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T-2588 wwh AT 5 EBE - BRIRAIBFSE

£ OEDL-KW NoWEEEM-UBRX LB
MM IE fR - REF—B WRART - TR L
WRBELRBKER _ABTERE
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A1 62 WV A A B R S

B
FORR M &R B K¥

T-2588 122\ T, £DHMMA, BIL - Pt bVICEERBR RN L, LITORRLB1,

1. HiEh

BEKSYMED E.coli, K.pneumoniae, Klebsiella spp., P.mirabilis, Indole (+) Proteus spp.,
E.cloacae =43 2P @ 1%, cefaclor (CCL), cephalexin (CEX) X h3<{hTisb, S.aureus
IZEWTIL, CCL, CEX LiiZA%STHoto %7, CEZ © MIC % 25 ug/ml Ll E%irT#ic
$i3 2 T-2525 DHE L. E. coli, K.pneumoniae, P.mirabilis O\\Fhizk\vTh CCL,
CEX X <l DTH -1

2. BRI - BR

A SRS 5 Aok LTAK 30 4z T-2588 1[E 100mg » 7+ A PEREER LI BRo i
WET 2 BRI I RAME 1.0 sg/ml 238 5, 200mg » 7 e ATk 3BERIEIC 1.43 pg/ml, ¥ 7,
200 mg FEATiX 4 BRI 1. 68 pg/ml OBRBELR Lico RePiciz, PR 2~4 BRRICEThE

h 55.4 ug/ml, 138.0 ug/ml, 144.3 ug/ml DOWEEHBHH, 8 BREMBREPENEBZ LT hEh
25.1%, 26.1%, 27.3% T»H -1
3. EEIRRUBR

BRR B RRTE S X ONRBSRIE DF 10 flic T-2588 #{H A L7icks R, EB3M HH4M *

PHEH 260, BBH1AOKRKIREBLNI,

£HcH - thENRBIERRED GRth o ek, GPT OBELAMN 1 ek bhic,

T-2588 (X EIMLET ¥ (Bk) CTHREZhLHFLWE
Of=A7 A% cephem RFAMTHB, FAIZAM
Shicob ERBE»LRREh, BEED=AT T —
Y X - THEFEY TS T-2525 K 2 K
®xh3, \Wbhbww3 prodrug Ths, T-2525 it E.
coli, K.pneumoniae, P.mirabilis s X0t H.influe-
nzae ¥ %LU, HXROBOKCKSHDEY Entero-
bacter, Indole (+) Proteus spp., ¥ XU Serratia
ERHLTOHRCHENIETRTZ EXEHELTW 3,

SHEbhbiik T-2588 nA T 2B, BRI - 8
HAREEOWTEBMRN LTRSS L LR, ABRK
REErC K3 5 KR OFERFMER X0 T, ThHOK
HEUTeRE T 5,

I. i & h

1. WNRILHURHESE

BERO MR 3 T 2 T-2525 o B/ REHIERE
(MIC) % B A {LEMEFELEERIC X 5 FIRFEREC
THE Lico RE¥ LAEKRIILTO LI Y TH %o

1) RRBEAHK: BEEARREILESVCVTRE S AT
E.coli, Klebsiella spp. #& 50 ¥k, P.mirabilis, Indole
(+) Proteus spp. £& 25 ¥ko

2) W)EEE  BR)IRGLEREMIERHEERR
Bz s\ TR X ts S. aureus, E.coli, K.pneumon-
iae, P. mirabilis, E.cloacae % 25 ¥k, XL i cefazo-
lin (CEZ) @ MIC #% 25 ug/ml % fzix EhiibD E
coli 23 ¥k, K.pneumoniae 14 ﬁ, P, mirabilis 16 #
TH 5o

ok, BEEERT M 3 vicl 3US5R LCERO 100
EERE1ELE TS Y, 371°C, 24 BEERECREL
LRI REREY MIC & L, 08K &
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Fig.1 Susceptibility of E,coli to T-2525 Fig. 8 Susceptibility of Klebsiella spp. to
(Jikei strain) T-2525 (Jikei strain) .
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Fig.2 Correlogram between T-2525 and CCL or CEX (Jikei strain)
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Fig.4 Correlogram between T-2525 and CCL or CEX (Jikei strain)
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Fig.5 Susceptibility of Proteus mirabilis to Fig. 7 Susceptibility of Indole (+) Proteus
T-2525 (Jikei strain) spp. to T-2525 (Jikei strain)
. 25 strains
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Fig.8 Correlogram between T-2525 and CCL or CEX (Jikei strain)
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Fig.

