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Abstract 
One hundred Thai patients with chronic idiopathic urticaria (CIU) were studied to determine 

the prevalence of thyroid antibodies in comparison to 100 age- and sex-matched healthy volunteers. 
It was found that 21 patients (21%) with CIU were positive for thyroid antibodies. Among normal 
volunteers, only nine cases (9%) had elevated titers of thyroid antibodies. The frequency of thyroid 
antibodies in the chronic urticaria group was significantly more common than the control group 
(chi-square= 4.75, p=0.03). Among 21 patients with CIU who were positive for thyroid antibodies, 
9 cases were negative for thyroid antibodies when repeating the tests after 3 months. Only 12 
patients still had persistent elevation of antibodies after 3 months and thyroid function test was per­
formed in these 12 patients. It was found that 9 cases had autoimmune thyroiditis with euthyroidism. 
One case had subclinical hyperthyroidism. One case had autoimmune hyperthyroidism. One case had 
subclinical hypothyroidism. 

Key word : Hives, Autoimmune Thyroiditis, Hypothyroidism, Hyperthyroidism 

KULLA V ANUA Y A P, PUA VILAI S, 
PUA VILAI G, CHANPRASERTYOTHIN S 
J Med Assoc Thai 2002; 85: 901-906 

Chronic urticaria is a common skin dis­
order. The diagnostic problem is that most patients 
with urticaria do not have an identifiable cause and 
are categorized as idiopathic urticaria. Several reports 
have shown increased frequency of thyroid autoimmu-

nity in patients with chronic urticaria0-3). In some 
patients urticaria improved when thyroid diseases 
were treated(2-5). It has been hypothesized that auto­
immunity may play a role in the pathogenesis of 
chronic urticaria. Since there has been racial diffe-
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renee in some autoimmune diseases such as systemic 
lupus erythematosus (SLE), which was found to be 
more common among Afro-Caribbians and Asians 
than among Caucasians(6-9), it is interesting to know 
whether there is racial difference in the prevalence 
of thyroid autoimmunity in chronic urticaria patients. 
The objective of this study was to determine the pre­
valence of thyroid antibodies in Thai patients with 
chronic idiopathic urticaria (CIU) in comparison to 
healthy volunteers. 

METHOD 
One hundred patients with CIU and 100 

age- and sex-matched healthy volunteers were studied 
at the outpatient clinic of Dermatology Division, 
Department of Medicine, Ramathibodi Hospital from 
January to December 1999. The diagnosis ofCIU was 
defined as having symptoms for longer than 6 weeks 
without identifiable cause. Patients with urticarial 
vasculitis, physical urticaria (except asymptomatic 
dermographism), hepatitis B and hepatitis C, and 
children under 15 years of age were excluded from 
the study. Complete medical history was obtained 
and physical examination performed in every patient. 
Laboratory investigations included complete blood 
count, urinalysis, stool examination, hepatitis B and 
hepatitis C antigen and antibody. In certain cases, 
chest and sinus roentgenograms, antinuclear antibody 
(ANA), and erythrocyte sedimentation rate (ESR) 
were obtained and skin biopsy was performed to 
confirm the diagnosis. All patients and control sub­
jects were tested for the presence of thyroid anti­
bodies, ie. thyroid microsomal antibody (TMA) and 
thyroglobulin antibody (TGA) using a hemaggluti­
nation kit (Murex Biotech Ltd., Dartford, England). 
In a case that the titer of TMA was :?: 1 : 100 or TGA 
was :?: I : 160, the laboratory test for TMA and TGA 
would be repeated in the next 3 months. If the anti­
bodies titer remained high, the thyroid function test 
would be measured as follows : total triiodothyro­
nine (TT3) using chemiluminescence immunoassay, 
Immulite of Diagnostic Product Corporation (nor­
mal: 82-179 ngldl), free triiodothyronine (Ff3) using 
electrochemiluminescence immunoassay, Ele sys 
1010 of Roche-Boehringer (normal : 1.82-4.62 pgl 
ml), total thyroxine (TT4) using chemiluminescence 
immunoassay, Immulite of Diagnostic Product Corpo­
ration (normal : 4.5-12.5 J.!g/dl), free thyroxin (Ff4) 
using enzyme immunoassay, Cobas core II of Roche­
Boehringer (normal : 0.8-2.0 ngldl) and thyroid stimu­
lating hormone (TSH) using electrochemilumines-
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cence immunoassay, Ele sys 1010 of Roche-Boeringer 
(normal 0.1-3.7J.!IU/ml). The presence ofTMA, TGA 
in titers equal to or greater than 1 : 100 and 1 : 160 
respectively, irrespective of thyroid dysfunction, were 
the criteria for diagnosis of autoimmune thyroid 
disease. All patients with thyroid antibodies were 
examined by an endocrinologist (GP). 

Statistical method 
The chi-square test was used to evaluate the 

proportions of subjects with thyroid antibodies. Sig­
nificance was set at p<0.05. 

