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Abstract
Introduction: Disturbances of hepatic biologic tests are not uncommon during hypothyroidism but classically refer to
rhabdomyolysis. More rarely, moderate and reversible chronic cholestasis or hypertransamenaemia can be observed. Acute
hepatitis-like syndrome remains exceptional.

Case report: 30-year-old patient with no pathological medical history was referred to us by her family doctor for suspicion of acute
viral hepatitis: ASAT at 4N and ALAT at 3N, asthenia, abdominal pain, and vomiting evolving for three days in an epidemic context of
hepatitis A. The clinical examination noted bradycardia at 58/min and macroglossia. Hepatic tests confirmed hepatocellular necrosis
without cholestasis or hepatocellular insufficiency: ASAT at 355IU/l (8N), ALAT at 243IU/l (6N), total bilirubin at 14.80μmol/l,
GGT at 15IU/l and PT at 100%. The serodiagnostics of viral hepatitis A, B and C, and specific liver autoantibodies were negative.
Thyroid assessment revealed deep primary hypothyroidism with TSH at 182.7μmol/ml. The evolution under hormonal substitution
treatment was favorable with disappearance of the clinical complaints and normalization of the liver tests with the normalization
of the TSH.

Conclusion: Acute hepatocellular necrosis remains an exceptional presentation of hypothyroidism. His diagnosis is not always
easy, especially since in the autoimmune context of Hashimoto’s thyroiditis, the association with true autoimmune hepatitis can be
discussed. As well as a thyroid disorder associated with chronic viral hepatitis. A screening of the thyroid function is thus justified
in front of any hepatocellular necrosis that is not proven.
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Introduction
Described for the first time in 1912 by the Japanese doctor
Hakaru Hashimoto [1], the thyroiditis that had been bearing his
name is currently considered to be the most common autoimmune
disease in the world [2] and represents a major health problem [3].
Its prevalence in the United States of America is estimated at 4-13%
of the general population [3].

This endocrinopathy is characterized by a large clinical
polymorphism making its diagnosis a real challenge for clinicians
[4-5]. Indeed, its spectrum of clinical presentations can range from
completely asymptomatic forms (silent thyroiditis) to the most
severe forms of Hashimoto encephalopathy, via subclinical forms
and “unusual” or “atypical” forms of presentation [5-8].
Disturbances in hepatic biologic tests are not uncommon during
hypothyroidism, but classically refer to rhabdomyolysis [9]. More

rarely, moderate chronic cholestasis and, exceptionally, isolated
hypertransamenaemia can be observed which are reversible
[9-10]. Pseudo-acute hepatitis syndrome (acute hepatitis-like
syndrome) remains an unusual presentation of this autoimmune
endocrinopathy [11-12].
We report an original observation of isolated hypertyrosinemia
simulating acute hepatitis as an inaugural presentation of
Hashimoto’s thyroiditis (HT).

Case Report

30-year-old patient with no pathological medical history was
referred to us by her family doctor for suspicion of acute hepatitis:
hypertransaminasemia with ASAT at 177 IU/l (4N) and ALAT at
122 IU/l (3N), asthenia, abdominal pain, and vomiting evolving for
three days in an epidemic context of hepatitis A.
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The clinical examination at admission found an aporetic patient,
conscious, and well oriented without jaundice or other progressive
skin lesions. We particularly noted a bradycardia at 58/min and
macroglossia (Figure 1) with bilateral dental impressions (Figure
2).
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Thus the diagnosis of hypothyroidism by Hashimoto
autoimmune thyroiditis was retained. Disruption of liver tests
with the clinical presentation of acute hepatitis-like syndrome
was related to hypothyroidism given the negativity of specific
explorations.
Evolution under hormone replacement therapy was favorable
with the disappearance of clinical complaints and normalization of
liver tests with the return to normal of the TSH.

Discussion

Despite the good knowledge of the effect of thyroid hormones
on the entire human metabolism, the effects of hypothyroidism
on the liver are not always well understood [13]. However, minim
liver injuries and/or minim to moderate abnormalities of hepatic
enzymes are often frequently associated to thyroid diseases [14,15].
Figure 1: Macroglossia.

