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T-2588 wBa+ 2 XBEM - BRIRAGBTIE

MARF - XKBERX-BE S -MEMHE
WMERE WWARET T HYX-8RE A
R 3z & B -l BF OB AL - RokETAR
BEEMKEN 1 B EKE

LBEBREL-KAR R
MAEEMKFEMNREL = 2 — %Y VAR

T-2588 REX HYBRIME=RAT S5 -LiICL O HMENT, T-2525 Lico THEEELRET
50 bhbhidEAF DERNK BT 2ERMS T-2525 o #iEM:, T-2588 DOFEKARBMR XUV
BINEEH (L T AXOKE) ¥BHN L1, E. coli, K.pneumoniae, S.marcescens, P.mirabilis,
P.rettgeri, P.vulgaris vz} L ampicillin (ABPC), cefaclor (CCL), cefroxadine (CXD) X b
A0 @hic MIC /R L7, LAL P.aeruginosa i3 5 HEINE—RICTHh - oo

MPREIZERER Y ) REEO Y- 2ENRREL, 2R Bbh, RERhhfticowT R
BEOHHRIEFRE L ) RPBES LOCEBIRRESIZKTH oo IsHlhE (983 ) Tk
WED C— 7 1ET 2RMF XU RPHEEIEET 2 HE 2RO oo

7HOEEKRA (RTI 4 4, UTI 3 4) wk# (100mgx3x4~8 A) *##{ L5 L, 5b4flch
%, 28R BYHORKYBIA, P.aeruginosa 1 X 5 UTI iR ERTH - 1o

AR L 5 EBbh2EIEAD 5\ IZERREBEORE A bRtk s o FRIXEBLEONR

EFE LTSRS,

T-2588 ixEILILET % () HAWER CTHLLM
RInBNL7 - RAEYWETH 50 FZALBE X
VRIRIhT=RF5—¥ILX hINAIMEE h T-2525
Lo THEER 2T To = hix B-lactamase KEE
T, 77 AU IVCBREOHEBEBCHEAN tA Y
HotZhtwa!®, rhoofMiR%® Figl cRL
o

4Ebhbhir T-2525 O HEENE - T-2588 D RIR
BIUHM, BERYHRS IVKLECOW TR TR
SO TRET 5,

I. SEBREELRSVICRERM

L BERSMECHTHHED

1) ERFE

Rk oo LB OWT, BARLEREKE
SRBOFENCHE » TR/IRBHIEBEXRE Lo
JUTE R MLz 12 Mueller-Hinton 22X % £ A
L EHOWERFI% 100 pg/ml 226 2 fEHRM LA 16
RDORFILER, BEEEIX 10°cfu/ml & L,

Yo HEicwxr b T-2525 » MIC % ampicillin
(ABPC), cefroxadine (CXD), cefaclor (CCL) »%h
LHBHRET Lo

2) ERES

EMEKCHT 5%H o MIC % CCL, CXD nth
EHBET B L, S. aureus T KE LI - 1ol E. coli,
K. pneumoniae, Proteus sp. =t LTIt XTIEKIC
/& MIC #7% L7 (Tablel1),

3) BERAMEEICOLT

S. aureus 81 Rz DO\ Tid T-2525 » MIC i3 0. 78~
12.5 ug/ml T, 3% 70 #kht 1.56~3.13 pg/ml KB
», CCL, CXD i@l LT\ 5 (Fig. 2), ABPC iz
0.025 7> 100 pg/ml [ E¥ CLEHIIBEL A/ LT
W5 (Fig. 3)o

E.coli 90 #iz st L, & #| o MIC iz 0.025~0.78
pgiml @b, MOLKRERIH ZHCEIL T W3
(Fig. 4, 5),

K. pneumoniae 47 #Rizx} L, &#Fo MIC 13 <0.0125
~25 pg/ml LB A LTWBAMBA L D BLLE
{ (Fig. 6), Fig. 7 offBiRITR 5 &, HEK¥EHI
25 pg/ml L EDOWtER © %< A% T-2525 it 3.13
pg/ml LT DORRSZERR Lico

E. cloacae 14 ¥ Tit, T-2525 o MIC 1 0.2~1.56
pg/ml D 8#kL 25~100 pg/ml @ 6 ¥ & DKL
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Fig.1 Chemical structure of T-2588 and T-2525

T-2588

COOCH:0COC(CHs)s
N=N
° CHaN/
H:N ]] N ? \N=L
N C-CONH-~ S CHs

NOCHs

pivaloyloxymethyl (+)-(6R, 7R)-7-[(Z)-2-(2-amino-
4-thiazolyl)-2-methoxyiminoacetamido]-3-[ ( 5-methyl-
2H-tetrazol-2-yl) methyl]-8-ox0-5-thia-1-azabicyclo
[4.2.0] oct-2-ene-2-carboxylate

