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Fig.1 Chemical structure of T-2588 and T-2525
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Table 3 Clinical efficacy of T-2588 in acute
uncomplicated cystitis (Dr's evaluation)

Capsules (%) | Tablets (%) | Total (%)

Excellent 1(73.3) 14 ( 82.4) 25 ( 78.1)

Moderate | 4 ( 26.7) 2 ( 11.8) 6 ( 18.8)

Fair 0 1( 5.9 1( 3.1)
Poor 0 0 0

Total 15 (100 ) 17 (100 ) 32 (100 )

BRI SH ot WHMIRIEMHSFETIL1E 100mg 1
B3E#EEENRY 7 ABT 14 f, RFHTI FAL
Ky EED, BEBBUL 5~14 HTH- T
BERSROUBIZERE S XU UTI LKL
a3 TR - oo
BIfEA o3tz 70 iz oW Tfifey,, WGBS
BTECoEMEMEEROARYRE Lic, IIKKE
DIEETH » TEONICTIT, MEBE—AE, R XU
B oWTHH LT, F— 2 —DHEEERTECIIURE
RV,

II. & |
S B RERE SIE R OB % » 7 € A B LSRRI
43T Tablel,2 (R Lico EREHELRE LDILD
2% Table3 Th b, » 7 AT 15 FlhEL 11 4,
BER 4RI TERHE100%, RHRFTL17 APEYH 14 7,
A2 0, RXHR 1 A TEYRM.1Y, TH, WL

Table 4 Overall clinical efficacy of capsules of T-2588 in acute uncomplicated cystitis

Symptom Resolved Improved Persisted
Efficacy on
Pyuri Clear- | Decre- | Uncha- | Clear- | Decre- | Uncha- | Clear- | Decre- | Uncha. | bacteriuria
~ Pyuria ed ased | nged ased |nged |ed ased nged
Eliminated 10 1 11(100%)
Bacteriuria ke
(Replaced)
Unchanged
Efficacy on pain on micturition 11(100%)
Patient total
11
Efficacy on pyuria 10(90.9%) 1(9.1%)
D Excellent 10(90.9%)
Overall effectiveness rate
Moderat 1
oderate 11/11(100%)
Poor(including Failure)
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Table 5 Overall clinical efficacy of tablets of T-2588 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted )
Efficacy on
Pyuria Clear- | Decre- | Uncha- | Clear- |Decre- | Uncha- | Clear- | Decre- | Uncha- | bacteriuria
Y ed ased nged ased nged |ed ased nged
Eliminated 12 1 13(86.7%)
Decreased
B A 1 2(13.3%)
acteriuria (Replaced) 1 o
Unchanged
Efficacy on pain on micturition 14(93.3%) 1(6.7%) .
Patient total
15
Efficacy on pyuria 13(86.7%) 2(13.3%)
D Excellent 12(80%)
Overall effectiveness rate
Moderate 2 14/15(93.3%)
Poor(including Failure) 1

HIIERAROBRIKTH - oo T 1= UTI RYAHERECH
KLt 26 GIOKRSRERGE Y » 7+ A% 11 §i (Table
4), £HIT¥ 15 4] (Table5) KR TR Lic, BERR
RizH 7B, SEHBTThEh 1007, 93.3% T
CHFRRER Lo =0 26 fldbei-MEFEaRE
R Licoh Table6 THD, EAEL E.coli 73 18
B EREH G, 26 gk 25 BB SHRIHR LI Ik
BREEHBEISHI I TRTY 5 2BERETH- 1
(Table7),

B R EPIESES 38 OB E» 7V H Lk
FIBEIC T TR LD Table8,9 Th b, THREHE
% Table10 1% Lddto » 7 AT 1T PNTEL 9 BF,
Br4G, B2 H, E%H26T, HHLILILTE. 4
%ThHbh, GHB 21 IrEL 12 5, BFH3H, PP
BHxhS B, EX1GITHERL LR 71.4% T, WMEREC
BHEBEZRTDONEI -1

¥ UTI EHHMERECER LIES (7 7B
16 i, HHIBE 20 B)) ¥ERBRERINCIT, KEEK
B E Lvtcb Opt Tablell, 12 ThH2, #H7r
HCIIBERIT 14 fITC, TORREAT -7 VIEF
B0 FMRBEREHE (B35 284, THRERRLE
(BAZ) MH6FITHoToo EFREEERPI2HD »
F—7AFABEG (F68) Tholo, HMBEERETIT
Z66l, BHTH, BEH1HT LEFDHRIT2.9%
ThHoteht, BEEBRRHIVLTRLIEDTHD, EHK

