4 % & 3 A
Kor. J. Pharmacogn.
30(2) : 137~144(1999)
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Abstract - Torilin was isolated from haxane fraction of Torilis Fructus extract. To-
rilin produced inhibition of the acetic acid-induced and phenylquinone-induced
writhing syndrome at the oral doses of 30 and 90 mg/kg in mice. It also increased
the pain threshold at the oral doses of 30, 90 and 270 mg/kg in the tail pressure
method and the Randall-Selitto method. However, it did not show a hypothermic
action at the oral doses of 30 and 90 mg/kg in mice. The compound exhibited
strong anticarrageenan activity at the oral doses of 90 and 270 mg/kg in rats, and
had inhibitory effect on the vascular permeability at the oral doses of 30 and 90
mg/kg in mice. It also showed potent inhibition of leucocyte emigration in CMC-
pouch at the doses of 3 and 9mg/rat, sc. The acute toxicity of torilin was very
weak: the LDy, values were more than 5000 mg/kg, po and 2000 mg/kg, ip in mice.
From the above mentioned results, it was suggested that torilin had potent anal-

gesic and anti-inflammatory activities.
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Fig. 1. The effect of torilin on acetic acid-in-
duced writhing syndrome in mice.
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Fig. 2. The effect of torilin on phenylquinone-in-
duced writhing syndrome in mice.

At (Fig. 1).
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Table 1. The effect of torilin on the pain threshold in inflamed mouse tail

Dose No. of Pain threshold (mmHg, M+S.E.M.)
Group .
(mg/kg, po) animals 30 min Protected (%) 90 min Protected (%)
Normal - 8 156.4+10.8 - 180.6+15.3 -
Control - 8 110.2+12.0* - 101.1+11.8° -
Torilin 30 8 123.1+17.2 (10.5) 12.5 131.5+ 9.7 (23.1) 62.5
90 8 151.0+10.8* (27.1) 37.5 150.7+17.1** (33.0) 87.5
270 8 168.8+15.0** (34.7) 62.5 169.4+12.4** (40.3) 100.0
Ibuprofen 150 8 208.5+23.7"* (47.2) 100.0 181.7+11.1* (44.9 100.0

#: Significantly different from the normal group (#p<0.01)

*: Significantly different from the control group (*p<0.05, **p<0.01)

Pain threshold was measured at 30 mins and 90 mins after the drug treatment.

The figures in parentheses indicate increased percents.

EDy, values at 30 and 90 mins after p.o. were 159.7 mg/kg (95% confidence, C.L.: 57.0~447.9 mg/kg)
and 23.5 mg/kg (95% confidence, C.L.: 57.0~447.9 mg/kg), respectively.
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Table IL The effect of torilin on the pain threshold in the rat paw by Randall-Selitto method
Pain threshold (g, M+S.E.M.)
Dose 1 hr 2 hr
Group (mg/kg, No. Zlf
po) animais Infl d Protected Non- Inflamed Protected Non-
plame (%) inflamed (%) inflamed
Control - 8 59.6+4.2° - 98.74£7.0  55.4+4.5 - 113.3+12.8
Torilin 30 8 91.2+9.5 75.0 121.3+13.0 112.1+145* 100.0 138.8+14.8
(53.0) (102.3)
90 8 101.7+154* 875 14584122 946+ 89" 875 1342+12.5
(70.6) (70.8)
Aminopyrine 250 8 1275+134* 100.0 153.5+154 1296+134* 1000 140.2+155
(113.9) (133.9)

Significantly different from the non-inflamed paw of control group (#: p<0.01)
Significantly different from the control group (*: p<0.01)
The figures in parentheses indicate increased percents.

A Z7Ee. &9 aminopyrine 250 mg/
kg FovL 113.9% 2133.9%9 F715 EQth
(Table II).
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Fig. 3. The effect of torilin on A-carageenan-in-
duced paw edema in rats. Significantly different
from control group (*: p<0.05, **: p<0.01)

@@ : Control, —4: Torilin 30 mg/kg, & : To-
rilin 90 mg/kg, WM : Torilin 270 mg/kg,
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Table IIL. The effect of torilin on vascular permeability in mice

. #
Treatment v (mg%g;e o) al\rll(i)ﬁglfs Po(r:ltggnil/le issk%r .I\I/)Illl)le Inhibition (%)
Control - 6 270.9+30.4 -
Torilin 30 6 196.6+10.6* 274
90 6 172.1+10.6* 36.5
Aspirin 200 6 150.7+13.9** 444

Significantly different from the control group (*; p<0.05, **; p<0.01)
#: The quantities of pigment permeated into peritoneal fluid were determined.

Table 1V. The effect of torilin on leucocyte emigration and protein exudation in CMC-pouch of rats

G Dose No. of Amount of Number of leucocytes Contents of protein
TOUP  (mg/rat, sc) animals pouch fluid (m) mm?® of exudate total(x10) mg/ml mg/total ml
Control - 7 3.4+0.3 31725430816 108+11 57+19 196+23
Torilin 3 8 41+0.2 2156(25%%62'4 88+09 53104 217422
9 8 41402 1908(233;?80'8 78407  41+£05 17023
Aspirin 30 7 31403 1627(%17%23‘2 55404 48+03 15.8+1.0

Significantly different from the control group (*; p<0.05, **; p<0.01)
All data represents Mean®S.E.M. The figures in parentheses indicate the inhibition percents.

t} (Table IV). Table VI. Acute toxicity of torilin
HMA20 OiXl= F&F-2AA 30 € 90 mg/kg Animal Sex Dose Administra- No. of No. of
& 5P ZAME AA T F 1208744 FA ey tion soute_iseated died
" . mouse male 5000 p.o.
< ol A HA grot, fZFEQ] amino- mouse male 2000 .. 8 4

pyrine 20 mg/kg F4T & 751 ¥ 60, 90 R “Due to the viscosity of suspension, administra-
12084 2% 494 & Aeshde Jehgl  tion at higher doses is limited.
T} (Table V).

=24 54 AF -] AA 5000 mg/kgS BF U oW AL F T YT AEL
B7EA A& W gute] F 1= AFESEA] @oF, gl (Table VD).
7ATEAA)2] LDge 5000 mg/kgel o2 UEeh

o} E 2000 mg/kgE BF ] 27 T4 8rle TE 3 ZHE
Z 4niE) 7t AVt o AAS] A=st AA 2 o]
4e] m8F| Fol7t Bledil LDy FE & B A7 AoztE UEadRES Fe &

Table V. The effect of torilin on body temperature in mice

G Dose No. of Body Temperature (C, M£S.E.M.)

"UP (mg/kg, po) animals 0 30 60 9% 120(min)
Control - 7 38.1+0.2 38.1£0.2 37.91+0.1 37.8+£0.2 37.7+0.3
Torilin 30 7 38.4%0.1 38.2%0.1 38.1+0.1 38.4+0.1 38.5+0.1

90 7 38.5+0.1 38.0%+0.1 37.91+0.1 38.2+0.2 37.8%:0.1
200 7 38.5+0.1 37.5+0.4 37.0+0.3* 36.7+0.3* 36.4+04"

Significantly different from the control group (*; p{0.05)
Body temperature was measured at 0 (before), 30, 60, 90 and 120 min after drug treatment.
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