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ABSTRACT

Autoimmune thyroiditis in the course of other autoimmune diseases such as systemic lupus erythematosus (SLE) is
common because these disorders are attributed to the production of autoantibodies against various autoantigens.
Beyond this association, autoimmune thyroiditis can occur before, during or after the development of SLE. In this
report, we describe a female who presented with facial puffiness, lethargy and progressive abdominal distension. She
was diagnosed with autoimmune thyroiditis followed by the diagnosis of SLE complicated by a massive ascites, a rare
form of lupus peritonitis, which is sterile ascites that results from severe serositis. Her presentation was complex and
posed a diagnostic challenge and dilemma to the physicians involved in her care.
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INTRODUCTION

Autoimmune thyroid disease, defined by the presence of
antibodies directed against thyroid antigens, is associated
with a number of non-organ-specific rheumatological
disorders such as systemic lupus erythematosus (SLE). A
number of studies have suggested that thyroid disease is
more common in SLE than in the general population and
the development of thyroiditis can occur before, during or
after the diagnosis of SLE.? We report a female with
autoimmune thyroiditis as the initial presentation of SLE
which was complicated by a massive ascites. Her
presentation was complex and posed a diagnostic
challenge and dilemma to the physicians involved in her
care. The ascites was a rare form of lupus peritonitis, with
massive ascites that results from severe serositis.

CASE

A 37-year-old Malay female, presented with facial
puffiness, lethargy, effort
progressive abdominal distension for 3 months. Apart
from that, she did not have cold intolerance, weight gain,
constipation, reduced cognitive function, slowness or
other symptoms of hypothyroidism. At her initial
presentation, she had no symptoms to suggest she may
have a connective tissue disease such as prolonged fever,
arthralgia, photosensitivity, hair loss or oral ulcers. She
had normal regular menstruation and there were no
constitutional symptoms such as weight loss, poor

reduced tolerance and
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appetite or night sweats. Systemic symptoms were
unremarkable. She had no previous medical problems and
she was not on any medications. There was no family
history of autoimmune disease. She was married with 3
children who were all well. She was a non-smoker and
abstained from alcohol. Her main concern was the extreme
lethargy and the abdominal distension which caused
significant discomfort. Her waist circumference expanded
from 80 cm to 130 cm within 3 months. Clinically, she
appeared hypothyroid with facial and periorbital
puffiness, dry skin and dry hair with a massive ascites
(Figures 1 and 2). The heart rate was 60 beats/min with
slowly relaxing reflexes. She was pink, had no jaundice,
good hydration status, no goitre, no lymphadenopathies,
no skin rashes or photosensitivity, oral ulcers, alopecia or
other features to suggest autoimmune disease. Thyroid
function tests revealed overt primary autoimmune
hypothyroidism with TSH >100 mU/L (0.34-5.6) and FT4
4.0 pmol/L (7.9-14.4) supported by significantly high anti-
TPO antibody 468.6 U/ml (<34) and antithyroglobulin
antibody 770.4 U/ml (<155).
levothyroxine replacement, 300 mcg once a day before
breakfast for a week in view of the severe hypothyroidism.
Her weight at presentation was 60 kg and the high dose of

She was started on

the initial levothyroxine was administered with a
prespecified plan to review her at weekly intervals with
repeat thyroid function tests, and further reduction in the
levothyroxine dose. The following were her baseline blood

investigations (Table 1).
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Figure 1. Hypothyroid facies with facial and periorbital
puffiness.

Figure 2. Presence of massive ascites with abdominal
girth 120 cm.

Furthermore, she was also noted to have an ovarian mass
measuring 5 x 5 cm on the transvaginal ultrasound, and the
CECT abdomen and pelvis confirmed the presence of a
right adnexal mass likely representing an ovarian tumour
with pelvic lymphadenopathy. The gynaecologists were
concerned about the possibility of ovarian carcinoma.
Subsequently, she underwent right salphingectomy,
omentectomy, appendicectomy, and right pelvic lymph
node sampling. The findings

intraoperative were
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Table 1. Baseline blood investigations

Hb (g/dL) 10.5 (11-16)
Hcet (%) 33.3(37-47)
MCV (fl) 84.1 (76-96)
MCH (pg) 26.5 (27-32)
MCHC (g/dL) 31.5 (30-35)
WBC (10*9/L) 9.1 (4-11)
Platelets (10*9/L) 478

