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Abstract—Fourteen melandrin derivatives(I-XIV) were investigated on analgesic, anti-inflammatory
and antiviral activities. Compound I [N-(p-hydroxybenzoyl)-5-hydroxyanthranilic acid methyl ester],
XII [N-(2-phenoxypropionyl)-5-hydroxy anthranilic acid propyl ester and XIV [N-(2-phenoxypro-
pionyl)-5-hydroxyanthranilic acid exhibited analgesic activity in tail pressure and Randall-Selitto
method. But no anti-inflammatory activity was shown. Compound I exhibited weak antiviral activity
on Herpes simplex virus type I F strain by virus-induced cytopathic effect(CPE) assay and it's

selectivity index(SI) was 8.17.

Keywords [ ] Melandrin derivatives, analgesic activity, herpes simplex virus, virus-induced cytopa-

thic (CPE) assay, selectivity index(SI)
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Fig. 1—Melandrin derivatives.
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Table I—Effect of melandrin derivatives on the pain threshold in mice

Compound Dose(mg/kg, p.o.) No. of animals Pfiin threshold(mmHg) -
30 min 60 min
Control - 6 1193+ 55 1268+ 55
I 200 6 151.6+ 5.5%* 1488+ 7.3*
11 200 6 141.8+ 14.1 130.8+ 7.3
11 200 6 1168+ 9.7 137.3+15.1
v 200 6 1177+ 6.0 1202+ 7.8
\ 200 6 1420+ 172 1239+ 14.3
VI 200 6 1342+ 69 128.1+ 6.0
VII 200 6 1214+ 10.2 135.0+ 6.2
VIII 200 6 118.0+ 133 1210+ 76
X 200 6 138.1+ 83 1479+ 84
X 200 6 1302+ 12.1 1276+ 7.2
XI 200 6 1296+ 52 1254+ 10.1
X1 200 6 153.3+ 19.6 1524+ 14.1
X1 200 6 1216+ 124 122.1+£ 10.0
Xiv 200 6 168.1+ 20.3* 162.1+ 195
Aminopyrine 200 6 156.0+ 25.0 176.4+ 18.5*
Significantly different from the control group(*p<0.05, **p<0.01)
#: The minute represents the time after drug treatment
Table II—Effect of Melandrin derivatives on the pain threshold in the rat paw
Compound Dose No. of Pain threshold(g)
(mg/kg, p.o.) animals 30 min 60 min
Inflamed  Non-inflamed  Inflamed  Non-inflamed
Control - 8 80.2+ 346% 1437+ 6.11 92.7+4.11% 1405+ 344
I 500 8 107.0+£9.62* 1750+ 16.55 102.7% 7.66 156.8+ 8.67
X1 500 8 145.3+ 856** 202.7+ 2154 130.5+5.08** 184.4+ 12.54
XIv 500 8 129.7+ 6.90** 1619+ 9.70 112.3+4.74** 160.8+ 9.83
Aminopyrine 250 8 141.1+ 8.18** 1652+ 11.31 158.3+ 8.46™* 156.3+ 11.63

#: Significantly different from the non-inflamed paw of control group(*p<0.01)
% : Significantly different from the control group(*p<0.05, **p<0.01)

Pain threshold was deterimned at 30 min and 60 min after the drug treatment.
Right paw of rats was inflamed with 0.1 m/ of 20% Brewer’s yeast.
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Table III—Effect of melandrin derivatives on carrageenin-induced paw edema in rats

Compound Dose No. of Increase percent of paw volume(M+ S.E)
(mg/kg,p.o.) animals 1 9 3 4(hr*)
Control - 7 91+ 17 234+ 43 336+ 37 34.7+ 3.8
I 500 7 94+ 25 213+ 54 322+73 34.8+7.2
IX 500 7 117+ 34 25.1+ 64 336144 415+ 3.6
X 500 7 141+ 48 301+ 7.7 393+ 74 46.6% 6.9
Aspirin 500 7 106+ 26 16.7+ 45 179+ 44* 21.8+ 6.7
Significantly different from the control group: *p<0.05
#: The hour represents the time after carrageenin injection
Table IV—-Antiviral activity of melandrin derivatives
ECso(ug/mi)
Compound Exp. No. CCooug/mi) ASVAF HSV-2 MS
1 92H-12 >250 30.6 >250
92H-13 >250 68.26 >250
I 92H-12 >40 1798 2451
92H-13 >40 >40 >40
92H-14 >40 18 27
I 92H-12 >10 >10 >10
v 92H-12 >10 7.8 838
92H-13 >10 >10 10
92H-14 >10 >10 >10
\ 92H-12 >40 27 27
92H-13 40 29.31 30.09
92H-14 >10 >10 >10
VI 92H-12 >10 >10 >10
92H-13 >10 >10 >104
VII 92H-12 >10 10 8.6
92H-13 >10 >10 >10
VIIT 92H-12 >10 738 7.2
92H-13 >10 >10 >10
92H-14 >10 72 8.6
IX 92H-12 >250 >250 >250
X 92H-12 >10 >10 >10
92H-13 >10 >10 >10
X1 92H-12 >10 >10 >10
X 92H-12 >10 >10 >10
X1 92H-12 >10 >10 >10
92H-13 >10 >10 >10
Xiv 92H-12 >250 >250 >250
Acyclovir 92H-12 >4 0.36 1.37
92H-13 >4 1.56 >4
92H-14 >4 0.32 3.2
Ara-C 92H-12 >4 0.61 0.67
92H-13 >4 1.04 >4
92H-14 >4 0.31 2.55

CCs: 50% cytotoxic concentration
EC«: 50% effective concentration
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