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Fig.1. Chemical structure of T-3262.

cter cloacae, Serratia marcescens, Proteus mira-
bilis, Proteus vulgaris, Pseudomonas aeruginosa)
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Fig. 2. Cumulative percentage of clinical isolates
inhibited by T-3262, CPFX*! OFLX*? and
NFLX*3,

Citrobacter freundii (27 strains)
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Fig.3. Cumulative percentage of clinical isolates
inhibited by T-3262, CPFX*! OFLX*? and
NFLX*3,
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Kicbsiclla- pnewmoniae (27 strains) Serratia m({rccscans(Z? strains)

(%) Inoculum size:10° cells/ml Inoculum size:10° cells/ml

100
g or
2
2 80F
=
7] 70 2 701
R 2
g 60F = 60f

[z o3
w 50F S 50

O

X g} e T-3262 S 4of
2 o—0 z
Z 30k CPFX Z 30
kC a—a OFLX 2
g 2r a—a NFLX s
S 10+ 10F

<U01%5 0055 000 039 T56 6.5 75 100 <0015 0025 010 039 156 6.5 B

T70.0125 0.05 0.20 0.78  3.13  12.5 50 0,015 0.05  0.20 078 3.13  12.5. 50
MIC(ug/ml) MIC(ug/ml)
[No o1 s otzgo.zd0.05[0.10]0.2]o.35] .73] e[ .13 5125 25 [ 30 [ o0 oo 01250.025{0.00.10]0.20]0.390.78].56[ .13 .2512.5] 55 [ 50 [

T3262( 27 [ 1| 1|9 |8 |4|3(1 T-3262| 27 4f6(8|3[1]4]1

CPFX| 27 2|5 |7]11|1]1 CPFX| 27 1/4|5]|10|5]2

OFLX| 27 1[4 ]2(14)4(1]1 OFLX| 27 3(5(6(6]5(1]1
NFLX| 27 3(13]5/2(1]3 NFLX| 27 1(3[4(5]4]8]2
“!:Ciprofloxacin *?:Ofloxacin **:Norfloxacin *1.Ciprofloxacin **:Ofloxacin **Norfloxacin

Fig. 4.

Cumulative percentage of clinical isolates
inhibited by T-3262, CPFX*!, OFLX*? and
NFLX*3,

LEnterobacler cloacae (27 strains)
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Proteus mirabilis(27 strains)
(% Inoculum size:10° cells/ml

100

©
=R

o o =
S o o

o—o '[-3262
o—o CPFX
»—a OFLX
&—a NFLX

SR IEN
S o o

Cumulative % of strains inhibited

—
o

BT N R
el %5

003 T
“To.20 078 3.3 125 50

0125 . 0.025
0.0125 0.05

0.20  0.78  3.13 12.5 50
MIC(ug/ml) MIC(ug/ml)
’f,‘;i;il&(,,bo.mzso.ozso.os 0.10/0.20(0 390.78[1.56(3.13]6.25]12.5| 25 | 50 |10 f\froai?lrséﬂlz 0.0125{0.025(0.05[0.10{0.20{0.39]0.78(1.563.13(6.25[12.5) 25 | 50 |10
T-3262 27_'F 1(5(10[4|4]|2]1 T-3262| 27 1|1]|7]|w0]|4(2]2
CPFX| 27 5012]5(1]3/1 CPFX| 27 2 (2 |13[10
OFLX| 27 270100311 |1|1]1 OFLX| 27 126 [11]6]1
NFLX| 27 1]4 (1432 111 NFLX| 27 161145 ||
*!:Ciprofloxacin *?:Ofloxacin **:Norfloxacin *1.Ciprofloxacin  "?:0floxacin **:Norfloxacin
Fig.5. Cumulative percentage of clinical isolates Fig.7. Cumulative percentage of clinical isolates

inhibited by T-3262, CPFX*!, OFLX*? and
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Fig.8. Cumulative percentage of clinical isolates
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Dscudomonas acruginosa (27 strains)
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Fig. 10. Serum concentration of T-3262 and oflo-
xacin after the administration of T-3262
150 mg and ofloxacin 200 mg (Healthy volu-
nteers, cross-over, n=>5).
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1) Escherichia coli: K& o MIC o v — 7 &
0.0125 pg/ml 122 h £8k»% 0. 20 ug/ml ST/ L,
oA HB L 2 ~3BREEL T o (Fig.2),

2) Citrobacter freundii : Z&%F]» MIC i1 0.0125~
0.78 ug/ml w44 L, 0.10 pg/ml zv—27%F LT
¥ b, ciprofloxacin L 3 IFAZSETCHDO2HFI L 1~2
FREBEh T (Fig. 3),

