[Downloaded free from http://www.e-ijd.org on Sunday, October 20, 2013, IP: 14.98.88.156] || Click here to download free Android application for this journal

Chronic Idiopathic Urticaria and Thyroid Autoimmunity:
Perplexing Association

Yadav S, Kanwar AJ, Parsad D, Minz RW'

From the Department of Dermatology, Venereology and Leprology and 'Immunopathology, Post Graduate Institute of Medical Education and Research,
Chandigarh, India

Abstract

Background: Autologous serum skin test (ASST) is the most commonly used laboratory test to differentiate chronic autoimmune urticaria
patients from chronic idiopathic urticaria patients without autoantibodies. Thyroid autoimmunity is the original paradigm for autoimmune
disease in general and many previous studies show increased prevalence of thyroid autoantibodies and deranged thyroid hormone
profile in chronic idiopathic urticaria patients. Aim: To find the association between thyroid autoimmunity and chronic autoimmune
urticaria, if any. Materials and Methods: The chronic idiopathic urticaria patients were divided into two subgroups based on autologous
serum skin test. Thyroid autoantibodies were estimated in 40 patients each of ASST positive and ASST negative groups. Further,
thyroid hormone profile was done in cases with significant titers of thyroid autoantibodies. Forty patients, who had never suffered from
urticaria, represented the control group. Results: The prevalence of thyroid autoantibodies did not differ significantly among the ASST
positive (20%) and ASST negative patients (15%). The control group had low prevalence of these autoantibodies (5%). Conclusion: The
almost equal prevalence of thyroid autoantibodies in two subgroups of chronic idiopathic urticaria patients suggests possibly the same
etiopathogenesis of the two subgroups. The two subgroups probably form a continuum, or even may be the same entity.
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5-34% of patients with CIU have antithyroid antibodies
and another 5-10% have clinically or biochemically
apparent thyroid disease.” These autoantibodies are
directed against either thyroid peroxidase (TPO) or
thyroglobulin or TSH receptor. There is evidence for
relationship between degree of inflammation in thyroid

What was known?
1. Around one third CIU patients have chronic autoimmune urticaria.
2. Thyroid autoimmunity is associated with Chronic urticaria.

Introduction

Chronic urticaria (CU) is defined as urticaria persisting

daily or almost daily for more than six weeks. The
pathophysiology of CU is not completely understood,
although most agree that the central event is activation
of cutaneous mast cells. CU includes physical urticaria,
chronic “idiopathic” urticaria (CIU) and urticarial
vasculitis. CIU patients do not have a clinically identifiable
trigger and they constitute the largest subgroup of total
CU patients. Within this group, 25-55% of patients have
functional complement-activating autoantibodies directed
against the high-affinity receptor for IgE (FceRI) or at IgE
itself, and are said to have chronic autoimmune urticaria
(CAU).[" These autoantibodies can be detected by in-vivo
test like Autologous serum skin test (ASST) and in-vitro
tests including donor basophil histamine release assay,
detection of donor basophil CD203c expression using flow
cytometry, and ELISA techniques.

Thyroid autoimmunity appears to occur more frequently
in patients with autoimmune skin diseases such as
alopecia areata and vitiligo and in other nondermatologic
immunologic diseases such as type I diabetes mellitus and
Addison’s disease. Association of autoimmune thyroid
disease with CIU is unresolved mystery. Approximately
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and presence of urticaria.!'”!

However, it is not known whether the presence of thyroid
autoimmunity in patients with CIU is in corollary with the
association of thyroid autoimmunity with other autoimmune
diseases and in that case the antithyroid antibodies should
preferentially be found in CAU patients. There are only
3 previous studies which have investigated the association
of thyroid autoimmunity specifically with CAU.[!-13]

We did this study to get further insight into this association
as that would help in delineating the battery of investigations
in CIU patients. In the clinical setting, ASST is the most
commonly performed in-vivo test to distinguish CIU patients
having auto-antibodies from those without autoantibodies
because of its low cost and ease of performance. If thyroid
autoimmunity is associated with only CAU then we should
subject only ASST positive patients to further testing for
thyroid autoantibodies and thyroid function testing in case
the patient is clinically euthyroid.
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Materials and Methods
Patients and study design

The study enrolled patients with clinical diagnosis of CIU
in the age group of 15-50 years, attending the urticaria
clinic of the Department of Dermatology, at the Post
Graduate Institute of Medical Education and Research,
Chandigarh. Informed written consent was taken from all
the subjects enrolled in the study. All the patients were
assessed clinically and detailed history of their illness and
associated systemic complaints was taken.

