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Fig.1 Chemical structure of T-2588 and T-252%
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Fig.2 Sensitivity distribution of clinical isolates E.coli (50 strains)
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Fig.3 Sensitivity distribution of clinical isolates K. pneumoniae (39 strains)
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Fig. 4 Sensitivity distribution of clinical isolates P.mirabilis (50 strains)
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Fig.5 Sensitivity distribution of clinical isolates Indole (+) Proteus spp. (50 strains)
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Fig.6 Sensitivity distribution of clinical isolates S. marcescens (50 strains)
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Fig.7 Sensitivity distribution of clinical .isolates Enterobacter spp. (44 strains)
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Fig.8 Sensitivity distribution of clinical isolates Citrobacter spp. (31 strains)
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Fig.9 Sensitivity distribution of clinical isoletes P.aeruginosa (50 strains)
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Fig. 10 Sensitivity distribution of clinical isolates NF-GNR (45 strains)
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Fig. 11 Sensitivity distribution of clinical isolates E.faecalis (50 strains)
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HE LBLERNOWTT BREKE L, BEROEEVR
HLEH, BRYLALEMISAECHY, 1HCEREN
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Fig. 12 Sensitivity distribution of clinical isolates S.epidermidis (50 strains)
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1 ¢
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—
MIC range

NFLX

RBobh, 7HEMRECT 87.5% OBERTFHE YA
(Table 8),

¥FLBHERICERTHHRLL5 L, BRR L
8 Bk 100 mg Y LFEHH 5 B, 200mg FEFEHIH 2
BT, EONBEROIL 100mg HEFD 1EFTH Y,
ERRPI i3> % b Lz LS 2 cv s 200mg (1
A 100mg 2 @) HEEMCERIDILE 5 ERT
Dot

WM R BPIE 16 GG —K S X UBREIE %

Table9 iR Lico UTI ¥R EOHBTEI 11
IR AREREE, EH40, HH40, &BH3HT
WAEEYEIL 18% Th- 1 (Table 10), FKABFIEEKLD
Rz, BRERRPTE, SIFNEH16, EH1HT
RAEDE 10% THY, FARSZEHIH, A2

B, 1O TRAFDRIE 5% Thoto 1o, &

BERBRR T, HOHNED20, EYH1IA, EH26
THREFDRIX 60% Th-ot- (Tablell), ¥7-5HE
O EFHREHETIE, EH6H, FHSH, LXEY1
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Table 2 Overall clinical efficacy of T-2588 in acute simple cystitis
(0.1gX1/day, 3days treatment)
Symptom Resolved Improved Persisted Efficacy
Pyuri Clear- | De=  |Un- Clear- | De- | Un-"" | Clear- | De- Un- on
yana ed creased | changed | ed creased | changed | ed creased | changed | bacteriuria
Eliminated E 2 8 (80%)
Decreased
iuri 2 (202
Bacteriuria (Replaced) 2 (20%)
Unchanged
Efficacy on pain on o ”
o 8 (80%) 2 (20%) Total case
urnation
Efficacy on pyuria 8 (80%) 2 (20%) 10
T ] ecoen ; (o
Overall effectiveness rate

Poor

10/10 (100%)

Table 3 Overall clinical efficacy of T-2588 in acute simple cystitis
(0.1gXx2/day, 3days treatmert)

Symptom Resolved Improved Persisted Efficacy
Pyuri Clear- | De- Un- Clear- | De- Un- Clear- | De- Un- on
yuna ed creased | changed | ed creased | changed | ed creased | changed | bacteriuria
Eliminated E 1 6 (100%)
Bacteriuria Decreased
(Replaced)
Unchanged
Effxcacy. on' pain on 6 (100%) Total case
urination
Efficacy on pyuria 5 ( 83%) 1 (17%) 6
@ Excellent 5 (83%)
Overall effectiveness rate

