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Abstract

Autoimmune  thyroid disease is well known to be associated with  various autoimmune diseases, yet  it is less clear whether a
similar association also exists for ankylosing spondylitis (AS).We are presenting a case of ankylosing spondylitis, which
presented with autoimmune  hypothyroidism and diffuse neck swelling.
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Introduction

Ankylosing spondylitis (AS) is the prototypic form of
spondyloarthritis (SPA),  typically develops in young
adults, with a peak age of onset between 20 and 30
years.  It is a group  of disorders characterized by
inflammation around the entheses (the sites of
ligament insertion into bone) as well as an association
with the human leukocyte antigen (HLA)-B27, and
radiographic sacroiliitis. Extra articular manifestations
are common with AS, but no case of Ankylosing
spondylitis with diffuse thyroid swelling has been
reported in English medical literature so far yet to the
best of our knowledge.

Case report

A 20-year-old male patient admitted with H/O joints
pain in gluteal region from last 8 month, swelling in
neck and difficulty in eating food from last 6 months.
Pain in gluteal region  was insidious in onset, more at
night time, increased during rest and improved as day
progress along with stiffness of joints. There was no
H/O sore throat and high grade fever (to rule out
rheumatic heart disease).After 2 months of joint pain,
he started complaining of swelling in neck which was
insidious in onset, progressed in size within 2 months
and caused marked  dysphagia more to solids. He had
H/O constipation and lethargy. There was no
significant family history. No H/O diabetes mellitus,
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hypertension and tuberculosis in the past. On
examination  neck swelling was diffuse, not associated
with pain (Figure 2).For joints pain he took medicine
from local practiotner and was in remission as long as
he used to take analgesic. General physical
examination was normal except for pain in gluteal and
lower back with stiffness of joints and swelling in
neck. Modified Schober test was done which was
highly positive. Blood work-up and X-ray of sacro-
iliac region was planned. Complete haemogram, renal
and liver profile were normal but thyroid profile was
deranged showing high TSH and low Free T3 and T4.
Anti TPO antibodies were positive.ESR 115mm/1stHr,
ANTI CCP was negative. FNAC was planned which

showed fibro collagenouis tissue with entrapped
mature adipoccytes along with benign looking thyroid
follicles lined by low cuboidal epithelium filled with
colloid, no evidence of malignancy seen. X-Ray
showed fusion in sacro-iliac region(Figure 2).HLA-
B27 was also positive. From clinical, blood work up
and X-Ray findings, a final diagnosis of ankylosing
spondylitis with autoimmune goitre was made.
Appropriate anti-inflammatory drugs and
levothyroxine was started and patient planned for
surgery due to progressive dysphagia inspite of
medical management. He underwent B/L
thyroidectomy successfully and is under follow-up.

Figure 1:Histopathological specimen of thyroid gland after thyroidectomy.

Figure 2: X-Ray right hip showing  joint fusion
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Figure :3 Diffuse goitre in patient with Ankylosing spondylitis.

Discussion

Ankylosing spondylitis(AS) is a member of a family
of diseases referred to as spondyloarthritis (SPA). The
condition was first fully described in the late 1600s by
Bernard Connor (Ref.). It affects young adults with the
peak age of onset between 20 and 30 years. Men are
more often affected than women, with a ratio of
approximately 3:1.1 About 80% of patients with AS
develop the first symptoms before their third decade of
life and < 5% present in the fourth decade of life.
However, patients with juvenile-onset AS become
symptomatic at or before 16 years of age.

In population surveys, AS is present in 1-6% of adults
inheriting HLA-B27,whereas the prevalence is 10-
30% among B27 positive adult first degree relatives of
AS probands2.

The exact cause of AS and other
spondyloarthropathies is unknown, but genetic and
environmental factors play an important role in their
pathogenesis. A strong link between AS and the HLA-
B27 gene exists and has been definitively confirmed3 .
Other MHC genes implicated in AS include HLA-
DRB1/MHC Class II alleles, tumor necrosis factor-α,
IL6R,IL1R23.

