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Fig.1 Chemical structure of T-2588 and T-2525
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Table 1 Clinical summary of uncomplicated acute cystitis cases treated with T-2588
(50mgX 3 /day, p.o., for 3 days)

Bacteriuria® Sid
Case | Age Symptom® Pyuria® Evaluation®*® e
No. Sex Species Count effects

67 1t H# E. coli >10°

1 Excellent -
F — - —
19 + + S. epidermidis 10%

2 - Poor -
F + + E. faecalis 3 x10°
74 + it E. cols >10° N

3 Excellent -
F -— - —
20 + H# S. saprophyticus >10¢

4 Moderate -~
F - + C. albicans 2 x10°
58 + H# E. coli >10°

5 Excellent -
F —_— — —_—
70 1+ # E. coli >108

6 Excellent -
F — — —
70 + + E. faecalis 108

7 Moderate —
F - - E. faecalis 10%

* Before treatment ** Criteria by the UTI committee
After treatment

Table 2 Overall clinical efficacy of T-2588 in uncomplicated acute cystitis
50mgX 3 /day, 3-day-treatment

Symptom Resolved Improved Persisted
Efficacy on
Pyuria Clear- | Decre- | Uncha- | Clear- | Decre- | Uncha- | Clear- | Decre- | Uncha- bacteriuria
ed ased nged ed ased nged ed ased nged
Eliminated 4 4(57.1%)
Bacteriuria Decreased 1 1 2(28.6%)
(Replaced)
Unchanged 1 1(14.3%)
Efficacy on pain cn 6 0 1
urination (85.7%) (0%) (14.3%) Case total
Efficacy on pyuria 5 9 2 !
(71.4%) (0%) (28.67¢)
l Excellent 4(57.1%)
Overall effectiveness rate
Moderate 2(28.6%) 6/7
L (85.7%)
I Poor(or Failed) 1(14.3%)
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Table 3 Clinical summary of complicated UTI cases treated with T-2588
(100mgX 3 /day, p.o., for 5 days)
Diagnosis Bacteriuria® i
Case | Age Catheter UT.I Pyuria® Evaluation** Side
No. | Sex | Underlying condition | (route) | grouping Species Count effects
. . S. marcescens >10°
39 | Chronic cystitis + H# E. faecalis >108
' Vesicovaginal ¢s E. faecal axr| B
esicovagina . faecalis
} + .
F fistula (Urethra) C. freundii 2 X10°
. . S. marcescens 10°
75 | Chronic cystitis + S. epidermidis 8 x10°
2 - Gé6 - Moderate —
M | Prostatic cancer + -
P. aeruginosa
73 | Chronic cystitis + +# s marcescens >10°
P. mirabilis
8 G5 K. pneumoniae Poor -
M P. aeruginosa
Urethral fistula (Urethra) + - aerig >10°
S. marcescens
S. aureus
. ... + s
72 | Chronic cystitis H# S. suprophyticus >10
4 G5 Excellent -
M | Prostatic hypertrophy | (Urethra) - -
K. pneumoniae
8 it
65 | Chronic cystitis g | Koo >108
M. morganii
5 Efaecahs Poor -
M - G6
Neurogenic bladder # E. faecalis >10°
53 | Chronic cystitis + F. meningosepticum | >10°
6 - G4 Poor —
M | Neurogenic bladder + F. meningosepticum | >10°
79 | Chronic cystitis + F. meningosepticum 10°
7 - G4 & Joscal Moderate —
aecaus
M i ' <10°
Prostatic cancer + Staphylococcus sp. 10
78 | Chronic cystitis + Enterococcus sp. 3 X10*
8 - G4 Moderate —
M | Bladder tumor # Staphylococcus sp. <10°

* Before treatment
After treatment

** Criteria by the UTI committee
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Table 4 Overall clinical efficacy of T-2588 in complicated UTI
100mgX 3 /day, 5-day treatment
Pyuria ' Efficacy on
Bacteriuria Cleared ‘ Decreased Unchanged bacteriuria
Eliminated 1 3 4 (50.0%)
Decreased 0(0 %)
Replaced 0(0 %)
Unchanged 1 3 4 (50.0%)
Efficacy on 1(12.5%) 1(12.5%) 6(75.0%) Case total
pyuria 8
Excellent 1(12.5%)
Overall effectiveness rate
0,
Moderate 3(37.5%) 4/8(50.0%)
Poor(or Failed) 4(50.0%)
Table 5 Overall clinical efficacy of T-2588 according to the type of infections
No. of cases Overall
Group (percentage Excelient | Moderate Poor effectiveness -
shared) rate
1st group (Indwelling catheter) 0( 0 %)
Mono- 2nd group (Post prostatectomy) 0( 0 %) .
microbial 3rd group (Upper UTI) 0( 0 %)
infection | 4th group (Lower UTI) 3 ( 37.5%) 0 2 1 66.7%
Sub total 3 ( 37.5%) 0 2 1 66.7%
Poly- 5th group (Indwelling catheter) 3 ( 37.5%) 1 0 2 33.3% -
microbial 6th group (No indwelling catheter) | 2 ( 25.0%) 0 1 1 50.0%
infection Sub total 5 ( 62.5%) 1 1 3 40.0%
Total 8 (100 %) 1 3 4 50.0%