Poor

6/6 (100%)
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Table 6 Bacteriological response to T-2588 in acute simple cystitis
(3days treatment)
Isolates No. of strains Eradicated (%) Persisted® Strains appearing
after treatment
E. coli 13 13 (100%)
P. mirabilis 1 1 (100%)
Staphylococcus sp. 1 1 (100%) 1
S. saprophyticus 1 1 (100%)
Bacillus sp. 1
T. glabrata 1
Total 16 16 (100%) 3
* Persisted : regardless of bacterial count
Table 7 Relation between MIC and bacteriological response in T-2588 treatment
MIC 1 I i
Isolates (ug/ml) noculum size 10%ells/ml | Not Total
=0.39| 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | done
E. coli 13/13 13/13
P. mirabilis 1/1 1/1
Staphylococcus sp. 1/1 1/1
S. saprophyticus 1/1 1/1
14/14 2/2 16/16
Total
(100%) (100%) (100%)

No. of strains eradicated/No. of strains isolated

Table 8 Evaluation of recurrence in acute simple cystitis
(Cases with excellent efficacy in 7 days treatment of T-2588)

; v . /// / . ///

. No relapse

. Suspicion of relapse

* C. freundii 107cells/ml

% . Almost no suspicion of relapse .

. Relapse
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Table 9-3 Clinical summary of complicated U.T.I. cases treated with T-2588

Remarks

Side
effects

Dr

Good

Good

Unknown

Evaluation®*

UTI

MIC

Count

10°

Bacteriuria®

Species

L. faecalis

+

X e
Duration | Pyuria

(day)

10

Treatment

Route

P.O.

P.O.

ose

D
(gXtime)

0.1xX2

0.1x2

0.1X 2

UTI
group

Diagnosis

..

Underlying disease

Chr. cystitis

B.P.H.

Chr. pyelonephritis
Lt pelvic tumor

Chr. cystitis
Prostatic Ca.

Sex

74
F

Case | Age

No.

36

37

138

** After 5days treatment

Before treatment
After 5days treatment

-

After 10days treatment

After 10days treatment

Bl, W20 T, KAEHYRKL 79% Tholso

FIW SRR R I, REE L E.coli 4 ¥k, K. pneu-
moniae 2 ¥k, K.oxytoca 1#k, P.mirabilis 1#, P.
morganii 1 #%, E.faecalis 2k, E.fascium 1%, S.
aureus 1 Bg, Staphylococcus sp. 2 ¥k, A.faecalis 1
¥k, A.calcoaceticus D 1 kT Y, A calcoaceticus 33
LU P.mirabilis D& 1 (e TRTOEIZHEL,
BBz 88% ThH-7: (Tablel12), MBEEM 2 R L
MIC & DBIfRix, MIC % 3.13 pug/ml LITF D 12 #it
P.mirabilis 1 #k% Bk & £ TH% Licdt, MIC 50 ug/ml
D 1%k, MIC 100 ug/ml Ll LoD 28k CLHEARTDH LR
7o LA L, MIC 100 ug/ml 1 BRiZMAFEZE L7z (Ta-
ble 13),

ERB 4R, WHERBBRRECKST 2B 5D
KRB eBET 5721, T-2588 05 B L5E, =X
Lies ARG LR L, 5588 & 10 BB OKR
BB A ERA Lico TR, Tableld R L 7=
7, T-2588 % 10 A5 L, #5588 & 10 Bicky
REFELXHETE 10 FlTi2, 50 BHETHL ¥
FELICLBANL LA 10 B HUETIXED LD, ¥1o
5HBEHETHERLHE Licbont 10 B BHECIZE
Beinh, REUMBSC X 2REERHRCH Szl
bel ‘f:o

EifERBI LTz, T-2588 D5 I3iEx b0
SHMEMBIERIZ, BRSIVCBEOTHN 16, B
BEOTH, & MY v afifEds XU, FESRERAE 1
PIDE 4 FlcBED S hich, H &5 kw3 ZE S h -
oo ¥ o T-2588 531K OEEKREEY Table 15 1=
AL, 1flc—@D GOT, GPT o LR *#Bai-
DUtz T-2588 B RT+5 £ EX Gh AR REAMBOR
HRED LRI -7,

III. * 5

RPEC ST 2 L¥EMER & LT, penicillin Ris X
U cephem % B-lactam RITEFI, HBEARZ 5
A, HEDEIUEY 7 vAF—PAOBEIER 2R A
ERLTWiWZ Ehb, BRETRELRSEHAIRT
Wb —F, ThboHAF AN, TS
DB E, Thicd s BEM RRPEFMBEL > Tk
h, ThomEEHT ARV ARERELNEE XA
T3,

