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I. MRELUVFE (+)-7-(3-amino-1-pyrrolidinyl)-6-fluoro- 1 -(2, 4-di-
fluorophenyl)-1, 4-dihydro-4-oxo-1, 8-naphthyridine-

1. *\j % - .

HEBEXBER 61 &£ 11 Ao 62 £ 12 f3 °F e e e youenesulfonate hydrate
ER¥EXGNBRBEUR SR 6 X LB BIEER 2% MW  594.56
2Lk REBMBRAERET KROREOCBLHR Fig. 1. Chemical structure of T-3262.
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Table 2. Overall clinical efficacy of T-3262 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged | bacteriuria
Eliminated 4 4 (66.7%)
Decreased
- 2 2 (33.3%)
Bacteriuria (Replaced) o
Unchanged
Efficacy on pain 0 '
on micturition 6 (100 %) Patient
total
Efficacy on pyuria 4 (66.7%) 2 (33.3%) 6
Excellent 4 (66.7%)
Overall effectiveness rate
Moderate 2 (33.3%
° (53.5%) 6/6 (100%)
Poor (including Failure) 0

T3HERE Lo

BEOAFIL, SUHBEMMERENL o7 BHEMERLE
B 52 Bl SR EL 10 A, REHR1H
SHBEIEHL L1BITH - oo FHIZ 20 BN D 82
(3¢ 65.58%) T, B 47 B, &iE 26 HITH oo
2. ®EFHE
BREFEZRAE LT, ateBfEEMscs LT
A# %1 75mg, 1H 2@, 3HEHBLEEL, 8BS
MUERBREYE = LTk, 1[E 150~300mg, 1H
2~3M@, 5HMBEEL LI, AFORMEELE 2
B DEF DGR X T ieh -t

3. HHE¥IEEE

UTI EFHMELE (5 3HD? BT 2 ERATILA
HEEFECHIE Lo MBI BMERER BR WER
DB O, B FL, OB B HETED
5 BRERHENC X B ERERE OHIE S Hi4 TT - 1o
SHRAAREI X B B ENEIEE S L O BE%
DMBECFHBREBOLEICO LT HREH L

II. & K & #&

L SRR s
THERMPERERC S o Bl DERIRAUA % Table 1 12m L
To TREHTETREH 7B, LCHD2HITH - o
UTI SBRPliddec &3 Lz 6 BITI2ESh 4 B, A%
200TH W REFDHERL 100% TH -7 (Table 2),
2. EMEEMN R

B R YE 62 B DEEFRALE % Table 3 1=

R Lco FREHTTIIER 27 6, B 20 £, X
B 60, EH8H., THIATEHEIL 77.0% TH
olzo UTI EEFFMELE AT L 47 ATk, ED
22 ), A% 17 B, EEHSPITHRERTXHRI1283.0% T
% -1 (Table 4),

UTI LRREHNORERREIL, 15 100%, &
2% 100%, 38 100%, 48 87.1%, H5
50.0%, S8 6% 40.0% TH -1z, Tio, BBBEEHT
90.0%, BEHERPEET 42.9%, »7—T L FGEH T
80.0%, »7 —F NVIEDERE T 83.3% TH -1 (Tab-
le 5),

1 BREER O BERIx 300mg,/ A58 T 66.7
%, 450mg/ B#x55ET 80.6%, 600mg,/ HiFHEEHT
92.3% T#H » 1 (Table 6),

3. MEFHIBRE

SRR % T2 UTI BARMELELSBRALR X
O X B E HE B 3t iz £ 8k (Escherichia coli 8 #,
Enterococcus faecalis 1 #E) »\4k Li=hs, E. faecalis,
GPC 2#EHICEhFR 1k Lic (Table 1),

1B RRRRGED UTI 3SRl ol 6efE Gl i
55 Bk 47 BRANHA L, BHAERIL 85.5% TH - o
BED%h - - EECOENEEY R % &, Pseudomo-
nas aeruginosa 17 £k T 82.4%, E. coli 10 #, E.
faecalis 5 ¥R T 100% Th -tz 1z, Staphylococcus
epidermidis |2 4 Frep 3 #k (75.0%) »il%kLi, BE
BHBE G 7 VYRR 2 5 A48 E & Candida
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Table 4. Overall clinical efficacy of T-3262 in complicated UTI