9 Susceptibility of S.aureus to T-2525
(Kanagawa strain)

Fig. 12 Susceptibility of P.mirabilis to
T-2625 (Kanagawa strain)
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Fig. 10 Susceptibility of E.coli to T-2525 Fig. 13 Susceptibility of E.cloacae to
(Kanagawa strain) T-2525 (Kanagawa strain)
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Fig. 11 Susceptibility of K. pneumoniae to

(%)

T-2525 (Kanagawa strain)

Fig. 14 Susceptibility of cefazolin-resistant

E. coli to T-2525 (Kanagawa strain)
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Fig. 15 Susceptibility of cefazolin-resistant
K. pneumoniae to T-2525 (Kanaga-

wa strain)
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Fig. 16 Susceptibility of cefazolin-resistant
P. mirabilis to T-2525 (Kanagawa

strain)
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FEE KR T cefaclor (CCL), cephalexin (CEX), ff
=) | BB TR OER Ofhic cefroxadine (CXD),
cefatrizine (CFT), CEZ o MIC #[FEricHIE L, &#l
DR & BB L,

2. K &

HEERBEREICx T % T-2525 OHENE LU OR
A & DB Fig. 1~16 iRT &I h TH 50

1) BEEAK

E.coli 50 Brizxt3 % T-2525 o MIC 446ix 0.1~
1.56 pg/ml i=HbH, ©€—27D 0.1pg/ml LLTFT 27 #
(54%) oRE\EM»MEIEEhic (Fig.1), fF & o HE
Fig.2 wir3 &k v TH H, #F D HEML CCL,
CEX X bh5~6BMET<hIchDTHoTc, Klebsiella
spp. 50 #RieHT 54F D MIC 1 0.1~1.56 pg/ml i

HML, =20 0,2ug/ml LATFT 37 ¥k (T4%) R
HAFELEXh 7 (Fig.3), ¥7 &Mz CCL kv 3g
M, CEX X b 58+ <hiciliTH -1 (Fig.4),
P. mirabilis 25 ¥k (% & D 0.1 ug/ml LLF ¢ 23 #%
(92%) »3EWEAIE&h (Fig.5), CCL, CEX X h 6~
8 BT S hiciM %R L (Fig. 6), Indole (+)
Proteus spp. 25 iz %+ 5&%| D MIC it <0.05~
50 ug/ml ICHBIAS AL 7o bt €= 2120.2 pg/ml i
BhH, FHRLTT 20 # (80%) ORHEMMELEE h i
(Fig.T), 7e3s CCL, CEX @ MIC ¥ -7, L4
iz 100 ug/ml Ll Lied - - (Fig.8),

2) pige)lIa Rk

S. aureus 25 o5 T-2525 © MIC i3 1.56~
25 pg/ml wRH L, FDOE— 2% 3.13 ug/ml TH ot
(Fig.9), = DMz CCL, CEX, CXD ti3iZ@%T
$b, CFT, CEZ £ h 2~ 3 BYffi% > T\t E.cali 25
Bicsd 5 &# o MIC % S0.1~0.78 pg/ml iIZH#H L
foo CORZ RHNERFHELThILOTH D,
CCL, CFT, CEZ X b1~ 2Ep CXD X b 3B,
CEX X b 4B+ <hiz MIC 4 T & - 7= (Fig.
10), K.pneumoniae 25 ¥kic %43 5 AH D MIC 4341
Fig.11 iRt ek h TH Y, BEEAKI LTS K
bsiella spp. (Fig.3) rZERAZORKTD » 1 P.
mirabilis W3\ T b &AL 0.2 pg/ml HTF TR
HHARIESh, HRNEHAPRDL S MIC ¥RLE
(Fig.12), E.cloacae 25 #iz %3 % Ao MIC ik
<0.1~100 pg/ml Ll Eic#BIK < 246 L7c2d, 0.39 pg/ml
LITF T 6 Bk (24%), 25 pg/ml LATFTik 21 k (84%)
OREHHIE X hi: (Fig.13),

