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T-2588 o> 25 A9 5K O B 58

FEB{— RAEE-REKF - XEAL
YR FEBREM R

FLIARASIhIBORA= AT AR+ 7 = 2 RPTEX] T-2588 oo TR X T - 120

BREBMABM 3B AL 100mg YBYEF LT 2 & 24 T2 HME 1 £ T3 HBEKEC
1.00~1.12 pg/ml (1.060.06 pug/ml) DM FMELRTR Lico, 7 r <% v FOBAZFCTik
3 & &b IRMKIT 1.00~2, 65ug/ml (2,02 ug/ml+0. 52 ug/ml) o MM HWMEE %R LI,

RPEURRITTH 23.16% T, 7o~k FHARICIE 16,58% LB ET Lo

BOKIESI 5 BlicE# % 200~400mg/ A5 Lo MR L30), Mkl o, BEFLEHLA
181TH 0, 2ANEY TH - 2o BIfFAR LOBKREMBORYEZED bRih -1,

FLABARIhABAA=AT A 8+ 7 . ARHEH
°hs T-2588 1275 APBME, 75 2BuEeRLT
AEBETHEAR2 + SAXHL, f-57 2 ~—¥eH
LTLRETH 5o FARBOKEHK, BE»LRIRS
h, =AF5—HIX>T T-2525 KM% X hiiE
ExRTY,

AH 0 RBE, ERGRCOVWTRHL, EFoa
RefBlocBET 3,

I. & -8 it

1) T-2525 hyepyi BE BIE 3

T-2525 ORIE L K. pneumoniae ATCC 10031 & %4
EBE L, paper disc I TIT - 7o BEREHMBOERIC
i3, MPRENTETIIe F 7 — 1@, ROBEREC
2 115M ) vEEEK (PH7.0) BT~ 1,

2) XN&IFIUERE

RERABT 34 (T1kg, T0kg, 60kg) 1o,
ZRERSIC T-2588 100mg #EOHL L, mABRE, R
TREVIE Lic, MA@EIHRsS B, H5%18
M, 2F5R), 3MERD, 4FER, 6BERIITOLTHIEL,
R 0~2 BERE, 2~4 BRI, 4~6 BERIDO& KK
DWTHIE Lico

RepEURRiz, 2RO RE L RPBE X H RebHk
WEEYHEL, 6B CoOEMNBERDI, ¥, 7
R% v ¥ 1.0g (T-2588 #5517 2 B§fH), 18§ XO°
EAlcg 4 0.5g, 0.25g, 0.25g ZOFyE) LDfA
BEROMPRE, RPREEY cross over IZ TRKRICH
% L7z, ¥ 7- one compartment open model = CEEH
FI5 2 — 2 -~ OB HTIE- 10

3) ERER

a.  MrhREE

T-2588 100 mg Mk YT m<x v ¥ 1.0g Lff
AENBEROMbEE L Table 1, Fig.1 iZRwTE Y

Th%, T-2588 100 mg Bty 505D 3 FlOFHMHE L,
1 BEM# 0,69 pg/ml, 2 BRI 1.02 ug/ml, 3 B§ [E 4
0.76 pg/ml, 4 BERSIH 0.45 pg/ml, 6 B5EI% 0. 18 pg/ml
THoTo

T-2588 100mg & 7m~k)v F 1.0g pHRABOHELE
Beicit, T-2525 Oy M & i B3 55 1 B 1,20
pg/ml, 2 BER 1,66 pg/ml, 3 BEE 2.02 pg/ml, 4 BF
[l 1.61 pg/ml, 6 K1 0.82 pg/ml T vF*hd T-
2588 MM EBE L D RMALXTRL, 4BHTEIERCHE
fExR L, .

7B X% FOMAPREOTHiEIR, T-2588 #5HE
B 42.7 pg/ml, 5% 1 B5R 73,8 pg/ml, 2 B5AD 80.3
pg/ml, 3B 101. 4 pg/ml, 4 BERY 100, 2 pug/ml, 6 BF

Table 1 Serum concentration of T-2525 after the
administration of T-2588 with and with-
out probenecid in healthy volunteers

cross over (n=3), 100 mg p.o.

(ug/ml)

Name 1 2 3 4 6 hr.

