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CLINICAL EXPERIENCE OF T-2588 IN COMPLICATED
URINARY TRACT INFECTIONS

Hidetoshi Furarsu, Hitoshi Nonomura, Hiroshi Owmsurra,
Yoshimasa Mivacawa, Yukio Hatawo,
Masafumi Waki, Toshie Takamura, Shinsuke Hirarwa,
Yoshiaki Yamapa, Tadashi Muramatsu, Eiji NisHIRAwA,
Takamitsu Saro, Nobuaki Honpa and Akio SEcawa
From the Department of Urclogy, Aichi Medical University
(Director: Prof. A. Segawa)

The clinical effectiveness and safety of T-2588 were evaluated in 21 patients with complicated
urinary tract infections. Six hundred mg of T-2588 per day was administered orally in three divided
doses for 14 days. The results were excellent in 7 cases (33.3%), moderate in 8 cases (38.1%) and
poor in 6 cases (28.69%,), and the effectiveness rate was 71.49,. The effectiveness rates of the single
infection group and mixed infection group were 91.7% and 44.4%,, respectively. The overall bacte-
riological eradication rate obtained was 77.1%,, and those of gram-positive cocci and gram-negative
rods were 62.5% and 81.5%,, respectively. None of the 21 cases, had any significant side effects and
abnormal laboratory findings.

From the above results, T-2588 is considered to be a useful antibiotic in the treatment of com-

plicated urinary tract infections,
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Table 1.

Clinical summary of complicated UTI cases treated with T-2588

Diagnosis Treatment Bacteriuria ¥*! Evaluation
Case Catheter UTI | po Dura? *1 MIC : Side
A S se ra Pyur - . .
No. | "8 | ™ | Underlying condition (Route) group | (mgX | tion yuna Species ?7:;; ﬁ:;:c“ 10°%/ml UTl Dr effects
/day) | (day) (ug/mb)
C.c.C*3 5 H# P. aeruginosa 2x104 (—) >100
—_— - X M —
1 M Prostatic hypertrophy G-4 12003 14 - P. aeruginosa 10 N.D.%5} >100 Poor Fair
C.C.P. %4 . 5 4 K. pneuml'miae . N.D. N.D.
P. vul, > N.D. N.D.
2 |71 | M .| G-6 |200x3 P rettgert 10 (t) | <0 035 | Excellent | Excellent | —
Bladder cancer {Ireal conduit) 14 — -
C.C.C. 5 # K. pneumoniae >107 (+) 0.2
- - 1 t _
3 54 | M Neurogenic bladder G-4 [200X3 T — - Excellent | Excellen
C.C.P. 5 # S. marcescens >107 (+) 50
4 36 M Ureteral stricture G-3 | 200<3 14 + S. marcescens 2X10% N.D. 100 Moderate | Moderate
: o (B T | ) 5
5 |52 | M G-5 [200%3 S2Teere : Poor Poor -
Renal pelvis cancer (Ureter-stoma) 14 H E. faccalis >107 N.D. >100
P. aeruginosa N.D. >100
CCP + 5 # f i‘—‘:l?ccgtlzt;eticus 7Xx10° EI; >215?0
6 66 F G-5 {200X3 E~ Javcalis ND 3700 Poor Poor -
Contracted bladder (Ureter-stoma) 14 W A, calcoaceticus >10 ND. 2
C.C.C. + 5 + E, coli 2X10% (+) 0.39
7 65 F Bladder cancer (Urethra) G-1 |200%3 m T = Moderate | Moderate
C.C.C. 5 + P. vulgaris >107 N.D. N.D.
_ - " _
8 20 ' M Neurogenic bladder G-4 1200X3 i " - Moderate | Excellen
3 R ) 7 =0.
Y c.c.e - G-4 |200x3 |—> | E col 2107 ) | 50025 | b eltent | Excellent | —
Urethral stricture 14 — (—)
P. retigeri {+) >100
C.C.C. + 5 + A. faecalis >107 (=) 12.5
10 |8 | M : G-5 {200%3 P;" / (+) >100 | poor Poor -
. A. faecalis N.D. 25
Prostat 4 + & .
rostatic cancer (Urethra) P. geruginosa 8$x10 N.D. >100
E. faecalis {(—) >100
C.C.C. 5 # K. oxytoca 3% 10° (+) 0.2
11 | 68 | M - G-6 |200%3 E. agglomerans (+) 3.13 | Excellent | Excellent -
. X. maltophilia C(+) >100
Neurogenic bladder 14 -
. =) |
P B
%1 Before treatment The day of evaluation ¥ 3 Chronic complicated cystitis %4 Chronic complicated pyelonephritis %5 Not done

