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FLOBOw7 - 4% T-2588 RIEIEHAH TS T-2525 07 = ¥5 » 7/ Th o $EOHE
Ti%, T-2588 DR HEH ORI X DB R AT, IR LIETRRONE LR B 1D,
R, BAK, BEAKLYHEELYE, 6 RDORERABFIC 200mg #E5THRBRETIE> 0
BHERHOMAPWEOKRS X D R - KB HRM 5 2 = % —TiL, Cmax XMW 1.7 pg/ml, BR
% 2.7 ug/ml, BEAK 2.5 pg/ml T, tmex ITFRER 1.6, 2.1, 2.5 BMITH -1, T12 42,
EFHER 0.9, 0.9, 0.9 B % L <, AUCIZ ¥ h £h 552 9.09, 843 pg-hr/ml TH-
oo RepEHHEERIZ 8FEME TT, ThEh 18.8, 32.9, 28.8% Tholo CHHLOEMEIDAT
AR OBRIIBEREN D> LD R, BEAKTLHIE hE I, BHWHIEE D LD TH -7
%tH& & L7z bacampicillin (BAPC) 250 mg DBEAHH L T12, KBNHFM 4T 2 — 4 —i%, Crux
6.0pg/ml, tmex 1.2 BN, T1/2 1.0 B5M8], AUC 12.84 pg-hr/ml Ch b, Rebhfrf#®Rit 68.8

% THb, T-2588 OABMBLRIRRELDTH - o

T-2588 ik, HIL{LPT¥ (K HAWRFTCHRES
heHFLWBOA=A7 1827 - aREEFRTH Y,
PBEBE»ORRSWBEEDO=RAT 7 - ¥R IHT
HEEE L RT T-2525 c e h kS MELD 7 a
F5 97 Chb, T-2525 o Mas, 7 B-amino-
cephalosporanic acid (7-ACA) # XX EFEL L, 3fr
iz methyl tetrazole, 7 firic(Z)-2-(2-aminothiazole-
4-yl)2-methoxyiminoacetyl &% #+ 5% {ta#e, T-
2588 (%% 0 pivaloyloxymethyl ester C» %, B#R
i Figl emdocethh, ¥Rz T-2588 ix
pivaloyloxymethyl (+4)-(6R, 7R)-7-[(Z)-2-(2-amino
-4-thiazolyl)-2-methoxyiminoacetamido]-3-[ (5-me-
thyl-2H-tetrazol-2-yl)methyl]-8-oxo0-5-thia-1-aza-

Fig.1 Chemical structure of T-2588 and T-2525
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Hto KRR Y Tirotco 1o, HEWBESE LT
bacampicillin (BAPC) oI, Hifttd Zizo

Table 1 Vital statistics for 6 healthy male volunteers

Case Age Height Body weight
(year) (cm) (kg)
A 34 177 78
B 22 178 75
C 22 170 66
D 21 171 80
E 21 165 50
F 21 168 58
Mean 23.5 171.5 67.8
S.D. 5.1 5.1 12.0
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Fig.2 Serum levels of T-2525 by bioassay after
oral dose of T-2588 (equimolar to 200 mg

of T-2525) to 6 male healthy volunteers
in fasting state
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BRI : BEEMNORIY, Btk
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oo BMRE AR S 10 BMILI AR L, PIBRSE b 4
BREMILAP: R BT B & & Lico HIBEMIZ, O,
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HAYBERLABRRO2HELE L, T0AMK 30 Hic
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¥, EoROMPWE & Rebdhit i atc, AWHAL,
ERIKE 1008 36 JUBIATRS » U —# 250 keal
TH 5o BERIL, KAy 300g s LVEIATRY = Y
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%, BRI 14F, DA TH ot BRIMBEME X O
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RHMERNE : T-2525 © J|ERNTE 2, B EE Kie-
bsiella pneumoniae ATCC 10031 % A\ % WBFRK 7 4
A P BT IR oo #MUL, TSA (BBL) ¥ M i, *
7z, BAPC % ampicillin (ABPC) 7 r V5 » 7T 5

Table 2 Serum levels of T-2525 by bioassay after oral dose of T-2588 (equimolar to
200mg of T-2525) to 6 male healthy volunteers in fasting state

Serum levels (ug/ml)