1S. | 0.95 1.00 | 0.45| 0.26| 0.078

§§ TZ | 0.078| 0.94| 1.06| 0.62| 0.18

< 00| 1.04 1.12| 0.78| o0.46| 0.13

& Mean 0.69 1.02( 0.76| 0.45] 0.13

+S.E.[£0.31 | £0.05 | £0.18 | +0.10 | £0.03

o| IS | 0.78 0.94 | 1.00| 0.92| 0.33

Eg TZ | 1.70 242 2.42| z.10| 1.20

§§ 0.0. | 1.12 1.62| 2.65 1.80 | 0.94

Y |Mean| 1.20 1.66 | 2.02 1.61 | 0.82

& | £SE.|+0.27 | £0.43 | £0.52 | £0.35 | £0.26

‘('::itred) NS. | NS | + * +
+Pp<0.05
+p<0.1



332

CHEMOTHERAPY

APR. 1986

Fig.1 Serum concentration of T-2525 after the
administration of T-2588 with and without
probenecid in healthy volunteers
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Table 2 Serum concentration of probenecid in
healthy volunteers

(ug/ml)

Wt.
Name| Age (kg) 0 1 2 3 4 |6hr

IS. | 24 60 | 36.4 {108.8]108.1| 90.7| 85.4| 65.5

TZ. | 36 71 |55.3| 65.0| 63.3| 97.4| 93.5| 74.8

00.| 32 70 |36.5| 47.6| 69.5(116.1|121.6|117.5

Mean| 30.7| 67.0| 42.7| 73.8 80.3101.4|100.2] 85.9
+SE.|£3.5|/+3.5/£6.3|*18.2/+14.0{ £7.6|£11.0/+16.0

[l 85.9 pg/ml T2 - tc (Table 2),

b. Rkt

2RMIBORPRES LUHHHEE (R5E 100mg i
x4 5% Tz 1k Table 3, Fig.2 R TED TH
h, T-2588 B¥hiy 5B D 6 B ¥ TD T-2525 H[EIR
it 23.61%, 22.85%, 23.01% TEH 23.16% Th
-7,

ZexXixo VEOHARKO @I R &4 12.92%,
18.07%, 18.75% T¥# 16.58% ThbhH, 7r~<*x
FOFRIC X b T-2525 o 6 BrEIRFEIRRIIEERER %
o TET L,

c. EBNEMA T 4—%-—

T-2588 Bifhs L U7 v X% o VAR D EBH¥H

Table 3 Urjpary recovery of T-2525 after the admini-
: stration of T -2588 with and without probene-
cid in healthy volunteers

cross over (n=3), 100 mg p.o.
(%)
Name 0-2 2-4 4-6 0-6 hr.
LS. 13.22 7.96 2.43 | 23.61
&1z | 295 | 1558 | 43| 28
~
3 0.0. 8.75 11.28 3.04 | 23.01
r-
Mean 8.30 11.61 3.7 | 23.16
+SE | +2.98 | 2.21 | %0.5 | *0.23
o| IS 2.97 6.42 3.5 | 12.92
,fég TZ | 495 | 7.80 | 531 | 1800
ég 0.0. 3.43 8.34 6.99 | 18.75
& "[Mean | 3.78 7.52 5.28 | 16.58
& | £SE | +0.60 | +0.57 | *1.00 | *1.8¢
t- test NS. NS. NS. +
(paired)
+p<0.1

+35 4 —x — (2 Table 4 |Z/RTi b T, BHFSBEOF
912, Cmax 1.29+0.10 gg/ml, Tax 1.7740.364r.,
T/, 0.95+0,02 hr., AUC 3.25+0. 35 ug-hr/ml, Renal
C 129+13 ml/min. THbH, 7o XZ o VG A OF
#12, Cmax 1.91+0.45 pg/ml, T omax 2.3940.120r,,
T!/; 1.58+0.19 hr., AUC 10, 82+2, 72 ug-hr/ml, Renal
C 37.1%6.2ml/min. TH-710
I B &K & &

1) HEFIVHEHE .

HRBEINEEESHIT, Pkt M B3
ATH -1, FiBiL 23 EhbH 59 BETTHH1o &
BITIAAL O, 2HEREZRIA, GHETEEL]
BT SATHY, EREEL LTSREFHE &KX
ZHAMmM 1 FAToBH LRI,

5 Hik, T-2588 % 1[E 100 mg~200mg R
18267\ L3ERS L, #5 A 4~35 AMTE
BERIT 1.6~11.2g ThH-7

2) fEfIR LUHEE

FEGIDOBEE 2 Table 5, Table 6 \ZRTHH THDH,
ZHRHE KR, BARERRKOHEOHERL L
hEZ, BE), POHEX, EPEHEL

EF 13, 44 ROBHTHIROLEMNTHY, 38C D
SEB, WK, MEIRICTRBL, Mm%, CRP Bk, &
W, Bif X-p e TATHEFCREBRE LD
fitige L LM Lico T-2588100mg % 1 B 3 @# 5 LIt
A, WIAMBETHL, HEEROHSEELL,
Bt X-p, GMUEkE, CRP, #Kikixs b EEAERL
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Table 4 Pharmacokinetic parameter of T-2588 with and without probenecid in healthy volunteers

Fig.2 Urinary excretion of T-2525 after the administration of T-2588
with and without probenecid in healthy volunteers
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cross over (n=3), 100 mg p.o.