T-2525
COOH

o N=N
HzN—n/S N%»CH:N( =L
N
Ni(ﬁ—CONH s CHy
N

NOCH;

(+)-(6R, 7R)-7-[(2)-2-(2-amino-4-thiazolyl )-2-me-
thoxyiminoacetamido ]-3-[ (5-methyl-2 H-tetrazol-2-yl)
methyl]-8-oxo0-5-thia-1-azabicyclo [4. 2. 0] oct-2-ene-2-
carboxylic acid

»h (Fig. 8), Fig. 9 TiXHBIEA L XXM »wRT
P0NREH5hTV B,

S. marcescens 30 #rizx§ L, T-2525 © MIC i3 0.2~
100 pg/ml LA E L #RIKL 345 LT\ % 0% (Fig. 10), fis
DHBHEFICITIE & A L b 100pg/ml Bl TP 5 Dic
LN, XAhIBZEOER T BHIS\ (Fig. 11),

P.mirabilis 77 gRicx} L, FF|o MIC i 0.0125 L
Thb 6.25 pg/ml LIFRS AL, fF X hizshic
#Eh T\ 5 (Fig. 12, 13),

M. morganii 24 Bzt L, Z#lo MIC 1 0.025~
0.78 pg/ml (16 #k) & 6.25~100pg/ml (8#k) L
HELRL, HBEH X D230/ E v MIC Oofp
&h 1= (Fig. 14, 15),

P.rettgeri 12 ¥k (Fig. 16, 17), P.vulgaris 30 #
(Fig. 18, 19) s LT AKIIIBIRV MIC % b
WBEHD X 57 100 pg/ml L Loy Bad¥, &<
CHE N LTIZ MICs 2% 0.39pg/ml L@h T\
foo

P, aeruginosa 50 ¥k iz > \» T it & F OMIC % 25
pgiml LLED S DA 83, HBEER X b2/ X WMIC
*iRTd DO5EH o1 (Fig. 20, 21),

2. RN - B

1) - AER IONE

[fF « B (BUN, S-Cr) BEOREMEHER Th 5 238

Table 1 MIC of standard strains

MIC (ug/ml)

Strains

T-2525| CCL | CXD |ABPC
S. aureus 209 P JC-1 1,56 0.78 |0.78 |0.05
S. aureus MS 353 0.78 10.78 (0.10 |0.025
S. aureus Terajima 3.13 |[0.78 (0.78 |0.05
M. luteus ATCC 9341 0.05 0.05 {0.10 |0.39
.B. subtilis ATCC 6633 0.39 0.10 |0.20 |1.56
E. coli NIHJ JC-2 0.025 |0.39 [1.56 |0.39
E. coli K-12 C-603 0.20 1.56 [6.25 [6.25
E. coli 603 0.20 3.13 [6.25 | >100
S. enteritidis G 14 0.10 6.25 |3.13 |3.13
K. pneumoniae PCL 602 0.0125 [0.39 |1.56 |6.25
E. cloacae 963 0.20 | >100| >100 |50
E. aerogenes ATCC 13048 | 0.20 >100 [ >100 | >100

+ S. marcescens IAM 1184 1.56 100 100 |12.5
P. mirabilis IFO 3849 0.025 |0.39 |6.25 |25
M. morganii IFO 3848 0.05 |[100 {>100]50
P. retigeri IFO 3850 0.025 |25 25 100
P. vulgaris 0X-19 0.025 |25 12.5 |6.25

P. vulgaris HX-19 0.0125 |6.25 |12.5 |25

P. aeruginosa IFO 3445 50 >100| >100 | 100
P. aeruginosa NCTC 10490 | 12.5 >100 | >100( 50
P. aeruginosa PAO 1 50 >100 | >100 | >100

CEREKEY b OEKE (73 R—RKHMm 93 &8
BKLEE) wwo& T-2588 % 1[E 100mg B 5\ 200
mg @ cross over {ETRFEOMPBE R X VUKD
e BxT EErRN L, 583045, 1, 2,
4, 6, SRMAKRM L, R 26HEC 4EER
Tirot

MEBTE L K. pneumoniae ATCC 10031 #KEH &
TAHER-R=F U RIBERE >, IFRMETE 7~
v, RPBEX 1/15M o pH7.0 OERENK
TEM LICEREBBC X D AE L

2 & B

f1h R EE : 73 oL T-2588 0 200 mg 1 EHS5
L7 B OB M EED v — 7 2 4B5kcd h 1.85
reiml THot, Thicstl, REGESTIXE-7
2RI D b 2.56 pug/ml TH -1 (Fig. 22),

93 Bofrikic T-2588 @ 100mg % 1 @E#S LIF
DL M MED - 7126 BB H v 1.75 pg/
ml Thot, —F, RESBHRE TR — 25 4FMHAE
b 3.20 ug/ml TPt (Fig. 23),