Case
0 % 1 2 2% 3 4 6 8 hr.
A — 0.76 1.4 1.2 0.9 0.8 0.3 0.06 0.01
B - 0.52 1.3 1.3 1.1 0.8 0.4 | 0.09 0.03
C - 0.42 1.6 2.5 2.0 1.9 1.3 0.37 0.16
D = 0.56 1.5 1.4 1.4 0.9 0.5 0.08 0.03
E - 0.42 1.1 1.6 1.9 1.7 1.2 0.23 0.11
F — 0.20 0.7 1.3 1.7 1.6 1.2 0.31 0.07
Mean —_ - 0.48 1.3 1.6 1.5 1.3 0.8 0.19 0.07
S.D. 0.19 0.3 0.5 0.4 0.5 0.5 0.13 0.06°
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Table 3-1 Pharmacokinetic paramater of T-2588
Case Ka Kel t lag V/F Crmax tmex T1/2 .‘.\UC
(hr. 1) (hr.™") (hr.) (L) (ug/ml) (hr.) (hr.) [ (ug-hr./ml)
A 1.12 0.99 0.28 52.0 1.5 1.2 0.7 3.88
B 1.52 0.69 0.36 69.3 1.5 1.3 1.0 4.15
o c 0.88 0.61 0.40 38.3 2.3 1.8 1.1 8.55
5 D 1.47 0.75 0.38 56.9 1.7 1.3 0.9 4.67
-ED E 0.74 0.74 0.37 43.5 1.7 1.7 0.9 6.25
> F 0.81 0.81 0.78 44.1 1.7 2.0 0.9 5.63
Mean 1.09 0.77 0.43 50.7 1.7 1.6 0.9 5.52
S.D. 0.34 0.13 0.18 11.3 0.3 0.3 0.2 1.73
A 0.81 0.81 0.88 35.4 2.1 2.1 0.9 7.00
B 0.82 0.82 0.34 26.4 2.8 1.6 0.9 9.31
- c 0.79 0.79 0.92 21.1 3.5 2.2 0.9 11.99
E| D 0.71 0.71 0.41 37.2 2.0 1.8 1.0 7.61
5 E 0.82 0.82 1.66 20.1 3.7 2.9 0.8 12.08
- F 0.97 0.85 0.87 36.1 2.2 2.0 0.8 6.53
Mean 0.82 0.80 0.85 29.4 2.7 2.1 0.9 9.09
S.D. 0.09 0.05 0.47 7.8 0.7 0.4 0.1 2.47
A 0.80 0.80 1.74 46.7 1.6 3.0 0.9 5.38
B 0.83 0.83 0.78 24.6 3.0 2.0 0.8 9.78
- C 0.67 0.67 0.85 30.4 2.4 2.4 1.0 9.84
5
E D 0.90 0.90 0.35 29.1 2.5 1.5 0.8 7.64
g E 0.82 0.82 1.70 22.5 3.3 2.9 0.8 10.79
=1 F 0.81 0.81 1.80 34.5 2.1 3.0 0.9 7.14
Mean 0.81 0.81 1.20 31.3 2.5 2.5 0.9 8.43
SD. 0.08 0.08 0.62 8.7 0.6 0.6 0.1 2.05
The parameters were estimated by the least weighted residual sum of aquares.
Table 3-2 Pharmacokinetic paramater of BAPC
Case Ka Kel t lag V/F Cras tmas T1/2 AUC
(hr1) (hrit) (hr.) (L) (ug/ml) (hr.) (hr.) (zg-hr./ml)
A 1.8 0.63 0.35 41.1 3.5 1.3 1.1 9.70
B 2.4 0.71 0.87 26.1 5.8 1.6 1.0 13.56
~ C 1.6 0.72 0.94 25.8 5.0 1.9 1.0 13.52
£ D 25.3 0.67 0.45 33.2 6.8 0.6 1.0 11.21
E_; E 8.0 0.67 0.37 22.2 9.0 0.7 1.0 16.83
F 3.6 0.73 0.37 28.0 6.0 0.9 1.0 12.24
Mean| 7.1 0.69 0.56 29.4 6.0 1.2 1.0 12.84
SD. 9.2 0.04 0.27 6.8 1.9 0.2 0.1 2.4

The parameters were estimated by the least weighted residual sum of aquares.
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Table 4 Urinary excretions of T-2525 by bioassay after oral dose of T-2588
(equimolar to 200mg of T-2525) to 6 male healthy volunteers in
fasting state