Urea (mmol/L) 2.6 (1.7-8.3)
Na (mmol/L) 131 (135-145)
K (mmol/L) 3.5(3.5-5)
Creatinine (umol/L) 55 (44-80)
Albumin (g/L) 22 (35-50)
fT4 (pmol/L) 4(7.9-14.4)
TSH (mUIL) >100 (0.34-5.6)
Anti-TPO (U/ml) 468.6 (<34)

Antithyroglobulin (U/ml) 770.4 (<155)

oedematous  subcutaneous fat,  peritoneum  and
retroperitoneum with normal looking uterus, both ovaries
and left fallopian tube. There was a 5 x 5 cm right fimbrial
cyst (for which cystectomy was done) and normal
omentum, mesentery, bowel and liver. Right external and
common iliac lymph nodes were enlarged and other lymph
nodes were not palpable. All the histopathological
specimens from the right fimbrial cyst, omentum, left and
right peritoneum, appendix, right external iliac lymph
node and right common iliac lymph node were benign
tissues and did not contain any malignant cells. The ascitic
fluid also did not reveal any malignant cells and contained
predominantly lymphocytes, histiocytes, plasma cells and
reactive mesothelial cells. Postoperatively she had a very
rapid ascitic fluid accumulation associated with pleural
effusion and minimal pericardial effusion. The peritoneal
fluid was drained by multiple abdominal paracentesis with
results of ascitic fluid analyses pointing to an exudative
etiology. The tumour markers such as alpha fetoprotein
(AFP), CA-125, carcinoembryonic antigen (CEA) and beta
human chorionic gonadotrophin (BHCG) were negative.
With these clinical evidences of serositis and the presence
of autoimmune thyroiditis, a thorough screening for
connective tissue diseases was performed (Table 2).

Table 2. Connective tissue screening results

ANA reactive (1: 1280), speckled (1: 5120)
ENA positive for SSA/SSB and RNP
Direct Coombs Positive

C3 (g/L) 0.29 (0.83 - 1.93)

C4 (g/L) 0.07 (0.15- 0.57)

Anti-dsDNA Negative

24 hour urine protein ~ 0.62 g (<0.5g/day)

Normochromic normocytic anaemia, adequate
white blood cell count,no blast or abnormal
lymphoid cells, reactive thrombocytosis

ESR 111

CRP 5.8

Full blood picture

The fine needle aspiration and cytology of thyroid gland
(FNAC) showed lymphoplasmacytic infiltration and few
follicles. The follicular epithelium exhibited oncocytic
changes consistent with chronic lymphocytic thyroiditis
(Hashimoto's thyroiditis).

After 1 month, she started to develop multiple oral ulcers

and hair loss. There was mild arthralgia but there was no
skin rash or photosensitivity. She was noted to have mild
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nephritis as evidenced by 24-hour urine protein 0.62 g/24hrs
(<0.5g/24hrs). Based on the clinical and biochemical
manifestations, she satisfied 6 out of 11 criteria for SLE
according to the American College of Rheumatology and
hence diagnosed as active SLE. She was started on IV
methylprednisolone  for 3  days by
hydroxychloroquine and azathioprine. Biochemically,
following the levothyroxine replacement, there was a rapid
improvement in the thyroid function tests within 2 months
and the levothyroxine dose was gradually reduced from 300
mcg to 25 mcg once a day before breakfast (Table 3). She
tolerated all the medications well
remarkable improvement with complete resolution of her
symptoms following the therapies instituted. The ascites

followed

and experienced

resolved and the facial and periorbital puffiness improved
(Figure 3).

Figure 3. Resolution of periorbital and facial puffiness post
treatment.

