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SUMMARY: Purpose was to evaluate thyroid auto-immunity and thyroid function in chronic urticaria (CU). Evaluation of anti-
bodies Ab to thyroglobulin (TG) thyroid peroxidase (TPO) and of TSH, FT3, FT4, and of intra-dermal self test with patients own
serum in 56 patients presenting chronic idiopathic urticaria and in a matched control group of 56 subjects without CU. Ab to
TG positive in 13 {22,2%) to TPO in 15 (26,8%). Overall thyroid antibodies 28,5%. Thyroid function normal in 52 patients, TSH
increased in 2, FT3 decreased in 1, TG and TPO Abs and thyroid function results always normal in control group. Self test posi-
tive in 4 out of 56 patients. Therapy with thyroid extract was effective in 2 out of 5 cases. CU is associated with thyroid auto-
immunity in most cases. Thyroid Ab and function must be evaluated in all the cases of chronic urticaria.
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hronic urticaria (CU} is still a challenge for the
‘ Immuno-Allergologist. In chronic urticaria,

the specific cause is generally determined in
no more than 30% of the cases (QUARANTA, ROHR et
al. 1989).
For many clinicians the search for potential causes of
chronic urticaria (CU) is likened to that for the Holy Grail
(RUMBYRT, SHOCKET, 2004, BAIGEN, LEIGH, LINCOLN,
1982, PYKNETT, PRINCE, C, 1997, BROWN D, 2003).
In the last few years auto-immunity has gained a gro-
wing place in the field of urticaria pathogeny. The
term auto-immune urticaria is being increasingly
used to define cases where is proposed the role of
functional auto antibodies that activate mast cells and
basophils through cross-linking the high affinity Igk
receptor (FCER) to secrete histamine (GRATTAN 2004,
GREAVES 2001, 2003 KAPLAN 1999, KIKUCHI,
KAPLAN 2001, 2003 BLACK AND GREAVES 2003,
HIDE et al.).
Reports of chronic urticaria linked to auto-immune
systemic diseases are common in medical literature
(RUMBYRT, SCHOCKET). The link between thyroid
disease and chronic urticaria is reported from 1950
(CHAPMAN, CADAVATI). In 1971 ISAACS and ERTEL
suggested that urticaria in hyperthyroidism could be
due to an auto-immune phenomenon. In the last 30
years many other reports on the connection between
auto-immune thyroid disease and chronic urticaria

have been presented.
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In two large series published in the 80's (SMALL AND
LERMAN) thyroid auto-immunity was reported in
chronic urticaria patients with greater frequence than
other potential causes. LEZNOFF reported 12,1% of
elevated thryoid peroxidase antibodies in a series of
140 CU patients. Some of these patients had resolu-
tion or improvement of the urticaria after treatment
with thyroid hormone. In the middle 80's ERTEL AND
MACKENNIE suggest to screen patients with CU for
thyroid disfunction as pruritus and urticaria may be
the initial clinical presentation in thyrotoxicosis.
Resolution of urticaria symptoms associated with
hyperthyroidism has been reported after treatment
either with antithyroid medications or radioactive
iodine (RUMBYRT, SCHOCKET 2004).

The association of hypothyroidism with chronic urti-
caria was also reported in the same years (LANIGAN
1984). Most of these patients had positive anti-micro-
somal antibodies and some also positive anti-thyro-
globulin antibodies.

The prevalence of antithyroid antibodies in the nor-
mal population is generally estimated between 3%
and 6% (TURNBRIDGE 1997) and frequently associa-
ted with other auto immune-conditions, pernicious
anemia or vitiligo. LEZNOFF and SUSSMAN (1989)
found in 90 patients {14%) positive thyroid auto anti-
bodies in a series of 624 cases of presumed idiopathic
CU and angioedema. From these patients 46 were
treated with thyroid hormones and eight out of 46 had
remission of urticaria within 4 weeks of therapy.
Thyroid hormone could suppress the underlying thy-
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roid auto-immunity in patients with patent or future
hypothyroidism. In 1995 (RUMBYRT, KATZ and SHOC-
KET) reported resolution of urticaria in CU thyroid
patients presenting anti-thyroid antibodies. This
observation points to a role of thyroid auto antibodies
as an etiologic factor and suggest the usefulness of a
larger use of thyroid hormones in such patients.

The purpose of our study was to evaluate the relation
between thyroid disease and urticaria. Research of
thyroid auto antibodies, systemic non organ specific
auto antibodies and evaluation of thyroid function
have been done in a group of idiopahtic chronic urti-
caria patients.

In this paper we intend to review in a series of 56 CU
patients thyroid auto-immunity and function.

MATERIAL AND METHODS

56 patients (10 male, 46 female, 21 to 63) presenting
idiopathic chronic urticaria have been evaluated by
intradermo self test with autologous serum, research
of auto-antibodies to thyroglobulin ({TG) and thryoid
peroxydase (TPO), ANA, antibodies to SSA, SSB, Sm,
ds DNA, RA-Test and complement fractions C3, C4
assay. Thyroid function was evaluated by assay of
TSH, FT3, T3, T4. A matched control group without
CU of 56 patients has been also studied.

RESULTS

Autologous serum test was positive only in 4 patients.
ANA was positive in 4 patients. Antibodies to SSA,
SSB, Sm, dsDNA and RA-Test always negative, C3
and C4 complement factors normal in all the cases.
Thyroid auto antibodies were found in 15 (28,5%) out
of 54 patients. 13 patients (23,2%) presented auto
antibodies to TG and TPO, 2 only to TPO, one only to
TG. Results were always negative in control group.
Overall antibodies to TG were present in 14 patients
(25,0%) and to TPO in 15 (26,8%). Thyroid function
was normal in 52 patients. TSH was increased in 2
patients both with thyroid auto antibodies, FT3
decreased in one patient with increased TSH and
increased in anotehr one. FT4, T3, T4 were always in
the normal range. In 2 eurothyroid patients, as well as
in the patient with low thyroid function and high TSH,
therapy with low dosage thyroid hormone was tried
with good clinical response with complete remission
of urticaria and in the patient with low thyroid func-
tion normalisation of TSH and FT3.