These patients were then subjected to ASST and 40 patients
each with ASST negative and positive results were included
in the study. Patients were advised to stop antihistamines
three days prior and steroids three weeks prior to ASST.
Patients giving history of anaphylaxis, concomitant
autoimmune disease, having marked component of associated
physical urticaria, or having other concomitant dermatoses
involving the skin of forearm were excluded from the study.
ASST was performed according to the standard technique
described previously.'*! Samples (50uL) of autologous
serum, 0.9% sterile saline and histamine solution (10 ng/ml)
were separately injected intradermal into the volar aspect of
the forearm. Wheal diameter was measured after 30 min.
ASST was considered as positive if the average diameter of
the red serum-induced wheal was = 1.5 mm of the normal
saline-induced wheal [Figures 1 and 2].

Forty age and sex matched healthy subjects who had
given consent for the study were enrolled in the control
group (hospital staff, patients presenting with unrelated
complaints, relatives and attendants of patients). These
subjects also underwent ASST.

Thyroid autoantibodies

All the subjects of study were further evaluated for the presence
of thyroid autoantibodies (anti TPO) using ELISA technique
(EUROIMMUNE, Medizinische Labordiagnostika AG) and
the test was performed using the manufacturer’s instructions.

Thyroid hormone profile

Thyroid hormone profile including thyroid stimulating
hormone, free T,, free T, was done for all the subjects who
tested positive for thyroid autoantibodies.

Statistical analysis

Statistical analysis was performed using SPSS for windows
version 11.0. The results were analyzed using Chi-square
test, Student z-test and Anova test and significance was
defined as P < 0.05.

Results

The mean age of patients in ASST positive
group (32.5 years) and ASST negative group (33 years)
were similar to the control group (30.5 years). There
were almost equal number of males and females in ASST
positive (M:F = 1:1.22) and ASST negative (M:F = 1:1.35)
groups. The presenting complaints of both the subgroups
of patients were wheals associated with pruritus. Mean
duration of illness in the ASST positive and ASST
negative subgroups were 3.25 and 3.5 years respectively.
Angioedema was equally common in the two subgroups.
Mean urticaria activity score was higher in ASST positive
group (6.8 + 1.2) than the ASST negative group (6.2 £+ 1.4)
but the difference was not significant. Family history of
urticaria was present only in ASST positive patients (4 out
of 40 patients). In the control group ASST was positive in
4 (10%) cases. One of them had personal history of atopy.

Of the total 80 CIU patients included in the study,
14 (17.5%) tested positive for anti TPO autoantibodies.
Table 1 shows the epidemiological characteristics, results of
anti TPO autoantibodies titers, ASST and thyroid hormone
profile in subjects who had significant titers of anti TPO
autoantibodies. Females outnumbered males with male to
female ratio of 1:1.4.

Eight (20%) of the 40 ASST positive patients, 6 (15%)
of the 40 ASST negative patients and 2 (5%) of 40

Figure 1: Material required for doing ASST

Figure 2: Positive ASST at 30 min
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control group had significant titers of anti TPO auto
antibodies [Table 2]. The difference between ASST positive
and ASST negative groups was not significant; however,
the difference between ASST positive group and the control
group was statistically significant (P value-0.043).

Thyroid hormone profile was done in those cases that had
significant titers of anti TPO autoantibodies. Among the
ASST positive group, one patient was lost to follow up and
four out of seven patients had deranged thyroid hormone
profile [Table 3]. Among the ASST negative group, thyroid
hormone profile results were available for five patients and

Table 1: Epidemiological characteristics, anti TPO
autoantibodies titers, ASST and thyroid function
test results in subjects with raised titers of anti TPO

autoantibodies
Age Sex TPOIU/ml ASST T3 T4 TSH
16 F 214 + 1.08 40.00 5.40
43 F 1518 + 1.16 45.90 9.41
44 M 112 + 0.47 69.40 9.43
48 F 460 + 1.52 77.80 1.75
38 F 178 + 0.81 49.00 4.54
19 F 279 + 0.95 65.10 0.84
40 M 347 + - - =
26 F 1094 + 1.10 130.30 0.81
28 M 93 - 1.13 124.10 3.97
39 F 382 - - - -
50 F 802 - 1.46 98.60 3.64
36 F 114 - 1.07 131.00 4.05
32 M 2112 - 1.50 38.47 6.21
21 F 1471 - 1.56 116.00 2.82
Control
48 M 191 - 2.00 80.60 2.25
30 F 178 - 1.50 84.00 1.26