Collection time (hr.) Total
Case recovery
0~2 2~4 4~6 6~8 0~8 rate (%)
Urine volume (ml) 485 160 90 80
A Concentration (ug/ml) 60 58 37 12.5
Recovery (mg) 29.1 9.28 3.33 1.0 42.71 21.4
Urine volume (ml) 240 190 135 305
B Concentration (ug/ml) 57 47 20 3.2
Recovery (mg) 13.68 8.93 2.7 0.98 26.29 13.1
Urine volume (ml) 90 170 260 265
C Concentration (ug/ml) 165 122 25 26
Recovery (mg) 14.85 20.74 6.5 6.89 48.98 24.5
Urine volume (ml) 175 100 65 75
D Concentration (ug/ml) 105 84 54 14
Recovery (mg) 18.38 8.4 3.51 1.05 31.34 15.7
Urine volume (ml) 155 110 320 95
E Concentration (zg/ml) 54 94 22 24
Recovery (mg) 8.37 10.34 7.04 2.28 28.03 14.0
Urine volume (ml) 145 170 75 70
F Concentration (ug/ml) 50 200 67 30
Recovery (mg) 7.25 34.0 5.03 2.1 48.38 24.2
Mean concentration (zg/ml) 81.83 100.83 37.5 18.28
S.D. 45.5 55.4 19.2 10.09
Mean recovery (mg) 15.27 15.28 4.68 2.38 37.62
S.D. 7.94 10.28 1.80 2.28 10.30
Recovery rate (%) 7.6 7.6 2.3 1.2
S.D. 4.0 5.1 0.9 1.1
Cumulative recovery rate (%) 15.2 17.5 18.7 18.7
S.D. 4.6 4.6 5.1 5.1

Table 5 Serum levels of T-2525 by bioassay after oral dose of T-2588 (equimolar to

200mg of T-2525) to 6 male healthy volunteers after light meal

Serum levels (ug/ml)

Case
0 % 1 2 2% 3 4 6 8hr.
A - 0.06 0.5 1.7 1.8 2.4 1.8 0.43 0.09
B — 0.92 1.9 2.5 2.6 2.4 1.4 0.38 0.08
C — 0.01 0.6 2.8 3.3 3.5 2.9 0.84 0.17
D — 0.35 1.1 1.9 2.1 2.5 ) 1.97 0.48 ) 0.11
E — 0.58 1.0 2.3 2.8 4.1 3.3 1.07 0.26
F — 0.23 0.6 1.7 1.9 2.6 1.8 0.32 0.05
Mean - 0.36 1.0 2.2 2.4 2.9 2.2 0.59 0.13
S.D. 0.34 0.5 0.5 - 0.6 0.7 0.7 ’ ‘0.30 0.08_
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Table 6 Serum Jevels of T-2525 by bioassay after oral dose of T-2588 (equimolar to
200mg of T-2525) to 6 male healthy volunteers after heavy meal

Serum levels (ug/ml)

Case
0 % 1 2 2% 3 4 6 8hr.
A | — o105 |08 |11 | 17 | 22|05 013
"B - 0.78 | 1.3 2.4 2.9 2.7 2.2 | 0.46 | 0.11
C - 0.24 | 0.6 1.9 2.3 2.4 3.2 | 1.36 | 0.22
D - 0.90 1.7 2.2 2.4 2.0 1.0 0.28 | 0.04
E - 0.06 | 0.1 1.9 2.4 3.4 3.7 | 1.07 | 0.23
F - 0.02 | 0.1 0.9 1.4 2.5 2.6 | 1.03 | 0.16
Mean | — 0.36 | 0.7 1.7 2.1 2.5 2.5 | 079 | 0.15
S.D. 0.38 | 0.7 0.7 0.7 0.6 0.9 | 0.42 | 0.07

