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INTRODUCTION
Huntington's disease (HD) is a rare and slowly 
progressing autosomal-dominant neurodegenerative 
disorder. The global prevalence of HD is 2.71 per 
100,000. The prevalence ranges from 0.4 to 5.70 per 
100,000 between Asia to Europe, North America, and 
Australia.1,2 HD manifests with progressive cognitive, 
motor and psychiatric symptoms. Disease progression 
can be variable in individuals; 33-76% of HD patients 
can have psychiatric symptoms.3 The most common 
psychiatric manifestations in HD include irritability 
(60%), aggression (40-60%), apathy (57%), 
depression (30%), anxiety (28%), and psychosis 
(4-12%).3,4 Psychotic symptoms mimicking 
schizophrenia are rare in HD. Usually, these symptoms 
manifest well after the motor and cognitive 
symptoms.5,6 We are sharing here an unusual and 
challenging presentation of HD. In our case, the 
psychotic symptoms preceded the motor and cognitive 
symptoms of HD.

CASE PRESENTATION
Our patient was a 39-years-old female, married with 
three children. She presented to the psychiatry 
outpatient department along with her spouse. The 
patient presented with a nine-year history of sleep 
decline, paranoid feelings, self-mumbling, 

restlessness, verbal anger along with physical outbursts 
of aggression, and decline in social participation. The 
patient was initially diagnosed as Schizophrenia. She 
received multiple antipsychotics and electroconvulsive 
therapies (ECTs) during her course of illness. In 
response to treatment, the patient had partial 
remission in symptoms.

In the past 3 years, the patient progressively declined in 
her Activities of Daily Living (ADLs) and was worsening 
in psychotic symptoms. She required assistance and 
supervision for eating, toileting, and personal care. She 
was unable to perform any of her prior social and 
occupational responsibilities, for example, domestic 
chores and managing the house hold. She developed 
slurred speech, decreased vocabulary with answers 
limited to few words, gait changes leading to falls and 
injuries, dance like movements in distal extremities 
progressing further to trunk. Patient also became stool 
and urine incontinent and had cachexia.Two of 
patient’s family members had history of similar 
symptoms and died in their early 40s. Their cause of 
death was never established. 

On mental state examination (MSE), the patient was 
restless and agitated, self-mumbling incoherently, 
appeared fearful and attempted to hit and bite people 
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near her. There was no verbal response to queries. The 
patient did not follow any commands. On examination 
the patient was hemodynamically stable and her 
personal hygiene was poor.Neurological examination was 
limited (due to non-cooperation). There was loss of 
muscle bulk,  broad-based gait with choreiform 
movements. 
For assessment and management of the above 
symptoms, inpatient psychiatry admission was given. For 
the evaluation of the neurological symptoms, we called a 
neurology consult. Her lab investigations showed 
presence of ASMA antibodies (Table 1), MRI brain 
showed involutional changes typical of HD (Table 2 and 
Figure 1), and Huntington gene was positive which 
confirmed her diagnosis of HD. (Table 3)

The patient was managed on Olanzapine 20mg orally at 
night for psychotic and motor symptoms, fluoxetine 
20mg orally in the morning for aggression and agitation, 

and clonazepam 2mg/day orally in divided doses for 
sleep and motor symptoms. The neurology team did not 
add any further treatment. After dietician input, we 
started her on high calorie, protein-rich diet. The patient’ 
agitation improved and her self-mumbling stopped. The 
family received details regarding the management and 
prognosis of HD with genetic counseling.  Due to 
financial constraints, the family decided to provide her 
with informal nursing care at home after discharge.

At four and eight-week follow-up, the patient was less 
irritable, relaxed, and showed no signs of aggression. 
She responded to her name and followed commands 
partially, including shaking hands and making eye 
contact.  Her choreiform movements also decreased. 
Like before, She required assistance in ADLs but showed 
interest in self-care (including bathing, toileting, and 
eating).
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Figure 1: MRI brain showing atrophy of bilateral putamen. Globus pallidus is not visualized.