M%) @Bk T, CEZ o MIC 325 pg/ml L
t o E.coli, K.pneumoniae, P.mirabilis =43 5%#
DHE N2 Fig. 14, 15, 16 itk TH 5. Th
bbb CEZ iwkr MIC xT#icx LTd T-2525
HEERAG R LT Chic MIC SfikR L, E coli 23
Bk 19 # (83%), K.pneumoniae 14 ¥ h 10 ¥
(71%), P.mirabilis 16 #kch 11 ¥ (69%) 7%12.5 pg/
ml T CREMIEIhI, Zhic LT, foEE
#ix CEZ LEQUORSZE 5 — v &R LI

II. & -8 it

1 HWRAELVRMENE

1) MplE

RERALEEEL 54 (Table 1) = T-2588 100 mg,
200mg # 7 eA3 L CCL 250mg # 7wk, EH
ED5H0 44 (Table 2) i LT T-2588 200 mg
£:HlL CCL250mg # 7L %ARH 30 SicARSE
T MR EE % cross over T X ) FIE Lo 2T
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"t Table 1 Summary of healthy volunteers

K Age Weight Ccr.

Case | Sex | (0 (kg) | (mi/min)
HM. | Male 21 77.0 108.0
KM | Male 20 68.0 113.0
Y.Y. | Male 20 67.0 98.0
H.T. | Male 20 65.0 96.0
AH. | Male 22 81.0 126.0

Mean+S.E. | 20.6+0.4 | 71.6+3.1 | 108.24£5.4

Table 2 Summary of healthy volunteers

C Sex Age Weight Cer.
vase ex (yrs.) (kg) (m!/min.)
HM. | Male 21 77.0 108.0
KM. | Male 20 68.0 113.0
H.T. | Male 2 65.0 96.0
A.H. | Male 22 81.0 126.0
Mean+SE. | 20.8+0.5 | 72.8+3.8 | 110.746.2

T-2588.200 mg §ZHIPIIRFF DM MBEEA & L 1T, one
comparment model |z Licpio T, XEYNFHEH XK
KL,

e MENR L, K. preumoniae ATCC 10031 ¥k M
TEW & L paper disc ¥ Cf7iyy, HRYAH M OIERIC
PR AWt £ [ N ,

2) ReRfkt

PR 0~2, 2~4, 4~6, 6~8 BEMRIc2\ T, %
NERORFPBMEXAEL, ZhiCEARBMKORELR
UCTRFEE Y K L, AL D Hh b RPEIR
EERdI, RPWMENEIZ, K. pneumoniae ATCC
10031 FkAMEH & L7 paper disc T, WM
M DOIERLTIE 1/15M ) I8 (pH 7.0) AL
o

2. | &

1) mehRE

T-2588 100mg, 200mg # 7+ A %#ys LizBEoMm
hREH L, Table3, Fig.17 0 L& T, WIREIE
T 2 RSB ME 1. 00 pg/ml, % T2 3 RMkIC
BEME 1.43 pug/ml TELIcDD, BMEOBEGE DT
WL, SEMBITIZRERFMEUAT &is- oo sk
#lo 100mg, 200 mg #HL&METizmREIC dose res-
ponse 23A& Bt

—7, CCL 250mg # 7+ L DRNIRTIT, 2FEMEEIC
BEfH 2.30 ug/ml R L, T-2588 L h B € — 7 T
L, Zoffid T-2588 X h LBl % R Lico ¥ 7= CCL
X6 R IX T CIRBIERAMELAT &b, AHXD

Table 3 Serum levels of T-2588 in healthy volunteers, cross over (n=5)

Serum levels (ug/ml)

Drug Case
1 2 3 4 6 8hrs
HM. 0.36 1.66 1.22 0.54 0.091 N.D.
K.M. 0.81 0.93 0.38 0.092 N.D. N.D.
Y.Y. 0.19 0.92 0.81 0.49 N.D. N.D.
T-2588

capsule H.T. N.D. 0.81 0.81 0.265 N.D. N.D.
100mg A.H. N.D. 0.67 1.06 0.71 0.01 N.D.