Repoft : ERE 73 oK AR L 200 mg RS
RIBE, THFEHE (4~ 6T 78.7pg/ml) XD
SAKEE (2~ 4BMET 117 pg/ml) OHBRHRE
AEL, bR E—23B5hT\w5, SHMET
DORPEIRE S LS C9.3%, AR T12.3%
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Fig. 2 Sensitivity distribution of clinical Fig. 4 Sensitivity distribution of clinical
isolates S. gureus (81 strains) isolates E.coli (90 strains)
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0.0125 0 05 0. 2 0. 78 3.13 12,5 50 >100 MIC 00125 0.05 0.2 0.78 3.13 12. 1
ooy [ 402 0.1 %059 156 8.2 " s 100 Gug/mD) | 0-025 0.1 °0.39 156" 6.25 25 ~ 100 |.
T;2525 3 30 40 4 4 T-2525 8 10 27 29 14 2
CCL 3252 7 9 3 5 CCL 3 922316 7 1 11
CXD 2 2 4193211 6 2 3 CXD 8 4429 8 1
ABPC 6 1311 3 5 4 2 857 36 2 6 ABPC 1 3113101 1 129
Fig.3 Correlogram of MIC ——S. aureus 81 strains—
MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10%cfu/ml
>100 >100 >100
100 100 100
50 50 50
25 25 25
12.5 3 12.5 2[1 1 12.5 1/2 1
P 6.25 1 6.25 1 2 6.25 1{1]1
33.13 7116678]2 3.13 1] [8]15[9742 3.13( [2][5[7]1]2]1] [2715][4][2[5] [4
1,56 2]16{10[1]1 1.56 3[1114]1 1.56( [2{8[4[1]1]3]Y]6] |2 1[1
£0.78 12 0.78 11 0.78[ ]2 1
0.39 0.39 0.39
0.2 0.2 0.2
0.1 0.1 0.1
0.05 0.05 0.05
0.025 0.025 0.025
=<0.0125 =0.0125 =0.0125

=0.0125 0.05 0.2 0.78 313 125 50 >100 =0.01250.05 0.2 0.78 3.13 125 50 >100 sOOlZS 0.05 0.2 0.78 3.13 125 50 >100
100 5 100 0.025 0.1 0.39 1.56 6.25 25 100

0.025 0.1 0.39 1.56 6

CcCL \HC (ug/ml)

0.025 0.1 0.39 1.56 6.25

CXD

MIC (ug/ml)

ABPC

Fig.5 Correlogram of MIC —E. coli 90 strains—

MIC(ug/ml)

MIC(uzg/ml)  Inoculum size 10°cfu/ml MIC(ug/ml)  Inoculum size 105cfu/ml MIC(ug/ml)  Inoculum size 10%fu’ml
>100 1 >100 >100 L1
100 I 100 100 !
50| i/ 50 50
25 | 25 25 /
12.5 12.5 12.5 i
«® 6.25 6.25 6.25
33.13 3.13 3.13
1,56 1.56 1.56
.78 2 0.78 2 0.78 1 1
0.39 1/5[4[2]1 0.39 1/3[5/5 0.39 1/4]2 7
0.2 6[12(6]3 1 0.2 1215} 2 0.2 127 10}
0.1 1/5[/9]6]4]1 1 0.1 3]19{ 31 1 0.1 1/60111] |1[ |1]6
0.05 1/4[2[2]1 0.05 115/4 0.05 2|5 3
0.025 2(1(2|3 0.025 3/3[2 0.025 1/2(2]1 2
=0.0125 =0.0125 =<0.0125

=0.0125 0.05 0.2 0.78 313 125 50 >100 =0.01250.05 0.2 078 313 125 50 >100 =<0.0125 0.05 0.2 0.78 3.13 125 50 >100
25 100 0.025 0.1 0.39 1.56 6.25 25 100

0.025 0.1 0.39 1.56 6.

ceL MIC (ug/ml)

CXD

0.025 0.1 0.39 1.56 6.25 25 100
MIC (ug/ml)

ABPC

MIC (ug/ml)
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Fig.6 Sensitivity distribution of clinical Fig. 8 Sensitivity distribution of clinical
isolates K. pneumoniae (47 strains) isolates E.cloacae (14 strains)
100 100f-
- r ]
E 801 80- ,"
Pt Eor :
-
s SO g 60 H
2 40r = ]
E F] ‘¥ ’
© r g H
20+ © 20! ABPC/I i
[}
| = - CCL
- ! L1 ! , CX?/ ) j
MIC 20,0125 0.05 0.2 0.78 3.13 12.5 50 >100 0125 0.05 0.2 0 78 3 13 12,5 50 >100|
(ug/mD)| " 0.025 0.1 0.39 '1.56 6.25 25 10 (’ﬂlﬁmn O %0.1° %.30 156 6.25° 25 ° 100
T-2525 1 3 1102 5 3 2 11 T- 2525 4 11 2 1 3 2
cCL 112222 1 12 15 ccL 13
CXD 4 33 2 2 15 cXD 2 12
ABPC 2 5111011 8 ABPC 1 2 n

