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Clinical / Scientific note

HASHIMOTO’S ENCEPHALOPATHY WITH
CLINICAL FEATURES SIMILAR TO THOSE
OF CREUTZFELDT-JAKOB DISEASE

Ana Cldudia Rodrigues de Cerqueira***, José Marcelo Ferreira Bezerra”,
Gérson Canedo de Magalhdes', Mdrcia Rozenthal®®, Anténio Egidio Nardi*®

In 1966, Brain et al. described the first case of Hashi-
moto’s encephalopathy in a patient with stroke-like epi-
sodes, seizure activities, and delirium. The symptoms were
recurrent and reversible and were not associated with thy-
roid dysfunction’. Since then, Hashimoto’s encephalopa-
thy has been recognized as a rare condition associated to
Hashimoto’s thyroiditis and to the presence of high con-
centrations of antithyroid antibodies, unlike those de-
scribed in myxedema and in thyrotoxicosis®. Two clini-
cal forms have been described: the vasculitic form with
stroke-like episodes, seizure activities, and slight cogni-
tive decline; and the diffuse form with symptoms of de-
pression, psychosis, myoclonus, tremors, delusion, fluc-
tuations in the level of consciousness, and dementia. The
clinical manifestations can be fluctuating or persistent,
and reversible, if properly treated with immunosuppres-
sive therapy®. In some cases, Hashimoto’s encephalopa-
thy can show rapidly progressive dementia, myoclonus,
and electroencephalographic changes with periodic re-
currence of the triphasic complexes similar to those of
Creutzfeldt-Jakob disease, which makes a differential di-
agnosis essential to both pathologies®.

We describe the case of a patient with Hashimoto’s
encephalopathy who showed clinical manifestations simi-
lar to those of Creutzfeldt-Jakob disease. The recognition
of the condition was essential for the treatment and re-
gression of the clinical presentation.

CASE

A female patient, 68-years-old, Caucasian, widow, born in
Rio de Janeiro, developed a clinical presentation of daily sad-
ness, discouragement, decreased appetite, insomnia, and cogni-
tive decline. The condition of the patient worsened with perse-

cutory delusions, visual hallucinations, gait disturbance, tremor

of the extremities, muscle spasms, and fluctuations in the level
of consciousness. She had a history of hypothyroidism and did
not use any medication. At admission, she was sleepy, disorient-
ed, showing myoclonus, paratonia on the back of the head and
arms, her deep reflexes were symmetrical with plantar flexion
response and suction and grasping reflexes were present. The
rest of the physical examination was normal.

The laboratory exams, including a complete blood count;
biochemistry; arterial gasometry; hepatic function tests; auto-
antibody tests, such as anti-nuclear factor (ANF), anti-Ro, anti-

La, pANCA and cANCA, were either normal or negative. The lev-

Fig 1. MRI of the brain, axial section of a patient diagnosed with
Hashimoto’s encephalopathy.
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Fig 2. EEG of a 68-year-old the patient diagnosed with Hashimoto’s
encephalopathy. (A) At admission- presence of triphasic complexes.
(B) After 2 months of treatment- EEG under normal variation values.

els of triiodothyronine (T3) and free thyroxine (T4 L) were within
normal limits. The thyroid-stimulating hormone (TSH) was slight-
ly elevated at 7.70 mU/L (reference value: 0.35-5.5 mU/L). The
anti-thyroperoxidase (anti-TPO) concentration was very high at
1/6400 (reference value: up to 1/100). The presence of antithy-
roglobulin antibody (Ac-anti-Tg) was not detected. The exami-
nation of the cerebrospinal fluid (CSF), including cytometry, bio-
chemistry, immunoglobulins, detection of oligoclonal bands and
testing for the presence of bacteria and fungi, immunological re-
actions for syphilis, cysticercosis, schistosomiasis, toxoplasmo-
sis, cytomegalovirus, HIV, HTLV1/2, herpes simplex and herpes
zoster were either normal or negative.