Mean 0.27 1.00 0.86 0.42 0.04
+ + + + + + N.D.

SE. 0.15 0.17

0.1 0.11 0.02

HM. 0.268 2.28

1.45 1.00 0.158 N.D.

KM. N.D. 0.57

1.64 1.30 0.185 N.D.

Y.Y. 0.086 1.54

1.18 0.72 0.235 | N.D.

T-2588

capsule | H-T- | 0125 | 160 | 1.32 | 091 | 0.3 | ND.

200mg | AH. | 0.114 | 0.56 | 1.54 | 1.22 | 0.145 | ND.
‘Mean | 0.12 1.31 | 1.43 | 1,03 | 0.17

+ + + + + + N.D.

SE. 0.04 0.33

0.08 0.11 0.02
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M BB {8 L (Table 4, Fig.18),

T-2588 200 mg fE#l % PINR L7 B2, 4 Rtk
MR 1.69 pg/ml %R LicDic 3 LT, CCL 250 mg
A7 e Tk 3RMBCRM Ly, £OMik 180 ug/
ml ©& -7 (Table 5, Fig.19),

T-2588 200 mg Sl % PIfR LIcBRD JUTEMA: & Red

Fig. 17 Serum levels of T-2588 in healthy
volunteers, cross over (n=5)

Capsule
(ug/ml) —--100mg
2.0r —— 200mg
1.0+
0.1F
0.05F
0.01

Time

2R DTS Table6 DLk H THh, Mmebiy
¥ (TY) 12 0.71 Fef, M-hRBEEMMTEM (AUC)
136.29 ug-hr/ml THh - feo

2) Repihit

T-2588 100 mg, 200mg # 7+ A 3 X U CCL 250
mg Y5 Lic L & ORpbkl s Table?, 8, Fig.20,
21 et L h TH B, RebilkBEi: T-2588 100 mg,
200mg FELb 2~ 4FeMC MG L LD BIE T 55.4
pg/ml, #3% T 138.0 pg/ml D% Lizo

—7%, CCL DRFMES 2~ 4BMTRWLIch, £

Fig. 18 Serum levels of T-2588 and CCL in
healthy volunteers, cross over (n=5)

(ug/ml
—— T-2588 capsule 200mg
-——CCL capsule 250mg
2.0+
1.0p
L
0.1

Time

Table 4 Serum levels of T-2588 and CCL in healthy volunteers,

cross over (n=5)

Serum levels (uzg/ml)

Drug Case
1 2 3 4 6 8 hrs
H.M. 0.268 2.28 1.45 1.00 0.158 N.D.
K.M. N.D. 0.57 1.64 1.30 0.185 N.D.
Y.Y. 0.086 1.54 1.18 0.72 0.235 N.D.
T-2588
capsule H.T. 0.125 1.60 1.32 0.91 0.138 N.D.
200mg A.H. 0.114 0.56 1.54 1.22 0.145 N.D.
Mean 0.12 1.31 1.43 1.03 0.17
+ + + + + + N.D.
SE. 0.04 0.33 0.08 0.11 0.02
H.M. 2.40 2.40 0.79 0.282 N.D. N.D.

K.M. 0.84 2.18

0.98 0.44 N.D. N.D.

Y.Y. 3.80 2.40

1.98 0.33 N.D. N.D.

0.46 0.148 N.D. N.D.

1.68 0.43 N.D. N.D.

