerococcus avinn, 27 strains (10°¢fu/ml)

MIC distribution of T-3262 and four
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Fig. 6.
other new quinolones.

Escherichia coliy 51 strains (10"cfu, 'ml)
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MIC distribution of T-3262 and four
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Fig. 5.

MIC distribution of T-3262 and four
other new quinolones.

Fig. 7.

MIC distribution of T-3262"and.four
other new quinolones.
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Citrobacter frewadii, 52 strains (10°cfu/ml)

Enterobacter cloacae, 53 strains (10°cfu/ml)
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Fig.8. MIC distribution of T-3262 and four
other new quinolones.

Cilrobacter diversus, 27 strains (105cfu/ml)
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Fig. 10. MIC distribution of T~3262 and four
other new quinolones.

Serratia marcescens, 53 strains (108cfu/ml)
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other new quinolones.
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Fig. 11. MIC distribution of T-3262 and four
other new quinolones.
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Proteus mirabilis, 27 strains (10°cfu/ml)

Morganella morganii, 27 strains (10°cfu/ml)

100 100
g £
5 5 Z 50
El E
3 3
: 56 IC
75 >100 MTC
/D) 25 > 100 (o/ml)
T-3262 T-3262
ENX ENX s 12 2 1 2
NFLX NFLX |22 2 1 2
OFLX OFLX 20 3 1 1 2
CPFX |21 4 2 CPFX |24 1 1 1

ENX :enoxacin NFLX:norfloxacin
OFLX:ofloxacin CPFX:ciprofloxacin

Fig.12. MIC distribution of T-3262 and four

other new quinolones.

Proteus vulgaris, 27 strains (10°cfu/ml)
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Fig.14. MIC distribution of T-3262 and four

other new quinolones.

Providencia yetigeri, 27 strains (10°cfu/ml)
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Frovidencia stuartil, 27 strains (10°cfu/ml)

Pscidomonas fluorescens, 10 strains (10‘cfu/m1)
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Fig. 16. MIC distribution of T-3262 and four
other new quinolones.

Pscudomonas aeruginosa,54 strains (10°cfu/ml)
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Fig. 18. MIC distribution of T-3262 and four
other new quinolones.

Xanthomonas maltophilia, 27 strains (108cfu/ml)
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other new quinolones.
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Flavobacicrium sp, 27 strains (10°cfu/ml)

100(

T

£ 50

]

£

S

] L L / L 12l5 1 5

MI 0.05 0.20 _0.78 _3.13 . 0 >100
974 (r:nl) 8.10 0.39 1.56 6.25 25 100
T-3262 5 1 2 3 1 15
ENX 4 17 6

NFLX 27
OFLX 16 11

CPFX 5 1 1 1 4 15

ENX :enoxacin NFLX:norfloxacin
OFLX:ofloxacin CPFX:ciprofloxacin

Fig.20. MIC distribution of T-3262 and four
other new quinolones.

Acinetobacter calcoaceticus, 54 strains (108cfu/ml)
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Fig.21. MIC distribution of T-3262 and four
other new quinolones.

Bacteroides fragilis, 28 strains (10°cfu/ml)
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Fig.22. MIC distribution of T-3262 and four
other new quinolones.
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4, 6, 8 FREIETERIM L, *7oB5% 1 BRI, 1~2
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FEBRPAUL Table 1, Fig 23 /R L 7oo ML
PR 2 BRI B 0.51 ug/ml, 0.94 ug/ml &+ h %
e —7fECEL, DB LT 8RS 0.26 ug/
ml, 0.40 ug/ml OEEHINEL 1,
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uglml, 0.34 ug/ml OBTREIBOLH, 6~8 Bk
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Table 1. Serum and sputum levels of T-3262, 150 mg administered orally after meal
Time (h) 0 1 2 3 4 6 8

Serum (ug/ml)

<0.08 0.34

0.51 0.51 0.50 0.40 0.26

Case No. 4 —
Sputum (zg/ml) - 0.22 0.31 0.26 0.18 0.25
Serum  (zg/ml) <0.02 0.34 0.94 0.87 0.74 0.51 0.40
Case No. 8
Sputum (zg/ml) <0.04 0.06 0.34 0.24 0.28 0.15

Case No. 4 T.F. 66y.0. female, BW 55kg
Chronic bronchitis

Case No. 8:Y.S. 66y.0. male, BW 45kg
Pulmonary emphysema with infection

Case No.4 o—o
Doses: 150mg
Case No.8 o—-—0

(ug/ml)

1.0 0.94

I om.

