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INDOMETHACIN IN URTICARIA AND HISTAMINE INDUCED 

WEALING 

A double-blind evolution 

H. ZACHARIAE, A.-M. NIORDSON AND S. JUEL HENNINGSEN 

Indomethacin, a new nonsteroidal anti
inflammatory drug with analgesic and anti
pyretic properties (11 1 12) has been found 
effective in a number of rheumatic diseases 
(2

1 
7, II, 13). Lately its effect has been 

studied in a number of inflammatory der
matological disorders (41 6, g, 15). How
ever, indomethacin, has not yet found a 
definite place within dermatology. The fol
lowing is a report on an investigation de
signed to evaluate the efficacy of indo
methacin in urticaria. lts effect on hista
mine-induced wealing was also investigated. 

Methods and Materials 

The study included 24 patients aged 13 to 
74 years, suffering from urticaria, mainly 
of the chronic or recurrent type. All had 
undergone a thorough, but unsuccessful 
medical study to find the cause of their 
disease. Several patients had noticed ex
acerbations of their hives <luring periods of 
mental stress. A control group of IO pa
tients suffering from recurrent attacks of 
herpes simplex was included in the study. 
The control group patients were 16 to 50 
years of age. Six of the urticaria patients 
and 3 of the herpes patients participated in 
the study on the effect of indomethacin on 
histamine induced wealing. This part of 

1 Kindly supplied by Merck, Sharpe & Dohme. 

the study also included five patients with 
herpes zoster and two patients with ery

thema multiforme, who for other reasons, 
received either indomethacin or placebo in 
a double-blind study (15). Patients with 
peptic ulcer, gastritis, ulcerative colitis and 
similar gastrointestinal disorders were not 
included in our investigation. 

All patients received either indomethacir1
1 

or placebo. 1 The drug and placebo were 
identical in appearance, and at no time 
<luring the experiment was the physician or 
the patient aware of which medication was 
taken. The dosage was one capsule three 
times daily. Each indomethacin capsule 
contained 25 mg of the active clrug. During 
the clinical trial the patients were examined 

initially and on a weekly basis until the 
study was terminated four weeks later. 
Two of the control patients, however, were 
only treated for two weeks. Each week, 
scores were given for severity of disease 
and for severity of itch or pain. The grad
ing of the scores was o=none, r = mild, 
2= moderate and 3=scvere. On completion 
of the trial the patients and the physician
evaluated the response subjectively and 
objectively (change in itch and pain, dis
appearance or decrease in number of le
sions and length of free period). The over
all appraisal of the effectiveness of therapy 
was based partly on the patients judgment, 
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partly on the observations of the investi
gators. The effect of therapy was graded 
as r =poor, 2 =fair, 3=good and 4=ex

cellent It was also noted if the disease was 
still present on termination of the study. 

No patients with lesions of the forearrns 
on the day of testing were included in the 
study of histamine-induced wealing. In this 
part of the investigation, the intradermal 
tests were undertaken on the flexor sur-
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faces of the forearms with o. r ml doses of 
100 ,ug histamine in aqueous solution. The 
tests were carried out before and after four 

weeks of treatment with either indometha
cin or placebo. Af ter r s minutes the resul
tant weals were outlined in ink and traced 
on transparent paper. Later the areas of the 
weals were measured planimetrically. 

A weekly leukocyte count was done on 
all patients. 

Table , . Resu/1s of indometlrncin trearmenr of patients with urticaria 

Casc no. Age Sex Duration of <lisease Response to D1sease present Sicle 
bcfore therapy therapy 1) after therapy effrcts ') 

44 F 3 months 3 No D,H,L 
2 54 F 3 1/2 years 2 Yes None 
3 24 F 4 months Yes D 
4 47 M 8 years 3 Yes D,N,L 

5 36  M r week Yes None 
6 43 F 4 years 2 Ycs L,O 
7 24 F 2 years 2 Yes None 
8 35 F 10 years Yes H 
9 24 F I month 3 Yes D 

10 19 F 3 months 3 No D 
lI 20 F 3 days 4 No N 
12 32 F 20 years Yes D,H,N 
13 59 M 1 day 4 No D 
14 45 M 1 month 4 No D,L 

' 1: poor, 2: fair, 3: good, 4: excellent. 
• D: Dyspepsia or other gastrointestinal disturbance, H: Headache, N: Other neurological com-

plaints, L: Drop in leuco<.:yte count >2000, 0: Other side-effects (in case no. 6 leg ederna).