+p<0.1

Name Ka Kel T Tlag Cmax T max AUC Renal ) C
(hr.71) (hr."!) (hr.) (hr.) (ug/ml) (hr.) (ug-hr/ml) | (ml/min.)
LS. 5.90 0.735 0.94 0.88 1.48 1.29 2.70 150
w_?g_’ T.Z 1.78 0.691 1.00 1.61 1.19 2.48 3.14 132
{v‘gm 0.0. 0.93 0.754 0.92 0.33 1.20 1.53 3.90 104
a Mean 2.87 0.727 0.95 0.94 1.29 1.77 3.25 129
+SE. | +1.53 +0.019 +0.02 +0.37 0.10 +0.36 +0.35 +13
o| IS 0.51 0.505 1.37 0.21 1.04 2.20 5.59 48.9
gg T.Z. 0.64 0.355 1.95 0.29 2.51 2.36 14.72 27.8
§g 0.0. 0.49 0.486 1.42 0.56 2.18 2.62 12.16 34.7
S | Mean 0.54 0.449 1.58 0.36 1.91 2.39 10.82 37.1
& | +sE +0.05 +0.047 +0.19 +0.11 +0.45 +0.12 +2.72 +6.2
zp;fr‘; " NS. * + NS. NS. NS. + *
* p<0.05
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Table 5 Clinical results of T-2588 therapy
Diagnosis Daily dose .| Clinical | Side
No.| Name | Age| Sex (Underlying disease) day Organism effect | effect
100 mgx3
15
K.T. M |P i N.F. Good -
1 44 neumonia 200 mgX2 0
7
200 mgX2
2 | AK. | 23 | F | CPRORC a ND. | Good
o pyelonephritis 100 mgx 2 - © -
14
Acute
3 | T.Y. | 59 | M | bronchitis 20meX2| NF | Good | —
(Multiple myeloma) 5
4 | TO. |23 | M [Acute 200me=2| NF | Good | —
bronchitis 4
Acute
5 | 1s. |30 | F |Pronchitis WOmEXZ) NF. | Good | —
(Iron deficiency 7 :
anemia)
Table 6 Laboratory data before and after T-2588 theiapy
No Name Hb RBC WBC Plate. GOT |GPT| Al-P | BUN S-Cr
' (g/dl) | (X10*/mm?3) | (/mm?) | (X10*/mm3) | (U) | (U) | (KA) | (mg/dD) | (mg/dl)
bef. | 13.8 424 20,700 30.3 18 | 20 6.9 12.4 1.1
1 |K.T.
aft. | 14.2 428 8,500 21.6 17| 11 4.6 12.3 1.1
2 |AK bef. | 11.5 367 9,200 17.8 11 5 4.6 14.7 1.2
TToaft. | 12.4 425 3,900 13 7 4.1 11.0 1.1
3 |TY bef. 9.4 249 2,300 6.8 15 7 6.5 10.8 1.3
U aft. 8.9 238 2,500 9.0 15 12 5.2 14.7 1.2
bef. | 14.3 468 9,800 17.9 163 | 67 5.7 17.9 1.2
4 (TO.
aft. 4| 39 5.4 17.6 1.2
s | 1s bef. | 10.4 368 8,300 20.0 13 6 6.9 8.3 0.9
Toaft. | 11.4 406 7,400 14| 6] 6.9 | 12.9 1.0

bef. . before, aft. : after

7o 166 HBXH1[EI200mg 1H2ECEEL, XHIT
7T HHEBS I TER Lo ROUIERE L, BAE L
BbhaitoifrgIhishr -1z,

fEBI213, 23 BOLHTREBEFLATERY L b
DX LTWICBETH Do IREERICT E.coli /ML
7co pipemidic acid (PPA) 1.5 g i T—RsBRE Lot
DREF| ORGP Lico L2 » Akic 38°C
R#, QMmIRHE, CRP O(t, BERXTD, BR
LWL, A% 200mg ¥1H2EI21 BRI, X6
100mg #1H2E 14 BEEETBHRL, H%& L
Too BEBEINMES Nt > 1,