// b
0.3 / \\0
/ ~o
~
0.60  /o.51 ~~
/

1
8 (h)
Serum and sputum levels of T-3262

Fig. 23.
after oral administration.
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CERA LI, BHE60, 206, FEbhid 21 &5 75
ETHoTo

— I not tested

2. ®ER, BEHE BEHH

1 AHEE, 40k 450 mg 4 3 ERKRE, 24
12 300 mg A/ ARES 2 HE, 2Bk 225 mg RHESH 3
BHEC TRt 5T 4825 14 BRE, £#
L8 1.575g » 5 3.15g Thotoo

3. EBRHRER IVEIERDHE
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EED HEE L,
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FH R L Lic 8 fld—% % Table 2, AF{FAdi%
DEEERREES Table 3 1278 Lic,
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BRSDRIBANCEDSH, B2 6, &l
PIEHEI Mo (W) LExERE LicERRIZ8H
F1 56, 62.5% Thoto BEMS P aeruginosa %
B L7 36 (EF No.4, No.7, No.8) o5 bEMT
1%, P aeruginosa (3% D¥ M Lichs, BEERD
HENLDR CRP btk L= 0 THHE HESR
too FEGI 8 1XMEHRF D P.aeruginosa 134k L, * i
REE S OERERS CRP L HELBDLRLD
TEREHTEI T, FER 413, P aeruginosa %EE
R X DR LcB BT RGITH B2, 4 BHOE
Bz Xy, FREHECEERE ORI & BT ROK
EREDLNTEYEHTEL, F3Re7 = 2RH4E
WE~EE LT,

K[EZIRRES (EB No. 6) X EELEAEIRL
Liieholcht, BRicE DEBIERDOHENAOIL



707

D

]

T-3262 1B % ZBEAVIRIRAVR

VOL. 36 S—9

dood ; — ‘arey : 4 ‘pood ;4 pa3so) j0u : yu
a4 - 0S7 ‘S LIoJ} [euriou uonosjur ‘
- i pasueyoun 1 1 1 1 SI'e L € X 0SL + H\M .ww 8
fovd + 010‘9 (4 ) vsourdniop Souomopnasy ewasAydwa Areuowng &
(74 — (1[0} /287 (Ht) vSouLSnion svuowopnasy uoI30aur ‘g
- 4+ pasueyoun 1 1 1 1 ST°e L € X 0ST + E .m L
611 +2 000'S | (#) psourdniov souowopnasq SISOTUOJ0WINSUJ H'S
u z0 056°S yu uo1393ul W 6s
- + ru 1 T 1 1 SI°E 28 €X 6L + o, 9
u €0 0.0‘9 BIO[J [RUWLIOU SISB)I91Jou0.Ig v
9 - 006°2 B013 Teutiou (sisepoayouoag) | A L9
- & poAoxdu 1 1 i 1 1'2 L 2 X 0SL M . S
] eiuowmaudoyduoag 3
ra + 0se’L BIO[y [eurIou
oy +7 Tu Ju 4
- - padueyoun 1 ) 1 1 81 ¥ € X 0ST snuouoIq Joyy .m .ww ¥
€ +€ 080°6 | () psourdniap souowopnasq 4°L
ru +€ 06¢ ‘11 Blo[y eutou 0L
— + pasgueyoun 1 1 1 1 12 L ¢ X 0ST SnIyouoIq doyy E Mm €
4 +2 008°1T BIO[} [RULIOU A
Ju 0 01L‘S T g
- +* pasueyoun 1 1 1 ) SLS'T L € XGL snyouolq 9oy E . 4
Tu €0 0.6‘6 u N'H
8T 10 0¥9°L u .
- + pasueyoun 1 ) 1 ) ST'e L € X 0ST snIyuoIq ANdY .m .& 1
¥e 90 02e‘8 BIOJ} [ewIou N3
(4/uw) (sww/) @) (souny x Bu)
sAe, : ‘
19359 Josuodsay |Aei-x jsayp | ASH 4 oam umjnds ur eusjoRyg 3Sop [ej0], a asop Aqreq | (%9°°%IP Auhpapun) | xag 93y "'ON
apIS o ] sisougerp [eawr) suweN
ejep Alojeioqe] a3esoq