Table 2. Results of placebo i11 patients wir/1 urticaria 

Casc no. Age Sex Durat ion of disease Responcc to Oisease present $ide 

before therapy therap·, 1) after therapy etf ects ,) 

15 71 F 4 years 2 Yes D,N,L 
16 60 F 1 day 2 Yes H 
17 40 F 10 years 3 No None 
18 13 M 6 months 2 Yes L 
rg 44 M 9 months 3 No None 
20 48 M , week 2 Yes D 
21 IS F r week Yes H 
22 31 M 2 years 2 Yes N 
23 74 M 12 years Yes None 
24 37 F 2 months 1• Yes D 

' 1: poor, :2: fair, 3: good, 4: excellent. 
' D: Dyspepsia or other gastrointestinal disturbance, H: Headache, N: Other neurological com

plaints, L: Drop in leucocyte count >2000. 
• Not included in general evaluation of therapy due to discontinuation of therapy after one

week on account of severe abdominal pain.



JNDOMETHACIN IN UR1 ICARIA AND HISTAMINt INDUCED WEALING 51 

Table 3. Results of indomethacin or placebo in 

patients with herpes simplex 

Case no. Agc 

50 

2 32 

3 23 

4 16 
5 16 
6 24 

7 24 

8 31 

9 29 

10 29 

Sex Drng1) Responsc to Side 

M 
M 
M 
M 
F p 
M p 
F p 
F P' 

M P" 
M p 

therapy effects2J 

2 None 
D,L 
H,L 
L 
None 

2 None 
2 None 
3 None 
2 None 
2 None 

1. 1: poor, 2: fair, 3: good, 4: excellent. 
, D: Oyspepsia or other gastrointestinal dis

turbances, H: Headache, L: Drop in leucocyte 
count >2000. 

' Two weeks treatment only. 

Results 

Table r shows the results as well as the 
side-effects of indomethacin in I4 patients 
with urticaria. Table 2 shows the resillts 
and side-effects in 10 other urticaria pa-
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Fig. 1. Comparison of weekly scores for itch 
in urticaria patients treated with indomethacin 
or placebo. Scores are expressed in per cent of 

score prior to therapy. 

tients treated with placebo ( one patient 

discontinued treatment due to severe ab
dominal pains). Table 3 shows the results 
of therapy and side-effects after indo
methacin or placebo in 10 patients with 
recurrent herpes. 

The responses to indomethacin and place
bo appear from Pig. r, Pig. 2 and Table 4. 
The results illustrated in the figures are 
based on the weekly scorings in patients 
with urticaria, while the results in Table 4 
are based on thc physicians' overall ap
praisal of therapy. Pig. r shows the re
sponse of itch to indomethacin or placebo. 
Pain was no common symptom in the urti
caria patients. Fig. 2 shows grading of se
verity of disease <luring therapy. These 
evaluations show no significant differences 
between indomethacin and placebo. Table 
4 also shows a comparison of responses to 
therapy and of side-effects in the two 
groups of patients. While a comparison of 
the effect of therapy in the two groups 
seems to bring out no difference-special
ly as the indomethacin treated group of 
herpes patients is so small-the comparison 
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Fig. 2. Comparison of weekly scores for severity 
of disease in urticaria patients treated with 
indomethadn or placebo. Scores are expressed 

in per cent of score prior to therapy. 
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Tablc 4. Comparison of responses 10 indometliacin and to placebo in urticaria and recurre111 
lrerpes simplex ( contro/ group) 

Urticaria 

M�,m effect Subjccuve 
::::: S.E. si<lc cffccts 
(score) (p,r cent) 

Indomethacin 2.43 ±0.36 79 
Placebo 2.00::::0.24 60 

Herpes simplex 

Mcan cfte1;..t 
± S.E 
(score) 

I .25 ± 0.25 

2.00 ± 0.26 

SubJecth·e 
,ide efftcts 
(pc:r c;cnt) 

so 
0 

Table 5. Size of wea/s induced by 100 ug ltisramine, before and af ter 4 weeks' rreatment wirlt 

indomerliacin, 25 mg rliree times dai/y 

Slze of weal in mm2 

Case no. Agc Sex 01.1gnos1s 1 ) 
Btfor< Arttr 

14 M H.Z. 1021 785 

2 22 M H.S. 788 964 

3 16 M E.M. 2442 1667 

4 70 M U. 1236 1714 

5 47 M H.S. 1416 1014 

6 39 M E.M. 924 1125 
7 32 F H.Z. 1021 1023 

8 35 M U. 399 729 

Mean±S.E. 1156::: 213 n28= 131 

' H.S.: Herpes simplex, H.Z.: Herpes zoster, E. M.: Erythema multiformc, U: Urticaria. 

