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Fig.2 Serum levels of T-2525 after oral
administration of T-2588 (100 mg)
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Each value indicates the mean of 4 volunteers.

The value in the parenthesis indicates the tentative
mean, in which the detectable limit was tentatively

used for the calculation if the value under the detectable
limit exists.
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[Table 1  Pharmacokinetic parameters of T-2588
Crmax Tmax ‘ Ka . Kel Time lag Tz AUC
(ug/ml) (hr) (hr!) (hr™) (hr) (hr) (¢g+hr/ml)

Fasting
(oan) 0.85£0.16 | 1.18+0.11 | 1.724£0.28 | 0.94+0.13 | 0.38£0.11 | 0.78£0.09 | 2.01+0.43
Light meal
(c’ip) M| 1.38£0.08! | 1.76+£0.05°*| 1.14£0.08 | 1.00£0.07 | 0.81%0.01° [ 0.70+0.04 | 3.57:0.35¢
Fatt 1 - ‘ ' .
(:ap’; M| 1.53+0.20* | 1.07£0.25° | 1.39£0.26 | 0.93+0.09 | 1.08£0.28° | 0.77£0.09 | 3.87+0.52*
(o), el 1655014 | 2.55£0.09"| 2.060.54 | 0.81%0.05 | 1.73£0.06%| 0.87£0.06 | 3.96%0.48"
H “ A
(t‘::;" meall | 78+0.28' | 2.6740.41° | 2.17£0.52 | 0.73£0.07 | 1.84£0.53° | 0.98£0.10 | 4.440.40°
Significantly different from the fasting group (MeantSE))

(1P<0.1, * P<0.05, ** P<0.01 by paired t-test)

Fig.3 Urinary excretion of T-2525 after oral
administration of T-2588 (100mg) in
volunteers
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Table 2 Urinary excretion of T-2525 and T-ZSZSA in volunteers

T Urinary excretion (%)
me.

o ] ] T-2525A

T-2525 T-2625A T 2525+ T-252A

Fasting 0-8 18.25+2.92 nd. -
(cap)
t:];t) meal 0-8 33.39+1.65* 0.65+0.23 1.91
f::s; meal 0-8 33.15£2.79°* 0.77£0.15 2.27
t*;ap")y meal | o g 83.21£0.87** 1.19£0.19 3.46
?t::‘;v meal 0-8 33.27£1.37* 1.55£0.18 . 445

n.d. : not detected

Each value indicates the mean+S.E. of 4 volunteers

Significantly different from the fasting group
(*P<0.05, **P<0.01 by paired t-test)
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INFLUENCE OF FOOD ON THE ABSORPTION OF T-2588
IN HUMANS

MasaTtsune Haszcawa
Hasegawa Clinic

Isamu Saikawa, Takasti Yasupa, Yasuo WATANABE,
SHINZABUROU MINAMK. MASASHX Nocuchr and HirosHr Sapakr
Research Laboratory. Toylma Chemical Co., Ltd.

The influence of food on the absorption of T-2588 was studied in 4 volunteers. A 100 mg of T-2588
(capsule or tablet) was orally administered with 100 ml of water at 30 min. after meal to the following
groups : fasted group I, light meal-receiving group II, fatty meal-receiving group III, heavy meal-
receiving group IV. The concentration of T-2588 was determined as T-2525, the parent compound
of T-2588, using Klebsiella pneumoniae ATCC10031 as the test organism. The bioavailability of T-
2588 was influenced by food intake. Urinary excretion within 8 hr. after dosing were 33.15 to 33.39
% in nonfasted groups and 18.25% in fasted group. -Although the serum levels of T-2525 were in-
creased by food intake, the time to reach peak levels was delayed. The similar delay was also observed
between group II and IV, and group III and IV.  The influence of fat on the absorption of T-2588 was
not found in this study. The absorption constant (Ka) calculated by one-compartment open model
did not differ significantly among each group.

These results indicate that the higher absorption of T-2588 after meal may be explamcd by the long
stay of the drug at upper small intestine where the drug is thought to be mainly absorbed.