Fig.7 Correlogram of MIC ——K. pneumoniae 47 strains——

MIC(ig/ml)  Inoculum size 10%cfu/ml MIC(ug/ml) Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10°cfu/ml

>100 >100 >100
100 100 100
50 50 50
25 1 25 1 25 1
12.5 1| 12.5 1] 12.5 1
0 6.25 6.25 6.25
53.13 1]1] 3.13 1[1] 3.13 11
¢ 1.56 1 1 1 1.56 1 1 1] 1.56 1 [1(1
0.78 0.78 0.78
0.39 2] 1 1 1] 0.39 21 1 il 0.39 32
0.2 6]121 1 0.2 1081 0.2 1]5/7|5]2
0.1 5[5 0.1 1 0.1 314[3
0.05 1 0.05 0.05 1
0.025 1 ]2 0.025 1]2 0.025 11 1
<0.0125,/1 | 1 <0.0125 1 <0.0125 1
<0.0125 0,05 0.2 0.78 3.13 12,5 50 >1oo =0.0125 0.05 0.2 078 3.13 125 50 >100 =0.0125 0.05 02 0.78 3.13 125 50 >100
0.025 0.1 0.39° 1.56 6.25 25 1 0.025 0.1 0.39 1.56 6.25 25 100 0.025 0.1 0.39 15515215 25 100
ceL MIC( ug/ml) CXD MIC (ug/ml) ABPC MIC(ug/ml)

Fig.9 Correlogram of MIC —E. cloacae 14 strains—

MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 106cfu/ml MIC(ug/ml) Inoculum size 10°cfu/ml

>100 >100 ">100
100 2| 100 2] 100 2
50 3 50 3 50
25 1 25 1 25
12.5 12.5 12.5
w0 6.25 6.25 6.25
23.13 3.13 3.13
" 1.56 2] 1.56 1] 1] 1.56 2
0.78 0.78 1] 0.78 1
0.39 0.39 1} 0.39 1
0.2 1/3] 0.2 1 [3] 0.2 1 2
0.1 0.1 0.1
0.05 0.05 0.05
0.025 0.025 0.025
<0.0125 <0.0125 <0.0125
<0.0125 0.05 0.2 0.78 3.13 125 50 >100 <0.01250.05 0.2 0.78 3.13 125 50 >100 =0.0125 0.05 0.2 0.78 3.13 125 50 >100
0.025 0.1 0.39 156 6.25 25 100 0.025 0.1 0.39 1.56 6.25 25 100 0.025 0. 039 156 6.25 25 1oo/ )
ceL MIC(ug/ml) CXD MIC (ug/ml) ABPC MIC(ug/ml
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Fig. 10 Sensitivity distribution of clinical

Fig. 12

isolates S.marcescens (80 strains)

Sensitivity distribution of clinical
isolates P. mirabilis (77 strains)

100f lOOL
SOL ° 80
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3 [ / © r
201 ABPS’ CXD 20
r / ‘I'CCL B
T T 0. r 0T A5 S0 MIC JR00T8 0,05 02 078 3 I 2550 5100
0.0125 0.0! 0.2 0. . . X . . . . .
(m?mns 0.025 0.1 039 1.56 6.25 25 100 (ug/mt)| 0.025° 0.1 0.39 1.56 6.25 25 1
T-2525 1 455 23 331 3 T- 2525 32436 6 1111 2 2
ccL 129 CcCL 8 34148 2 4 1 6
CXD 327 CXD 145136 4 2 6
ABPC 1 414 317 ABPC 82168 4 2 3 6 8
Fig. 11 Correlogram of MIC ——S. marcescens 30 strains—
MIC(ug/ml)  Inoculum size 105cfu/ml MIC(zg/ml)  Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10%cfu/ml
>100 3] >100 >100 3
100 100 100
50 50 50
25 25 25 1
12.5 12.5 12.5 1
1 6.25 6.25 6.25 2
3.13 2| 3.13 2] 3.13 1
v 1.56] 1[4 1.56 1]4 1.56 1[1]2
0,78 5| 0.78 5] 0.78] 2
0.39 4 0.39 2[2 0.39 1/1
0.2 1 0.2 1 0.2 1
0.1 0.1 0.1
0.05 0.05 0.05
0.025 0.025 0.025[
=0.0125 <0.0125 <0.0125

<0.0125 0.05 0.2 0.78 3.13 125 50 >100 =0.01250.05 0.2 0.78 313 125 50 >100 =0.0125 0.05 0.2 0.78 3.13 12.5 50 >100

0.025 0.1 0.39 1.56 6.25 25 100
CCL

MIC (ug/ml)