B-lactam Flwt3 5 EEi MM, Fhiink
BT % P-lactamase HMEWARELETHZ Lic L %, L
fcdin T, B-lactamase EEAIC X 5 HRERIFEOR
L LT3, B-lactamase it X h I Mg\~ S-lactam
RUEROBAFE &, B-lactamase % [AET 5 ¥H +4tA
THZLIRLY, FERD f-lactam RFALF OHE %
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Table 10 Overall clinical efficacy of T-2588 in complicated U.T.L

(5 days treatment)

Bacteriuria Pyuria Cleared Decreased Unchanged Il‘:)t:;::ir?:

Eliminated m 1 5 (45%)

Decreased

Replaced 3 1 4 (36%)

Unchanged 1 1 2 (18%)

Efficacy on pyuria 8 (73%) 3 (27%) Totalllcase

II Excellent 4 (36%)

| Good 4 (36%) Overallsjffletz:;;n;:ss rate
Poor 3 (27%)

Table 11 Overall clinical efficacy of T-2588 classified by type of infection (5 days treatment)

Overall
Group No. of (Percent) Excellent Good Poor effectiveness
cases \of total
rate
G—1
G—2
ingl
isrl;‘fc;on G—3 2 ( 18%) 1 100%
G—4 4 ( 36%) 2 1 75%
Sub total 6 ( 55%) 3 1 83%
G—5
Mixed G—6 5 ( 45%) 1 2 60%
irfection
Sub total 5 ( 45%) 1 2 60%
Total 11 (100%) 4 3 73%

MERFEIR IS ETHRAANRIR TV 5,

p-lactamase Z/fE X g\ B-lactam RFLAHIT,
cephem RFAH #H.0 & LTHRH A, cephamycin
RPEF VDD 5 H 3R cephem RILAH D%
A%, B-lactamase I NBEVEELY H L T\ 5,
Lichio T hbofikAliy, 77 s AHBERI LD
ELTEBMAECS LEAWHERNIXE LTs D, BER
FERKCA{ERER225%, LbL, Thbo ce-
phem RHUEHIE, ETEHATHH, BEHECRR
DB, B-lactamase KHAFEINLEDH B-
lactam RHFEFIDBAFE D ¥ loh TUW I,

T-2588 iX, REEODOE7 »wAKY v EEO IMCT
FIAAFAE, TR ALFSALII-2-FTSA
FrBx BRI EOM cephem RHFLEHTHD, ¥
I S. pyogenes, S. pneumoniae iz¥ 0 7 5 L[BHEE, E.
coli, K. pneumoniae, P.mirabilis Iv XD 75 rAIBHE
X LEVWIE I R TA/EXRDOED cephem #
THE I D\ N. gonorrhoeae, Indole (+) Proteus,
C. freundii, E.cloacae, S.marcescens, H.influenzae \_
N LEhIHED ERTY,

BRed, BERFORBERESRE 7 7 2 BHERET
DT T-2525 DHBEH LKA Lic, T-2525 i, P.
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'
Table 12 Bacteriological response to T-2588 in complicated U.T.I.
(5 days treatment)
Isolates No. of strains Eradicated (%) Persisted Strains appearing
after treatment
E. coli 4 4 (100%)
K. pneumoniae 2 2 (100%)
K. oxytoca 1 1 (100%)
P. mirabilis 1 0( 0%) 1
P. morganii 1 1 (100%)
P. aeruginosa 1
P. putida 1
P. stutzeri 1
S. aureus 1 1 (100%)
Staphylococcus sp. 2 2 (100%) 1
E. faecalis 2 2 (100%) 2
E. faecium 1 1 (100%) 1
A. faecalis 1 1 (100%)
A. calcoaceticus 1 0( 0%) 1
Micrococcus 1
Total 17 15 ( 88%) 2 (12%)
Table 13 Relation between MIC and bacteriological response in T-2588 treatment
MIC (ug/ml) Inoculum size 10°cells/ml | Not
Isolates Total
<0.39| 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | done
E. coli 4/4 4/4
K. pneumoniae 2/2 2/2
K. oxytoca 11 1/1
P. mirabilis 0/1 0/1
P. morganii 1/1 11
S. aureus 1/1 11
Staphylococcus sp. 1/1 1/1 2/2
E. faecalis 1/1 1/1 2/2
A. faecalis 1/1 1/1
A. calcoaceticus 0/1 0/1
E. faecium 1/1 1/1
Total 8/9 1/1 /1 | 11 1/1 0/1 2/2 1/1 15/17
(89%) | (100%)| (100%)| (100%) (100%)| (0 %) | (100%)| (100%)| (88%)