3) Klebsiella pneumoniae : A&%|pMICx<0.0125
~0.39 ug/ml ML, FDOE— 7% 0.025 ug/ml iz
» Y, ciprofloxacin & 3 |IFRIZETHDO2F L 2~3
BEL T (Fig 4),

4) Enterobacter cloacae : Z %), ciprofloxacin,
ofloxacin 3s X % norfloxacin ®» MIC v — 213+ hF
A 0.10 ug/ml, 0.05 zg/ml, 0.20 xzg/ml 35 X 0% 0.20
uglml @@ b, ciprofloxacin Bk d BIFALHME N &R
L7z (Fig.5),

5) Serratia marcescens : A D MIC 4713 0.05
~3.13 ug/ml wwH v, 0.20 ug/ml ¥ — 7 %HF L,
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Fig.11. Urinary excretion of T-3262 and ofloxacin after the

administration of T-3262 150 mg and ofloxacin 200 mg
(Healthy volunteers, cross-over, n=5).

ciprofloxacin (IiZIFRZTH b, ofloxacin Xk bh 34,
norfloxacin X b 2 EREEIh T\ 7= (Fig 6),

6) Proteus mirabilis : &&|o MIC v— 71 0.10
pg/ml Tk b, ciprofloxacin s X Ut norfloxacin 1z 1
B4 b, ofloxacin ik 1E%E-> T\ 7 (Fig. 7),

7) Proteus vulgaris : £F|D MIC %% 0.025~
0.39 ug/ml iz % b, ciprofloxacin o MIC S (<
0.0125~0.10 ug/ml) = 1%8BES b, norfloxacin &
13[R1% T ofloxacin 1213 1 HE - T\ o (Fig. 8),

8) Pseudomonas aeruginosa: XF o MIC v —
71% 0.20 ug/ml LELBFh, 2 DLkt 6.25 ug/ml
UFCHIESh TR, ciprofloxacin & b 2%, fio
2F1L ) 3~ 4 BEREEh o (Fig 9,

LIk, AHlentd 575 Atk 8 Mo MIC 2
£1E2 6.25 ug/ml UTFOEER Lico

2. i - RPBER X ORPEIRER

D Ak (Fig 10)

T RE MR (3 & F Tk 55 2R T 0.83
upg/ml, ofloxacin Tix 1.5 BRI T 2.36 g/ml THH,
R4 By L, 12 BEgombBExFAT 0.17
ug/ml, ofloxacin ¢ 0.47 ug/ml & iro Ttz MF
A AR 45K C 3. 85 B[, ofloxacin ¢ 3.90 B ThH
he] f;o

2) RepEER XURHBERE (Fig 11)

FHRPRED C— 7 IAF TRREH 2~ 4HHT
102.4 ug/ml, ofloxacin T % 0 ~ 2 B ¢ 352.0 ug/
ml THY, &bREEEBCREV T L, 12FKHE
DR RBEEINRIZAH T 40.8%, ofloxacin T 59.7
% THo1lo )

3. EEIRAYRRE
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1) Stk s

SHEEMEREN S 9 0 DEFIRAST % Table 1 iR L
Too THREHE TIILGIEM TH - 7oo UTI ST E
I X HREEERE (Table 2) (3 9 6 & E %) 8 f,
B 1 GITREEHRILI0Y TH>lo ThbDIER
BT B EER 0N EER L Escherichia coli 7 ¥, Sta-

phylococcus epidermidis 2%k, Klebsiella pneumo.
nige 1T, 10 T NTHREI N (Table 3), =
nHELEORF T 5 MIC (Table 4) 134 10
0.10 ug/ml T TH -t

2) HFHMIREERIE

BHEE IR R RRIRE 9 DI DEGIRBAE % Table 5 1z 7Rk |

Table 2. Overall clinical efficacy of T-3262 in uncomplicated UTI

75mgX2/day, 3-day treatment
Symptom Resolved Impreved Persisted Effect on
Pyuria Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged | bacteriuria
Eliminated 8 1 9 (100%)
Decreased
Bacteriuri
acteriuria (Replaced) 0
Unchanged 0
Effect on pain . 0 .
on ricturition 8 ( 85%) 1(11%) 0 Patient
total
Effect on pyuria 9 (100%) 0 0 9
Excellent 8 (89%)
Overall effectiveness rate
Moderate 1
erete 9/9 (100%)
Poor 0
(including Failure)

Table 3. Bacteriological response to T-3262 in acute uncomplicated cystitis

Isolate No. of strains | Eradicated (%) Persisted*
Staphylococcus epidermidis 2 2 (100%) 0
Escherichia coli 7 7 (100%) 0
Klebsiella pneumoniae 1 1 (100%) 0