uorajur joely Alojendsar uo goge-1 Jo

asuodsal [edwun[) ‘g dqe],



208 CHEMOTHERAPY DEC. 1988
Table 3. Laboratory findings before and after administration of T-3262
N Before | RBC Hb Plts | Eosino | GOT | GPT | ALP | LDH | 7-GTP| BUN | Creat.
O after [004mmd)| (g/dD) [(oymm)| (%) | (QU/D | QU | Qua | AUA) | (U/mD) | (mg/dl) | (mg/d)
1 B 394 1.4 | 28.7 1.6 16 10 100 388 - 15 0.7
A 394 10.9 | 30.9 2.0 22 11 99 398 - 12 0.7
) B 566 16.4 17.3 1.0 26 41 - 459 28 15 1.0
A 591 17.1 14.9 1.5 29 29 - 354 24 14 0.9
3 B 394 12.1 56.2 3.8 22 12 148 435 49 14 0.8
A 403 12.0 | 46.2 2.8 18 14 164 457 65 - -
. B 473 14.8 | 25.0 5.2 17 9- 289 481 31 8 0.7
A 403 12.5 | 27.4 7.1 13 5 265 417 24 6 0.6
s B 393 12.3 | 325 1.4 20 9 187 397 18 14 0.9
A 406 12.3 | 40.6 —* 18 192 - 18 10 0.9
5 B 490 15.4 | 19.7 1.7 37 19 87 427 20 - -
A 493 15.0 | 22.8 1.4 23 12 83 334 23 - -
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T-3262 IN RESPIRATORY TRACT INFECTIONS

Masaru Nasu, Tonru Yamazaki, Hitosur Yamazaki, YosHinosu Kuropa
YorcHiro Goro, Hipeaki Suiceno, Jun Goto and Taxkavosur TAsHIRO

Department of Medicine, Medical College of Oita
1-1506 Hazama-cho, Oita 879-56, Japan

Hirosur Mivako, Suoko Hirooka, Koicur Sucawara
and Morio ITo
Clinical Laboratory, Medical College Hospital of Oita

Basic and clinical studies on T-3262, a new pyridone-carboxylic acid derivative, were carried
out and the following results obtained.

1) Antimicrobial activity : MICs of T-3262 were determined for 725 clinically isolated strains (154
strains of Gram-positive cocci, 371 of Enterobacteriaceae, 172 of glucose-nonfermenting Gram-nagative
rods and 28 of Bacteroides fragilis) and compared with those of norfloxacin, ofloxacin, enoxacin
and ciprofloxacin. On the whole T-3262 showed the highest activity among these drugs.

2) Serum and sputum levels in respiratory tract infections : Serum and sputum concentrations of
T-3262 were studied in 1 patient with chronic bronchitis and in 1 with pulmonary emphysema and
infection after a single oral administration of 150 mg. The maximum serum levels were 0.51 and
0.94 ug/ml, respectively, at 2h after administration, and sputum peak levels were 0.31 and 0.34
pgl/ml, 2~3h after administration.

3) Clinical results : eight patients with respiratory tract infection were given 225 to 450 mg of T-
3262 daily for 4~14 days. The clinical effect was good in 5, fair in 2 and poor in 1, and the efficacy
rate was 62.5%. No adverse reactions were observed.



