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Anti-inflammatory, Analgesic and Ulcerogenic Activities of Fentiazac

Abstract—Anti-infammatory, analgesic and ulcerogenic activities of fentiazac were investigated in comp-
arison with those of acetylsalicylic acid, fenbufen, naproxen and phenylbutazone, On the anti-inflammatory
activity in carrageenin-induced rat paw edema and the analgesic activity on writhing syndrome induced with
acetic acid in mice, fentiazac displayed more potent effect than acetylsalicylic acid, fenbufen and phenyl-
butazone, But the ulcerogenic action of fentiazac on gastrointestinal tract in fasting rats was less than that
of reference drugs, From these investigation, fentiazac seemed to indicate a poor correlation between the
extent of anti-inflammatory activity and ulcerogenic action,
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31.0+1. 2mg®} A& autoclavez 2F (120°C, 30min)3dt F A1-&-34% o,
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ol 2T BohzA e TaswA e de] 6°C, 2 AZF FE AAAA 205
oh52g o wasi,

3) AEF4 : 24 writhing ¥ —Kostel 572 wbg o] Fatgdcy, F 17 10929 whe-=(H
Z 20~24g) S A3t 1647 AAE vhgad AR FEE Fo, 0EF 0.7% 2SS
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250g) & AHg-3te] 4841 7F A4 3 7 FE 100mg/kgS Fol gt 2 184 71 3ol SJelA  F
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5) Prostaglandin 4 4 % A1 28 9 wbA% AP —Awouters$ 108} Wel TSIk F 1

Z 107kl 9] 1A (A3 : 200~2508) & AHE-3te] 1647k AAF AP %E 20mg/kgs Fof 53
4. 2 1ARF AR Imi100g AFE AFRAGE 25 1420k 44 1A 9 AR
& wast e,
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Fentiazac?] LD = 620mg/kgo. 24 aspirin®] 1/2 £0]3l 21t fenbufen, naproxen, ph-
enylbutazone ¥t} 7 ord naproxen®] LDj, A= 366mg/kgez A tlAtES /g F4o 7
g Aoz Vb

Table T —Acute toxicity of fentiazac and reference drugs in rats.

Drugs LDsy (9535 confidence limit) mg/kg, p.o0.
Fentiazac 620 ( 537— 716)
Aspirin 1362 (1124—1651)
Fenbufen 505 ( 435— 586)
Naproxen 366 ( 288— 466)
Phenylbutazone 560 ( 470— 667)

S H A8 ——carrageenin ¥ A A& : 37 Fx Il carrageenin AN FaFA}
o Gletd $Eg Qoo FAE 44 83%9 ¥EEE e Anz ekl

o83} B o] ste] fentiazace £ SJ&2H oz e FAF FEL vehi o EDyA
£ 30mg/kge] Tk

0] 712 naproxen, phenylbutazone®] ¥4 & A xolv fenbufen®] <F 28§, aspirin®] oF
g 783 Aottt

w3} fentiazac®] X 24| (LDsp/EDso) & 20.724 HAFEF 7 Aol W Ae=
vERgtoh(Table 1),

Table I —Anti-inflammatory activity of fentiazac and reference drugs on carrageenin-induced rat hind

paw edema,
Drugs Anti-inflammatory Potency ratio Therapeutic index
EDs, mg/kg 2.0 (LDso/EDso)
Fentiazac 30 1.0 20,7
Aspirin 197 0.13 6.9
Fenbufen 62 0.50 8.1
Naproxen 21 1.28 17.4
Phenylbutazone 40 0.72 14.0

Paper disk S0tEAYM X8 — 2 738 paper disk 44 78 A= Kol (A=
Z7F 1 41.6+2. Tmg, n=5)¢] th3te] fentiazace 20mg/kgd 14 13 647 dFF =2 A
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Al dAst o 2 dAEL 20.8%2A HAAdET T AE St olH HFFo+ W
of st Wt &S w1AA &skeH(Table ).

Table [ —Anti-inflammatory activity of fentiazac and reference drugs on the paper disk granuloma

formation in rats.