Table 6 Bacteriological response to T-2588 in acute

unconiplicated cystitis
Isolates No. of strains| Eradicated |Persisted®

S. aureus 1 0( 0 %) 1
S. epidermidis 2 2000 %)| 0
Staphylococcus p. 2 2 (100 %) 0
E. faecalis 1 1 (100 %) 0
Streptococcus sp. 1 1 (100 %) 0
E. coli 18 18 (100 %) 0
K. pneumoniae 1 1(100 %) 0

Total 26 25 ( 96.2%) 1

* Regardless of bacterial count

Table 7 Strains appearing after T-2588 treatment in
acute uncomplicated cystitis

Isolates No of strains®
S. epidermidis 2 ( 40%)
E. faecalis 2 (40%)
Streptococcus sp. 1 ( 20%)
Total 5 (100%)

* Regardless of bacterial count

BERBYEDILEEHERL 81.3% Th-1o ﬁﬁ%ﬁ
CREBRLE 17 AT D AR 3 57— 7 LEES
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(1B 2261, W3IWA40, HaB 11 HTH
b, EREEERRE T - L EREAD 1B, EER
iR 2BlTHY, EAMRE, BHBETHF-FLER
BIH 3 AR TR TR ERNE, REALBIaho
Too SEHIBTIER 10 6l AR3G, BY7HT, K
AHMRIT 65% THD, AT A BLERTELET
EXTHEH, FEEIADIREI -1,

KRR & RR T 2 xH 0P ROV THRE L
TeBURA: Table13, 14 ThH 5, IRRF XU MBIR IR
THHRIVTHITARCIS W THASORMY T L,
nT e, BRBRYELDDE, ER 16 Gl A 10
B, &% 10 fleieh, RAFHRIT22% THh-
Too S0 36 FOBKMFIOME ¥ 1% RT3
&, Table15 [RT X 5 e MERRBUS 41 BRTH D,

Table 10 Clinical efficacy of T-2588 in complicated
UTI (Dr's evaluation)

Capsules (%) | Tablets (%) | Total (%)

Excellent | 9.(52.9) | 12 (57.1) | 21 (55.3)
Moderate | 4 ( 23.5) 3 (14.3) 7 (18.4)
Fair 2(11.8) 5 ( 23.8) 7 ( 18.4)
Poor 2 (11.8) 1( 4.8) 3( 7.9
Total 17 (100 ) 21 (100 ) 38 (100 )

~E.coli % 18 &I HOEL XD, KR\WT K. pneumo-

niae, P.mirabilis, E.faecalis B\ e h £ 3 ¥, S. aure-
us, S.epidermidis, P.aeruginosa, A.calcoaceticus h3
EFhER2HTH-Tc, #5508 TO HKEIL 82,9
% (41 #kh 34 #) THDH, M LI-MEkiz P.aeru-
ginosa, K. pneumoniae p ¥ 2#, E.coli, A,
Sfaecalis, A.calcoaceticus B\ hEth 1k Ch-Tco #
EHHBE 14 5RTHD, 75 ABUBREMOBREIZ
1T 2/3 ¥t (Table16),

COMBEENHRY MIC LOBIFE TR L fo @ H1
Table 17 T 5, HEMCORES i 41 Bk 32 ¥k
S\ MIC (s : 10° cells/ml) % HI%E Lizo MIC
{HA 25 pg/ml LU Ti, 28 #+ 25 gtk L, MIC
fHAS 50 ug/ml LA ED 4 BRiIzH\ThH 2HRITHE Lo

A IAEARMBIERLLT, ER3 (# 7t
FD g, fESI 53 (feAl) BB EBDIcH, WA
HRIET AR ETEEL, BERTERTAPIAHEXL
oo ¥RMBREHNFIRETH - 1 23 FEFIIOWT, M
BECFOREEOER AR LI, L ickA L
FOHBLEZORDREIBDORIEN -1,

III. ®

EfAE7 > r AR vREFOESZIERE LL,
BT TS < 0XE R, fTR S h, BBRERRIE
DHRBCBEKIEERY LTE— A, EnfL7 2 A

Table 11 Overall clinical efficacy of capsules of T-2588 classified type of infection