After treatment

Overall days of treatment
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Diagnosis Treatment Bacteriuria %1 Evaluation™
Case Catheter UTIL | p, Dura*? #1 MIC : Side
A S se ra 9| p _ _ :
No. ge | o Underlying condition (Route) group | (mgX | tion yuna Species ?/O;;')t B-Lacta 10°%/ml UTI Dr effects
/day) | (day) mase ( pg/ml)
C.C.CH3 5 # E. faecalis 10° (—) >100
12 |66 | M - G-6 |200x3 Staphylococcus sp. (+) 6.25 | Moderate | Excellent | —
Prostatic hypertrophy 14 + (—)
C.C.C. + 5 # E. coli >107 (—) 0.2
13 87 M G-1 |200X3 Moderate | Moderate -
Prostatic cancer (Urethra) 14 + (—)
C.C.C. 5 # | E.coli >10" | N.D¥| 0.39
14 73 | M - G-4 1200X3 Excellent | Excellent -
Prostatic cancer 14 - (—)
%4 P. vulgaris (=) 0.2
C.CPp. + 5 # S. aureus 107 (+) 3.13
15 60 | M G-5 |200X3 A. faecalis (—) 6.25 | Moderate | Moderate -
Renal pelvis cancer (Ureter-stoma) 14 + =
E. faecalis - (=) 50
C.C.C. + 5 H# . >107
6 |75 | M G-5 | 2003 A. calcoaceticus (=) 1.56 | poor Poor -
Neurogenic bladder (Urethra) 14 # E. faecalis 108 N.D. >100
C.C.P. 5 H# E. coli 2X10* (—) 0.2
17 48 F - G-3 12003 Moderate | Moderate -
Ureteral stricture 14 + (=)
C.C.P. + 5 # P. rettgeri >107 (+) =0.025
18 59 F G-1 1200X3 Moderate | Moderate -
Bladder cancer (Ureter-stoma) 14 + Enterococcus sp. 3X10°| N.D. N.D.
C.C.P. 5 H# S. marcescens 5X10°} N.D. N.D.
19 61 M - G-3.|200x3 Excellent | Excellent -
Renal stone 14 - (—)
C.C.C. 5 # E. faecalis 10° (=) 50
20 66 M -~ G-4 | 200X3 Excellent | Excellent —
Prostatic hypertrophy 14 - (=)
C.C.C. + 6 n P. diminuta >107 (=) 100
21 |88 | M G-5 |200%3 P. stutzeri (=) 50__| Poor Poor -
Prostatic hypertrophy (Urethra) 14 # | P. aeruginosa 6X10°| N.D. >100
Before treatment The day of luati :
%1 core Treatmen ¢ day of evauation %3 Chronic complicated cystitis %4 - Chronic complicated pyelonephritis %5 Not done

After treatment

Overall days of treatment
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Fig. 1. Structure of T-2588 and T-2525

Table 2. Overall clinical efficacy of T-2588 in complica{ed UTI

Prari
L yuria Cleared Decreased Unchanged Effect_on.
Bacteriuria bacteriuria
Eliminated ’ 7 6 13 (61.9%)
Decreased 1 1 (4.8%)
Replaced 1 1 2 (9.5%)
Unchanged 1 4 5 (23.8%)
Effect on pyuria 7 (33.3%) | 9 42.9%) | 5 (23.8%) | Fetient total
I:l Excellent 7 (33.3%)
Overall effectiveness
Moderate 8 rate
15/21  (71.4%)
| Poor (including Failure) 6