EGI3 1, 59 MOBH CERER I SRIEFHEY
AL, ARCTEBREIL T, 38°C RS, K
W, BHEHMSHB L, BWTERYESEYED e, BT X-p
CRERL, SUKETLLZH L, A# 200mg %1
B2ES5 AMEE Ltk », BRERDHELIDHT
TLDERE Lic, BRABEELEBEbh oI hind
be] fCo

fEGI 413, 23 BOBHT3 AL ho, BHK R
BAHE LT\ cied KRBT 5, K988 X-p KIZRER
CEHUREL R LLH LARK 200mg ¥ 1 H2@4 HEH
BELIE S, BREROREY X LiclkphRe
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Lo BRELBRDONRZL DRSS hish -1,
FEFIS 13, 30 RO CEMREBICHR Z R MY
LTI, BB, VIR, RMUCTXRBE, CRP B, #
HED D, [EKEIRLBN LEH 200mg 1 H 2
Bl7 AM 51T, BKER, CRP, HikoH‘LT»
forcdERE L, BREEBEbLAD LD BE N
Mot

Bk, Miglfl, aIEXL3I6, BEWERTLL
AnE s AR BE L, £A0CHERTH -1
BIfFAREDT, BRREMECLFARS MET2
BEMEEDIh - 1,

. * *®

T-2588 BHCCHMBEIhcEnA= A7 18le7 =
ARFEFTHD, BEIOVRIEHh, BEEDC=2F
5—¥I X - CTHEEEXRT T-2525 ko h
% prodrug TH %, &HF|i2 E. faecalis 2 P, aeruginosa
Y 75 ABBEY 7 T AR LTAVWHE A
7 b7 AEELTWAS, AFIICBET 5 £ EHE ORK
i3, # 33 EAFXLEREFESESFE  vHovar
THEIRTWBY, XFERDO BN+ 7 = ARHE
Flel~p L 77 2aHECH LTRIDECHEN %
ALTWVD, HEERDOERD £ 7 = A RPUERITBRZ M

D{E\ -~ Indole(+) Proteus, C.freundii, E.cloacae s X
U S, marcescens (it LTH MG 2R T EHH
#meHs,

MRAERCA 3412 kB, AF| 100 mg 8y SO AP EIME
DR, MIER ORI LR U TH - Tent, FHE
TeREXY FOHAIZE D Chax (X 1.29£0.10—1.91
40,45 pg/ml, Tmax (2 1.77+0,36—2, 39£0, 12 hr.,
T, i3 0.9540.02—1,58+0.19hr., AUC ¥ 3.25+
0.35—10,82+2, 72 pg -hr/ml L\ vFhd ER L, Renal
C % 129+13—37.1+6.2ml/min,, 6 MM ¥ THO R+
EXK % 23.16—16,58% LETLTWAZ Lick b,
FROHL ORSNHREAE L v HWEhTWBHZ &t
ﬁ‘"ﬁ'gh‘fio

LEBMTOBKBROBREC LD &, NBRBRIE
Tik 80.3% DAEYERRL, TOHFMUENTRIhI,
bhbh o, sALIBTHBRNBEALEEh
TWaH, 20cEZTHY, BIfFA, BRKKREMEOR
WHWDIehotcl &L, TORAKIBRIALE
KleELORD,

X LS

1) % 33 BEKLEREFELRSE, HX  vHUY
4, T-2588, i, 1985

FUNDAMENTAL AND CLINICAL STUDIES OF T-2588

Kyorcur Torsuka, Satosur Oni, Tepper Kumapa and KinacHiro SHiMizu
Department of Internal Medicine, Tokyo Women’s Medical College

Fundamental and clinical studies on T-2588, a new oral cephem antibiotic of ester type, were
performed and the following results were obtained.

Serum levels and urinary excretions of T-2525 were determined in three healthy adults after
fasted oral administration of T-2588 100 mg. Influence of probenecid on the serum levels and urinary
recovery rate were also investigated.

The peak serum levels were obtained at 2 to 3 hours after administration, and averaged 1.062-0. 06
pg/ml (1.00~1.12 pg/ml). The mean urinary recovery rate of T-2525 in 6 hours was 23.16%.

When subjects were predosed with probenecid, the peak serum levels of T-2525 were obtained
at 3 hours after administration, and averaged 2.02+0.52 pug/ml (1.00~2.65 ug/ml). The mean
urinary recovery rate of T-2525 in 6 hours was 16.58%. This value was decreased from those
without administration of probenecid.

The clinical effect of T-2588 was evaluated in 3 cases of acute bronchitis, 1 case of pneumonia
and 1 case of chronic pyelonephritis using 200 to 400 mg per day, and found to be effective in
all these cases.

No side effects were observed.