. Overall effecti
Group No. of - (Percent of Excellent | Moderate Poor verall eflectiveness
patients \total rate
1st group
(Catheter indwelled)
2nd group
(Post prostatectomy)
Monomicrobial | 3rd group 9
i 1 7.5%
infection {Upper UTI) 8 (50 %) 3 4 87.5%
4th . ,
(Lowi:"?ﬂ) 6 ( 37.5%) 3 3 100 %
Sub total 14 ( 87.5%) 6 7 1 92.9%
5th group
(Catheter indwelled)
Polymicrobial | 6th group
. . 2 2.59 2
infection (No catheter indwelled) ( 12.5%)
Sub total 2 ( 12.5%) 2
Total 16 (100 %) 6 7 3 81.3%
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Table 12 Overall clinical efficacy of tablets of T-2588 classified by type of infection
No. of (Percent of Overall effectiveness
llent | Moderate Poor
Group patients (total ) Excellen er: rate
1st group 2 2
(Catheter indwelled) 2 (10%)
2nd group
(Post prostatectomy)
Monomicrobial | 3rd group o 9
1 1 2 5 %
infection (Upper UTI) ¢ ( 20%)
4 th group o 2 2 81.8%
(Lower UTD) 1 ( 85%) 7 i
Sub total 17 ( 85%) 8 3 6 64.7%
5th group 9 1
(Catheter indwelled) 1(5%)
Polymicrobial | 6th group o o
2 100 %
infection (No catheter indwelled) 2 ( 10%) 7
Sub total 3 ( 15%) 2 1 66.7%
Total 20 (100%) 10 3 7 65 %
Table 13 Overall clinical efficacy of capsules of T-2588 in complicated UTI
Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 2 3 11(68.8%)
Decreased
Replaced 1 2(12.5%)
Unchanged 2 3(18.8%)
Efficacy on pyuria 8(50.0%) 3(18.8%) 5(31.3%) Patlerllg total
I:l Excellent 6(37.5%)
Overall effectiveness rate
o \
Moderate 7 (43.8%) 13/16(81.3%)
Poor(including Failure) 3(18.8%)
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Table 14 Overall clinical efficacy of tablets of T-2588 in complicated UTI

Bacteriuria Pyuria Cleared Decreased Unchanged gfaf:;?zr;n
Eliminated 10 2 1 13(65%)
Decreased
Replaced 3 3(15%)
Unchanged 2 2 4(20%)
Efficacy on pyuria 10(50%) 4 (20%) 6 (30%) Fatiert total

!:] Excellent 10(50%)

Moderate 3(15%) Overalllgjfzzt;;;?fs rate
Poor(including Failure) 7(35%)

Table 15 Bacteriological response to T-2588 in
complicated UTI

Isolates No. of strains| Eradicated |Persisted®
S. aureus 2 2 (100" %) 0
S. epidermidis 2 2 (100 %) 0
Staphylococcus sp. 1 1 (100 %) 0
E. faecalis 3 3 (100 %) 0
Streptococcus sp. 1 1 (100 %) 0
E. coli 18 17 ( 94.4%) 1
K. pneumoniae 3 1 ( 33.3%) 2
K. oxytoca 1 1 (100 %) 0
P. aeruginosa 2 0( 0 %) 2
P. mirabilis 3 3 (100 %) 0
P. rettgeri 1 1 (100 %) 0
A. faecalis 1 0( 0 %) 1
A. calcoaceticus 2 1(50 %) 1
C. freundii 1 1 (100 %) 0

Total 41 34 ( 82.9%) 7

* Regardless of bacterial count

HY VRERGEH AR OES L3l T LSFFLT
Witk BEMRINWTOWAEO0M€7 y r AHEY VH
i% cephalexin (CEX) %R & Licd DT, Zoflicix
cefradine (CED), cefaclor (CCL), cefatrizine (CFT),
cefroxadine (CXD), cefadroxil (CDX) 2% %, L

Table 16 Strains appearing after T-2588 treatment
in complicated UTI

Isolates No. of strains®
S. eptdermidis 1( 7.7%)
Staphylococcus sp. 2 ( 14.3%)
E. faecalis 2 ( 14.3%)
Streptococcus sp. 4 ( 28.6%)
K. pneumoniae 1( 7.1%)
P. aeruginosa 2 ( 14.3%)
P. mirabilis 1( 7.1%)
E. cloacae 1( 7.1%)

Total 14 (100 %)

* Regardless of bacterial count

L, ShoDRFoHB M KENLL, HEASZ b
5 A% Serratia, Enterobacter, Citrobacter, Indole(+)
Proteus ZBZIIRA TWiechotc, T T-2588 (348 '
B-lactamase CRETHD, HXKOEORL7 »r 2K
Y VARMEECLERVCHEN 2R TORERTH 5, H
B, HEAR2 5 2406%TC, BOf€7 7o 2H
YU, EHBE7 s e ARY v, BRESHROLY
7B AEY VIGESWIEE S Z EMH¥KD, L L
HNERBOE TRHEROENA 7 » v AR Y VAL LB
THE, MARESIURPHERITIE D TEFED T
»H%o
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Table 17 Relption;between MIC and bacteriological response to T-2588 treatment in complicated UTI
Isolate . MIC(us/ml) Ingculum size 10° cells/! m? Not ‘;‘otal
%0.1| 0.2 [ 039 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | >100 | done
S. aurens 2/2 2/2
S. epidermidis 2/2 | 2/2
Staphylococcus sp. 1/1 1/1
E. faecalis 2/2 1/1 3/3
Streptococcus sp. 1/1 | 11
E. coli 9/9 5/6 11 2/2 |17/18
K. pneumoniac 1/1 0/1 - 0/1 1/3
K. oxytoca 1/1 1/1
P. aeruginosa 0/1 0/1 | 0/2
P. mirabilis 3/3 3/3
P. retigeri 1/1 11
A. faecalis 0/1 0/1
A. calcoaceticus 11 0/1 | 1/2
C. freundii 1/1 ’ 1/1
Total 13/13 | 6/7 1/1 0/1 3/3 1/2 1/1 0/1 0/1 2/2 7/9 | 34/41
No. of strains eradicated/No. of strains isolated
SE, REBRECH L, FHLER Lo, K R 2Bl pim-ton, WA I 20555