G « 135 BEMEMEIR BURRYME - T-2588 1065

Table 3. Overall clinical efficacy of T-2588 classified by the type of infection

Group No.- of (Shared) Excellent | Moderate | Poor F)verall effect-
patients \ rate iveness rate
Ist group(Catheter indwelt) 3 (14.3%) 3 3/3 (100%)
2nd group (Post prostatectomy)
Monomicrobial
3rd group (Upper UTI) 3 (14.3%) 1 2 3/3 ( 100%)
infection
4th group(Lower UTI) 6 (28.6%) 4 1 1 5/6 (83.3%)
Sub total 12 (57.1%) 5 6 1 11/12 (91.7%)
5th group (Catheter indwelt) 6 (28.6%) 1 5 1/6 (16.7%)
Polymicrobial -
6th group (Catheter not indwelt) 3 (14.3%) 2 1 3/3 (. 100%)
infection 1
Sud total 9 (42.9%) 2 2 5 4/9 (44.4%)
Total 21 (100% ) 7 8 6 15/21 (71.4%)
Table 4. Bacteriological response to T-2588 in complicated UTI
Organisms No. of strains Eradicated (%) Persisted
S. aureus 1 1 (100 )
8 Staphylococcus sp. 1 1 (100 )
&) E. faecalis 6 3 (50.0)
Sub total 8 5 (62.5) 3
E. coli 5 5 (100 )
K. pneumoniae 2 2 (100 )
K. oxytoca 1 1 (100 )
E. aerogenes 1 1 (100 )
E. agglomerans 1 1 (100 )
” S. marcescens 2 1 (50.0) 1
5 P. vulgaris 3 3 (100 )
P. retigeri 3 3 (100 )
P. aeruginosa 2 0( 0) 2
Pseudomonas sp. 3 3 (100 )
A. calcoaceticus 2 1 (50.0) 1
A. faecalis 2 1 (50.0) 1
Sub total 27 22 (81.5) 5
Total 35 27 (77.1) 8

Table 5. Strains appearing after T-2588 treat-

ment in complicated UTI

Organisms No. of isolates
Enterococcus sp. 1 (33.3%)
P. aeruginosa 2 (66.7%)

Total 3 (100%)

9P (42.9%), BR6 4 (28.6%), K% 14l

(4.8%), 35 61 (23.8%) THRERHEIL 4% &
Tooite.

BERNC SHEE NS Th - T h
D5 %7 T ABEELSFESKRT E. faecalis 6F,
S. aureus, Staphylococcus sp. £ 1¥RTH oI, 7T &
BRETIETES RIS, B coli 58k P. vul-



Table 6. Relation between MIC and bacteriological response in T-2588 treatment

MIC (ug/ml) Inoculum size 16° cells/ml Not
Organisms Total
<0.05| 0.1 } 0.2 10.39 |{0.78 | 1.56 | 3.1316.25 1125} 25 50 100 | >100| done
S. aureus 1/1% 11
éi Stapkylococcus sp. 1/1 1/1
<& | E. faecalis 1/2 2/4 3/6
Sub total /1 | 1/1 1/2 2/4 5/8
E. coli 1/1 2/2 2/2 5/5
K. pneumoniae 1/1 1/1 2/2
K. oxytoca 1/1 1/1
E. aerogenes 1/1 1/1
E. agglomerans 1/1 1/1
o | S-marcescens 0/1 1/1 1/2
% P. vulgaris 1/1 2/2 3/3
P. rettgeri 2/2 1/1 3/3
P. aeruginosa 0/2 0/2
Pseudomonas sp. 1/1 | 1/1 | 1/1 3/3
A. calcoaceticus 1/1 0/1 1/2
A. faecalis 1/1 0/1 1/2
Sub total 3/3 55 |2/2 |11 |11 |11 {11 |06/1|60/1|1/2 ] 1/1] 2/4 4/4 22/27
Total 3/3 5/6 | 2/2 | /1 | 1/1 | 2/2 | 2/2 | 0/1 [°0/1 | 2/4 | 1/1 | 4/8 4/4 27/35
(%) (100) (100) | (100) | (100) { (100) | (100) | (100) | (0) [ (0) [(50.0)| (100) |(50.0)| (100) (77.1)