Pyuria Effi

Cleared Decreased Unchanged icacy on

L bacteriuria
Bacteriuria

Eliminated 22 5 35 (74.5%)

Decreased 1(2.1%)

Replaced 1 2 5 (10.6%)

Unchanged 1 3 6 (12.8%)

Efficacy on pyuria 24 (51.1%) | 13 (21.7%) | 10 (21.3%) Patleztj, total

Excellent 22 (46.8%)
Moderate 17 (36.2%)
Poor o

(including Failure) 8 (17.0%)

Overall effectiveness rate
39/47 (83.0%)

Table 5. Overall clinical efficacy of T-3262 classified by the type of infection
Criteria for clinical evaluation in complicaled UTI

Overall
\f
Group I\O'A of (percent) Excellent Moderate Poor effectiveness
patients\of total

rate
1st group o . o
. 2 100 %
(Catheter indwelling) 3( 6.4%) 1 ?
2nd group o o
. 1 100 %
(Post prostatectomy) 10 2.1%) ’
Monomicrobial | 3rd group o o
. 2 3 100 %

infection (Upper UTI) 5 (10.6%)
?E};“f; °‘§TI) 31 ( 66.0%) 19 8 4 87.1%
Sub total 40 ( 85.1%) 22 14 4 90.0%
5th group o "
. 1 1 50.0%

(Catheter indwelling) 2 ( 4.3%)
Polymicrobial | 6th group o o
. 2 3 40.0%

infection (No catheter indwelling) 5 (10.6%)
Sub total 7 ( 14.9%) 3 4 42.9%
Total 47 (100 %) 22 17 8 83.0%
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Table 6. Clinical efficacy of T-3262 classified by daily doses

Daily dose (mgXtimes) Excellent | Moderate Poor Efficacy
Uncomplicated UTI | 75X2 4 2 6/6 (100 2%)
150%2 2 1 2/3 ( 66.7%)
Complicated UTI 150%X3 15 10 -6 25/31 ( 80.6%)
3002 7 5 o1 12/13 ( 92.37%)

Table 7. Bacteriological response to T-3262 in complicated UTI

Isolates No. of strains | Eradicated (%) Persisted”® No. ofvstrains »
appearing after treatment
Staphylococcus aureus 1 1
Staphylococcus epidermidis 4 3 (75.0%) 1
Staphylococcus xylosus 1 1
Streptococcus agalactiae 1
Enterococcus fazcalis 5 5 (100 %)
Enterococcus faectum 1 1
Escherichia coli 10 10 (100 %)
Citrobacter freundii 1 1
Klebsiella oxytoca 1 1
Enterobacter cloacae 2 2 (100 %)
Serratia marcescens 2 1 ( 50.0%) 1
FProteus mirabilis 4 4 (100 %)
Proteus rettgeri 1 1
Proteus inconstans 1 1
Proteus penneri 1 1
Pseudomonas aeruginosa 17 14 ( 82.4%) 3
Pseudomonas fluorescens 1
Pseudomonas cepacia 1
Pseudomonas testosteroni 1 1
Pseudomonas maltophilia 1 1
GNR 1 1
NF-GNR 1
Candida 3
Total 55 47 ( 85.5%) 8 7
* Regardless of bacterial count
BERTLN 3Bk, Streptococcus agalactiae 531 ¥e395 & 5 EIfeH

hic (Table 7),

4. SHAIEALRIVREL

THBIBAL L RELOE 10112, Neisszria gonorr-
hoeae, Chlamydia trachomatis DRFEXIT > Tt
B FEREHRCEEER RehOIBRS X OHIE Y
RUIIDER LHE I Nt (Table 8),