(12.5%), H%h3 8 (37.5%), &M 44 (50%) CHY
R 50% Thotc (Table3), MERIZEHE(L 45 (50
%) TELAFTH-1cdt, BRIZOWTIIEREZ1
Bl (12.5%), #%FEH 161 (12.5%) CTREN 6 FITH»
7o (Tabled), ThE¥RERMBIINCARZ L, BHRI
BB T 66.7%, WEEBRRTIOY THY, B
BHABRRC BB T —FAr%HT S group5 Tix E
ZhER 33.3% LIEFXTH - 71- (Table5),
MEFRODR TR, SHEEMEBERXAEE 7 HORXE
BRI BETE 13 Escherichia coli 4%k, Enterococcus

faecalis, Staphylococcus epidermidis, Staphylococcus
saprophyticus Hi4 1 kD 7 ¥ TH b, E. faecdis 'l;Ui-
D6k (85.7%) MEIEEIREL LI, Eﬁﬁ%ﬂ#ﬁ%
RBEBHIOVTIL, BREMRF X H SIS hic S
rratia marcescens 3 Bith 2 ¥ (66.7%), Kiebsiella
pneumoniae 2 ¥keh 2 ¥ (100%), Flavobacterium me-
ningosepticum 2 ¥kh 1 ¥ (50%), oo 77 LB
HRE 4 kb 3tk (75%) pAlEL MENRAXERR
70.6% Th ot HRLMTOWT MEFHBREE
Lok, HEMRB LD 13 BE 24 2o ESH,
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Table 6 Bacteriological response to T-2588 in UTI

UTI Isolated No. of strains | Eradicated (%) | Persisted®
E. coli 4 4 (100) 0
Uncomplicated | £. faecalis 1 0(0) 1
acute S. epidermidis 1 1(100) 0
cystitis S. saprophyticus 1 1 (100) 0
Sub total 7 6 (85.7) 1
S. marcescens 3 2 (66.7) 1
K. pneumoniae 2 2 (100) 0
F. meningosepticum 2 1 (50.0) 1
P. acruginosa 1 0(0) 1
P. mirabilis 1 1(100) 0
Complicated M. morganii 1 1(100) 0
chronic K. oxytoca 1 1(100) 0
cystitis E. faecalis 2 0(0) 2
S. epidermidis 1 1(100) 0
S. saprophyticus 1 1(100) 0
S. aureus 1 1(100) 0
Enterococcus sp. 1 1(100) 0
Sub total 17 12 (70.6) 5
Total 24 18 (75.0) 6
* Regardless of their bacterial counts
Table 7 Mi . Iy isolated after th EENZZRD bRleh - oo
able icroor; . isolat, ter t
roorganisms® newly isolated after the oI # %

T-2588 treatment in UTI

UTI Isolates No. of strains (%)
Uncomplicated | E. faecalis 1 (50.0)
acute C. albicans 1 (50.0)
cystitis Sub total 2 (100)

C. freundii 1 (25.0)
Complicated Staphylococcus sp. 2 (50.0)
chronic E. faecalis 1 (25.0)
cystitis
Sub total 4 (100)
Total 6

* Regardless of their bacterial counts

ThoD 5D 18 o KR L, MEHERIZT5
% Thot: (Table6), HFEHIMPE L LT3, AbkM
VIVEBERE 2% <12 E. faecalis, Candida albicans % 1 %,
1S RM A BEBE & T 12 Staphylococcus sp. 2 #k, E.fae-
calis, Citrobacter freundii £ 1 ¥ D3t 6 BB H b t:
(Table 7),

2. HifFR
BERREIER I 15 ERLMACED bhith -t
ARBEIME I BT B ERRE GBS B
BECOLMET L, ZDOR#E% Table8 iR Lizo 8
BiIRL hEF LBAGRD H LHES M BRREBORE

T-2588 (IBE & h B Sh, HEFEELRT T-2525
Tk ahs, T-2525 375 sAalEEs XOBH
B LEBESHENYAE L Bie 75 2BBEED S
b, HEROEOLT = ARAEFICK U BRZHE EL
Serratia, Enterobacter, Citrobacter, 4 v ¥ — V%
Proteus Bzt LTHBOCHENERTONBHEVH
RTwb, ¥, FAEHENRA X Y REBRAOHH
MmAREI &L, £ D peak {EIZARIEME 3 ~ 4B5MI B 1
BYH, MEPEHIL 0.81~1.14 BRIT, T+ LTHBY
ALTHEI R B LvbhTuw5BY,