Total 10 10 (100%) 0

* Regardless of bacterial count

Table 4. Relation between MIC and bacteriological response to T-3262 treatment in acute uncomplicated cystitis

MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolate 4 Total
=0.025| 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 | 212.5 one
Staphylococcus epidermidis 1/1 1/1 2/2
Escherichia coli 6/6 1/1 71
Klebsiella pneumoniae 1/1 1/1
Total 7/1 2/2 1/1 10/10
o (100%) | (100%) | (100%) (100%)

No. of strains eradicated/No. of strains isolated
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Table 6. Overall clinical efficacy of T-3262 in complicated UTI
75mg or 150mgX2 or 3/day, 5-day treatment

Pyuria Eff
Cleared Decreased Unchanged ect. ox'x
o bacteriuria
Bacteriuria
Eliminated 3 0 3 6 (67%)
Decreased 0
Replaced 1 1 2 (22%)
Unchanged 1 1 (11%)
Effect on pyuria 4 (44%) 1 (11%) 4 (44%) Patlen; total
Excellent 3 (33%)
Overall effectiveness rate
Moderat 4
oderate 7/9 (78%)
Poor 2
(including Failure)

Table 7. Overall clinical efficacy of T-3262 classified by the type of infection

No. of patient Overall
Group O- of patients Excellent Moderate Poor effectiveness
(Percent of total)
rate
1st group 0
(Catheter indwelling)
2nd group
0
(Post prostatectomy)
Monomicrobial | 3rd group 0
infection (Upper UTI)
4th group o
1 80%
(Lower UTI) 5 (56%) 1 3 7
Sub total 5 ( 56%) 1 3 1 80%
5th group 0
(Catheter indwelling)
Polymicrobial [6th group o o
2 1 1 75%
infection (No catheter indwelling) 4 (44%)
Sub total 4 ( 44%) 2 1 1 5%
Total 9 (100%) 3 4 2 8%
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Table 8. Bacteriological response to T-3262 in complicated UTI
Isolates No. of strains | Eradicated (%) Persisted*
Staphylococcus epidermidis 1 1 (100%) 0
Staphylococcus simulans 1 1 (100%) 0
Enterococcus faecalis 2 2 (100%) 0
Enterococcus avium 1 1 (100%) 0
Escherichia coli 2 2 (100%) 0
Citrobacter freundii 1 1 (100%) 0
Klebsiella pneumoniae 2 1 ( 50%) 1
Proteus mirabilis 2 2 (100%) 0
Pseudomonas aeruginosa 1 1 (100%) 0
Total 13 12 ( 92%) 1
* Regardless of bacterial count
Table 9. Relation between MIC and bacteriological response to T-3262 treatment in complicated UTI
olates MIC (zg/ml) Inoculum size 10° cells/ml Not Total
<0.025| 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 | =12.5| done
Staphylococcus epidermidis 1/1 1/1
Staphylococcus simulans 1/1 1/1
Enterococcus faecalis 1/1 1/1 2/2
Enterococcus avium 1/1 1/1
Escherichia coli 2/2 2/2
Citrobacter freundii 1/1 1/1
Klebsiella pneumoniae 0/1 11 1/2
Proteus mirabilis 1/1 1/1 2/2
Pseudomonas aeruginosa 1/1 1/1
Total 2/2 0/1 3/3 2/2 2/2 11 1/1 1/1 12/13
(100%) | (0%) (100%) | (100%) | (100%) | (100%) (100%) (100%) | (92%)

No. of strains eradicated/No. of strains isolated

Table 10. Strains* appearing after T-3262
treatment in complicated UTI

Isolates No. of strains (%)
Staphylococcus haemolyticus 1 (50%)
Staphylococcus hominis 1 (50%)

Total 2

* Regardless of bacterial count

o EREHTETIEH 40, HH40, EH16TH
2R3 89% Thotoo UTI BHFEMEREC X BIAEHE
RZHR (Table 6) 12 9 fl-hZ%h 30, HRh4 Bl E%H2
ITREBDRIL 8% Th-1to UTI RERERL

