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Fig.1. Chemical structure of T-3262.
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BURvERERE S 4 B, MM RBERRYVE 21 flic T-3262
¥EOHE L, TOBRBRBRBEYERN Lico B#EFEIR
PEBSSHMERERE A TR 1 BE 300mg (24 AR) 7 BRI
£23%, 150mg (248 7TEEBEEX1HTH-»
Too BN R RESAETIT 20 flix 1 HE 300 mg 277
MR, 1@tz 450mg 3R TS A ¥z 10 AEERE
L7

SHRFIE X UTI BRHPMMELED ey, SrEBi:
BEMA TIX3 ABR, HEERBREETILS BERST
ot FloBMEMMMEBERN A TIRT B B L EMMEIRERR
BAETIE 10 AR AEEYER L CHRAZET -
o

. # g

1. HEH

1) E.coli (50 #)

T-3262 © MIC fii3 <0.025 ug/ml 12 € — 7 %52,
2HEEBR L TNTH £0.025 pg/ml THoT, REEH
4T3 NFLX, OFLX, ENX X h 4 iEIHERT
Wioo Ffo MICss fEIX VT £0.025 ug/ml TH

Inoculum Size:10°cells/ml by MIC 2000 system
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£ T-3262 ——
£ S =
© o2 ENX ———
CPFX -—-~
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0.05 0.20  0.78° " 3.13 T 12.5 MIC(ug/ml)
T3262{ 48 1 1 50
NFLX| 25 4 11 5 4 1 50
OFLX| 19 19 4 2 4 1 1 50
ENX| 11 23 6 4 3 2 1 50
CPFX| 43 2 3 11 50

——T-3262

E 3 NFLX
—== OFLX
——— ENX

b————CPFX

0,025 010 039 1.56  6.%5__ 25 50 10051
5.0500.20" %% 78" %%3.13% Pyp 5 50 100>100

NFLX : norfloxacin g—g———«:
OFLX : ofloxacin TMICe MIC !
ENX_ : enoxacin et

CPFX : ciprofloxacin

Fig. 2. Antibacterial activity of T-3262 and other
antibacterial agents against Escherichia coli
(50 strains).

Inoculum Size:10°cells/ml by MIC 2000 system
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=3

)

MIC(g/ml)
T-3262| 46 1 3 50
NFLX} 1 12 9 17 3 3 2 2 1 50
OFLX| 5 22 15 2 2 3 1 50
ENX 2 28 11 2 2 1 2 11 50
CPFX| 30 14 2 2 2 50

= NFLX
— OFLX

—

t—
E——————CPFX
£0.0%5 010 039 . 166, 6.2 _ 25 50 100510
T70.05 7020 078 T 313 12,5
NFLX : norfloxacin i—ﬁ—
OFLX : ofloxacin ! »

ENX ! enoxacin n\gjféﬁr::g?')
CPFX : ciprofloxacin

ENX

Fig. 3. Antibacterial activity of T-3262 and other
antibacterial agents against Klebsiella pneu-
moniae (50 strains).

hIEEERVIENZ R L (Fig 2),

2) K.pneumoniae (50 k)

T-3262 o MIC fEix <0.025 ug/ml ic €— 7 %%
», BEEAE Tz NFLX, OFLX, ENX, CPFX &
DAFEIHRENR T, Fic MICso g0 fHIZVTHD
<0.025 ug/ml T b IEH R - HEH %R Lic (Fig.
3o

3) P.mirabilis (50 k)

T-3262 » MIC {1 <0.025 ug/ml i &' — 7 %ZD,
BRESZ Tx NFLX, OFLX, ENX I h L HiEHR
ER T, Eie MICsoe fEIZVTHE £0.025 ug/
ml TH D IEFRCIIEN %R Lic (Fig.4)o

4) Indole [{4: Proteus spp. (50 k)

T-3262 » MIC fiix <0.025 pg/ml iz — 7 %7,
BREESXR T OFLX, ENX Ik bz HhiEh T
728, NFLX l@3REZEThbH, CPFX Xbhizbih
124> Tvioo 7 MICsee EIX FH £ h S0 025
ug/ml & 0.20 ug/ml TH -7 (Fig 5),