RESULTS 
Of the 100 patients with CIU, 19 (19%) were 

male and 81 (81%) were female, the male to female 
ratio was 1 : 4.3. The age ranged from 15 to 64 years 
(mean± SD = 33.5 ± 11.4 years). Most female patients 
(85%) were aged from 21 to 50 years (Fig. 1). There 
was no increased prevalence in males with respect 
to the age group. (Fig. 1, Table 1). The duration of 
symptoms ranged from 6 to 520 weeks (mean ± SD = 
58.2 ± 93.1 weeks). 

The control group consisted of 100 healthy 
volunteers, aged 15-67 years (mean± SD = 33.6 ± 11.2 
years), 19 (19%) were male, 81 (81%) were female, 
male to female ratio = 1 : 4.3. 

Twenty-one CIU patients (21%) were posi­
tive for thyroid antibodies initially, 16 (16%) had 
TMA titers ranged from 1 : 100-1 : 6400, 12 (12%) 
had TGA titer ranged from 1 : 160-1 : 640. Nine cases 
had high titers of TMA only, while 5 cases had high 
titers of TGA only (Table 2). 

Nine cases (9%) in the control group had 
elevated titers of thyroid antibodies (Table 3). In 
comparison to control group, the frequency of thyroid 
antibodies in the chronic urticaria group was signifi­
cantly more common (chi-square = 4.75, p=0.03). 

Nine patients were negative for thyroid anti­
bodies on repeating the tests 3 months thereafter and 
therefore thyroid function test was done in only 12 
patients. Among these 12 patients with persistent 
elevation of TMA and/or TGA, 9 cases had auto­
immune thyroiditis with euthyroidism (Table 4) and 
were treated with antihistamines. One patient with 
subclinical hyperthyroidism (no. 3), was treated only 
with antihistamines. She still had subclinical hyper­
thyroidism and urticaria 6 months later. One patient 
with autoimmune hyperthyroidism (no. 19) was treated 
with methimazole and antihistamine. She became 
euthyroid 5 weeks after initiation of an antithyroid 
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Fig. 1. Age and sex distributions of 100 patients with chronic urticaria. 

Table 1. Age and sex distribution of 100 patients 
with chronic urticaria. 

Age (years) Number of cases Total 
Male Female 

0-20 6 6 12 
21-30 6 27 33 
31-40 2 24 26 
41-50 4 18 22 
51-60 I 4 5 
61-70 0 2 2 

Total 19 81 100 

drug, and urticaria disappeared 5 weeks after the 
patient became euthyroid. One case (no. 7) had sub­
clinical hypothyroidism; she was treated only with 
antihistamine, and urticaria resolved within 3 months. 

DISCUSSION 
Some cases of chronic idiopathic urticaria 

of unexplained cause may be associated with auto­
immune thyroiditis. Leznoff et al(5) were the first to 
demonstrate the association of chronic urticaria with 
thyroid autoimmunity. They found that 12.1 per cent 

of 140 chronic urticaria patients had elevated titers 
of thyroid microsomal antibodies, while only 5.6 per 
cent of 477 control persons had thyroid microsomal 
antibodies. Eight patients in the urticarial group had 
a goiter or thyroid dysfunction. In another study, 
Leznoff and Sussman(2) reported that 14.4 per cent 
of 624 idiopathic chronic urticaria and angioedema 
patients had evidence of thyroid autoimmunity. They 
expected that <6 per cent of normal subjects had 
thyroid autoimmunity, so there was significant asso­
ciation between urticaria and angioedema and auto­
immune thyroid disease. In a study reported by Lanigan, 
Short and Moult00), 28 per cent of 50 patients had 
thyroid diseases with elevated titers of thyroid micro­
somal and thyroglobulin antibodies were found to 
have a history of chronic urticaria, while only 4 per 
cent of 50 patients who had only thyroid diseases 
without any evidence of thyroid autoimmunity, and 
only 6 per cent of 50 control persons who had no 
history of thyroid disease had history of chronic 
urticaria. They concluded that there was significant 
association between thyroid autoimmunity and chro­
nic urticaria by comparing these 3 groups of patients. 
Turktas et al(1) studied 94 patients who had chronic 
urticaria and angioedema and found elevated tite~ 
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Table 2. Initial positive thyroid antibody results in 
21 patients with chronic idiopathic urticaria. 

No. TMA~ 1:100 TGA~ I: 160 

I I: 100 negative 
2 I: 100 negative 
3 I : 1,600 negative 
4 I : 6,400 I: 320 
5 I : 1,600 1:640 
6 I: 100 1: 160 
7 I: 1,600 I: 160 
8 negative I: 160 
9 negative I: 160 

10 I: 400 negative 
11 1:400 I: 160 
12 I : 400 negative 
13 negative 1: 160 
14 1: 100 negative 
15 I : 400 negative 
16 1: 100 negative 
17 1:400 I: 320 
18 I: 100 negative 
19 I : 1,600 I: 320 
20 negative I: 160 
21 negative I: 160 

Table 3. Positive thyroid antibody results in 9 con­
trol subjects. 

No. 