(Table 7) TIXEMBERPDLE 4 B S Fl, HERY
DEEFEN AR LD, ThEThOoFHRIL 80% kX
W 75% Tholeo IECIDOREFNEEREITOEE 13
BRT MEFRZIE (Table 8) (X 13 #keb 12 ERANH &
L, 92% DBRERTH - 1oo HEHLHAIL Klebsiella pne-
umoniae 1 Bk TH 7o THHLDBEED > H 12 Bz
DULTAHRFIZRT A MIC #JIE L7 (Table 9) &= %
12 BT XTA% 6.25 pg/ml LIFIZifi LT Tz TRSE
L7z Klebsiella pneumoniae 1 g MIC |2 12.5 ug/
ml THh > 7o FEHHBE (Table 10) (2 Staphyloco-
ccus haemolyticus ¥ X U8 Staphylococcus hominis
Z1R EF2BkTH -1
3 etk
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Afw&s L 18 fifh, BMENCEIERIER YR
wich D, FLBEREEBCOVGCTLRFATET
Hot 74 (Table 11) s, RELEIZD bish -
o

1. = B

1962 iz 7 7 2 BHBEICE ST Y vy JBORER
RIEE 12 € ) F v AR v BERERIER OW LT
i, T0HAFERRLE LTEECRWTEDLRTE
Fro 1980 ERFEE T, TV Ty 7BEEIDE L
75 AEEE LTORTE N X RTVHO 58 1
Koy Fyr v F#VBRERAZSE L LTRBRERREY
wEEUERAIATE S,

1980 Fizfe h —#D 7 5 2ABHES IV 75 s
Bt LTI < BB %R 3 norfloxacin® AiBA
REh, FOBMBEANRZ b5 AR ICHEEIN—B L
#eh X o ofloxacin® % X T8 enoxacin (ENX)® iy
FEEIhTwbe Shb3EI—BELT=a~F/rvH
L, WhWw S 2RIV TIBT AL O TH
Bo thb=a—F/rvflix UTI 0Zis by, K#H
BOMBERPECHBh B X 512y, BFES cipro-
floxacin® % 13 U ERFEFOMREL BRI b
hT\5,

IORIERATESOTSEFTLLEARE 2 h o T-
3262 (1 F OfbgtEER (Fig 1) ey 7570 ovBEO 1
MICBEBREL LT 2,4-v 7 vy n#ErET 2=
=—I7IMETHY, BRUELYEL S LENE 7
7 slEECK LAEBECHE 2R LS 0FRcs
W, ciprofloxacin, ofloxacin, norfloxacin 7¢ & $E3k
D=a—F/rVvEILRENTNUEOBCHENZE
LTwaYs  Lichio THAFIZMRBHERORYE
SLERENIE I ATV 2, SERL MEEHBEDE
L L7z ciprofloxacin, ofloxacin, norfloxacin %3t fB2R
& LERIDRRNEE 7 5 A 8 IR T 2 RSk
SHi% LS U 72 A%, Enterobacter cloacae, Pro-
teus mirabilis s X U° Proteus vulgaris T ciproflo-
xacin 2% % OO X O OBEREITE] L TIxAH H
BL @R, i Pseudomonas
aeruginosa TE W TXDERFETH » 10 & OHEK
(X5 34 MEAMCHREFLARALLBRLTE Y v 2
UV AR ALESBRETREY LRERETH Y,
FRFERDO= 0 —F/ v vHITHEL, %< D75 A
BEREN L, LY —BHCHENEETSEELS
i,

RO MEFRE IR 150 mg BEEOFE 0% 2
B Te— 7fE 0.57 pg/ml %38, 300 mg #5 Tl
3HFREIIz v — 7{E 1.08 ug/ml & dose response %

Escherichia coli,

2, LISEIR L 24 BBz IERSMEL Tieie
EXRTVBAYA, BAOHMTIL 150 mg #5025
f#% T 0.83 ug/ml L EERBEL HLRH/H -7 fER
FTHRE Lo Too RPBEE LT HADBET
ix 150 mg #5 T 8~12 B O RPEE L 23.2 pg/ml
THH, FEY ROy 20HEYTY 150mg 5%
Y00 300 mg ##E1% 8~12 BRI TER Fh 27.3 pg/ml
KLV 6L.3 ug/ml &, FFRZHEED MIC 2+
LEIZBEIERIN TV D, SDZ &b b REEIE
X LTix1 A 150~300 mg, 2 EFE TR LR
PR LB B LHBE IR,