0.025 0.1 0.39 1.56 6.25 25 100
MIC (ug/ml)

CXD

0.025 0.1 0.39 1.56 6.25 25 100
ABPC MIC(ug/ml)

Fig. 13 Correlogram of MIC ——P. mirabilis 77 strains——

MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml)  Inoculum size 10%cfu/ml MIC(ug/ml)  Inoculum size 105cfu/ml
>100 I >100 >100
100 100 100
50 50 50
25 | 25 25
12.5 12.5 12.5
w 6.25 2 6.25 2 6.25 2
e 3.13 1 1 3.13 1 1 3.13 1 1
v 1,56 1 1.56 1 1.56 1
F0.78 1 0.78 1 0.78 1
0.39 1 0.39 1 0.39 1
0.2 1 0.2 1 0.2 1
0.1 2] |1 3 0.1 3] J1[1[1 0.1 1[1]1]3
0.05 5[17(6]4]1 12 0.05 24/6 [1]3] [2 0.05 3[6]13/5[1] [2[3] |3
0.025 3]14/4[1]1 1 0.025 1]14/5/3] |1 0.025 Sl12 2] [2]111] |1
=0.0125 2 1] <0.0125 2 1]=<0.0125 2 1

0.025 0.1 0.39 1.56 6.25 25 100

CCL

MIC(ug/ml)

=0.0125 0.05 0.2 0.78 3.13 12.5 50 >100 =0.01250.05 0.2 078 3.13 125 50 >100 <0.0125 0.05 0.2 0.78 3.13 125 50 >100
0.025 0.1 0.39 1.56 6.25 25 100
MIC(ug/ml)

CXD

0.025 0.1 0.39 1.56 6.25 25 100
ABPC MIC(ug/ml)
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Fig. 14 Sensitivity distribution of clinical Fig. 16 Sensitivity distribution of clinical
isolates M. morganii (24 strains) isolates P.rettgeri (12 strains)
100[—
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CCL__ /cxo - /ABPC
y S NS N N B B | 21" 1 _f Y.t L L
MIC 500125 0.05 0.2 0.78 3.13 1z.s 505100 MIC som .05 0.5 078 30 12550 >100
(ug/ml)| 0.025° 0.1 0.39 1.56 6.25 25 100 (ug/ml) 025 0.1 0.39 1.56 6.25 25 100
T-2525 1671 1 41 2 1 T-2525 2 1111211 2
cCL 11 1 318 ccL 1 1 10
CXD 1 32 CXD 1 1 10
ABPC 25215 ABPC 39

Fig. 15 Correlogram of MIC ——M. morganii 24 strains——

MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10%cfu/ml MIC(ug/ml) Inoculum size 10%cfu/ml

>100[ 1] >100 >100
100 1 100 1] 100 1
50 50 50
25 2 25 25
12.5 1] 12.5 12.5
w 6.25 | 6.25 4| 6.25 4
3.3 3.13 3.13
Y 1.56 | | 1.56 1.56
0,78 1 1] 0.78[ 1] 0.78 1
0.39 0.39 0.39
0.2 1 0.2 0.2
0.1 i 1[5 0.1 1 6 0.1 11
0.05 1[2[3] 0.05 2[4] 0.05 41
0.025 1 0.025 1[ | 0.025 1
<0.0125 £0.0125 £0.0125
<0.0125 0,05 0.2 0.78 3.13 125 so >1oo <0.0125 0.05 0.2 078 3.13 125 50 >1oo <0.0125 005 02 0.78 3.3 125 50 >100
0.025 0.1 0.39' 1.56 6.25 2 0.025 0.1 0.39 1.56 6.25 25 100 0.025 0.1 0.39 156 6.25 25 100
CcCL MlC(ug/ml) CXD MIC (ug/ml) ABPC MIC(ug/ml)

Fig. 17 Correlogram of MIC ——P. rettgeri 12 strains——

MIC(ug/ml)  Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10°cfu/ml MIC(xg/ml)  Inoculum size 105cfu/ml