DISCUSSION

These results confirm that a large number of so-called
chronic idiopathic urticarias are associated to thyroid
auto-immunity with presence of thyroid auto antibo-
dies in most of the patients (28,5% in our series).
Treatment with low dosage thyroid extract can be
effective in some urticarias even in euthyroid
patients. Research of thyroid auto-antibodies and
evaluation of thyroid function could therefore be use-
ful in most cases of chronic urticaria.

The potential mechanisms of chronic urticaria in thyroid
diseases are controversed. To certain authors including
KAPLAN the presence of auto antibodies in chronic urti-
caria is only the reflection of a more generalized
autoimmune state (KIKUCHI, FANN and KAPLAN 2003).
From this point of view the occurrence of antithyroid
antibodies are colateral to the main mechanism of urti-
caria. However the clinical results obtained by other
authors including some of our own cases leads to
consider that at last in certain patients thyroid glandular
inflammation can be a central feature of this association
(RUMBYRT, SCHOCKET 2004). These authors propose
that when the thyroid gland is inflammed because of
spontaneously occurring or virally induced auto-antibo-
dies, thyroid antigens normally sequestered, are rela-
sed into the local and systemic circulation, stimulating
a sustained immune response.

This immune response is characterized by the occur-
rence of auto antibodies to thyroid components - anti-
thyroglobulin (TG) and/or antimicrosomal particularly
antiperoxidase (TPO) antibodies. The involvement of
these auto antibodies in the pathogenesis of urticaria is
controversal (RUMBYRT and SCHOCKET 2002). Disease
remission is not correlated to the level of antibodies.
However. their occurrence can only be a marker of
immunoactivation and other thyroid dependent mecha-
nisms rot yet determined be involved. Treatment suc-
cess with thyroid extracts can be related to the sup-
pressior of thyroiditis. This suppression has been obtai-
ned wit~ :~yroid hormone (PELTZ et al. 1995) antithy-
roid mec'cat’cr ERTEL, 1985, Mac KECNIEE 1985,
PACE ana GARRETS 1995, HENDERSON 1995) and sur-
gery (AMOROSO et al. 1997). In euthyroid patients pre-
senting a~ti-t~yroid antibodies treatment with suppres-
sive hormonre replacement although it is not based in
an abnormal thyroid function has been used with clini-
cal success in some patients (RUMBYRT, KATZ, SHOC-
KET 1995:. These authors suggest that these patients
can have a subclinical autoimmune thyroiditis and have
been treated before showing any evidence of hyperthy-
roidism or hypothyroidism. SHOCKET has successfully
treated with thyroid extracts two patients with a family
history of hypothyroidism and without thyroid auto
antibodies. Non humoral immunefactors can therefore
have also a role in this disease (RUMBYRT and SHOC-
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KET 2004). The authors propose a theory to unify these
data. Thyroid stimulation by thyroid stimulating hor-
mone (TSH) enhances the activity of thyroid gland and
can potentially increases inflammation even in eurothy-
roid patients. In some patients hypothyroidism is detec-
ted suggesting that a part of the gland has been alrea-
dy destroyed. Inflammation caused by the presence of
auto antibodies disrupt the normal architecture of the
gland and leads to the release of sequestered antigens
which are preserved as non self and induce a low-
grade immune response. The products of this auto-
immune response affect cutaneous mast cell activa-
tion or mediator release threshold. Products such as
thyroid protein immune complexes could be formed
that activates the classical complement pathway lea-
ding to the generation of complement split products
C3a and C5a which can bind to the receptors in skin
mast cells and trigger degranulation. Histamine relea-
sing factors could also be generated as a result of
autoimmune response lowering the mast cell release
threshold and leading to the release of mediators
(RUMBYRT and SCHOCKET, 2004).

When threshold of mast cell mediators release is
reduced these cells became susceptible to continuous
stimulation by physiologic levels of endogenous
components such as substance P. This mechanism
may be similar to the mechanism of exercice induced
anaphylaxis. Thyroid gland suppression is ultimately
accomplished with thyroid hormone. This suppres-
sion can be due to the suppressive effect of thyroxine
on TSH production. Thyroxine can also direct acts on
the function of altered thyroid peroxidase functional-
ly modified by auto antibodies. When TSH is reduced
to sub normal levels thyroid gland inflammation
decreases leading to a reduced release of sequeste-
red antigens which triggers a reduction in auto immu-
ne response and a reduction of normal threshold of
mast cell release (RUMBYRT and SCHOCKET 2004).
These considerations lead to consider the role of |. thy-
roxine in the treatment of chronic urticaria. Selected
patients must have thyroid auto antibodies and thera-
py being initiated with low doses (0.1 mg/a). In
patients under thyroid hormone treatment doses are
increased by 0,025 and slowly increased step by step
every 3 to 4 weeks (RUMBYRT AND SHOCKET 2004).
An anti-histamine could be used simultaneously to
control disease. After sustained improvement, 3 to 6
months gradual reduction of |. thyroxine can be tried
(RUMBYRT and SCHOCKET 2004).

CONCLUSIONS

In conclusion the role of thyroid auto immunity must
be considered in most cases of chronic urticaria and
the research of thyroid auto-antibodies and thyroid

function mandatory in so called idiopathic chronic
urticaria. Thyroid auto-immunity could be linked to
chronic urticaria.
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