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Fig. 1. Response of rat insulin to human insulin test Kit.
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Fig. 2. Effect of rat serum on the standard curves of insulin,
triiodothyronine (T3) and thyroxine (Ts).
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Fig. 3. Effect of glucose administration (2 g/kg) on blood
levels of glucose, insulin and glucagon in rats.

Each point indicates the mean of 5 rats ; significantly
different from the pre-treatment value at p<0.05 ; *,
p<0.01; **.
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Fig. 4. Effect of glucose administration (2 g/kg) on blood

levels of triiodothyronine (T3) and thyroxine (T4) in rats.

Each point indicates the mean of 5 rats.
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Fig.5. Effect of fasting period on diurnal variations in glucose,
insulin and glucagon levels in serum or plasma of rats.

Each point indicates the mean of 5 rats ; significantly
different from the initial value at p<0.05 ; *, p<0.01 ; **.
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Fig. 6. Effect of fasting period on diurnal variations in
triiodothyronine (T3) and thyroxine (T4) levels in serum
of rats.

Each point indicates the mean of 5 rats ; significantly
different from the initial value at p<0.01 ; .



138 B &b % & ik % & % SEPT. 1995
AR X2RE 1] RF (WAN 16- Ts level in serum
V. = = —e— pazufloxacin 1200 mg/kg
=a2—=X /U rRERAER TS 5 PZFX OMAEEZ 129 _o5 5% Gumearabic solution 10 ml/kg
LUMBEELE EB S ELHRTNORBERHATLZ o
W, Tv MEEEIU 28 AEREREL, UTos 3 %8
RERT, " B
1. Z v MIBITBHEHEE T VRORE
—a—X)u REBRMEEPIFX ©F v b MEEL 0- —
> - N = e <~ - [ T T T |
CUPAYAY v, TVATVEOMBERERNVE IR 01 2 4 24
Y HEOREICELDL, FRRFEELT, Jv MEO Time after administration (h)
101 T4 level in serum
200 - Glucose level in serum
L
150 S &MB\V—I —
/ § 51
s * =
S 100 f?"\s:/ i
E —e— pazufloxacin 1200 mg/kg
—0— 5% Gum-arabic solution 10 ml/kg
5071  —e— pazufloxacin 1200 mg/kg 0- "
—O— 5% Gum-arabic solution 10 ml/kg T T T 1t —
0- 01 2 4 8 24
R — S 5 o Time after administration (h)
Time after administration (h) Fig. 8. Effect of single administration of pazufloxacin on
. . triiodothyronine (T3) and thyroxine (T4) levels in serum
20 - Insulin level in serum of rats.
154  —e— pazufloxacin ) ) 1200 mg/kg Each point indicates the mean of 6 rats ; significantly
2 —O— 5% Gum-arabic solution 10 ml/kg different from the control group (5 % Gum-arabic
S 101 solution) at p<0.05 ; *, p<0.01 ; *x,
= *%
A e "
i 80 - -O- - Single administration (0=3)
0 ——— T T { ,L ) —&— Repeated administration for 28 days (n=6)
1 2 4 8 24
Time after administration (h)
300 - Glucagon level in plasma =
E qQ
g “\
2007 £
O fﬁ' . S %ﬁ g
o =} Ly
< [}
100- : I
* <) \‘
1  —e— pazufloxacin 1200 mg/kg © N,
o) —o-5% Gum-arabic solution 10 ml/kg kY
| K
01 2 4 8§ 24
Time after administration (h) “b
Fig. 7. Effect of single administration of pazufloxacin on glucose, é — | 2‘ s
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Fig.9. Serum concentration of pazufloxacin in rats following
single and repeated per-oral administration of test drug.
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Effect of pazufloxacin on blood glucose levels in rats

Kazuyuki Kimura, Masakazu Iwai, Masahiro Taguchi, Hitofumi Hayashi, Shuichi Hanada,
Hiroshi Koshiba and Yoshiyasu Kawabata
Safety Evaluation Laboratory, The Green Cross Corporation

Seiji Hori? and Jingoro Shimada
Institute of Medical Science, St. Marianna University School of Medicine

(#Present: Department of Pharmacology, Jikei University School of Medicine)

The effect of pazufloxacin (PZFX), a synthetic new quinolone antimicrobial agent, on blood glucose
levels and several factors affected to them was evaluated in rats using single or 28-days repeated
administration. The following results were obtained;

1. In preliminary assessment of the evaluation model in rats, the assay system for blood gluéose-
regulating factors (insulin, etc.) was judged as reliable, since it produced results in an oral glucose loading
test consistent with those reported elsewhere. It was found possible to narrow down diurnal variations by
introducing fasting from 21:00 of the previous day. Human test kits used for the measurement of insulin
and thyroid hormones were usable for the measurement of these parameters in the blood of rats.

2. Inthe single administration test, PZFX was found to reach saturation in the blood at a dose of 1200
mg/kg, which corresponded to 100 times the proposed clinical dose. However, no abnormal or specific
changes were noted in any biochemical parameters (such as blood glucose, insulin, glucagon and thyroid
hormones etc.) or in histopathological examination of the pancreas (islets of Langerhans).

3. In the repeated administration test, a dose of 600 mg/kg (approximately 50 times the proposed
clinical dose) repeated once daily for 28 days inhibited body weight gain from the second day until the end
of administration. This dose was thus estimated to be high enough to induce toxicity.

4. In the repeated administration test, insulin level tended to increase on the final day of administra-
tion. Blood glucose level underwent no change. This seemed to be a phenomenon not associated with the
drug. No abnormal or specific changes were detected in other biochemical parameters or in histopatholo-
gical examination of the pancreas (islets of Langerhans).

The present test results combined with results of earlier toxicity tests suggest that it is unlikely that
PZFX exerts the effect on blood glucose levels and blood glucose-regulating factors.