>100 >100 >100
100 100 100
50 2 50 2 50 11
25 | | 25 25
12.5 12.5 1] 12.5
0 6.25 6.25 6.25
53.13 3.13 3.13
" 1.56 1.56 1.56
F0.78 0.78 0.78
0.39 1] 0.39 0.39
0.2 1 0.2 0.2 1
0.1 0.1 0.1
0.05] 1 | 0.05 0.05
0.025 1 1 0.025 1 1 0.025 11
<0.0125 <0.0125 <0.0125
<00125005 0.2 0.78 313 125 50 >100 =0.0125005 02 078 3.3 125 50 >100 =0.0125 0.05 02 0.78 3.13 12.5 50 >100
025 0.1 0.39 156 6.25 25 100 0.025 0.1 0.39 1.56 6.25 25 100 0.025 0.1 0.39 156 625M21§:(100/ N
CCL MIC(ug/ml) CXD MIC (ug/ml) ABPC ug/ml
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Fig. 18 Sensitivity distribution of clinical Fig. 20 Sensitivity distribution of clinical
isolates P.vulgaris (80 strains) isolates P. aeruginosa (50 strains)
100|— 100f
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g GOE o o
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.i = 40
5 40 g
3 I °
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L1 - Ll (l) 101 L 1 L
S00125 0 05 0.2 0. 78 3 13 12.5 50 >100 MIC [<0.0125 0.05 0.2 0.78 3.13 12.5 50 >100
(l:,i;(/:mn 0.025 0.1 0.39 1.5 6.25 10 (ug/ml) 0.025 0.1 0.39 1.56 6.25 25 100
T-2525| 1 7 2 5 3 7 1 2 11 T-2525 1 113 91718
CCL 1 2 2 3 1 21 CCL 1 49
CXD 1 4 1 2 22 CXD 50
ABPC 1 1 3 1 24 ABPC 2 2 145
Fig. 19 Correlogram of MIC ——P.vulgaris 30 strains—
MIC(ug/ml)  Inoculum size 10%fu ‘ml MIC(ug 'ml) | Inoculum size 10°cfu/ml MIC(ug/ml) Inoculum size 10°cfu/ml
>100 T ‘ 7] >0 11T, >100
100 100{ ] 100
50 1 50 _ 1 50 1
25 1 250 | 1 25 1
12.5 12.5 12.5
w 6.25 1 1 6.25] | 2| 6.25 2
& 3.13 3.13 3.13
+ 1.56 1 1.56 1 1.56 1
F0.78 ] . 0.78 0.78
0.39 [ 12] 1]4 0.39 7 0.39 7
0.2 [ 1] 3 0.2 1 2] 0.2 2
0.1 11 ™ N 3 0.1 1 4 0.1 4
0.05 | [ 2 0.05 1 0.05
0.025 1 1 5] 0.025 2 2[3] 0.025 1 1/5
<00125 T (1l <0.0125 1 <0.0125 1

<0.0125 0.05 0.2 0.78 3.13 123550 0>100 =0.01250.05 0.2 0.78 3.13 125 50 >100 $001025 0.05 0.2 0.78 3.13 125 50 >100

0.025 0.1 0.39 156 €.25

CCL MIC(ug/ml)

0.025 0.1 0.39 1.56 6.25 25 100
CXD

MIC (ug/ml)

025 0.1 0.39 1.56 6.25 25 100

ABPC MIC(ug/ml)

Fig.21 Correlogram of MIC ——P. geruginosa 50 strains——
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0.1 0.1 0.1
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=0. 0125 0.05 0.2 0.78 3.13 125 50 >100 =0.01250.05 0.2 0.78 3.13 125 50 >100 =<0.0125 0.05 0.2 0.78 3.13 12.5 50 >100
! 0.025 0.1 0.39 156 6.25 25 100 0.025 0.1 0.39 1.56 6.25 25 100 0.025 0.1 0.39 156 6.25 25 100
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CXD

MIC (ug/ml)

ABPC MIC(ug/ml)
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Fig. 22 Serum concentration of T-2525 Fig. 28 Serum concentration of T-2525
(oral administration of T-2588, (oral administration of T-2588,
200 mg) 100 mg)
93yo.F. 27.0kg(UTI)
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Fig. 24 Urinary excretion of T-2525 (oral
administration of T-2588, 200 mg)

Fig. 25 Urinary excretion of T-2525 (oral
administration of T-2588, 100 mg)
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th -1 (Fig. 24),
93 ROZKIC 100mg 25 L-BE, RblED
€7 3RS C6 ~8RMEBIC 58.5g/ml, &
%5 T4~ 6FMBI 99.7 ug/ml LBID 73 RO X
D X IR RS - Rodl, REWOH MR UAM D
s lco RAPEIRRIIAKE L TIZ 73 ROVL H Wb o
B, PHEE S T RkENRD - 1 (Fig. 25),

II. B Bk 8 BF %
1 RRE IVHE
MNRESUL 43 B2 D 87 BT ToOTRTEBER Y
BTARETHT 5bBHE20 ZEEsSHATHZ. *
ORI, FRREBRRE 40 (ESGERRE 2 7, am
SEIR B, BEKET 1R & REBERE 3l (R
BERRES 1 61, BB EWRORUME 2 ) TH 5,
#5Fpix T-2588 ¥ 16 100mg, 1H 3EIAHKIC
BE Lo HEMMIZ4~8 HMTD 5,
BRZROHTE L 3 BB, FHFICHH Lo IfER
DHFEZDIL OLER, BEHBREICIEROKEE
RZRDE OEPCHR, EROBFLRD LD
EMSE Lo ¥ REXFAEEN®KC, MK - FF - Fo—
BREYRT L, BIfEA - REBREOFRITOVTHR
NETio fo