Drugs Granuloma Body weight

dry weight(mg) Inhibition (%) change (%)
Control 41.6+2.7 18.8
Fentiazac 29,9430 29, 8* 16.6
Aspirin 38.4+4.2 7.7 14.3
Fenbufen 34.3+2.9 17.5 16.9
Naproxen 31.5+2.2 24 3* 13.8
Phenylbutazone 33.2+3.2 20,2 17.4

Drugs (50mg/kg) were orally administered immediately after the implantation and once daily for the next 5 days.
* Significant difference from control, p<0.05

$EAEER—— 24 writhing 94 &2 —n}$20] 24 TP L4 A= = writhing ¥9HS
of g 7+ okEo A FHE g9k Table V& 7t} Fentiazac®] X 5342 fenbufen,
naproxen®} o 8k EA xo]g] o aspirin, phenylbutazone® vt} oF v 7+3 3}t

Table [V-—Analgesic activity of fentiazac and reference drugs in writhing syndrome induced by
acetic acid in mice.

Drugs Analgesic EDs Potency ratio
mg/kg, p.o.
Fentiazac 48 1.0
Aspirin 234 0.18
Fenbufen 77 0.69
Naproxen 31 1.61
Phenylbutazone 219 0.18

Brewer’s yeast SEHX|X35 M EES—3 7 IR wuleto] brewer's yeast® ZAFAbetH
EEASA 7} AstEnh, (FAE 4478 FEY9 A 18+2 4mmHg, n=5) o3 FEG XA}

Table V —Analgesic activity of fentiazac and reference drugs in altering pain threshold responses
in the brewer’s yeast induced edematous state in rats.

Drugs Analgesic ED Potency ratio Therapeutic index
mg/kg, p.o. (LDso/EDsp)
Fentiazac 24 1.0 25 8
Aspirin 280 0.08 4.9
Fenbufen 46 0,54 11.0
Naproxen 38 0.68 9.6
Phenylbutazone 60 0, 38 7.0
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o] tete] fentiazace 73+ o A4S e on] EDsX & 24mg/kgel A= Fentiazac®| %%
4o g erEE s AE s on, phenylbutazone®) ok 3w, aspirin®] °F 13 o =3kl
t}. =3} fentiazacd] X &4 9 (LDso/EDso) = 25. g8z A 7H4 kAol ylelr (Table V).
A317] HUHARE—484 7 AAE AA ] Hete] I FE 100mg/kgs T stef 184
ko] 9, AlolA A, TR Rl A, FAW, v} FFE AFAT
Ao WA AE B AEE w57} A ok A& ekl o®, 2% Fentiazaco] 714 <Fdl
. wlelel aspirine] 74 78 eglch  fentiazac FolF-& 5ukElF 2nbelel] Aol A=A
o v& 7|g FERES L 5ot mFo] fAsdch B QAR o] Felelde A 4
kg vl A% okt (Table V).
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Table V| —Ulcerogenic activity of fentiazac and reference drugs in fasting rats.

Drugs No. of Gastric grandular Gastric rumen  Duodenum & jejenum
rats Score® Ulcer incidence  Erosion incidence
Control 10 0.60+0.24 0/10 1/10
Fentiazac 5 1,9 £0,27« 0/5 0/5
Aspirin 5 3.2 40, 224k 1/5 1/5
Fenbufen 5 2.6 0, 15%x% 0/5 0/5
Naproxen 5 2.7 +0.23 0/5 1/5
Phenylbutazone 5 2.3 +£0.6 0/5 1/5

After 48hr-fast, drugs were given 100mg/kg p.o. to rats and the animals were sacrified after another 18hr-
fast.

a : determined by the Adami's scoring system (0, no lesion : 1, petechial or ercsion ; 2, 1~5 small ulcerr ; 3,
many small ulcers ; 4, many large ulcers ; 5, perforation).

* . significant differance from control p<0.05, **p<(0.01, ***p<(0.001

Prostaglandin A4t ARIXFE— 3 vhAf A4 AA 2E&—7 FF 20mg/kgs FoI5H3
o W9 oupxtg A A Z2-e] Atz Table sk 2t
Z prostaglandin A4 A FEo] ggo] A A HE FEEI o] fentiazac

Al o A A AR,

Table V[—Preventive effect of fentiazac and reference drugs on castor oil diarrhoea in rats.

No. of protected rats

Drugs No. of rats Time after castor oil adminstration

1hr ohr 3hr 4hr
Control 10 0 — — —
Fentiazac 10 7 3 1 0
Aspirin 10 6 2 0 —
Fenbufen 10 7 0 — —
Naproxen 10 10 6 2 1
Phenylbutazone 10 4 1 0 —

Drugs were given 20mg/kg p.o. to rats and lhr after treatment castor oil (Iml) was administered orally.
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