% No. of strains eradicated/No. of strains isolated
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Table 7. Changes in laboratory test results
Deteriorated (Relation to the drug)
Item Total No. fini Unchanged | Improved
of cases | Definite | Probable | Possible | Sub total Probably | Definitely Sub total
not not
RBC 21 21(100%)
Hb 21 21(100%)
WBC 21 20(95.2%) | 1(4.8%)
GOT 21 2 2(9.5%) |19(90.5%)
GPT 21 1 1(4.8%) | 20(95.2%)
Al-P 21 21(100%)
BUN 21 20(95.2%) | 1(4.8%)
S-Cr 21 21(100%)
No. of cases with
deteriorated labora- 2
tory test results

garis, P. retigeri, Pseudomonas sp. & 3 ¥k, K. pneu-
moniae, S. marcescens, A. calcoaceticus, A. faecalis,
P. aeruginosa £ 2%k K. oxytoca, E. aerogenes, E.
agglomerans 45 1 fRCH - 7o, FHEEHE L LT,
75 ABHETIT E. faecalis @ 6 #krh 3 BRI T
B o T MRHEA L, 88 54k (62.5%) 2kt
Uiz, 779 £ BEIL P. aeruginosa 2 ¥t 2 BEHAR
75, S. marcescens 28k 1 ¥R, A. calcoaceticus 2 ¥f
LR, A faecalis 2 BRH 1 BRAVERAT U 45 ABILIH
U, 27Bho2fk (81.5%) MEMHALLE. BAWHE
FR35kF2TRRE (77.1%) TH 7= (Table 4). F 5
BWBEE L, P. aeruginosa 2 ¥k, Enterococcus sp. 1
BroE 3k TH -7 (Table 5).

MIC % HIEL 2 7RSI TH D, 25 pg/ml A
TFix1skk, 50 pg/ml LLENISRTH »7-. E. coli,
K. pneumoniae, K. oxytoca, P. vulgaris, P. retigeri
T EFNT 039 pg/ml LITFTH D, —F E. fae-
calis, P. aeruginosa, Pseudomonas sp. (X% & A & 100
pgiml DECh ot 5 NAMEEOBEY AHID
MIC kSR TRS & 6.25 ug/ml LT ORR$
TiH% LT\~ (Table 6).

B« MEREIE A2 AR I - . BIR
BEMECOAFIC L0 E BbhbEBIF DO
fes o7z (Table 7).

% e

BRI YR 5T B R ORI, T oEmE
FROBRETHHY, IR0V, HBEOBBEEA~
DEAY, EHRBREBTNOFH OB HEROR
ERBEE . L L, EHENRERE o8

HOSBHEARRPWEROMBOMEL DY, B
KEEREN SN2 &b, BeThHoMEofn
S@Msﬁéhﬁﬁh@&%km T-2588 132
7 ABEERE D 7 7 ARG S L CGRGCIE D &R
FTELEDRBF 75~ — L BDTEHRETHY, B
CARFNIEEOR D © 7 = ARPUER TS 0
\~ Citrobacter, Enterobacter, Indole (+ ) Proteus Jo (8
Serratia =R L CHHM BN RTEENH S L X
nTWBD.

SElD BB f\ ik, BIHRRYES] 1291 7%
DOIFFCEEHEE R L, T 8B ORE BRRE
BITHa4. 4 OBFHREE, BEBIRIILAZTH
7.

HMIEERIRIR & UC b i S huiesoieh27hk, 77.1
BEVCHSECHEREE R LI, DR TL  Proteus,
Enterobacter, S. marcescens W3 LT 1108k 9 b
WL Tk, S. marcescens 0 1 FEHG] & ReI%
HEL <10cellsyml FTHALCHBT LBAR
FlOREE R LR Th -7, £, MIC 55
RIGHEESRFIOTEI EHBIL T, 6.25 pgf
ml IFOBEETTEEL T e, LaL, E. fae-
calis & P. aeruginosa D% & A &5 MIC 100 pg/ml
BEThy, BHELARR T, FERROFERNET
BHoleZ bhb, T bREERET D REEYET
OEREIRECLD LEL BN,

B -l RAVEIE A R CERREEE OB BT,
2FIFT N T BEIED b 7.

Loz & X b, T-2588 1378 4k R R AR 5
THEOHE LTCoBRERIERCEV LEL b h
5.
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BRI RGE D 210 i LT, 'T-2588 &5
L, ZOBERSRROREMWI TR LT o
HEE.

DREEER SR EN 76 33.3%), H%8H
(38.1%), &6 Pl (28.6%) LBRAEMRILIIL A4S
Twiz.
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3)GHEX hie3skRrR27kk (77.1%) PER L. 7
5 LBHET 8 Bk 5 B (62.5%) 7 T AlebEEEIR27
BErh22tk (81.5%) TH-7-.

4) MIG fE7% 6.25 pg/ml DU oL Cla
HAEL, MIC fHEMEOMEARIT I AL T
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