5) Enterobacter spp. (50 ¥k)
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T-3262 o MIC {2 <0.025 ug/ml |o & — 7 %30,
EEEHE T2 NFLX, OFLX, ENX, CPFX X h i
HEIHRERL T o F 7z MICs g fEIZWVTHD
<0.025 pug/ml TH H FFFEIZHBR-HEI %R Lz (Fig
6)0

6) Citrobacter spp. (20 ¥k)

T-3262 > MIC {Eix <0.025 ug/ml & 0.10 ug/ml
Liz2igtEn e~ 7 2Rk, BEESE T NFLX,
OFLX, ENX, CPFX X h $ IE VBN T e, T,
MICsq,60 flliZFH FH <0.025 ug/ml & 0.10 pg/ml
THh -t (Fig O,

7) S.marcescens (50 £k)

T-3262 ©» MIC {#13 0.39 ug/ml 1z € — 7 %3,
PREEHSZE X NFLX, OFLX, ENX, CPFX X b3
FENIPER T e Eh MICso 4 fEIZ TR E R 0.39
pg/ml & 1.56 ug/ml TH -t (Fig. 8),

8) P.aeruginosa (50 ¥)

T-3262 ®» MIC {&% 0.20 ug/ml 12— 7 #0,
RIE A LTute, REEAR TR CPFX 1) 2%
455, MICsos fE X T NER 0.39xg/ml & 12.5
uvglml THY, BhicliENE2E LT (Fig. 9),

9) E. faecalis (50 £ ‘

T-3262 » MIC f&i3 0.20 xg/ml iz & — 7 %,
BEESE Tt NFLX, OFLX, ENX I b 4 fEhi-#
BH%ERLI, Eic MICsoe fHiZEhZLH 0.20 ug/
ml & 0.39 ug/ml T# -7 (Fig. 10),

10) E. faecium (36 k)

T-3262 > MIC ffii3 1.56 ug/ml 12 & — 7 %50,
BRESE T NFLX, OFLX, ENX, CPFX kb3
MEBEIPENR T, i MICs g fEIZEFNEFN 0.78
pg/ml & 1.56 pug/ml THh -7 (Fig 11),

11) S.aureus (44 £k)

T-3262 o MIC iz <0.025 ug/ml iz & — 7 %38,
ZHESE Tz NFLX, OFLX, ENX, CPFX b
FEII»ER T, % 7 MICse EIZENTER
<0.025 ug/ml & 0.05 ug/ml TH -7 (Fig 12),

12) S.epidermidis (39 #)

T-3262 o MIC {1z £0.025 ug/ml 1z — 7 % 8
», BEES® it NFLX, OFLX, ENX, CPFX I
DLMENIENR T, E 7, MICse fEIZTRE
1 £0.025 ug/ml & 0.10 ug/ml TH - 7c (Fig 18),

2. EERAIBE

StE MR 4 BIOEN—E & X U BRDEE
Table 1 1278 U tco BABRHR LM TEDIBED
h, BEEHRIL 100% Th-1c, DBEEREL E. coli
3k, S.saprophyticus 18, E. faecium 18Th D,

. Inoculum Size:10%cells 'ml by MIC 2000 system

5
100~

e
< sof e /// . T
v / A
= | ed T
o N
w0 Y. T-3262 ——
Ty MR ==
S a0k ___,,f"/:'/// ENX p—
0 "’—_-“—A“"l} 1 1 1 1 1 1 ICI }‘:X .l"““;
_(?3)
£ 100
2 so[
E
Z ol
Z 4o A
E 201 L. //’\‘.\T\x
& olemSaT AN 2Tl X S S
=0.025 0.10 0.39 1.56 6.25 25 50 100 >100
0.05 0.20 0.78 3.13 12. MIC(s/mi)
13262 27 4 6 1 1 39
NFLX| 2 2 9 11 3 6 4 2 39
OFLX] 2 1 1016 5 3 1 1 39
ENX 2 1 2 1110 6 4 2 1 39
CPFX 4 2 7 1 3 3 5 2 2 |3
Eee————T-3262
3 NFLX
= OFLX
= ENX CPFX
| ——es
P S S S S S
=0.025 0.10 0.39 1.56 6.25 25 50 100 >100
0.05 0.20 0.78 3.13  12.5 .
NFLX : norfloxacin
OFLX : ofloxacin MICsn MiCe
ENX < enoxacin MIC r:;nge

CPEFX : ciprofloxacin

Fig. 13. Antibacterial activity of T-3262 and
other antibacterial agents against Staph-
ylococcus epidermidis (39 strains).