The magnetic resonance imaging (MRI) of the brain showed
small changes that were not significant, such as the presence of
hypersignal focus in the corona radiata and bilaterally semioval
center (Fig 1). The electroencephalogram (EEG) at admission was
abnormal, with slow, monomorphic, occasionally sharp, tripha-
sic, with theta-delta frequency ranges from 2 to 3 Hz, intermit-
tent, bilateral waves, predominantly in the temporoparietal re-
gions (Fig 2A).

The diagnosis hypothesized was of Hashimoto’s encepha-
lopathy and the treatment with methylprednisolone 1g/day for
three consecutive days, followed by prednisone with initial dose
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of 60 mg/day, was established. In the first two weeks, a consid-
erable improvement in level of consciousness and myoclonus
was observed. The prednisone dosage was gradually reduced in
the following two months to 5 mg/day. In this period there was
a regression of all signs and symptoms. This improvement in the
clinical presentation can be correlated to the complete resolu-
tion of the electroencephalographic changes (Fig 2B). The pa-
tient authorized the publication of the case upon signature of

an informed consent form.

DISCUSSION

Hashimoto’s encephalopathy is a rare condition asso-
ciated with Hashimoto thyroiditis, the presence of high
concentrations of anti-thyroid antibodies, without any
evidence of thyroid dysfunction, and an excellent re-
sponse to treatment with corticosteroids®. Recent stud-
ies have shown the presence of anti-thyroid antibodies
in the CSF® and alpha-enolase antibodies in the serum of
patients with Hashimoto’s encephalopathy, suggesting the
involvement of an autoimmune mechanism in this con-
dition®. However, the role of those antibodies and their
pathophysiology are unknown. A possible vasculitic pro-
cess has been shown in biopsy studies ’.

The clinical presentation may suggest a diagnosis of
Creutzfeldt-Jakob disease. In an epidemiological study
made by Seipelt et al,, six cases of Hashimoto’s encepha-
lopathy were identified and treated. The patients met the
clinical criteria for Creutzfeldt-Jakob disease and were no-
tified®. The criteria established by World Health Organiza-
tion (WHO) for diagnosing to sporadic Creutzfeldt-Jakob
disease (sCJD) include progressive dementia with a dura-
tion of less than two years and two of the clinical findings
— myoclonus, cerebellar or visual symptoms, pyramidal
or extrapyramidal signs and akinetic mutism. The clinical
manifestations associated with the presence of triphasic
complexes in the EEG or the detection of the 14-3-3 pro-
tein in the CSF make the diagnosis possible. However, the
final diagnosis is obtained through a neuropathological
exam’. A recent study by Martins et al. described the first
35 cases of Creutzfeldt-Jakob disease notified in Brazil, 26
of these cases were initially classified as possible sCJD,
of which 51% fulfilled the criteria for probable sCJD. The
most frequent clinical manifestations were myoclonus
(80%), pyramidal signs (68%), ataxia (65%) and early psy-
chiatric symptoms (55%)%.

We related the case of a patient with Hashimoto’s
encephalopathy and clinical features similar to those
of Creutzfeldt-Jakob disease. The presence rapidly pro-
gressive dementia, ataxia, myoclonus, and especially the
presence of triphasic complexes in the EEG, make the di-
agnosis a probable one for Creutzfeldt-Jakob disease. In
this case, the Hashimoto’s encephalopathy diagnosis was
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made based on the exclusion of other toxic-metabolic
encephalopathic and neurological diseases of infectious
or vascular origin, and on the detection of high concen-
trations of anti-TPO antibodies. The recognition of this
pathology and the treatment with immunosuppressant
therapy determined the regression of the clinical presen-
tation and changes in the EEG.

This report emphasizes the importance of a differen-
tial diagnosis between the two pathologies. Creutzfeldt-
Jakob disease has a progressive and inexorably fatal
course, as opposed to Hashimoto’s encephalopathy, which
has a fluctuating course and excellent response to treat-
ment with corticosteroids. We believe that this pathology
is misdiagnosed, therefore, tests detecting the presence
of anti-thyroid antibodies are recommended in a clini-
cal presentation of encephalopathy of subacute onset or
rapidly progressive dementia associated with myoclonus
and triphasic complexes in the EEG, when the ethiology
is not identified.
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