CCL
capsule H.T. 1.34 1.98
250mg A.H. 0.204 2.52
Mean 1.72 2.30
+ + +

S.EE. 0.63 0.10

1.18 0.33
+ + N.D. N.D
0.28 0.05
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Table 5 Serum levels of T-2588 and CCL in healthy volunteers,
cross over (n=4)
S level
Drug Case erum levels (ug/ml)
1 2 3 4 6 8 hrs
HM. 1.48 2.48 1.67 0.84 0.145 N.D.
K.M. 0.23 1.41 2.20 1.48 0.238 N.D.
© T-2588 H.T. N.D. 0.375 1.75 2.60 0.51 0.103
tablet 1A H. | ND. | ND. | 0435 | 1.83 | 1.06 | 0.3
200mg
Mean 0.428 1.07 1.51 1.69 0.488 0.112
* + t + + t *
SE. 0.35 0.56 0.38 0.37 0.21 0.08
H.M. 2.21 2.68 1.02 0.32 N.D. N.D.
K.M. N.D. 2.10 2.45 0.88 N.D. N.D.
CCL H.T. N.D. N.D. 1.06 3.82 0.16 N.D.
capsule | Ay [ 045 | 1.14 | 1.87 071 | ND. | ND.
250mg
Mean 0.665 1.48 1.60 1.43 0.04
+ + * + * + N.D.
SE. 0.53 0.59 0.34 0.80 0.04
Table 6 Pharmacokinetic parameters of T-2588 in healthy volunteers
N Case V/F Ka Kel T lag T1/2 Couax t s AUC
e (L) () | (het) (hr) (ho) | (ug/m) | (hr)  |(ug-he/mD)
H.M. 26.94 1.08 1.07 0.76 0.65 2.74 1.69 6.91
K.M. 29.20 1.17 1.17 1.77 0.59 2.52 2.63 5.88
T-2588
tablet H.T. 35.43 0.933 0.933 1.92 0.74 2.08 3.00 6.05
200mg
A.H. 39.63 0.798 0.797 2.88 0.87 1.86 1.25 6.33
Mean+SE. |32.80+3.0|1.00+£0.08 | 0.993+0.08 | 1.83+0.43|0.71+0.06| 2.30+£0.2 |{2.14£0.41|6.29£0.23

Fig. 19 Serum levels of T-2588 and CCL in
healthy volunteers, cross over (n=4)

Dff1 421.5 pg/ml TH - to, 8 M E TORRKFE
IN#iz, T-2588 100mg @ 25.1%, 200mg o 26.1%

(g/m1) —T-2588 tablet 200mg  \<Xf LT, CCL T 78.5% TH 1o
2.0 i —CCL capsule 250mg T-2588 200 mg A DBA b AR T, RPWEHR
1.0+ he~4mHTCRE LD, T O {HI 144.3 pg/ml T
BHoto CCL HgifHE & Riic, 2~ 4FefERC 555.3
0.5 pg/ml DORFEELR Lico = DEED 8 Bl RBR S EIIR
' %1, T-2588 Tit 27.3%, CCL Tit 56.7% TH-
7= (Table 9, Fig.22),
0.1 \ III. B B B #&
\l 1. Rk LUHE
I PP EBERE 3 01 (BHESEER 1 Bl BERE L
N 200, RESRRYUE T O CREERIDSE 5 B, 1BHERIRE S 2
0.01 L 1N ) o3t 10 61 (B 16l Ktk 9H) i T-2588 %fs

—}

REEA Lico SEIRAAAIR 21~65 i (P 38.8 ) T
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Table 7 Urinary excretion of T-2588 in healthy volunteers, cross over (n=5)
0—2h 2—4h 4—6h 6—8h 0—8h

Drug | Case | Levels Recovery| Levels Recovery| Levels Recovery| Levels Recovery| Recovery Rate
(ug/ml)  (mg) | (ug/ml) (mg) | (ug/ml) (mg) | (ug/ml) (mg) (mg) (%)
HM.|[ 60.3 7.5 74.5 11.5 34.0 4.4 14.4 1.3 4.7 4.7
YM.| 60.0 14.0 26.2 8.1 6.85 1.7 1.65 0.2 24.0 4.0
T-2588 Y.Y.| 21.7 5.1 27.0 14.4 15.4 3.6 8.9. 0.8 23.9 23.9
capsule H.T.| 22.1 3.3 24.3 10.9 13.0 3.2 30.5 4.5 21.9 21.9
100mg | A.H.| 32.3 3.5 125.0 17.8 74.0 7.7 28.4 2.0 31.0 31.0
Mean| 39.3 6.7 55.4 12.5 28.7 4.1 16.8 1.8 2.1 25.1