BEAEIERI 73 DI&FLTiRd bt o7 B
KRREBORFEEE L 51 i, GOT & GPT 2314
(EBI6), BUN, Mz Lv7F=v, MEH ) v ah1
O GEGI13) @b bR WThLBETH Y, R
13 122 BEIEH{EIZE Lic (Table 9),
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Table 8. Clinical summary of epididymitis and urethritis treated with T-3262
Treatment Bacteriuria*
Case | Age . . . . Side
No. | Sex Diagnosis Dose Duration| Symptom®| Pyuria® . Count | Evaluation Remarks
- . Species effects
(mgXtimes) | (day) (/ml)
56 + + Escherichia coli 10°
1 M Epididymitis 150X3 7 Excellent - -
20 H H# Enterobacter aerogenes 108
2 M Urethritis 300X2 5 Excellent - -
. Before treatment
After treatment
Table 9. Changes in laboratory test results
Total Doctor's evaluation
Item No. of Aggravated (Relation to the drug)
patients initel Unchanged| Improved
evaluated | Definite | Probable | Possible | Sub total | Unlikely Def::::e Y| Sub total
38 1 1 37
RB
c (100%) (2.6%) | ( 97.4%)
Hb 38 1 1 37
(100%) (2.6%) | ( 97.4%)
He 38 1 1 37’
(100%) (2.6%) | ( 97.4%)
38 6
B
WEBC 1 (100%) ( 84.2%)| (15.8%)
29
Plt
(100%) (100 %)
GOT 45 1 1 1 1 1
(100%) (2.2%) (2.2%) | ( 93.3%)| ( 2.2%)
GPT 45 1 1 1 1 2 3
(100%) (2.2%) (4.4%) | ( 86.7%)| ( 6.7%)
ALP 43 1 1 42 .
(100%) (2.3%) | (97.7%)
4 3
BUN 4 1 1 0 .
(100%) (2.3%) (190.9%)| ( 6.8%)
Creatinine 4 1 L 3
(100%) (2.3%) (97.7%)
23 23
J
Na (100%) (100 %)
K 23 1 "1 21. 1
(100%) (4.3%) (91.3%)| ( 4.3%)
cl 19 18 1
(100%) (94.7%) | ( 5.3%)
No. of patients with
aggravated laboratory 2 4
test results
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1. = =

FEZRIBEY Py v R EBERABKIONRE 5
RoOELHIDHEE L, WY H New quinolones & XL
WhTWBERR #3itRe7 = ARMEYWHEER
T2L5 R HENETLBRYRCE Ehic b OH5H
58-7)0

T-3262 |2 1,8-+7F )V o vEBD 1, 7TrEFhEFh
2, 4-VTNFRT 2 VERIW 3-TIi/ERY) U=
NEXYETHEHLL SV VYR VBRIER TS
Bh, FENLZ T LABHEAIIUD 77 AENEE H#BR
HEeR ULEESHEA N7 F 5 4 LBVWIEIEE
L, BRI ORMEERBREE CR\SBEAE I H
LT &7 Enterococcus 3 U &35 75 LB
B TVORERE ST ARERECH LTREDOEY
FyarfvBREERAL D BUWHENZ RTV &0
5, WRBHERORMECHT AEHEEIEI R
T DRI 21T - 1o

SEEEMERENLIFICN LT, AF %L 1E 75mg,
102, 3HMZEOKRE LICRR TIXLflicsiRse
BRAEOHENBOh, BRIGERTICELAR YRS
Lic 2 BIHBRS TRIOEBEHEIER TH - oo UTI
KYpFHmEECAR L6 A TiE. E46. Bxh2H
Th HEFHRIL 100% Th- 70

G R R YLEE 62 Bzt L, AF% 1@ 150
~300mg, 1H2~3EFEH DO ETHEHTE TIL
77.0%, UTI RLFMEEHED /T iz 47 flTik
8.0% LuWThd BUWAHE TS oo P T—T ALY
BERTH-> THEBRETHNIEDRIE L, BHK
RETOERRMN 90.0%, ¥ OB HRI 46.8%
ERVT ERFHEICET %o BEBICXAEHRTIX
600mg 1 BHERET 92.3% & fBEL b BEhs - 1o 2%,
SEEARRCOUBERBAIOBRYE WEFMHHEC
ERREQRDDONTY, BEREESCRT B B3 rs
BOELEL bRt