EThENDIEG OBEIL% Table2 127R Lico
ERL, 212 ESGHRRET, 5516 (No.1) 208
AR A E. cloacae TR - T=HBIERA M4 L HRD
TRV LRRTR) & ¥R L,

R 3 1XTCH, MRMEIE & AEZ MR OD HME T,
RN, BRROMINE 39°C ERMLEL, AHEES3
BEXDEMERYBYTH - 1o

EEBU 4 12+ IREBIGNIC X b R £ - 7o i ST
£T, FHREREROBRLED, LLHEYHLLUEL
o

fEBIS5, 6, 712 REMPMET, E. coli itk 2 RMKE
BiBEss (No.5) & E.cloacae izt 5@ BWEREDOA
EME (No.6) TIRRERTH - 7%, P.aeruginosa %
BEBA L7 (No.7) (2% TH - 1o

BE7RRTXTALrO EREEX L2 ATS 5
A% BEBREY IR0 85 MUIE 4 ek 2 ), JRERMRYE 3 B)
F2 BRI TH - %o

3. ElffH

FHRE LB EL LN DAMEHBIERD BT
BREMBDORKLTD bihr - 7o (Table 3),

III. EMBOHV(CHE

T-2588 (X EKOROA+L7 = 2K LBIY,

EiL: ()

2 &R B-lactamase KE/RLL D L LT H L BMbETH
Table 2 Clinical cases treated with T-2588
Age i . Underlying Isolated Daily |Duration Effect Side
No. | Case Diagnosis . .
Sex disease bacteria dose | (days) | Clinical | Bacterial | effect
. . . 100 mg
L h
1 |NN. | 33 | urT ver clrrhosis E. cloacae x 7 | Good | Unknown | (-)
F Gastric ulcer 3
. 100 mg
Penetrat
2 |ky. | ¥ | urT enetrating Unknown x 5 | Fair |Unknown | (=)
M gastric ulcer 3
. . 100 mg
3 |[KU n Acute bronchitis Lung ffbrosxs Unknown X 8 Good | Unknown | (—)
F Bronchial asthma 3
53 . Duodenal ulcer . 100 mg . .
4 (MM Chr. bronchitis . Neisseria sp. x 8 Fair | Persisted (—)
M Anemia
3
87 . Cerebral infarction . 100 mg
5 |TY Chr. cystitis . . E. coli X 7 Good | Decreased | (—)
F Hemiplegia 3
" . . 100 mg
. pyel hritis | Cerebral infarct
6 |luw 79 | Chr. pye orTep ritis ere.ra .m arction E clogcae % 8 Good | Changed (-)
F | (exacerbation) Hemiplegia 3
. . 100 mg
76 | Chr. pyelonephritis | Multiple . _
7 |HK F | (exacerbation) cerebral infarction P. acruginosa ;( 4 Poor | Persisted (=)
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Table 3 Laboratory findings before and after treatment with T-2588

Case Ofie;?tf:r RBC | Hb | Ht | WBC |Eosino.|Neutro.|GOT |GPT| Al-P | BUN | Creat.

No. |\ reatmend (X10%) | (g/d1) | (%) (X10%)| (%) (%) | (1U) | (IU) [(KAU) |(mg/dl) | {mg/dl)
1 Before | 336 11.6 |34.8( 6.0 1 44 28 12 15.0 10.8 0.9
After 3¢5 | 11.6 (35.1| 6.7 2 46 33| 12 | 17.3 11.8 1.2
2 Before | 345 8.7 |28.7| 12.1 2 81 33 31 13.4 15.9 1.0
After 365 9.0 (29.0] 13.1 2 82 29 | 25 | 26.1 11.1 | 11
3 Before | 468 10.2 (32.9 5.0 4 58 29 14 9.2 10.7 0.9
After® 429 9.4 |31.2 5.3 5 49 31 19 8.2 7.6 0.8
s Before | 432 12.6 |40.4 4.3 2 46 17 17 4.4 14.0 0.9
After 431 12.9 |41.8 4.8 3 52 17 14 5.0 12.0 1.0
5 Before | 367 9.6 |30.9 5.4 3 23 22 16 7.9 15.5 1.0
After 348 9.1 (29.2 5.0 8 22 22 14 7.1 14.5 1.0
6 Before | 511 16.2 [47.1| 11.0 1 67 29 22 7.4 22.9 0.9
After 424 13.5 |38.9] 6.2 2 68 23 15 6.6 13.6 0.9
7 Before | 391 10.5 [33.0] 6.4 1 56 16 13 4.3 12.2 0.9
After 437 12.0 |38.4] 17.9 81 22 19 6.0 26.2 1.2