Fig.3 Serum levels of T-2525 by bioassay after

oral dose of T-2588 (equimolar to 200 mg
of T-2525) to 6 male healthy volunteers
after light meal
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Tabie 7 Urinary excretions..of, T~2525 by hioassay after oral dose of T-2588
(equx'mo}ar to -208mg -of. T-2525) to 6 male healthy volunteers after
light meal
‘Collection time (hr.) Total
Case . — - - —T - recovery
[ 0~2 12~ 4 4~6 6~8 0~8 rate (%)
"7 Urine volume (ml) | 255 . | 385 1200 75
A Concentration (ug/ml). - " 54 84 63 44
Recovery (mg) 13.77 28.98 18.27 3.3 64.32 32.2
"7 Urine volume (ml) " 335 3l 190 115
B Concentration (ug/ml) 86 94 51 30
Recovery (mg) 28.81 29.61 9.69 3.45 71.56 35.8
B " Urine volume (m) 75 115 310 325
C Concentration (ug/ml) 142 280 53 22
Recovery 'mg! 10.65 32.2 16.43 7.15 66.43 33.2
“Urine volume (ml) 200 180 100 105
D Concentration (ug/ml) 47 125 210 40
- Recovery (mg) 9.4 22.5 21.0 4.2 57.1 28.6
B Urine volume (ml) 450 655 195 150
E Concentration (ug/ml) 20 49 87 76
_ Recovery (mg) 9.0 32.1 16.97 1.4 69.46 34.7
" Urine volume (ml) 380 460 255 295
F Concentration (ug/ml) 38 47 98 15
- Recovery (mg) 14.4 21.62 24.99 4.43 65.48 32.7
" Mean concentration (ug/ml) 64.50 113.17 93.67 37.83
S.D. 43.74 86.82 60.02 21.60
Mean recovery (mg) 14.35 27.83 17.89 5.65 , 65.72
S.D. 7.43 4.66 5.11 3.13 5.00
Recovery rate (%) 7.2 13.9 8.9 2.8 '
S.D. 3.7 . 2.6 1.6
Cumulative recovery rate (%) 21.1 30.0 32.8 32.8
S.D. 2.5 2.5 2.5
II. #& ® HTIX 3R & 4 BEMEIAL 2.5 pg/ml TREMETH Y, B
REAT : Z2fEky T-2588 200 mg #H 5k T-2525 D ﬁ&@?y‘if%:ﬁﬁb R RE RN Lo KBFEM S

M@ E% Table2 3 X O° Fig. 2 iR L1z, AFOE
— 7fEix, 2FRCD DT 1.6 pg/ml Th - oo EH
NHH) 27 2 — & —i% Table3-1 KFT X,
L7pg/ml, tmex 1.6 BER, T1/20.9 BRI, AUC
5.52 pg-hr/ml 1;5«,7‘0 RepBE 13 Table 4 wE L
feZ k&, 0~ 25 81.83 ug/ml, 2~ 4 B5fE 100. 83
pg/ml, 4~ 6B 37.5 pg/ml, 6~ 8] 18.28 pg/
ml T, 2~ 4FRIDRE TH > foo BRFRIE TORFEE
Wk 13.1~24.5% TF 18.7% THoto

HRI : BAKS X USBERM T-2588 200 mg #5- -
It X B T-2525 D% Table5, 6., MABRED
#B% Figd, 4 1R Lico PHMAREYSS LER
®Ti2, 3EEMIAY 2.9 pg/mb- LRBTH oo, BER