RIEFH2D R TS AR % T2 bk (E. coli 8
B E.faecalis 18%) » %L 722 26 THEHLMA
(GPC 1%k, E.faecalis 1%F) MFBdbhtr, HEMER

BEEHIETI2 7 7 L AR LD 86.0%, 75 AB
HELthD 83.3% (E.faecalis T2 100% D EME
R) THEHEEANGEBOLN, £MTIL 85.5% LENEE
KRB THo o BBEDS HEES NI P aeruginosa
DEMREN 82.4% L@, HEKDEL (14 K+
13 BR) wxT % £F D MIC A% 0.78 pg/ml LITF TH
oleZ &, BEHRHBENTH] (77 2BERE 11
7N v BEIEREE S5 A BRIEARE 3 #k Candida 3 )
LPiemoteZ Lz, KFD in vitro DHEH L—F%
LABREEZ bR,

BIfER & LTOBMEBERIEMBEALEHTIAH
bRDID o Teo BMERREMORE LRI 2 FlIRD S
7o GOT & GPT o#@E L&# (GOT 2557 IUJL,
GPT 28—491U/L) 34 & DBIFE2 S Bh 4 Liigys
LHTESI NI, BUN, 7 v7 5=, fiEH Y v 4
DRE EADIIARR LR, S BREEELRD LR T
WA KEEDBIRDS B L L DEETS
2o TROLD 2L, HMEERD £ B AE S
MBEE Lich oo,

DEoat X b, T-3262 (1&tE iR 4 L O°
EHEERE R RIE T LER BB LR LES
HLIBZEDOERRERTH D &2 bhin,

XX ik

1D %34 BIERCERELLAHALALNEGEL, FK
YRy A, T-3262, 1987

2) UTI B4 (ftFk: AMIEH) : UTI 3R % 5F 1f
¥ (53 ), Chemotherapy 34: 408~441,
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3) % 28 MBRCEFRELELHES, FE L vEoy
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4) 30 MARCEREFLFHALLTES, AP
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5 % 31 MERCERKRELBL, FRvEUY
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6) # 32 HARLEREFLTARLTEL, FE
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7 H35 HERCERHEXLRL, FE vy
A M, NY-198, 1987
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T-3262 IN UROLOGY

Kenzo Uema, Susumu Kacawa and Kazuo Kurokawa
Department of Urology, (Director : Prof. K. KUROKAWA)
School of Medicine, Tokushima University

2-50-1 Kuramoto-cho, Tokushima-shi 770, Japan

Nosuniro Fujsaki, MorimMasa Kuwanara and Kojr Mizuta
Fujisaki Urological Clinic

Isao Ocawa, Takasur Saiki and Tomoyukr SuioTsu

Department of Urology, Central Hospital of Anan Medical Association

Naotamr Terao, Axira Takenaka, Hirorumi Hasuimoro and Tapavyuki Mivamoro
Kochi Takasu hospital

Nosuo Fujimura

Fujimura Urological Clinic

Axio Imacawa

Department of Urology, Takamatsu Red Cross Hospital

T-3262 was used in the treatment of genitourinary tract infections to investigate its clinical efficacy
and safety. The subjects were 9 patients with acute uncomplicated cystitis, 62 patients with chronic
complicated UTI, 1 patient with urethritis and 1 with acute epididymitis.

The following results were obtained.

1) Clinical eficacy was evaluated according to the criteria of the Japanese UTI Committee. The
overall efficacy rate was 100% in 6 patients with acute uncomplicated cystitis. In 47 patients with
chronic complicated UTI, excellent in 22, moderate in 17 and poor in 8, the overall efficacy rate
being 83.0%.

2) Bacteriologically, 9 of 9 strains (100%) were eradicated in acute uncomplicated cystitis and 47
of 55 strains (85.5%) in chronic complicated UTIL

3) Clinical response was excellent in 2 patients with urethritis and acute epididymitis.

4) No subjective side effects were observed. Laboratory studies revealed mild elevation of GOT
and GPT in one patient and slight elevation of BUN, S-Cr and K in one.