FTRTAH 3 AR5 TH% L 1009 DEBARTSH-

foo Tl h b T-3262 bt MIC fEi1z, T
0.39 ug/ml LITFTH » foo HHEN RBRYE 21 fI O
Fl—% % Table 2 12/R Lz, fEF 13~21 0 9 flik UTI
AL AR TEIEA OB Lico UTI X
ZhEHlE T AT L 12 flo 5 ARSI X RAK
KR % Table 3 1R Licht, EZ 9 (75%), FH
281 (17%) THRERRE 2% Th-1o Kic10 HHE
BERTVHIETEETH - 12 7 Il CORBTRB R
EL 40, BH1GTEHERTLY TH -1 (Table 4),
FR—fEFIz T % 5 B B TOREEKR%E % Table 4 D
ATFwRL?, BRR 86% THH, 5AMRET
HAN 10 AR5 TIREZFIA 1 A Lico

Table 5 (3 UTI FEEREAIc A7z 5 H B ORABKY
BThHb, BHMBERLTIY 7 — 7L BERO G-1 ¥
D2 BIFER 1HIT, HHRS0Y Thoto ¥ 63,
ABETRCTHhLEHER 100% T, BHERRELEOR
BRIL 88% Th»tco HWHERLE TIE, G-6 B 40
FEH 4 Gl TEHE 100% Thotzo Fhh7—7E
BoRETHETS &, FFHEH (10 f) T HEHE
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Table 3. Overall clinical efficacy of T-3262 in complicated UTI
150mgX2 or X3/day, 5 days treatment

Pyuria .
ya Efficacy on

Cleared Decreased Unchanged .
bacteriuria

Bacteriuria

Eliminated 11 (92%)
Decreased 0 (0%)
Replaced ///% 1(8%)

Unchanged /7 //// ] ow

Efficacy on pyuria 9 (75%) 1(8%) (17%) Casel 2t°tal

Overall effectiveness rate

0,
2 (17%) 11/12 (92%)

Table 4. Overall clinical efficacy of T-3262 in complicated UTI
150 mg X 2/day, 10days treatment

Pyuria Efficacy
Cleared | Decreased | Unchanged on
Bacteriuria bacteriuria
Eliminated 5 (71%)
Decreased 0 (0%) ’
Replaced / 2 2 (29%)
Unchanged /// // 0 ( 0%)
nchange; 6
% %
Efficacy on pyuria | 4 (57%) | 1 (14%) | 2 (29%) Case7total 5 days result in the same cases
Excellent 4 (57%) 4 (57%)
Overall Overall
. e i ffectiveness
- 1 (14%) effectiveness 2 (29%) e iven
K 3 rate % rate
7 - . 5/7 (1%) 7 6/7 (86%)
///oor/ 2 (29%) ?Poox/ 1 (14%)
' Z0




VOL. 36 S—9

REEPIEC x5 T-3262 DKES 859

Table 5. Overall clinical efficacy of T-3262 classified by type of infection
150mg X2 or X3/day, 5days treatment

No catheter indwelt 10 (83%) 9 100%
Catheter indwelt 2 (17%) - 50%
Overall
Group No. of (Percent) Excellent effectiveness
cases \of total rat
e
G-1 2 (17%) 1 1 50%
G-2
Single infection G-3 2 (17%) 2 100%
4 (33%) 3 1
Mixed infection
7 77777 7 7 7
Total 7 2
5 05 07577 7

100% Tharowx L, HEG (261 TXELHESY
Thoto

wiz, SHEHIBRT -7 12 fInoRBAEE LTH
Hxhic 1286, 19 T s IEENHEORE Y
Table 6 1Z/R Lz, BABE T3 E. faecalis 735#k &b
> & 3%<, E.coli b P.aeruginosa, S.epidermidis
nrxhZXh2tk+ >, K oxytoca, K.ozaenae, P.
vulgaris, C.freundii, E.agglomerans, P.cepacia,
P.putida, S.haemolyticus p3% 1¥THoto ThbH
T 5HERIT100% Th-Too Fic5 BMEBEEERE
BE & LT P aeruginosa & Candida albicans 71
BRI OHB Lico ME¥EAHE L MIC LoBIR T,
1% (Klebsiella 0zaenae) 5 MIC {& 100 ug/ml [f E
THH, TOffik 3.13 ug/ml LT TH »tehd, T
B34k Liz (Table 7),