ROVERERESS, BUMEMEIRBMRYE ot B IR I T
hbEh Tl 7 7w LKL 5eH & D BRI
FHEY T Lo, UTI KM 4% LiE
FPIDHRTHD &, BB M EBNRETIIHY 7 BT
100%, gEHIBFT 93.3% DRAFHETHH, AEEIZ
Bl otz ELHBEERBRRIETIIAH 7 A BT
81.3%, HAIHT 65% T, HHYRCETFENALR
7o THIMIEGURBL T, HHIFICH 7—7 L REBHIN3
FlEEh, ChreMEHEc-Tctedd, DX dhE
B L Bbh s, HEENCIEREREDIch -
Too IS vAHESY ATCHEIWERERATOS 7+
LEIE K & D cross over 1 X B MARREE, Rep ko
BixAh5 s, BRBEBRIZES LW, LEXbsmE
DEFRBBE CTLEARKOEICL Y, BEEYRET
ERBZD LI, CRABEBORBENLRT, » 7€
Bl & B2l & ORISR O L CEIR b O L ¥
Ihb,

FIHEFRIHRCOWTR Y T e VB LERR LT
D THEE LIcBURIZIBR Ligh - fent, BT W
RERZEIADNILH - T2,

MIC LHEFHHEOBIFRE RS E, MIC fH 25
pg/ml LUF OB OHERRIIIER ITE b - oo SEDOKE
TiL, BOIBEMMERBEEE THINLo25 52 BER

L, CORMEEEH, AR OME—DFE L T HTERE
BB, L LD 7 5 ABEBRECED T IVHE
HuFH20T, BOF L L THEERBRREOLEC
BRGER LV BSLMESh S,

BIfERICB LCitiREt L1z 70 ik 2 Slie bttt
Wb 5T 53 EThBETH - FXE
vy HO Y AOBEYTLEIFAORERE 2.7% T,
D% IHLBERTH D, FMXRLEOK-EH
LBbhis, '

LIEX b T-2588 i35 7w A H] & gHTERRL, W
Thi RREREOKRBICHERATHS LAMES LI,

X [
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CLINICAL EFFICACY OF T-2588 ON URINARY
TRACT INFECTION

——COMPARISON OF CAPSULES AND TABLETS—

Hiroicur Kisui, Taxasti TomiNaca and Tapao Nujima
Department of Urology, Faculty of Medicine, University of Tokyo

Yoy NisHimMura
Department of Urology, Mitsui Memorial Hospital

Hirosur Nito
Department of Urology, Musashino Red Cross Hospital

TakasHl KAwAMURA
Department of Urology, Doai Memorial Hospital

YasunNor: Isun

Department of Urology, Saitama Central Hospital of Social Health Insurance

. Osamu Tsukapa
Department of Urology, Kameda General Hospital

Masaya Osur
Department of Urology, Ome City Hospital

Thirty two cases with acute uncomplicated cystitis and 38 cases with complicated urinary tract
infections were divided into two groups for the therapy with capsules or tablets of T-2588.

The rates of efficacy of capsules and tablets of T-2588 on acute uncomplicated cystitis were 100%
and 94.1%, respectively. The rates of efficacy on complicated urinary tract infections were 76.4%
in capsule-group and 71.4% in tablet-group. According to the criteria proposed by the UTI commit-
tee, the overall clinical efficacy rates in capsule-group (11 cases) and tablet-group (15 cases) of acute
uncomplicated cystitis were 100% and 93.3% and those of complicated urinary tract infections in
capsule-group (16 cases) and tablet-group (20 cases) were 81.3% and 65.0%. In these capsule-group
and tablet-group there were no significant difference in clinical efficacy.

As for side effect, nausea in one case and malaise in one case were observed, but administration
could be continued.

Capsules as well as tablets of T-2588 thus appear to be safe and suitable for treating urinary tract
infections.