I 
2 
3 
4 
5 
6 
7 
8 
9 

TMA~I: 100 

I: 400 
I: 100 
I: 1,600 
I: 1,600 
I: 400 
negative 
I :400 
I: 400 
I: 400 

TGA~ I: 160 

negative 
I: 160 
neg 
1: 640 
negative 
I: 160 
negative 
negative 
1: 320 

of thyroglobulin and thyroid microsomal antibodies 
in 11.7 per cent and 9.57 per cent of the patients respec­
tively. Both antibodies were detected in only 3.7 per 
cent of 80 age- and sex-matched healthy volunteers. 
The association between thyroid antibodies and chro­
nic urticaria and/or angioedema was statistically sig­
nificant. In agreement with the aforementioned reports, 
the authors found Thai patients with chronic urticaria 
had elevated titers of thyroid antibodies more fre­
quently than the age-and sex-matched healthy volun­
teers, i.e. 21 per cent vs 9 per cent (chi-square= 4.75, 
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p=0.03). The prevalence of thyroid antibodies in Thai 
patients in the present study was significantly higher 
than those in Canada(2) and Turkey(1) (chi-square, 
p=0.048 and 0.040 respectively). The higher preva­
lence of thyroid antibodies in the present study might 
be due to racial difference or population selection or 
methodological difference of laboratory tests for the 
antibodies. Further study should be done to explain 
this finding. 

In the present study, high titer of TMA was 
found more frequently than high titer of TGA ( 16% vs 
12%), which is consistent with the report by Leznoff 
et ai(2). However, in the study by Turktas et aJO), 
TGA was more frequently found than TMA (11.7% 
vs 9.57%). The reasons for this discrepancy are not 
clear. There might be some methodological diffe­
rence of laboratory tests for the antibodies. Racial 
difference may be another factor to be considered, 
although there has been no previous mention in the 
literature. 

It remains unclear why there is a high pre­
valence of thyroid antibodies in patients with chronic 
urticaria. Rumbyrt et aJ(3) proposed that antithyroid 
antibodies are not pathogenic, but only indicates that 
there is autoimmunity. They postulated that the media­
tors released from inflammatory cells - i.e. histamine 
releasing factors, proinflammatory cytokines, and 
autoantibodies - not only perpetuate a chronic inflam­
matory state but also decrease the mast cell threshold 
to endogenous peptides or exogenous allergens or 
other stimulants. 

There have been many reports of remission 
of urticaria in patients who had thyroid autoimmu­
nity that were treated with thyroid hormone; how­
ever, these reports were not control trial studies(2-5). 
The mechanism of thyroid hormone in resolving 
urticaria is still unknown01), urticaria has been found 
to be occasionally associated with hyperthyroidism 
(5,12-14). In the present study, one patient had auto­
immune hyperthyroidism, and another one had sub­
clinical hyperthyroidism. 

Of interest, in the present study as well as 
the studies by Leznoff et aJ(2) and Turktas et aJ(1) 
there was a high prevalence of urticaria in females 
(male : female ratio is 1 : 4.3, 1 : 7 and 1 : 2.6, res­
pectively). Autoimmune thyroiditis is also common 
in females05). 

In conclusion, the present study agreed with 
previous studies0.2,5,10) that there is a high pre­
valence of thyroid antibodies among patients with 
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Table 4. Results of thyroid function tests in 12 patients with persistent eleva-
tion of thyroid antibody tests after 3 months. 

Case no. Thyroid function tests 
T3 (ng/dl) T4 (!lg/dl) Ff4 (ngldl) TSH (jliU/ml) 

113 7.1 0.9 1.35 
3* 179 10.4 1.7 0.005 
4 129 9 0.9 4.3 
5 120 7.2 0.9 1.4 
7** 126 8.5 0.8 4.78 

10 109 9.7 2.3 
II 120 9 1.1 1.7 
12 115 8 1.1 1.5 
15 88 7.2 1.2 1.6 
17 128 7.11 0.8 3.8 
18 110 8.7 I 2.5 
19*** 236 12 3.8 <0.005 

Normal valueT3 = 82-179 ng/dl, T4 = 4.5-12.5 jlg/dl, Ff4 = 0.8-2.0 ng/dl, 
TSH = 0.1-3.7 jllU/ml 

• Subclinical hyperthyroidism 
•• Subclinical hypothyroidism 

*** Hyperthyroidism 

chronic idiopathic urticaria. In addition the present 
study performed on Thai patients had a higher pre­
valence of thyroid antibodies than other studies (p< 
0.05). Eventhough most patients with elevated titers 
of thyroid antibodies were euthyroid, some may have 
either hypothyroidism or hyperthyroidism. Most of 
the patients with autoimmune thyroiditis in this study 
and the study done by TurktasO) were asymptomatic, 
however they should be closely followed-up since 

some may ultimately develop overt hypothyroidism. 
The authors recommend routine TMA and TGA tests 
in patients with chronic idiopathic urticaria. For 
patients with persistent positive TMA or TGA, thyroid 
function tests should be performed. 
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