* * * + + * k4 = F4 F 4 +
SE. 8.7 2.0 19.8 1.7 12.2 1.0 5.6 0.7 1.5 1.5
H.M. 31.7 7.1 111.2 24.5 26 .4 5.3 22.4 3.4 40.3 20.1
Y .M. 26.5 2.1 216.3 41.0 51.5 17.5 31.5 4.1 64.7 324
T-2588 Y.Y. 12.5 3.4 108.5 29.3 33.0 9.6 19.7 1.8 4.1 22.0
capsule H.T. 65.0 8.1 138.8 35.4 29.4 8.7 21.8 2.4 54.6 27.3
200mg | A.H. 12.25 3.1 115.0 27.6 94.0 22.6 4.8 4.7 58.0 28.9
Mean 29.6 4.8 138.0 31.6 46.9 12.7 2.0 3.3 52.3 2.1

+ + + + + * + * + + +
SEE. 9.6 1.2 20.3 3.0 12.6 3.2 3.0 0.5 4.5 2.3

Table 8 Urinary excretion of T-2588 and CCL in healthy volunteers, cross over (n=>5)
0—2h 2—4h 4—6h 6—8h 0—8h

Drug | Case | Levels Recovery| Levels Recovery| Levels Recovery| Levels Recovery|Recovery Rate
(ug/ml)  (mg) | (ug/ml) (mg) | (ug/ml) (mg) | (ug/ml) (mg) (mg) (%)

H.M. 31.7. 7.1 111.2 4.5 26.4 5.3 22.4 3.4 40.3 20.1

Y.M. 26.5 2.1 216.3 41.0 51.5 17.5 31.5 4.1 64.7 32.4

T-2588 'Y.Y. 12.5 3.4 108.5 29.3 33.0 9.6 19.7 1.8 44.1 22.0
capsule H.T. 65.0 8.1 138.8 35.4 29.4 8.7 21.8 2.4 54.6 27.3
200mg | A.H. 12.25 3.1 115.0 27.6 94.0 22.6 34.8 4.7 58.0 28.9
Mean 29.6 4.8 138.0 31.6 46.9 12.7 26.0 3.3 52.3 26.1

+ + + t + + + + + + +

S.E. 9.6 1.2 20.3 3.0 12.6 3.2 3.0 0.5 4.5 2.3

H.M. 81.7 83.3 185.0 80.5 55.0 9.1 14.2 1.4 174.3 69.7

Y.M.| 220.0 77.0 580.0 136.3 79.0 15.4 " 11.3 2.1 230.8 92.3

ccL Y.Y. 95.5 46.8 197.5 99.7 68.3 5.8 3.95 0.4 152.7 61.1
capsule H.T.| 708.3 102.7 472.5 82.7 85.7 9.9 12.0 1.6 19%.9 78.8
250mg | A.H.| 271.0 54.2 672.5 161.4 108.5 8.7 15.1 2.0 226.3 9.5
Mean| 275.3 72.8 421.5 112.1 79.3 9.8 11.3 1.5 196.2 78.5