SEbhbhik, [EEMEBARE 7 Ml XU4E
UHMHEBARE 8 BIDE 15 flicAF2#EA L, B
RER ZhOICRE Lico SIEEMBEBENAT7 Ao UT
I ELFFMEEC L 2BAEELRIL 85.7% LETER
THotehs, THIEABE DI ol EH—RHEE
2 bhic, BERMEBENKSHD KERRRE 50%
Tholeh, THTEABS DI S 2 CHEEREE
FH 56 (62.5%) LEBLEREDTW Iz LtindiE
BTFstEL2bh, HBEH» 7T -7 1267 588E
BRYER D group 5 23 H (37.5%) wED Tz &
FEBTHhE FTFETORMEEL LR,

MEFHBROENOARD L, RKOED €7 = 2%
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Table 8 Changes in laboratory test results after the 5-day treatment
Total No. Doctor’s evaluation
Item of Aggravated (Relation to the drug)
patients initel Unchanged| Improved
evaluated | Definite | Probable | Possible | Sub totat| FroPRPIY | Definitelyl g 4 oray
not not
1 1 6 1
RBC 8 (12.5%) | (75.0%) | (12.5%)
Hb 8 1 1 6 1
(12.5%) | (75.0%) | (12.5%)
1 6 1
Ht 8 ! o/ 9
(12.5%) | (75.0%) | (12.5%)
7 1
WBC 8 (67.5%) | (12.5%)
Plt 8 8 0
(100%) | ( 0 %)
BUN 8 6 2
(75.0%) | (25.0%)
.. 8 0
Creatinine 8 (100%) | ( 0 %)
N 7 7 0
2 (10%) | ( 0 %)
6 1
K 7 (85.7%) | (14.3%)
7 [
cl 7 (100%) | ( 0 %)
7 1
coT 8 (87.5%) | (12.5%)
1 1 7 0
CPT 8 (12.5%) | (87.5%) | ( 0 %)
Al-P 8 8 0
(100%) | ( 0 %)
No. of patients with
aggravated laboratory 0 2
test results

AR L RS HEIMEWE Ex b b S. marcescens
3 #eh 2 ¥kds X U° Morganella morganii 1 BkH3AK|
EHBICHELTE D, MMl JOHBEZRE LR
X0 £oMEKC T 5 MEHARIX 75 TH-
1o —F, FROHAEHHEEETH D Pseudomo-
nas aeruginosa ¥} L% E.faecalis it LTIZYERDOZ
LM HMEFOHRIED LAY, FHEEHBE
6 ¥R iz E.faecalis %32 ¥k (33.3%) B/dbht,

BElfeAwB LT3, BEEMEIFRS XUER LBGR
Db LM ENCERREEREZ2ADLhish -
o

DEDHREX D, FF3, ROFENL7 = sRG5E

FCBZHDOEL S. marcescens w17 7 AEHE
Bl s RBRERMECH LT o hBRs iR T,
PORLEOEVEATH 5 L EEI RIS,
X 3
1) % 33 BEXLERE¥LES, HXVVFIY
4, T-2588, ®¥r, 1985
2) KBEH, WHEx (UTI x4 : UTI
(R ERIE) RHFEMERE (B =)o, Chemoth-
erapy 28:321~341, 1980
3) ABIEH (UTI BE&fRR) : UTI RHHaFHE
# (B IR #R.Chemotherapy 28 : 1351~1358,
1980
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A CLINICAL EVALUATION OF T-2588 IN PATIENTS
WITH URINARY TRACT INFECTIONS

Tosuiakr Sucata, SHun ToxuNaca, Masaru Sawaki, Suojt Hirano,
Mitsuo Onkawa and Haruo Hisazumt
Department of Urology, School of Medicine, Kanazawa University
(Director : Prof. H. HISAZUMI)

T-2588, a new cephem antibiotic, was orally administered with the dose of 50 mg three times
a day for 3 days to 7 patients with uncomplicated acute cystitis, and the dose of 100 mg three
times a day for 5 days to 8 patients with complicated chronic cystitis in order to evaluate the clinical
efficacy and safety of the drug. According to the response criteria defined by the UTI committee,
Japan, the clinical efficacy in the 7 patients with uncomplicated acute cystitis was excellent in
4 cases, moderate in 2 cases and poor in one case, the overall effectiveness being 85.7 per cent.
Out of the 8 patients with complicated chronic cystitis, the efficacy was excellent in one case,
moderate in 3 cases and poor in 4 cases, the overall effectiveness being 50.0 per cent. There were
neither adverse reactions nor laboratory abnormalities caused by the treatment.