U EoHENE X OAEIREICE T 5 ZBMHBRABUK
HEEE X, AR R SUEBMERESR 9 7, HEMERER
PIE IO PNITIRE L, TORRER L UKL EITOWTHRE
fTo o TORBRBHEMMERENL T, 150mg 2
DERETIGIF 100% DREEHNETE D, LrdE
2738 Ok oo bk BT 4 DA RS2 BT T
HEEEHTLREFREIZ 139 fif 1004 LML
hTkbh, Thook¥FTiil B 150 mg 732 HEirs
IhTwb, BMERBERIECE LT, 98+ 78%
DREBHRTH > Tch, ZhIEBELHYD 75.1% &
BT 28 Th - o FREFERFOBELHTHLD
L, BBAFFSHIF 80%, HE6F4Ph 75% DEIET
Holetd, WThd 27 -7 AEEBEFITH - 10 &
EEHY UL, FATE - F IR 4 LIBFAED
BETHY, »7 -7 VEBEGITO W TIRE 18 27
flisR 55.6%;, 285 % 36 Bl 30.6% DHEHETH - oo
BEBRBRZRE T, 1 BE 150 mg (14, 300 mg
(560, 450mg (341 TTh*h 0%, 100%, 67%
DEHRTH - 7ch, £ELHFE 1 R 150mg, 300
mg, 450mg, 600mg TZ h F h 73.9%, 70.7%,
75.4%, 77.3% L#F ® dose dependency #527-d,
DOV, KEPOIEMA 1 H 450 mg, 3 HEHREIhT
wh, BREBHNHIBRSROBEY & L2 e 2 L,
EHMERBRYIETI2 1 B 450 mg BRI 55 L iz
Ehico MBEFEMBEIT 2\ Tz atE BN L T
10075, HBMMERBREIIET2Y »BREILTEH, o
MBBRAEICNT 2EF D MIC (23X~ 6.25 ug/ml
UFTHh, edoUHERFHRCHT 2HEEEORX
BERBRETRUR & F/E Lis\

REBE LT SEOKABZEMIZETHME
HEWERIERZZED ShY, T hEBREEOREERE
3 ERD e o To

—RICE ) VY AR VEBREFIOBIER L LT
BiehiREEERELFD SM6 h T b, “BL
S bOE” I LRESBETIZS L AEARFERLE T
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DO TWB, BEEIZIERT » 1 VFREEERE 7
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%o T-3262 + 7 v 77 = v EOHEEAROWT,
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EANRBEMTH T LI RTWBY,

D EosR L b T-3262 ;xHlitk, HEMELRMbLT
REBPECH LB RAERTH H, B2 T
3, SEORFRE TR LRBEIRA bRish - 7
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BASIC AND CLINICAL STUDIES ON T-3262 IN UROLOGY

Hironiko Yasuno, Suinsure Taxacr, Hirosur Makepa,
Axira Fujn, Soicur Arakawa and Sapao Kamipono

Department of Urology (Director : Prof. S.KAMIDONO),
School of Medicine, Kobe University
7-5-1 Kusunoki-cho, Chuo-ku, Kobe-shi 650, Japan

Gaku Kawasata, Kencur Umezu and Jojr Isuicamr
Department of Urology, Kobe National Hospital

Nosumasa Kataoka
School of Allied Medical Science, Kobe University

T-3262, a new synthetic pyridone-carboxylic acid antibacterial agent, was studied basically and
clinically. The following results were obtained.

1) Antibacterial activity : the MIC distribution of T-3262 was compared with that of ciprofloxacin,
ofloxacin and norfloxacin against 8 species, of 27 strains each, of clinically isolated Gram-negative
rods. T-3262 was superior by several tubes to norfloxacin and ofloxacin against other species except
for Proteus mirabilis and Proteus vulgaris. T-3262 was slightly inferior to ciprofloxacin against
Enterobacter cloacae, Proteus mirabilis and Proteus vulgaris, but equal or superior to it against the
other species. This drug had MICs of 6.25 ug/ml or less against all tested strains.

2) Pharmacokinetics : the serum and urinary concentrations after a single 150 mg oral dose of T-
3262 and a single 200 mg oral dose of ofloxacin were compared in 5 healthy volunteers by the cross-
over method. The peak serum concentrations of T-3262 and ofloxacin were 0. 83 pg/ml and 2. 36 pg/
ml at 2h and 1.5 h, respectively, after administration. The urinary recovery rates in 12h of T-3262
and ofloxacin were 40.8% and 59.7%, respectively.

3) Clinical evaluation : T-3262 was administered at 150 mg daily for 3 days to 9 patients with
acute uncomplicated cystitis, and 300 or 450 mg daily for 5 days to 9 patients with complicated
urinary tract infection. In the acute uncomplicated cystitis group, therapeutic effect was excellent
in 8 cases and moderate in 1 with an overall efficacy rate of 100%. In the complicated urinary tract
infection, therapeutic effect was excellent in 3 cases and moderate in 4 with an overall efficacy rate
of 78%. The rate of bacterial eradication was 100% in the former and 92% in the latter.

No significant clinical side effects were observed and conventional clinical laboratory tests showed
no abnormality related to the treatment.



