
LETTERS TO THE EDITOR J .  Pharrn. Pharmacol., 1964, 16, 635 

TABLE 1 .  EFFECT OF HYDROCORTISONE AND SALICYLIC ACID CONGENERS ON FORMALDE- 
HYDE-INDUCED ARTHRITIS IN RATS 

Dose Initial Average % anti- 
mg! 100 g diameter ten day inflamrna- 1 I.D. I mm 1 diametermm I tory effect I P 

Control .. .. _ . I  - I 6.1 + 0.07 I _. .... 
Hydrocortisone . . . . 0.5 6.04 I 0 . W  

5-Ethyl-2-h~ldroxybenzdic acid 1 ::o" 1 5.92 f 0.06 I 7.11 i 0.08 1 29.3 1 <O.oOl 

2 4-Diacetorybenzoic acid . . 2.0 6.1 f 0.05 . _ _  - . .. .. . . ... 
nkresotinic acid 6.15 f 0.06 7.22 f 0.09 21.7 0~02-0~01 

The drugs showed potent anti-inflammatory activity similar to that of hydro- 
cortisone. Quantitatively, m-cresotinic acid was found to be a less potent anti- 
inflammatory agent (21.7%) than 2,4-diacetoxybenzoic acid (31 5%) and S-ethyl- 
2-hydroxybenzoic acid (29.3%). 
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Anti-erythemic effectiveness of some metabolic inhibitors in guinea- 

Sm,-Among the methods applied to the measurement of the anti-inflam- 
matory activity of nonsteroid compounds is the inhibition of ultra-violet light- 
induced erythema in guinea-pigs. The advantages of the method are its 
sensitivity and specificity and the close relation between clinical and anti- 
erythemic doses. Having subjected more than a hundred compounds to careful 
analysis, Winder (1958) concluded that only the well known antiphlogistics 
used clinically have a significant anti-erythemic effect. 

The existence of a correlation of the antiphlogistic and metabolism-inhibiting 
(uncoupling) effect of nonsteroid agents is becoming an accepted hypothesis 
(Whitehouse, 1963). Thus, to clarify the role of the major energy producing 
processes-glycolysis and oxidation-in the development of ultra-violet-induced 
erythema we examined the influence of some enzyme inhibitors, of known 
biological mechanisms of action, in guinea-pigs. The effect of these compounds 
has not been investigated in this way before. 

The depilated skin 
of the guinea-pig's back was irradiated with a lo00 W mercury lamp. Heat 
rays were filtered by cold water in a quartz tube. Each spot was irradiated 
for 80 sec. The spots were scored by marks 0, 0.5 and 1, the maximum score 
for the total of the three spots irradiated being 3 per animal. If the effect scored 
was below or equal to 1.5 in an animal, this was considered as an inhibition. 

Table 1 shows that the substances when administered in non-toxic doses, 
intensely inhibited the appearance of erythema. 2-Deoxyglucose inhibits 
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Pigs 

Our method was identical with that of Winder (1958). 
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TABLE 1. EFFECT OF SOME METABOLIC INHIBITORS ON ULTRA-VIOLET ERYTHEMA IN 
GUINEA-PIGS 

Inhibitor 

Monoiodoacetic acid . . . . 

Anti-ery themic effect I I (animals scored 1.5) (total animals) I 
~ 

Hr after exposure Effective 
dose (EDSO) ~~~ Dose* 

mg/kg Control 2 3 4 m / k g  

15 (s.c.) 

75 (s.c.) 0/8 I 8/8 8/8 7/8 

~~~~~ 

25 (s.c.) !\: 1 :\: !\: 21 

Sodium fluoride . . . . 

2-Deoxyglucose .. . . 

2-Deoxyglucoset . . . . 
Arsenate .. .. .. 

25 (s.c.) 018 

‘I6 318 
25 (i.p.) 0/6 
50 (i.p.) 5 / 8  

50 (s.c.) 0/11 $!1 !\!l 40 
_ _ _ ~ - ~ _ _ _  

47 
0/6 016 

300 (i.p.) 0/7 717 5/7 5/7 

100 (i.p.) 0/9 119 1 /9 0/9 1 3; 3/8 2/8 

100(i.p.) 8\!6 13/16 10116 ?\!6 

~ ~ _ _ _ ~ ~  

~~-~~ 
215 015 2.4 2 (;.p.) 0/5 

5 (1.P.) 0/8 
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