No. of strains eradicated/No. of strains isolated
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Table 14 Overall clinical efficacy of T-2588 in complicated - U.T.I.
(10 days treatment)
Pyuri ffi
o yuna Cleared Decreased Unchanged Efficacy (.m
Bacteriuria bacteriuria
Eliminated 4 4 (40%)
Decreased
Replaced 3 1 4 (40%)
Unchanged 2 2 (20%)
. . ) , Total case
Efficacy on pyuria 7 (70%) 1 (10%) 2 (20%) ° aloca (5 days result in same cases)
@l Excellent 4 (40%) Excellent | 4/10 (40%)
Overall effectiveness rate 8/10
0/ 0,
I: Good ¢ (40%) 8/10 (80%) Good 4710 (40%) | (engg)
Poor 2 (20%) Poor 2/10 (20%)

mirabilis =3t LTI, MOPER L LB LTRD &\
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BASIC AND CLINICAL STUDIES ON T-2588 TREATMENT
IN URINARY TRACT INFECTIONS

Satoru Oxayama, YosHiaki Kumamoto, SHIGERU SaAkaAl,
Noriakr Tanaka and Noriko NisHijiMa
Department of Urology, Sapporo Medical College
(Directer : Prof. Y. KUMAMOTO)

Enur Yokovama
Department of Urology, Kitami Red Cross Hospital

Basic and clinical studies were carried out on T-2588, a new oral cephem antibiotic. The results
of those studies were as follows.

1) Antibacterial activity (MIC) : The MICs of T-2525, CCL, CMZ, LMOX, ABPC and NFLX were
determined for 11 species of bacteria, that is, E.coli, K. pneumoniae, P.mirabilis, Indole positive
Proteus spp., S. marcescens, Enterobacter spp., Citrobacter spp., P.aeruginosa, NF-GNR, E.faecalis
and S.epidermidis, isolated in the field of urology by our department. In the case of P.mirabilis,
the MIC distributions of T-2525 showed less than 0.39 gg/ml about all strains and the activity was
most favorable in these 6 antibiotics. Against E.coli and K. pneumoniae, MICs of T-2525 were dis-
tributed less than 0.78 u#g/ml about almost strains, and T-2525 was less active than NFLX and LMOX.
Against Indole positive Proteus spp. and Citrobacter spp., MIC of T-2525 were distributed widely, but
82.0% and 61.3% of which were distributed less than 0.78 ug/ml respectively. In the case of S.
epidermidis, the MICs of T-2525 were determined, 68% of which was distributed less than 6. 25 pg/ml,
and the activity was comparatively favorable. Against S.marcescens, 56% of the MICs were distri-
buted more than 25 pg/ml, and low receptivity was indicated. P.aeruginosa, NF-GNR and E. faecalis
were resistant to T-2525.

2) Clinical results : In 22 patients diagnosed as acute uncomplicated cystitis, T-2588 was given for 3
to 10 days at a daily dose of 100 mg (one time) to 200 mg (2 times), and the efficacy rate was 100%.
For a study of relapse of the cystitis, after 7 days treatment of T-2588 and 7 days periods after admi-
nistration almost all patients except for 1 patient were prevented the relapse of the cystitis. In 16
patients diagnosed as complicated urinary tract infections, the efficacy rate was 73% by the criteria
-of UTI committee and 79% by the judgement of principal investigator.

There were not subjective side effect except for gastric pain and mild diarrhea in 1 case, mild
diarrhea in 1 case, hypernatremia in 1 case and abdominal discomfort in 1 case, and on which cases,
administration of T-2588 was not suspended. No abnormal clinical laboratory data by administration
of T-2588 except for transient elevation of GOT and GPT was noted.