Cmnr

# =i, Table3-1 m:ix‘t‘t LI EEREKDOTE T2,
me 2.7 pg/ml, tmx 2 1 ﬁ i, T1/20.9 K H,
AUC?9. 09 prg-hr/ml —c;bo f_a ;@Eﬁ‘mi xh ¥ h
2. S,ug/ml 2.5 E‘&I’sﬂ 0.9 ﬁf’a, 8, 43 pg-hr/ml TH -
Foo ReEBEHZ OV TIE, Table7, 8 IK7E Lizo BAH
DIRFBEEE, 0~2 B 64. 50 pg/ml, 24 B¥f 113.17
pg/ml, 4~6 B[] 93.67 pg/ml, 6~8HEM] 37.83 ug/ml
T, BEEMIE TOPHER 28.6~35.89%, i 32.8%
Th > foo MERBORAWEEE,-0~2 RN 6403 g
ml, 24 R} 200, 8&#g/mL 4~6 B§RY 91. 67 pg/ml,
658 B#fs'l 39. 33 ﬂg/ml 1 SR E ORI 21.7
~32. 54, %a 28, 8/ TH oo utaﬁ%x hR%
BB X B ERBRADBENELLL I\ b 0 LB
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Table 8 Urinary excretions of T-2525 by bioassay after oral dose of T-2588
(equimolar to 200mg of T-2525) to 6 male healthy volunteers after
heavy meal
Collection time (hr.) Total
Case recovery
0~2 2~4 4~6 6~8 0~8 rate (%)
Urine volume (ml) 220 215 320 140
A Concentration (ug/ml) 31 66 104 57
Recovery (mg) 6.82 14.19 33.28 7.98 62.27 3.1
Urine volume (ml) 195 135 220 210
B Concentration (ug/ml) 66 230 68 29 ‘
Recovery (mg) 12.87 31.05 14.96 6.09 64.97 32.5
Urine volume (ml) 100 75 100 150
(o} Concentration (ug/ml) 52.5 330 205 83
Recovery (mg) 5.25 24.75 20.5 12.45 62.95 31.5
Urine volume (ml) 105 110 115 220
D Concentration (zg/ml) 210 200 39 10
Recovery (mg) 22.05 22.0 4.49 2.2 50.74 25.4
Urine volume (ml) 355 500 560 355
E Concentration (zg/ml) 14 63 29 25
Recovery (mg) 4.97 31.5 16.24 8.88 61.59 30.8
Urine volume (ml) 190 50 140 255
F Concentration (ug/ml) 10.7 370 105 32
Recovery (mg) 2.03 18.5 14.7 8.16 44.39 21.7
Mean concentration (zg/ml) 64.03 209.83 91.67 39.33
S.D. 74.68 128.72 63.93 26.25
Mean recovery (mg) 9.00 23.67 17.36 7.63 57.65
S.D. 7.33 6.87 9.41 3.38 4.29
Recovery rate (%) 4.5 11.8 8.7 3.8
S.D. 3.7 3.4 4.7 1.7
Cumulative recovery rate (%) 16.3 25.0 28.8 28.8
S.D. 5.3 4.0 4.3 4.3

Table 9 Serum levels of ABPC by bioassay after oral dose of BAPC (equimolar to

250mg of ABPC) to 6 male healthy volunteers after light meal

Serum levels (xg/ml)

Case
0 % 1 2 2% 3 4 6 8hr.
A - 1.35 3.2 3.0 2.3 1.7 0.9 0.26 0.08
B - 0.13 2.4 4.9 4.8 2.9 1.4 0.36 0.09
C - 0.17 0.9 4.5 5.8 3.1 2.0 0.43 0.12
D — 5.40 6.8 2.6 1.8 1.3 0.7 0.19 0.05
E bt 6.80 8.0 4.2 3.1 2.2 1.0 0.27 0.08
F d 3.20 6.0 3.1 2.4 1.7 0.8 0.20 0.04
Mean - 2.84 4.6 3.7 3.4 2.2 1.1 | 0.29 0.08
S.D. 2.79 2.8 0.9 1.6 0.7 0.5 0.09 0.03
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Fig.5 Serum levels of ABPC by bioassay after
oral dose of BAPC (equimolar to 250 mg
of ABPC) to 6 male healthy volunteers
after light meal
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Fig.7 Mean urinary excretion of T-2588 and
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B o teo Repbkftiz, Table10 ik Lico RAME
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NiF A=A —REWTOHEBEIRDORT, BEAL
feh D& Bbhlc, RN & BREY KT 2
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NHOREL Y, AFERC X ) RIUBA~OBTEE
(LB feBhted, Ka BT 52, BRI T
OERBRENEL B, SHRRNEIAEL DL
BEI NI EAOHABERIEBACE VL TRIE—E
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Table 10 Urinary exqretions of 'ABPC by ‘bioassay after oral dose of BAPC
(equimolar to 250 mg of ABPC) fo 6 rnaIe healthy volunteers ‘
after light meal
. Collection time (hr.) Total
Case recovery;
. 0~2 2~4 4~6 6~8 0~8 mfg\r(,%)'i
Urine volume (ml) 415 415 190 100
A Concentration (ug/ml) 200 145 80 28
Yecovery (mg) 83.0 60.18 15.2 2.8 161.18 64.5
Urine volume (ml) 390 225 165 175
B Concentration (ug/ml) 290 210 106 14
Recovery (mg) 113.1 47.25 17.49 .2.45 180.29 72.1
Urine volume (ml) 185 95 105 200
C Concentration (4g/ml) 280 780 108 38 ‘
Recovery (mg) 51.8 74.1 11.34 7.6 144.84 57.9
Urine volume (ml) 170 100 "85 105 ‘
D Concentration (zg/ml) 780 340 86 11
Recovery (mg) ., 132.6 34.0 | 7.31 1.16 175.07 70.0
Urine volume (ml) 345 355 185 115
E Concentration (uzg/ml) 1410 115 43 10
Recovery (mg) 141.45 40.83 7.96 1.15 191.38 76.6
~ Urine volume (ml) 155 €0 105 110 :
'F ‘Concentration (ug/mlf 720 " 960 90 12
Recovery (mg) 111.6 57.6 -~ 9.45 ©1:32 179.97 72.0
Mean concentratlon (ug/ml) 43467 | 425.0 85.5 18.83
S.D. 245.09 |- 14.5 23.6 11.50
Mean recovery (mg) 105.59 52.33 11.46 2.75 172.12
S.D. 33.20 14.54 4.10 2.48 16.56
Recovery rate (%) 42.2 20.9 4.6 1.1
© - 'SD. 13.3 5.8 1.6 1.0
Cumulative recovery'rate (%) 63.1 67.7 68.8 68.8
S.D. 8.1 7.5 6.6 6
Table 11 Effect of food on pharmat;okinetic parameter of T-2588
N . Mean Muifiple comparison of ‘Scheffe
Pharmacokinetic - ANOVA,»‘ ! Fa/stitié Fasting Light meal
parameters Fasting Light meal | Heavy. meal ‘ s, vs. vs.|
Light meal | Heavy meal | Heavy meal
Ka (hr.™") 1.09 0.82 £ 0.81 NS NS. . NS..
_Kel (hr."}) 0.77 0.80 ©0.81 “NS. NS. NS. NS.i:.-
tlag’ (hr.) 0.43 0.85 1.20 . NS. . NS.|
V/F (L) 50.7 29.4 31.3 . . . NS,
Coss (ug/ml) 1.7 2.7 2.5 . . . NS.:
tmax (hr.) 1:6 2.1 2.5 . . . NS.
“TY (hr) 0.9 0.9 0.9 NS. N.S. NS. NS:1.0
g - A
AUC(ug-hr./ml) 5.52 9.09 8.43 o TreeT ™ ee T 'Ns.©
++:P<0.01 *:P<0.05 o
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Table 12 Test of variation on pharmacokinetic.
parameters of T-2588 and BAPC
(Light meal)}