Table 6. Size of wea/s induced by 100 11g liistamine, before and afrer 4 weeks' rreatmem wirfi 
placebo capsules 3 rimes daily 

Si.te of wcaJ in mm1 

C:asc no Agc Sex Diagnos Is•) 
Aft<r Before 

9 73 M U. 1909 2072 

10 20 M H.Z. 1267 952 

Il 65 F H.Z. 988 988 

12 29 M H.S. 1521 l 100

13 71 F u. 789 878

14 23 F H.Z. 658 764
15 44 M U. 1216 1278

16 60 F u. 1717 1216

Mean±S.E. 1258 = 152 l 156 :'.: 144

' H.S.: Herpes ,implcx, H.Z.: Tlcrpcs zoster, E. M.: Erythcma multiformc, U: Urticaria. 

of side-effects seems to give significant 
data. A marked difference in "placebo side

effects" was found between urticaria pa
tients and patients with recurrent herpes 
simplex. No placebo treated patients with 
herpes had side-effects, while six out of 
ten patients with urticaria complained of 
side-effects after placebo. 

The results of the invcstigation on hista
mine induced wealing are summarized in 
Tables s and 6. Treatment with 75 mg 
indornethacin daily for 4 weeks did not re
duce histamine weals significantly. Neither 
did the control study with placebo show 
ony significant alterations in histamine 
wealing. 
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Comments 

Urticaria is a vascular reaction pattern of 
the skin characterized by transient wealing. 
According to Lewis & Grant (8) the weals 
may be the result of liberation of a hista
mine-like substance. Although the impor
tance of histamine in the pathogenesis of 
urticaria is still under dispute (1, 5, 10, 

14), anti-histamine substances probably 
acting as competitive inhibitors of hista

mine (3) are still the most common drugs 
used in this disorder. Treatment with anti
histamines, however, has its limitations. 
A pronounced drowsiness follows therapy 
with even moderate doses, and in severe 
cases the effect of anti-histamines is not 
sufficient to keep the patients from weal
ing. Therefore, new drugs and new meth
ods of therapy have constantly been tested. 

The results of the present double-blind 
study show, that, although a number of 
patients improved <luring the study, there 
was no greater subjective or objective bene
fit from indomethacin than from placebo. 
This observation together with the lack of 
inhibition of histamine wealing is in ac
cordance with the assumption that the anti
inflammatory effect of indomethacin is not 
This observation together with the lack of 
anti-pruritic effect of indomethacin, which 
usually shows analgesic properties (12) 
should be considered on the background 
of the different qualities of pain and itch. 

The present study allows no conclusions 
concerning a possible effect of indomethacin 
on recurrent herpes simplex. The marked 
difference in side-effects between patients 
suffering from herpes and patients with 
urticaria, is probably due to the fact that 
patients with chronic urticaria are often 
emotionally unstable and hyper-reactive. 
This makes any evaluation of therapy with
in this group of patients extremely diffi
cult. Undoubtedly, a !arge number of the 
subjective side-effects noted in this study 
may not be true drug reactions, even if 
their characters are similar to reactions re
ported in previous studies on indomethacin 
(2, 4, 6, 7, 11, 13). The drops in the leuko
cyte count should also be considered with 
caution. In some of the cases they may be 
side-effects of therapy, while in other in-

stances, they may be changes due to a 

variation in the activity of the disease. This 
may especially be true of the patients with 
herpes simplex. 

SUMMARY 

Twenty-four patients with urticaria, mainly 
of the chronic type, were followed in a 
double-blind study designed to evaluate the 
therapeutic effect of indomethacin. Ten 
patients with recurrent herpes s(mplex 
served as a control group. No greater sub
jective or objective benefit was noted in 
the indomethacin group as compared to 
the placebo group. 

While 60 per cent of the patients suffer
ing from urticaria bad subjective "placebo 
side-effccts", no herpes simplex patients 
displayed such side-effects. This difference 
between the two groups is considered char
acteristic. 

The investigation included a double-blind 
study of the effect of indomethacin on 
histamine weals in sixteen patients with 
various skin diseases. Treatment with 75 
mg indomethacin daily for four weeks did 
not reduce significantly histamine wealing. 
Neither did the control patients show any 
significant alterations in histamine wealing 
after four weeks. 
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