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Table 2 Hematological analysis in rats treated with pipemidic acid for 6 months

-
|
\
|

Hgb.

(g/dl)
15.8+0. 22
15.8+0.25
15.6+0.23
16.0+0.19
15.540.38 !

16.54-0. 18

15.940.15% |
16.2+0.24
16.0+0.29
16.1+0.35

111+

WBC
(102/mm3)
162:l: 13 3
139+ 7.5
155411.2
127+13.2
161:&:15 3

52
7.2
5.3
8.2
6.3

109+
107+

98+
101+

.}_,

i Clotting time |

(sec )

47i3.5
58+4.7
53+3.4
57+4.0
59+3.8
49+5.1
66+5.4
60+3.3
59+5.1
54+5.1

Sex | Dose No. of rats RBC Ht.
| (mg/kg) (10‘/mm3) (/ )
0 10 | 80+ o 6 5140.7 |
o | 50 10 842+15.4 49+0.9 |
c 200 10 |  858+18.4 5140.9 |
| 800 | 10 834+16.7 50+1.4 |
3,200 10 862+25.9 51:0.8 |
0 10 838+15.7 9407
© 50 10 806+17.7 47£0. 6+ |
g 200 10 813+£16.9 48+0.8 |
']
s 800 10 819+19.0 18+0.8 |
3,200 10 811+16.1 47+0.8 !
Sex Dose No. of rats Differential counts of WBC F%)
(mg/kg) B | E | N | L | M
0 0 01| 33| 135 | 827 | 0.4
o 50 10 | ol 26 157 8.4 0.3
g | 200 0 | 0| 24 | 169 | 8.3 04
| 800 | 0 | 0 y 15 | 13.9 | 8.3 | 0.3
3,200 | 0 0 1.9 | 179 | 799 0.3
0 | 10 0 25 | 1.0 | 86.4 | 0.1
© 50 | 10 l 0| 18 1.8 | 873 01 |
g 200 10 0 24 128 | 846 0.1
o | | |
= 800 10 0 27 136 | 846 01
320 10 | 0 23| 1.0 | 87| 0
All values represent means or means:tS E. =« P<0 05

Platelet
(lOs/mma)

429:t40 8
444+33.4
436+28.7
438+-27.6
423+27.0

451 :t35 1
4124+26.1
406+27.0
354426, 7*
395:!:45 3
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BOZ LRI &b, REEBDCHEENESRT
e EE 2 bhd, BHOIRIC OV TULREARZER
xS LDTIE/RL, ¥ F v b Cephalexin?,
Carbenicillin®, =% 2z Penicillin, Oxytetracyc-
line, Kanamycin® {5 L= X LTEDLNB S
ERHEIR TV A, LichioT, ZOIGRIIHIEEY
Bof5ic Xy, BRNHEECEEY oL R,
BRINCBERELEELOND, ok, 1329, 4191
AR H G Uiz & 21013 2 DIRIRERD Bt 1o,
8B R TIESD%& T v M ic Pipemidic acid »
50, 200, 800 LT 3,200mg/kg #1H1[E, 6»
Al R0 fh Lic, TOMKE, FEBSIN #ET
Pipemidic acid &5 CRECREI N, HTIHC
BECHI N, COBSEE1 »ARICE\TF
TRAD LIS, BEIEBERBROBETILALAT
WighZ b, MiECHDBRENLBRTE D, 22O
WEER, MR IR ET A LD B bR DT ig\ 2
&, dose response 23\ Z &7 EHLEYBEIC X B
FeTikisl, LA ZERCE S0 LA
bhd, ToOftt, BROIESEIMEENRBROSAE &
FACRD bhic. FhUAOHBICRF R - T,
P Eogi@EnD, AFIDF vy btk aE SR IO
BHEBELE LD THEL, FFIOHELILEY) Piromidic
acid % %\ % Nalidixic acid ® 5 v F 2T HEHED
LDOHBR BT, TOHEIFLELDND,

Meibstdich, FRRITKBHEITSNIIRIFR
®, BHAHR, CHEBTFOHRRICEHMLEIT,
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TOXICOLOGICAL STUDIES ON PIPEMIDIC ACID
II. SUBACUTE AND CHRONIC TOXICITY STUDIES IN RATS

HIROMI SENDA, SHOZO FUJIMOTO,
KuMio OHNISHI and HIROSHI TATSUMI

Research and Development Division, Dainippon Pharmaceutical Co., Ltd.

Subacute and chronic toxicity studies on pipemidic acid (PPA) were performed in male and
female rats.

In rats given PPA at daily oral doses of 100, 300, 1,000, 3,000 and 5,000 (male only) mg/kg/day
for 30 days, no abnormalities were observed except for a slight decrease in weights of heart, liver
and thymus, and the dilatation of cecum at high doses. The decrease in organ weight was not
accompanied by histopathological abnormalities, and the dilatation of cecum was similar to that
commonly observed after long-term administration of antibiotics.

In rats given PPA at daily oral doses of 50, 200, 800 and 3,200 mg/kg/day for 6 months, no
abnormalities were observed except for a slight variation in body weight gain and the dilatation of

cecum. These results indicate that the oral toxicity of PPA is low in rats.