Pharmacokinetic Mean ANOVA
parameters T-2588 BAPC

Ka (hr™h) 0.82 7.1 N.S.
Kel (hr.™?) 0.80 0.69 e
tlag (hr.) 0.85 0.56 - NS.
V/F (L) 29.4 29.4 N.S.
Crax (£2g/ml) 2.7 6.0 .
tmax (hr.) 2.1 1.2 .-
T (br) 0.9 1.0 .
AUC(pg-hr./ml) 9.09 12.84 ..

++.P<0.01 * :P<0.05
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PHARMACOKINETIC STUDIES ON T-2588

" Axira Sarto
College of Medical Technology, Hokkaido University

T-2588, a new oral cephem antibiotic, is a prodrug of T-2525 having antimicrobial activity. Ab-
sorption and excretion of T-2588 after oral administration were studied. Especially, the effect of
various conditions (fasting state, -after light meal and heavy meal) on the absorption was investigated.
T-2588 was orally given to 6 healthy male volunteers at a dose of 200 mg (equirolar of T-2525).

Pharmacokinetic parameter of T-2588 was given, Cmsx as T-2525 after dosing in fasting, having
light meals and having heavy meals were 1.7 pug/ml, 2.7 pgg/ml and 2.5 pug/ml, respectively. The
tmax were 1.6 hr, 2.1 hr and 2.5 hr, respectively. T 1/2 were same among these conditions ; 0.9 hr.
AUC were 5.52 yg-hr/ml, 9.09 pg-hr/ml and 8.43ug-hr/ml, respectively. ‘

Urinary recovery rate within 8 hrs was 18.7%, 32.8% and 28.8%, respectlvely From the above
results, absorption of T- 2588 depended on food intake, and the absorption rate after light meal was
higher than in fasting, “and was almost same between light meal and heavy meal. .

Pharmacokinetic parameter of BAPC in case of administration of 250 mg after light meal was given ;
Cmax as ABPC, tua. T1/2 and AUC were 6.0 #g/ml, 1.2hr, 1.0 hr and 12.84 pug-hr/ml respectively,
and urinary recovery rate was 68.8%. '

From the above results, the pharmacokinetic profile between T-2588 and BAPC was extremely dif-

ferent.