+ + + + + + + * + + +

S.E. 114.1 10.1 99.2 15.9 9.0 1.6 2.0 0.3 15.0 6.0
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Table 9 Urinary excretion of T-2588 and CCL in healthy volunteers, cross over (n=4)
0—2h 2—4h 4—6h 6—8h 0—8h
Drug | Case | Levels Recovery| Levels Recovery| Levels Recovery| Levels Recovery|Recovery Rate
(zg/ml)  (mg) | (ug/ml) (mg) | (ug/ml) (mg) | (eg/ml) (mg) (mg) (%)
H.T. 16.4 1.64 211 28.0 146 19.7 42.2 6.33 55.7 28.7
A .H. 5.1 0.46 155 14.7 138 15.9 218 32.7 63.8 31.9
T-2588 | K.M. 53.0 7.7 135 3.1 50.8 12.7 7.6 2.3 57.8 28.9
2‘3(‘)’” HM.| 8.3 14.8 6.2  16.4 36.0 5.9 7.7 1.8 8.9  19.5
mg
Mean 39.2 6.15 144.3 23.6 92.7 13.6 71.4 10.8 54.1 27.3
+ + + + + + + + + + +
SE. 17.6 3.39 27.8 4.85 28.7 2.92 49.4 7.38 5.33 2.8
H.T. 58.0 5.5 729.8 62.0 465.6 67.5 32.6 5.4 140.4 56.2
AH.| 367.4 51.4 784.6 78.5 131.7 19.8 7.9 1.4 161.1 60.5
CCL ( KM.| 212.8 36.2 463.3 66.3 85.1 11.7 9.3 1.7 115.9 46.4
(:2?;:1; HM.| 662.7 96.1 243.3 51.1 76.9 10.0 14.5 2.0 159.2 63.6
Mean| 325.2 47.3 555.3 64.5 189.8 27.3 16.1 2.63 141.7 56.7
+ + + + + + + + + + +
SE. 129.0 18.9 125.4 5.7 92.7 13.6 5.7 0.93 9.41 3.75
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B 1 - >
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Table 10 Clinical results with T-2588
Clinical Isolated 12588 Res Side
mnica. solate: 1
No.| Case | Age/Sex diagnosis organisms Daily dose | Duration Clinical | Bacterial | effects Remarks
(mg) (days)
1{mA | aF | 2| Normal flora | 200 7 | Good ~
bronchitis
2|v.s.| sF | DU enae | 200 7 Good |Eradicated| -
bronchitis
Chronic .
31Y.1 62/F . Normal flora 100 4 Fair -
bronchitis
4| FN| ayF | A E. coli 600 7 | Excellent |Eradicated| —
cystitis
5| R.1 24/F Acute . E. coli 300 7 Excellent |Eradicated -
cystitis
6 | K.T.| 26/F Acute . S. aureus 300 4 Excellent |Eradicated -
cystitis
7l ct.| ayE | A E. coli 100 1 Good |Eradicated| -
cystitis 50 3
8 |v.T.| syF | A E. coli 100 4 Good |Eradicated| -
cystitis
9 | kM| 6sm | Chronic E. cloacae 300 10 Poor | Persisted | — Post TUR
cystitis
Chronic . 3 Multiple myeloma
10| T.H.| 54/F eystitis S. marcescens 300 10 Fair Persisted Indwelling catheter
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reus (3 8.18 ug/ml i MIC D' — 283 b, LT
T 64% DKROBEABIE SN, & o Mz CCL,
CEX, CXD L iM% T~ e, CEZ, CFT kb
2~ 3 BWBEES > T\ 1o ! ‘

*hzs)|| iRk D E.coli, K.pneumoniae, P.mirabi-
lis \23\T, CEZ @ MIC A% 25 ug/ml Lk EDk% 8
O, &Hils XURRMA DO MIC kLB Lic, £DORR
VTR OBMIC s TLEAAB L & MIC 7R L
o

DEDXdiz, T-2525 (34875 »GMEEE R L
THFChIHEEEET L, L it ROARARA T
IEEIR R A RiEE X it Ao 7= Indole (+) Proteus
spp. #iAU», CEZ MW LThT<hicilh
YRMLS 20T, BEKERCELTRI—RPEDOL T
HHREF EBbI B,

2. AR - Btk

BBERAZERES £ic T-2588 100mg » 71 iR
% 30 SRR BEOMPMEIR, PR 2RI
BEME 1.0 pg/ml %R L, LAEEEMIORE & &b ic#id
LT8R ERRLIF L ieo o %72 200mg
H7 e DRRTIE 3FERBICEEE 1. 43 pg/ml R
L, 867 dose response HBdHhtc, —F, CCL
250 mg # 7wk, T-2588 it~ TREHCET 5 ¥
TOREMAEL, TOES 2.30 pg/ml %R Lico

ZinzhR iz CEX X b4 5 v vbh s CCL X
b AF OB BEE LKA % & - fopt, CDX, CCL 7e &
R ZFIARBCAHR LIRS RV IFREY
TRTEWOIHELELTWAY, 0z Lix BHECA
RLIEE tZabhsBi, BHEEHRTI LR
{, RRCHETEZHIRT FHAORFO—2 L2 X
5o & 100 mg, 200 mg 7 7 - /L PIRREF DR IREE &
RebHeit iy, b2~ 4BMBcREELh, £h
Z£h 55.4 pg/ml L 12.5mg, 138.0 pg/ml ¢ 31.6 mg
OfE%x R L, SKMRBERFEIREKIL 25.1%, 26.1%
Thotco ZOfHiz CCL 250mg 7 7+ HNEREEFD
78.5% EH~hin h EfE%XIR Lo, T-2588 (2fEH~D

