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ABSTRACT

Introduction: Huntington’s disease (HD) is a dominantly progressive, inherited neurodegenerative disorder
characterized clinically by a combination of abnormal involuntary movements mainly chorea, neuropsychiatric
manifestations, and dementia. It is caused by an unstable CAG repeat expansion in the gene 1T15 which encodes
a Huntingtin protein. The characteristics of Juvenile Huntington’s Disease (JHD) differ from those of
adult- onset HD, as chorea does not occur in JHD although bradykinesia, dystonia, and signs of cerebellar
disorder such as rigidity are present frequently in association with convulsive episodes and psychotic
manifestation.

Case report: A 25 years old male was admitted with major complains of tremor, depression and dementia.
Findings: History, clinical examination and laboratory findings suggestive of JHD, a form of HD. A diagnosis
was confirmed by contrast enhanced magnetic resonance imaging of brain and Huntington Disease-DNA PCR.
Conclusion: Tremor is an uncommon initial presentation of Huntington disease and Juvenile Huntington ’s
disease.
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I. Introduction

Huntington’s disease (HD) is a dominantly progressive, inherited neurodegenerative disorder
characterized clinically by a combination of abnormal involuntary (choreic) movements, neuropsychiatric
manifestations, and dementia.'lts prevalence in various areas of the world ranges from 5 to 10 per
100,000.*Symptoms usually present with slow progression leading to dementia and death approximately 15-20
years after disease onset.? HD results from an expanded and unstable trinucleotide repeat CAG in the IT15 gene
on chromosome 4 (4p16.3) that encodes a large protein called huntingtin (Htt) with more than 3000 amino
acids®. Healthy individuals typically have fewer than 35 CAG repeats, and repeats of 40 or above cause HD with
complete penetrance.*Tremor as an initial presenting feature of Huntington disease is rare.The onset of disease
<20 years of age is classified as Juvenile HD (JHD) and those with disease onset <10 years are described as
having “Childhood- onset HD.”The characteristics of JHD differ from those of adult- onset HD, as chorea does
not occur in JHD although bradykinesia, dystonia, and signs of cerebellar disorder such as rigidity are present
frequently in association with convulsive episodes and psychotic manifestation.®

CASE REPORT

A 25 year-old male was admitted with history of complains of tremor, anxiety and depression. On
detailed history from patient’s parents, from the age of 1Oyears the patient began to have complain of
forgetfulness and not attentive in school and studies, suggestive of cognitive impairment and dementia. Later he
left his school. He did his daily routine simple activities but was not able to perform complex activities. At the
age of 23 years patient began to have complains of tremorswhich was gradually in onset and progressive in
nature. Anxiety and symptoms suggestive of depression since last 1 year. No complain of any other movement
disorder and neurological complains. No other members of the family have similar above complains.The
remaining history was insignificant.

On his General examination the patient was conscious, his pulse rate was 74/min. regular, blood
pressure was 130/80 mmHg and respiratory rate was 17/min.On systemic examination of central nervous system
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patient has intentional tremors,hyperreflexia in deep tendon reflex and planter reflex bilateral flexor.Patient has
no cerebellar sign and the remaining of CNS findings and other systemic examination were normal.

Diagnostic Workup
On routine laboratory investigations, apart from mild anaemia there was no other significantfindings.
Patient’s Laboratory investigation on admission were as follows

Hemoglobin 11.2 gm/dl 12-16.2 gm/dl

TLC 5550 /cmm 4000-10000 /cmm
Platelets 326000 /cmm 165000 — 415000/ cmm
Urea 18 mg/dl 7-20 mg/di

Serum Creatinine 0.9 mg /dl 0.5-1.2 mg/ dl

Serum Sodium 139 meqg/L 135-145 meg/L

Serum Potassium 4.6 meg/L 3.5-5.5 meg/L

Free T3 6.33 pg/ml 2.77-5.77pg/ml

Free T4 1.49 ng/dl 0.78-2.19 ng/dI

TSH 1.44 ulU/ml 0.4-4.6 ulU/ml

Table 1-Laboratory Investigations

Magnetic Resonance Imaging of Brain suggestive of atrophy of bilateral caudate nuclei with mild dilatation of
frontal horns of bilateral lateral ventricles and hyper intensities in bilateral caudate nuclei and putamen.