3. ElfeR

FHIBE 21T - 1o Bk B BERE 25 4 B & AN R BR
BYE 21 Flost 25 fliekswT, BlfEAxEbesH
EEMER DDA 5, Eio Fig 14 CERREY
Tt 18 EFOREAEOREMER Licas, KE
m# %% (RBC, Hb, WBC), Fr#aEtk#E (GOT, GPT,

Total bilirubin), B#&aERZE (BUN, S-creatinine) iz
BWTAAIC IS LBbh b REBILED b h it 2o
s
III. % =

HE, FIEAXZ b DIAWEY F v AL £ VvEBERE
BIEAOMETIEES L, RPECHEEL LTRE
HTEERRERAO—DLit> TE TV B, AFIBEE
¥ CH&EIhTWw5 NFLX, OFLX, ENX 7z K ofEn
PEANCHN, LA EOMBITR LTHEN &L,
iz A F ) vigtk S. aureus % E. faecalis s & o 7
T ABEEICH LTHERCHENR2FE > £ S h Tk
Oy, FEROBPEDRFCHE W THDEL R I NS,

1) HEN

BERTFERRIBELR X T 5 1E 71 & T-3262,
NFLX, OFLX, ENX, CPFX o [ CTHEHE Lo
E.coli, K.pneumoniae, P.mirabilis, Enterobacter
spp. Tix MICq, A =0.025 pg/ml LIEFITEL,
fhEh e, ERICIEI 2R Lice ¥ 1, Citrobacter
spp., S. marcescens, E. faecalis, E.faecium, S.
aureus, S.epidermidis iz OEETI\TLH, MICq
1% 0.05~1.56 pug/ml THWIAENERL, iz~
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Table 6. Bacteriological response to T-3262 in complicated UTI
150 mg X2 or X3/day, 5days treatment (12 cases)

Isolates No. of strains Eradicated (%) Persisted* Strains appearing®
after treatment
E. coli 2 2 (100%)
K. oxytoca 1 1 (100%)
K. ozaenae 1 1 (100%)
P. vulgaris 1 1 (100%)
C. freundii 1 1 (100%)
E. agglomerans 1 1 (100%)
P. aeruginosa 2 2 (100%) 1
P. cepacia 1 1 (100%)
P. putida 1 1 (100%)
S. epidermidis 2 2 (100%)
S. haemolyticus 1 1 (100%)
E. faecalis 5 5 (100%)
Candida albicans 1
s 5
/O % (0/12 cages)/ /17/;/9//1% ca/sﬁi);
Percentage of persistedly infected cases even after treatment % // 17% (2/12 cases) /// //
797977 7A

* . Regardless of bacterial count

BERF TH -l MRS ZOBREM I T
2 %, Indole gt Proteus spp. T3 NFLX ) E&E
DB NEHETRL, P aeruginosa izxf LTix, CPFX
I3 LHAENIRE DL 00 BIFRHENI®E L.
LichinT, 77 aBH, BEEYED, LHELAX
7 b7 AEETHRDIERIC S £ OREN 51
T&5 ELBbhi,

2) ERIKHRET

SHEBMMEREN R 4 Fl E DB TIE o7 2%, 100%
DEBHRMIBLN, FEBECHBTNEERTH 10 &
DM, 3MIEAKH®1H 300mg 248, 14/ 150
mg 245 RTRE Lich, £E%HY Tk 150mg 24
REEETH 100% OERHRAB LR TR b, LBk
BTt 1 B 150 mg 85 CHo BRI REHE T
EnLBEbhb,