Figure 2: Dental impressions on the right-side edge of the tongue.

The biology confirmed the diagnosis of isolated hepatocellular
necrosis without cholestasis or hepatocellular insufficiency: ASAT
at 355 IU/l (8N), ALAT at 243 IU/l (6N), total bilirubin at 14.80
μmol/l, GGT at 15 IU/l, and PT at 100%. There was also hypochromic
microcytic anemia at 11g/dl and hypercholesterolemia at 7.30
mmol/l. The other biologic parameters were within normal limits:
leukocytes, platelets, erythrocyte sedimentation rate, C-reactive
protein, calcemic, creatinine, monogram, CPK and LDH.
Abdominal ultrasound showed no signs of acute or chronic liver
disease. For this hepatitis, specific investigations were negative:
serologies of viral hepatitis A, B and C, electrophoresis of serum
proteins, anti-nuclear antibodies, anti-LKM1 antibodies, anti-M2
antibodies, anti-smooth muscle antibodies, ferritin, cupremia, and
ceruloplasmin specifically eliminating viral hepatitis, autoimmune
hepatitis, hemochromatosis or Wilson’s disease.

The thyroid tests required for suspicion of hypothyroidism
(macroglossia, bradycardia, hypercholesterolemia, and anemia)
revealed profound primary hypothyroidism with a TSH at
182.7μmol/ml and an fT4<1pmol/l. Cervical ultrasound and the
study of thyroid immunity confirmed the diagnosis of Hashimoto’s
thyroiditis: positive anti-thyroglobulin antibodies at 255.4 IU/ml
and strongly positive anti-TPO antibodies at 1000 IU/ml.

On the other hand, disturbances of thyroid function,
particularly with hypothyroidism, may be associated with chronic
viral or autoimmune hepatitis [16,17], thus making the diagnosis of
liver test abnormalities concomitant with thyroid disorders a real
diagnostic challenge.

Except for forms associated with rhabdomyolysis,
hypertransaminasemias are rare in hypothyroidism and it is
currently well established that hypothyroidism is only exceptionally
responsible for isolated hypertyrosinemia [18]. In fact, most
cases of hypertransaminasemia caused by hypothyroidism
are reported as sporadic observations [9,11,12,19,20]. These
hypertransaminasemias may be isolated or may be associated
with cholestasis defining mixed hepatic injury [13] or more rarely
integrate into the setting of more severe clinical presentation with
hyperammonemia [21] or severe hepatic insufficiency with hepatic
encephalopathy [22].
Hypertransaminasemia may exceptionally be the revealing
sign of both acquired (adult) [20] and congenital (newborn)
hypothyroidism [23] and no significant correlation was found
between the importance of these enzymatic disturbances and the
value of TSH [24].

Major acute hepatocellular necrosis remains an uncommon
presentation of hypothyroidism: a single patient in Bensalem W
et al series of 70 cases of hypothyroidism of the elderly (1.4%)
[10] and to our knowledge only two cases of acute hepatitis-like
syndrome revealing hypothyroidism have been reported previously
in the world literature [11-12] our observation is thus the third
reporting this mode of revelation.
Disturbances of liver tests caused by hypothyroidism usually
resolve rapidly after correction of thyroid hormone status [13,2124].

Conclusion

As exceptional as it is, this severe presentation of hypothyroidism
deserves to be known and a screening of the thyroid function is thus
justified in front of any unexplained hepatocellular necrosis. Our
observation is, to our knowledge the third reporting Hashimoto
thyroiditis revealed by an acute hepatitis-like syndrome.
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Abbreviations: ALAT: alanine-aminotransferase, ALP: alkaline
phosphatase, Anti-LKM-1 antibodies: anti-Liver kidney microsome
type 1 antibodies, anti-M2: anti-mitochondrial M2 antibodies,
ASAT: aspartate-aminotransferase, CPK: creatine phosphokinase,
GGT: gamma-glutamyl transpeptidase, LDH: lactate dehydrogenase,
PT: prothrombin time, TSH: thyroid stimulating hormone.
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