* During therapy

) FFAMEF CHBEIAIMAITH 2, chiiD¥,
bbb AR - BERAICKE L1,

¥ TRKOMEEEEOAH (T-2525) o 2%
¥RE L& = A, S aureusizit CCL LiziTRA%ETH
> 1chs,  E. coli, S. marcescens, P.
mirabilis ¥s X U P. rettgeri =3¢ LT3 B 3EH] (ABPC,
CCL, CXD) X hixshicfEhi: MIC %75 L1z, ¥ 1
E. cloacae, M.morganii ¥ X U¢ P.vulgaris |3 =tk D
BEMELR Licht, HBERFICTHE OB TS, FH 0
MIC p/phEEBKkEDbRhte, La L P.aeruginosa
wwxt 3 BHE N5 - oo

B R & 4 22T #ERE, BUN, S-Cr E# D%
Fitt 2 flicAkH (73 ROl 200mg, 93 XMHic 100
mg) DE{EETIc, RERS TmHRER XU Re
Bt w LR L7c & 25, wWihi fihgED e — 2
REREF OS2 ARBEE X D b Bh, hoEEYRL
7o 73 BATOMFRE IIEERAICOWTOREY &
ZIERABETH - fopt, 93 BREITIE MEBED E— 2 At
Eh, TOTHELEEFMAGRICESZ L4 bh
o

Repgrit b 73 BEOITIXBERA L h PP B ABE

K. pneumoniae,

TH5HH 983 EATIIERcEN, HEH 28 Cid
FEHMITERET6~ 8T 50 BMELL50H0
Abh, THLEL CBEHRS CERATH -1 Bl
FTRIAFRDL 5 eEOH THLRINIEL, HABAHN
RO ERFTHRREEL DN B,

LI, WTFhLEREEXHT 5 7 HoELIEAHN
YRE L, RBP4 6 2 5, RERELE 3 Aid
2B T, D2 MR T - -t P. aeru-
ginosa 1= X % RERBPIE I 2EL) T in vitro DR E
—B L1, BIFAIRVThicd BBk ol

HED X5z, &FD 75 sl aERIcHT 3RS
RRDL7 = aFI VTSN BHREIYPETE 40T
Boto —F, Rl REHE OB TIREE DN
PRINMN I EWSHKTH -7, 1 BRETIE
AN« PR BR B & EARB I his,

FHRIHFAKEOBEVCARREN CH B LEL LIRS,

X [
1) %5 33 @HEKLEEEFLBS, FE Vv HUY
&, T-2588, 1985 %4 (R

2) B REHELERE (MIC) JiEH: : Chemothe-
rapy 29 (1) : 76~79, 1981
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LABORATORY AND CLINICAL STUDIES ON T-2588

Yuruko Oxamoto, SeiBuN Yonezu, Yuse Iipa, Kansdi Mase,
Yosuiniko SakakiBarRA, Mariko YaMmamoto, AxiNor! Yosuipa, TeTsuir Soca,
Masasut ApacHi, Masaniro Yamano and Kojiro Yasunaca

First Department of Internal Medicine, Kansai Medical University, Osaka

Yosumiro Uepa and Hirosur Oxkuso
Rakusai New Town Hospital, Kansai Medical University, Kyoto

T-2588, a new cephem for oral use developed by Toyama Chemical Laboratory, was examined on
its antibacterial activity sn vitro and its kinetics in the human body (seral concentration and urinary
recovery), as well as on its clinical availability. The results obtained were as follows :

1) Antibacterial activity in vitro: As T-2588 is converted into its active form T-2525 after its
enteral absorption, T-2525 was used for estimation of the antibacterial activity of the drug against
bacterial strains isolated from clinical infection foci, and compared with those of ampicillin (ABPC),
cefaclor (CCL), and cefroxadine (CXD).

Although the activity of T-2525 against S.aureus strains was found to be similar to those of CCL
and CXD, the greater part of the strains of gram negative species (E.coli, K. pneumoniae, P.mira-
bilis, P.rettgeri, P.vulgaris, S.marcescens, etc.) showed significantly higher sensitivity to T-2525
than to other antibiotics examined, while P. aeruginosa strains were not sensitive to T-2525 similarly
to others.

2) Kinetics in the human body, with special reference to the influence of meal : Serial estimation
of T-2525 concentration in serum and urine were made in two women showing normal laboratory
data, one 73y. old and the other 93 y. old, after ingestion of T-2588 200 mg or 100 mg, respectively.
Cross-over tests revealed that the enteral absorption of the drug was significantly faster after meal
than in fasting.

3) Clinical trials : Out of the seven patients (four of RTI and three of UTI) treated with T-2588,
100 mg x 3/day for 4-8 days, four well responded to the therapy. Among the remaining three cases,
two could fairly respond, but one with UTI caused by P.aeruginosa failed, corresponding to our
above-mentioned data on the in vitro activity of the drug.

None of the cases showed any clinical and laboratory abnormalities attributable to the drug.

These findings obtained suggest the promising availability of T-2588 as a new antibiotic drug for
oral use.