(Normal values-T3-0.7-2 ng/ml, T4-55-135 ng/ml,
TSH-0.17-4.05 ulU/ml), TPO: Thyroid peroxidase;
ASST: Autologous serum skin test

Table 2: Distribution of cases with raised anti TPO levels
among the three groups included in the study

ASST+ve ASST —ve Control
Anti TPO + (%) 8 (20) 6 (15) 2(5)
Anti TPO — (%) 32 (80) 34 (85) 38 (95)
Total 40 40 40

TPO: Thyroid peroxidase; ASST: Autologous serum skin test

Table 3: TFT results in cases with raised anti TPO titers

ASST positive ~ ASST negative  Control
group group
Deranged TFT 4 1 0
Normal TFT 3 4 2
Lost to follow up 1 1 0
Total 8 6 2

TFT: Thyroid function test; TPO: Thyroid peroxidase;
ASST: Autologous serum skin test

only one had deranged thyroid function test (TFT). Both
the control cases having raised anti TPO autoantibody level
had normal TFT results. Though larger number of patients
in ASST positive group had deranged TFT compared
to ASST negative group, the significance could not be
established due to small number of subjects.

Discussion

CIU is a disabling disease with usually a prolonged waxing
and waning course. During last decade various studies have
been done to gain insight into the pathogenesis of CIU. The
concept of autoimmune urticaria has evolved over the past
decade as evidence for histamine-releasing autoantibodies
and their relationship to disease activity has accrued. This
subset of urticaria patients have autoantibodies directed
against either the high affinity IgE receptor (FceRI), or
less commonly against receptor bound IgE itself.'*! That
the autoantibodies are functional, is supported by their
ability to produce whealing after intradermal injection
into the skin of human volunteers,!'” and ability to release
histamine from healthy donor basophil and mast cells.l'*!”
The percentage of patients with anti Fce RI autoantibodies
varies from 25% to 55% of the total CIU patients.[']

An increased frequency of CU was observed in patients with
thyroid disease, and some patients with CU also showed
evidence of an underlying autoimmune thyroid disease.!'$!"]
In 1983, a landmark study by Leznoff er alP? showed
significantly increased levels of anti-thyroid microsomal
antibodies (antiTMA) in CU patients compared to control
population. This has been confirmed in the subsequent
studies, with the prevalence varying from 12 to 33%.12'4
Most of the studies done till date, show statistical association
between CIU and thyroid autoimmunity, but only three
previous studies have investigated the association specifically
between CAU and thyroid autoimmunity.'"""¥! In our study
we segregated the CIU patients into two subgroups based on
the results of ASST alone due to reasons mentioned before
and also because of the non-availability of in-vitro assays to
detect anti Fce RI or anti Ig E autoantibodies.

In our study, the mean age of patients in ASST positive and
ASST negative group were comparable. Mean duration of
illness and other clinical characteristics were also similar
in the two groups. Many previous studies have suggested
higher urticaria severity in ASST positive patients compared
to ASST negative patients, but in our study the difference in
severity score was not significant between the two groups.[**!
Of the total 80 CIU patients 17.5% had raised anti TPO titers
which is comparable to previous studies.*'%! Autoimmune
diseases have female preponderance and also, in our study
females outnumbered males with male to female ratio of
1:1.4. In the ASST positive and ASST negative groups, 20%
and 15% patients respectively had significant titers of thyroid
autoantibodies and the difference between the two subgroups
was not significant (P < 0.05). In the control group, 5%
cases had raised anti TPO autoantibody titers.
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In our study, thyroid autoimmunity was found to be
associated with both ASST positive and ASST negative
subgroups which is contradictory to results of studies by
Bakos et al." and O’Donnell et al.,"” which demonstrated
segregation of anti-thyroid antibodies with ASST positivity.
Bakos et al.'V included 48 CU patients and found that
42.3% of ASST positive group had raised anti TPO
autoantibody titers, which was significantly greater than
the 13.6% in ASST negative group. O’Donnell et al.,”
studied 182 CIU patients; of them 90 had positive ASST.
Eighteen (20%) of the ASST positive but only four (4.3%)
of ASST negative group had raised antiTMA levels.
The clustering of antiTMA positivity among the ASST
positive patients was significant. O’Donnell et al., included
larger number of females (69%) which were not equally
distributed in the two subgroups, also there were no
controls and they studied titers of antiTMA which is less
specific and sensitive than anti TPO autoantibodies.!'>-**!

Among ASST positive patients with raised anti TPO
autoantibody levels, 50% had deranged TFT. While in
ASST negative group only one of five patients with raised
anti TPO antibody levels had deranged TFT. Significance
of these findings can be established by studying larger
number of patients. In the control group none of the cases
with raised anti TPO level had deranged TFT.