Figure 1: MRI Brain- atrophy of bilateral caudate nuclei

Huntington Disease-DNA PCR was suggestive of showed 55 expanded trinucleotide CAG repeat sequences,
with clinical implication of Huntington Disease (full penetrance)

Name of Patient

Agarose Gel Electrophoresis

Lane No 1 - 100bp Molecular weight Marker
2 . Positive Control
3 . Negative Control

5
| Figure 2: Hungtington’s Disease-DNA PCR by Agarose Gel Electrophoresis |
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The diagnosis of Hungtington’s disease was confirmed. Patient was initially started proprananol for tremors, but
later tetrabenazine was added for control of tremors. Patient’s family members were counselled about the
patient’s disease and progress.

I1. Discussion

Huntington disease (HD), described by George Huntington in 1872.HD is a devastating
neuropsychiatric disorder for which therapeutic interventions, other than providing mild symptomatic relief,
have been rather fruitless to date.”®HD has long been recognized to be due to a monohybrid autosomal gene
mutation transmitted by Mendelian dominant inheritance with complete penetrance.lt is caused by a loss of
GABAergic neurons of the basal ganglia, especially of the caudate nucleus and putamen,where decreased
glucose metabolism has been shown by positron emission tomography. The diagnosis of HD in an adult is
usually made in a person who has memory or cognitive changes(dementia), and chorea (dance-like movements),
often with behavioral or psychiatric problems such asdepression, irritability, or mood swings, and usually with a
family history of HD in a parent. Atypical presentations exist, which are more frequent in juvenile-onset HD, in
which chorea is absent but bradykinesia, dystonia and signs of cerebellar alterations such as rigidity do appear,
with a more frequent association with seizures and progressive myoclonic epilepsy *'° and psychotic clinical
manifestations. When the condition appears in childhood, manifestations of autism, major behavior disorders,
learning difficulties ** and spasticity ** are frequent.Tremor is defined as rhythmic oscillations of a body part
produced by alternating or synchronous contractions of reciprocal muscles that may occur at rest or action
(postural and/or intentional).A review of the literature yielded initial symptoms and DNA analysis in 33 JHD
patients when Cui et al.” used “juvenile Huntington’s disease”, “juvenile Huntington’s chorea”, “Huntington’s
disease 7, “Huntington’s chorea” and “case report”, “clinical Study” for searching in PubMed, Embase,
Cochrane Library, Web of Knowledge, CINAHL and ProQuest databases, did not mention tremors as a initial
presenting symptom of JHD.However, study by Emilia Mabel Gatto et al.'* showed tremors as presenting
feature in 1 patient along with other constitutional features of JHD. As the motor and cognitive clinical
manifestations worsen, patients die from complications of falls, inanition, dysphagia, or aspiration;™ delirium is
common.®** Pharmacologic therapy is limited to symptomatic treatment. Choreic movements can be partially
suppressed by neuroleptics. Anti-Parkinsonian agents may ameliorate hypokinesia and rigidity. Psychiatric
disturbances such as depression, psychotic symptoms, and outbursts of aggression may respond to psychotropic
drugs. Cognitive impairment is not amenable to treatment. Supportive care with attention to nursing, speech and
swallowing, diet, ambulation, special equipment, environmental adaptations, social services, and eligibility for
state and federal benefits is important for individuals with HD and their families.

I11. Conclusion
By observing our JHD case, it illustrates that early symptoms may be present long before the classical
diagnostic features are present. Early diagnosis can be done by obtaining a good medical history, including the
family history and the necessary complementary tests which reduces the probability of diagnostic errors. We
believe that a case of JHD having tremors as involuntary movement is a rare phenomenon that warrants
mention.
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