In patients of ankylosing spondylitisdespite
inflammatory low back pain with or without peripheral
arthritis, extra-articular manifestations are also
common which include anterior uveitis(40%), IBD (5-
10%), psoriasis(10%), aortic valve insufficiency,

cardiac conduction disorders, prostatitis, cauda equina
syndrome and apical lung fibrosis(rare late
complications).Secondary amyloidosis, though rare,
may also be seen.4,5

Autoimmune hypothyroidism may be associated with
signs or symptoms of other autoimmune diseases
commonly vitiligo, pernicious anemia, Addison”s
disease, alopecia areata and type 1diabetes mellitus.
Less common associations include celiac disease,
dermatitis herpetiformis, chronic active hepatitis,
rheumatoid arthritis6,systemic lupus erythematosus
(SLE),myasthenia gravis,  and  Sjogren
syndrome.7,8Possibly due to a common genetic
background, it is less clear whether a similar
association may also  be present for AS. Autoimuune
hypothyroidism, which is common in other
autoimmune diseases, but its prevalence is
approximately 12.8%9 as extra articular manifestation
of ankylosing spondylitis .

During literature review, we found few  studies
demonstrating association of autoimmune
hypothyroidism with ankylosing spondylitis, but very
less research has been done showing this association
with different results, which are mentioned below.

In 1999, Lange et al investigated the frequency of
various thyroid disorders in 22 female patients with
AS and 22 healthy age matched female controls, and
found that the prevalence of anti-thyroid antibodies
was significantly higher in the AS group10.
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In 2012, Pérez-Fernández et al11 investigated the
frequency of autoimmune thyroid diseases in patients
with spondyloarthritis(spa). They initially screened the
patients with AS (n=80), PsA (n=31), and uSpA
(n=24) by performing thyroid function tests.
According to the study protocol, autoimmune thyroid
disease was further investigated only in patients
having abnormal thyroid function tests.
Hypothyroidism of any cause was observed in14
patients (9.5 %), eight with AS, four with psa, and two
with uspa. Among those 14 patients, only five patients,
three with AS, one with psa, and one with uspa, met
the criteria for autoimmune thyroid diseases. They
reported the frequency of autoimmune thyroid
diseases in AS, psa, and uspa groups as 3/80 (3.75 %),
1/31 (3.20 %), and 1/24 (4.16 %),respectively.

Most recently, Tarhan et al12 retrospectively
investigated the frequency of thyroid involvement and
thyroid dysfunction in 108 patients with AS
(M/F=81/27), and detected subclinical
hyperthyroidismin  in three patients and subclinical
hypothyroidism in two patients. The frequencies of
thyroid nodule, anti-TPO, and anti-TG positivity were
reported as 27 (29/108), 29 (32/108), and 11 %
(12/108), respectively. They concluded that frequency
of autoimmune thyroid disease was higher in the
whole group of AS patients than reported in the
literature. However, the frequency of thyroid
parenchyma hypoechogenicity with USG and the
number of patients fulfilling the diagnosis of
Hashimoto thyroiditis (HT) were not reported. This
study had no healthy control group; however, the
subgroup of AS patients with or without anti-TNF
treatment was compared with each other. Interestingly,
they observed that the frequency of thyroid disorders
was significantly lower in the subgroup of patients
receiving anti-TNF treatment.

If there is really an association between AS and
autoimmune thyroid diseases, this might be due to
common genetic pathogenic mechanisms predisposing
to these two disorders. Since the frequency of HLA-
B27, which has an important role in the pathogenesis
of AS, was reported to be four times higher in
autoimmune endocrinopathies than in healthy
controls13, HLA-B27 positivity may also have an
additional role in the pathogenesis of autoimmune
thyroid disorders. More recently, another molecule
known as cytotoxic T-lymphocyte antigen 4 (CTLA-4)
was suggested to play a role in the pathogenesis of
both AS and autoimmune thyroid disease14,15.
Therefore, it may be speculated that both HLA-B27
and CTLA-4 may contribute to the coexistence of

these two diseases, possibly playing a role in the
pathogenesis of both AS and autoimmune thyroid
disorders.

Some above mentioned recent studies and in our case
which showed positive HLA-B 27 and Anti-TPO
antibodies with swelling of thyroid, favours that
association between two might be present. More
prospective controlled studies with larger number of
patients, and more better elucidation of the underlying
pathogenic mechanisms for both diseases should be
done.
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