HMERBRBPECS UL 1 AR E, 2058 %
1H 300mg T5HE %I 10 HRE#RE U THRRE

BRI Lic, 5 BRMREHICKRAERIE LR LB
12 G TREHR 2% THoto ORKIILELNY
DMV RIERRYIE TORRR 75.1% LHBLTHRE
DRWERT Hote 10 BEBSHCKAKRKYRY
BRI LB 7HTCREDHR 1% ThH, A—ERATD
5 HRE EHROEZHR 86% X hoREL, Zhiks5H
BTEHTH - EAD 5 b 1 AIMERR O HEDL
LicteddTH » 1o

UTHR BRI OBEK SR T3, » 7 — 71 BB G-
120 CTHYHR 50%, »7—FrEHEH G3
B2fl, G-4 B4, G-6 B4 THHE 100% &
HT =L BEFITRENEL, 2EEHY 377
LEEG 41.83%, » 75— L IEBEG 80.7%) LB
IEANERD bt BN RERBYEC 31F 5 MEF
R CREHAR 100% TH hHLELD 84% it
~EFCHBRTREBRTH -1

EIfERBE LTI ist LBt 25 Bl cARc L 5 LR
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(/mm?*)
x10* RBC
5001 5500
400 400
300 4300
I
Before After
(Iu/1) GOT
40 440
20 420
Before After
(mg/dl) BUN
—
30 30
20F 20
16— 10
Before After
Fig. 14.

(g/dl)  Hb (/mm?®) WBC
30r 130
.
12,000 412,000
20F 420
8,000F 8,000
——
4,C00 % 4,000
Before After Before After
/ dl) T-Bil
(19D GPT 30 (mg/d) i
20 20 1.0+ 1.0
10F —~—310 o.s?%%%%%ééé%;o.s
Before After Before After
(mg/dl) Cr.
2.0 __—12.0
10 § 10
Before After

Influence of T-3262 on clinical laboratory examination
(N=18).

bhs BEHERE 1FIL BT, BicZ 0BOEA
TREINIHEIERD E -7 BDAEMr T, 1 1D
BB R LB 18 AITARIcL 2 EBbh 3
BERRDh o1, UEX ), ZHRERERATHD 2
HD 7T ABE, BEECH LERECHEAED
¥EL, REERECSTAERDELERTE D, »
DEIEALEDORINZ LMD, BETHERAEOREL: 3)

EHLEZ DI S,

b4 73

8 34 EAXLCEREFLHRALLRES, FX
vVRYUY a, T-3262, HE, 1987

BHTL, BaRk +FEE M, CF
BE : MIC 2000 » 2 7 & & BHALFEEFLR
MEL X HROREEIERE (MIC) REMEOL
B s, Chemotherapy 29 : 1424, 1981
RBIE#, fo: UTI &) MmE% (B3R
Chemotherapy 34 : 408~441, 1986
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BASIC AND CLINICAL STUDIES ON T-3262 IN URINARY
TRACT INFECTIONS

Masanaru Aoki, Takaoki Hirose, Noriko Nisuijima and
Yosuiakr Kumamoro

Department of Urology, (Director : Prof. Y. KUMAMOTO),
Sapporo Medical College
Nishi-16, Minami-1, Chuo-ku, Sapporo 060, Japan

Takunt Tsunekawa and Seuchr Sarrou
Department of Urology, Kushiro Red Cross Hospital

We carried out basic and clinical studies on T-3262, a new oral quinolone derivative. The results
were as follows.

1) Antibacterial activity : the in vitro activities of T-3262, norfloxacin, ofloxacin, enoxacin and
ciprofloxacin against bacteria isolated from urinary tract infections were compared. T-3262 showed
good antibacterial activity against Escherichia coli, Klebsiella pneumoniae, indol-positive Proteus spp.,
Enterobacter spp., Citrobacter spp., Serratia marcescens, Pseudomonas aeruginosa, Enterococcus faeca-
lis, Enterococcus faecium, Staphylococcus aureus and Staphylococcus epidermidis.

2) Clinical results : In 4 patients with acute uncomplicated cystitis, the clinical efficacy rate of T-3262
treatment was 100%.

Twelve patients with complicated urinary tract infection were treated with T-3262. The clinical
response after 5days’ treatment was excellent in 9 patients, good in 2 and poor in 1, giving an efficacy
rate of 92%. The clinical efficacy rate in 7 patients treated for 10 days was 71%.

No remarkable side effect due to this drug was observed.