BT bl L OB Y IHER TR CHM S hikt

Ahtcb D LBbh 5,

3. mmmg

PIRH R MRS 10 flic T-2588 %1 H 50~600 mg,
4~10 EMMA LR K30 AR, ©oF
Meml WE1H. WX 70.0% ORI, ME
SR YEE LxT-8 T, MHL6HM HH2H
C, WHARIL 75.0% TH -1z R No.1itk\T
B X Y MU ERICORKERDLRTH Y, MERSL
M Lxt, & CiiNEnHELREE Lic, BiH
WoEM LIz2 iz TUR ok 3MIZBHHRAB LV
A5 -5 HARAT T Fh E.cloacae, S.marces-
cens PR ENIFERTH - 1o —7, EHEK LI-Di
H.influenzae, S.aureus % 1%, E.coli 4¥%Thh,
H.influenzae L33 REEBHIERD D MILE TH -
too T-2588 DRFEIUREKIIFERD cephem Mk L
TERTIED 55, REBRREOCEROS ORRBEYE
HREIELS 37 ORPRERTICBLABDT, %
FliRERRAE N LT O A AELRR LD LIRS
5, SEORF T BEIfFAH IURKREBRE L L
T, 1flic GPT OBELAYA-ICAXT LhiRN
Rk T 2k ic IEHIE L1ze L L AFIS ARA
cephem ¥|TH BT &h b, HLBEEXIILD, RA%
fH THALh HEIEA, BREEERBCISKRELT
DHEERILETHAS 5,

X [
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11 : 331~338, 1977
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FUNDAMENTAL AND CLINICAL STUDIES ON T-2588

Kuova SHia, ATtsusHr Sarto, JINGORO SHiMADA, TAKEHISA YAMAjI,
Toshio Hojo, Masanosu Kaj, SuinicHiRo Okupa
Kumiko Nacumo and Tapasui MivaHARA
Second Department of Internal Medicine, The Jikei University School of Medicine

Fumio MaTtsumoto and Iwao Sakurar
Department of Infections Laboratory,
Kanagawa Prefectural Nursing and Hygienic School Hospital

Yasusur Ugpa
The Jikei University School of Medicine

The antibacterial activity, absorption, excretion and clinical eficacy on T-2588 were investigated
and the following results were obtained.

1) Antibacterial activity

The antibacterial activities of T-2525 against the following clinically isolates of E.coli, K. pneu-
moniae, Klebsiella spp., P.mirabilis, Indole(+)Proteus spp., E.cloacae was superior to that of
cefaclor and cephalexin. The activity against clinically isolates of S.aureus was same as that of
cefaclor and cephalexin. The activity of T-2525 was superior against E.coli, K. pneumoniae and P.
mirabilis, those resistant to cefazolin, to that of cefaclor and cephalexin.

2) Absorption and excretion

The peak serum levels of T-2588 in healthy adults volunteers was 1.00 #g/ml and 1.43 pg/ml
2 and 3 hour after oral dose of 100 mg and 200 mg with capsules at 30 minutes after meal. The
peak serum levels of T-2588 tablets was 1. 69 u#g/ml at 4 hour after oral dose of 200 mg at non-fasting.
The mean urinary concentration after 2-4 hours were 55.4 ug/ml, 138.0 ug/ml, 144.3 ug/ml and
the mean urinary recovery rate were 25.1%, 26.1%, 27.3% by 8 hours after administrations.

3) Clinical results

T-2588 was administered to 10 patients including 3 cases of respiratory tract infection and 7
cases of urinary tract infection. T-2588 was found to be excellent in 3 cases, good in 4 cases,
fair in 2 cases and poor in 1 case.

No side effect was observed clinically, but a slight elevation of S-GPT was noted in 1 case.