Thyroid autoimmunity was found to be associated with
both ASST positive and ASST negative groups. There are
few plausible explanations for our findings. Disease course
of chronic urticaria is unpredictable, characterized by
remissions and relapses. How the autoantibody titers vary
with the course of disease has not been studied till now.
There are no definitive clinical or laboratory criteria to
say that patient is in permanent remission. So some ASST
positive patients with associated thyroid autoimmunity may
become ASST negative later when the titers go down while
the thyroid autoimmunity persists. Also, it may be possible
that all CU patients have autoimmune basis and titers of
autoantibodies vary in individuals from very low to high.
The patients with low titers may give falsely negative
ASST result. Hence, the thyroid autoimmunity might
seem to be associated with both ASST positive and ASST
negative subgroups of CIU patients.

It is possible that the yet uncharacterized histamine
releasing factor in ASST negative patients is an
autoantibody and so the association of the group with
thyroid autoimmunity. This uncharacterized factor may be
labile and is either degraded, or becomes inactive during
the processing of serum.

Lastly, it could be that autoimmune thyroiditis has direct
implication in the pathophysiology of urticaria which
is independent of the presence of anti FcRI antibodies.
Rumbyrt et al.,”>) proposed that an inflammatory response
in the thyroid leads to a generalized inflammatory state and
lowers the threshold of mast cells to other stimuli. And

therefore, the association of thyroid autoimmunity may be
present with both subgroups of CIU patients.

Bajaj et al.,* evaluated the efficacy of repeated autologous
serum injections in patients with recalcitrant chronic
urticaria. Higher number of patients in the ASST positive
group (35.5%-completely asymptomatic, 24.2%-markedly
improved) responded to therapy, but a significant number
of patients in the ASST negative group (23%-completely
asymptomatic, 23%-markedly improved) also showed
response. The study supports our notion as ASST negative
subgroup has also responded to autologous injection therapy.

There are two limitations of our study. First, we classified
the CIU patients into two subgroups based on ASST alone.
ASST has low sensitivity and specificity compared to
in-vitro assays like donor basophil histamine release assay
and mast cell histamine release assay. Another limitation of
our study is that we tested for the presence of anti TPO
alone for diagnosing thyroid autoimmunity. Testing for
anti TSH in addition to anti TPO would have increased the
detection of thyroid autoimmunity.

In summary, ASST positive and negative patients did not
have distinctive diagnostic clinical feature and thyroid
autoimmunity was found to be equally associated with the
ASST positive and ASST negative subgroups. We have
proposed few possible explanations for our observations.
However, further research needs to be done to find if
both ASST positive and ASST negative patients have
autoimmune basis and whether these two groups actually
form a continuum of same disease with difference in
the titers of autoantibodies and have several other yet
unidentified pathogenic histamine releasing factors.

What is new?
Thyroid autoimmunity was found to be associated with both ASST positive and
ASST negative subgroups of CIU patients.

References

1. Tong LJ, Balakrishnan G, Kochan JP, Kinét JP, Kaplan AP.
Assessment of autoimmunity in patients with chronic urticaria.
J Allergy Clin Immunol 1997;99:461-5.

2. Fiebiger E, Maurer D, Holub H, Reininger B, Hartmann G,
Woisetschlager M, et al. Serum IgG autoantibodies directed
against the o chain of FceRI: Selective marker and pathogenetic
factor for a distinct subset of chronic urticaria patients. J Clin
Invest 1995;96:2606-12.

3. Zweiman B, Valenzano M, Atkins PC. Modulation of serum
histamine releasing activity in CIU. Immunopharmacology
1998;39:225-34.

4. George M, Balachandran C, Prabhu S. Chronic idiopathic
urticaria: Comparison of clinical features with positive autologous
serum skin test. Indian J Dermatol Venereol Leprol 2008;74:105-8.

5. Vohra S, Sharma NL, Mahajan VK, Shanker V.
Clinicoepidemiologic features of chronic urticaria in patients having
positive versus negative autologous serum skin test: A study of 100
Indian patients. Indian J Dermatol Venereol Leprol 2011;77:156-9.

6. Godse KV. Autologous serum skin test in chronic idiopathic
urticaria. Indian J Dermatol Venereol Leprol 2004;70:283-4.


https://market.android.com/details?id=comm.app.medknow

[Downloaded free from http://www.e-ijd.org on Sunday, October 20, 2013, IP: 14.98.88.156] || Click here to download free Android application for this journal

10.

11.

12.

13.

14.

15.

16.