DISCUSSION

Approximately 15 to 20% of patients with systemic lupus
erythematosus (SLE) have anti-thyroid antibodies, a
higher percentage than is found in normal subjects of the
same age. The antibody titres may fluctuate and clinical
thyroid disease is associated with the persistent presence
of these antibodies. The prevalence of overt thyroid
disease appears to be between 3 and 19%, with subclinical

Table 3. Trends of thyroid function tests
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or overt hypothyroidism being more common than
hyperthyroidism in most studies.!* In a study of 153 SLE
patients screened for thyroid disease, there was a
significant increase in the prevalence of hypothyroidism
(19%), hyperthyroidism (9%), and thyroid antibodies
(83%) in comparison with controls (2%, 1%, and 13%,
respectively). In a study of 3286 Caucasian subjects with
Graves’ disease (2791 cases) or Hashimoto’s thyroiditis
(495 cases), there was a significantly increased relative risk
of SLE in both diseases, with the relative risk in women
being over 10-fold.* However, there is limited evidence
that the concurrence in the same patient of thyroid disease
the

manifestations or natural history of either disorder.

and connective tissue disease alters clinical

The development of thyroiditis can occur before or after
the diagnosis of SLE. In a study of 300 lupus patients, 22
(7%) had thyroid disease. There were 17 (5.7%) cases of
hypothyroidism; eight were diagnosed before the onset of
SLE, six after, and three simultaneously. There were five
cases (1.7%) of hyperthyroidism, two diagnosed before the
onset of SLE and three afterwards.! The development of
lupus may be as long as five years later.5
SLE is an autoimmune disorder characterized by
involvement of various organs. Inflammation of serous
membranes including pericardium and pleura is relatively
common (16%) and accepted by American College of
Rheumatology as one of the 11 criteria of SLE.® However,
ascites with lupus peritonitis is extremely rare and has
only been described in a small group of patients.”8 The
mechanism of ascites in SLE may be multifactorial. It is
postulated that the deposition of immune complexes in the
peritoneum and activation of complements play a crucial
role. In addition, vasculitis of peritoneal vessels or the
serous membrane of abdominal organs may be related to
lupus peritonitis.® Nevertheless, other more common
causes of exudative ascites have to be ruled out. On the
other hand, in this case, one may think the presence of
ascites is most likely due to hypothyroidism instead of
lupus peritonitis since the incidence is extremely rare. It is
important to note that ascites due to hypothyroidism is
transudative rather than exudative.

Ito and associates in a review of chronic lupus peritonitis,
reported that in all patients treated with steroids, only
13/16  achieved In 40%, additional
immunosuppressant agents were required to manage
incomplete remission and recurrence of ascites.” The
strength of the approach to this case was that an accurate
diagnosis was made and she was followed up regularly to
monitor her symptoms and biochemical parameters. She
underwent extensive investigations to ensure the accuracy

remissions.

Date 27/10/15 211115 15/11/215 30/11/15 10/12/15 22/12/15
FT4 (pmol/L) 4 14 16.7 12.5 18.3 141
TSH (mUI/L) >100 16 14.9 6.25 54 4.74
Levothyroxine dose (mcg/day) 300 150 150 100 50 25
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of the diagnosis. Hence, appropriate treatments were
instituted. The limitation of the approach was a slight
delay in diagnosing SLE because of the overlapping
symptoms and the concern of malignancy at the beginning
resulting in extensive surgeries.

This patient will require life-long monitoring of her
thyroid status and adjustment of the thyroid replacement
therapy accordingly. There is limited evidence that the
presence of both diseases alters the natural history,
manifestation or treatment of either disorder.
Nevertheless, the concurrence of autoimmune thyroiditis
and SLE can pose some risks if she is considering
pregnancy. An increased risk of preterm delivery has been
noted in pregnant women with SLE and thyroid disease.
In a retrospective study of 63 pregnant women with SLE,
37.9 percent of the cohort had thyroid disease diagnosed
before, during, or immediately after pregnancy. Preterm
delivery occurred in 67 percent of the women who had
thyroid disease, compared with 18 percent of the women
with SLE who remained free of thyroid disease. Thyroid
antibodies did not predict preterm delivery in this group

of women.?
CONCLUSION

Thyroid disorders are commonly associated with many
autoimmune rheumatic diseases such as SLE and it can
occur before or after the diagnosis has been made. It is
reasonable to assess thyroid function tests in most patients
on presentation and periodically thereafter. In addition, it
is important to keep vigilant on the development of SLE
following a diagnosis of autoimmune thyroid disease. This
case illustrates the importance of early recognition of an
atypical presentation of wide spectrum multi-systemic
diseases such as SLE with regards to thyroid disorders.
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