17.

Yadav, et al.: Chronic urticaria and thyroid autoimmunity

Leznoff A, Sussman GL. Syndrome of idiopathic chronic
urticaria and angioedema with thyroid autoimmunity: A study of
90 patients. J Allergy Clin Immunol 1989;84:66-71.

Verneuil L, Leconte C, Ballet JJ, Coffin C, Laroche D, Izard JP,
et al. Association between chronic urticaria and thyroid
autoimmunity: A prospective study involving 99 patients.
Dermatology 2004;208:98-103.

Sibbald RG, Cheema AS, Lozinski A, Tarlo S. Chronic
urticaria-evaluation of role of physical, immunological and other
contributory factors. Int J Dermatol 1991;30:381-6.

Gulec M, Kartal O, Caliskaner AZ, Yazici M, Yaman H, Ozturk S,
et al. Chronic urticaria in patients with autoimmune thyroiditis:
Significance of severity of thyroid gland inflammation. Indian J
Dermatol Venereol Leprol 2011;77:477-82.

Bakos N, Hillander M. Comparison of chronic autoimmune
urticaria with chronic idiopathic urticaria. Int J Dermatol
2003;42:613-5.

O Donnell BF, Francis DM, Swana GT, Seed PT, Kobza Black A,
Greaves MW. Thyroid autoimmunity in chronic urticaria. Br J
Dermatol 2005;153:331-5.

Abd El-Azim M, Abd El-Azim S. Chronic autoimmune urticaria:
Frequency and association with immunological markers.
J Investig Allergol Clin Immunol 2011;21:546-50.

Sabroe RA, Grattan CE, Francis DM, Barr RM, Kobza Black A,
Greaves MW. The autologous serum skin test: A screening test
for autoantibodies in chronic idiopathic urticaria. Br J Dermatol
1999;140:446-52.

Grattan CEH, Francis DM. Autoimmune urticaria. Adv Dermatol
1999;12:311-40.

Hide M, Francis DM, Grattan CE, Hakimi J, Kochan JP,
Greaves MW. Autoantibodies against the high affinity IgE
receptor as a cause of histamine release in chronic urticaria.
N Engl J Med 1993;328:1599-604.

Nimii N, Francis DM, Kermani F, O’Donnell BF, Hide M,

18.

19.

20.

21.

22.

23.

24.

25.

26.

Kobza-Black A, et al. Dermal mast cell activation by
autoantibodies against the high affinity Ig E receptor in chronic
urticaria. J Invest Dermatol 1996;106:1001-6.

Pace JL, Garrets M. Urticaria and hyperthyroidism. Br J
Dermatol 1975;93:97-9.

Lanigan SW, Short P, Moult P. The association of chronic urticaria
and thyroid autoimmunity. Clin Exp Dermatol 1987;12:335-8.
Leznoff A, Josse RG, Denburg J, Dolovich J. Association of
chronic urticaria and angioedema with thyroid autoimmunity.
Arch Dermatol 1983;119:636-40.

Gaig P, Garcia-Ortega P, Enrique E, Richart C. Successful
treatment of CIU associated with thyroid autoimmunity. J Invest
Allergol Clin Immunol 2000;10:342-5.

Zauli D, Deleonardi G, Foderaro S, Grassi A, Bortolotti R,
Ballardini G, ef al. Thyroid autoimmunity in chronic urticaria.
Allergy Asthma Proc 2001;22:93-5.

Cebeci F, Tanrikut A, Topcu E, Onsun N, Kurtulmus N, Uras AR.
Association between chronic urticaria and thyroid autoimmunity.
Eur J Dermatol 2006;16:402-5.

Turktas I, Gokcora N, Demirsoy S, Cakir N, Onal E. The
association of chronic uticaria and angioedema with autoimmune
thyroiditis. Int J Dermatol 1997;36:187-90.

Rumbyrt JS, Schock et al. Chronic urticaria and thyroid disease.
Immunol Allergy Clin North Am 2004;24:215-23.

Bajaj AK, Saraswat A, Upadhyay A, Damisetty R, Dhar S.
Autologous serum therapy in chronic urticaria: Old wine in a
new bottle. Indian J Dermatol Venereol Leprol. 2008;74:109-13

How to cite this article: Yadav S, Kanwar AJ, Parsad D, Minz RW.
Chronic idiopathic urticaria and thyroid autoimmunity: Perplexing
association. Indian J Dermatol 2013;58:325.

Received: August, 2011. Accepted: November, 2011.
Source of support: Nil, Conflict of Interest: Nil.



https://market.android.com/details?id=comm.app.medknow