DISCUSSION 
HD is anautosomal-dominant disease, that usually 
presents with characteristic clincal manifestation. 
However, HD can present and evolve in an atypical 
manner during early to middle stage of HD. Therefore, 
HD can have a diverse range of initial symptoms.3 In 
parkinsonism-predominant phenotype of HD, more 
neuropsychiatric manfiestation and cognitive decline is 
noted than in chorea-predominant phenotype hence, a 
thorough physical examination and approach to history 
can help lead to the diagnosis of HD. Psychosis in HD is 
rare but reported in multiple case reports. In a study 11% 
of the patients had psychosis, out of whom psychotic 
symptoms started before the characteristic clinical 
symptoms of HD in a majority (55.3%) of the patients.7 
Other studies point that psychosis is usually seen well 
after characteristic motor and cognitive symptoms of HD 
is apparent.8

Our case discussed psychotic symptoms prior to onset of 
motor and cognitive features (pre-choreic stage). The 
existing evidence of pre-choreic psychosis is scarce and 
limited to case series and case reports. A case series 
mentions three family members who developed severe 
psychotic disorder between age 20-40 years, preceding 
chorea by three to nine years.6 Another case of a 
55-years old male with eight years history of psychosis 
progressing to HD is also reported.5

Our patient had psychotic symptoms for 6-years before 
other HD symptoms evolved. Patients with pre-choreic 
psychosis on antipsychotic treatment may develop 
tardive dyskinesia (TD). The occurrence of TD with motor 
symptoms of HD can make a diagnosis of HD difficult.4 
The same may have happened with our patient as her 
symptoms evolved.

Our patient had an atypical clinical presentation of HD. 
The atypical presentation was  diagnostically challenging 
and lead to diagnostic delays. Untreated psychiatric 
symptoms of HD can be distressing to the patient as well 
as the caregiver. Treating psychiatric symptoms is vital 

for improving the patient’s quality of life in HD.9 Lack of 
existing data of a rare condition like HD, with an unusual 
presentation, can undermine the possibility of 
neurodegenerative disorders. An in-depth approach to 
case presentation, history and physical examination can 
help revising the diagnosis with such challenging 
presentations.

At present, there is a lack of treatment guidelines for 
psychiatric symptoms in HD. There is supportive 
evidence for the use of antidepressants, antipsychotics, 
and clonazepam for choreiform movements.  For 
agitation and irritability, evidence suggests 
antipsychotics and antidepressant use.4, 10-12 There are 
also case reports on using various antipsychotics for the 
psychotic symptoms in HD.13-18 A case report from India 
supported the use of clozapine and tetrabenazine with 
benzodiazepines after lack of response on two 
antipsychotics.19

Interestingly, our patient responded well to treatment 
better than before. There can be a few reasons for this. 
Firstly, there is a possibility of non-compliance due to 
lack of insight and possible forgetfulness due to the 
cognitive decline of the patient. Secondly, the patient 
received fluoxetine and clonazepam besides Olanzapine. 
We hypothesize that the drug regimen in combination 
improved the motor and psychiatric symptoms 
altogether. However, these outcomes are not 
generalizable as treatment guidelines based on this case 
report only. Our case builds to the current evidence on 
atypical HD cases and its management.Combining future 
researches to existing literature can help strengthen 
ways to adequate symptomatic management.

CONCLUSION
Psychotic symptoms are rare in HD and usually appear 
well after the motor and cognitive symptoms, unlike this 
case. Our case highlights an unusual clinical 
presentation of HD, which can be diagnostically 
challenging and lead to diagnostic delays.

REFERENCES
1. Pringsheim T, Wiltshire K, Day L, Dykeman J, 
 Steeves T, Jette N. The incidence and prevalence of  
 Huntington's disease: a systematic review and   
 meta-analysis. Mov Disord. 2012;27(9):1083-91.
2. Rawlins MD, Wexler NS, Wexler AR, Tabrizi SJ,   
 Douglas I, Evans SJ, et al. The Prevalence of   
 Huntington's Disease. Neuroepidemiology.   
 2016;46(2):144-53.
3. Kirkwood SC, Su JL, Conneally P, Foroud T.   
 Progression of symptoms in the early and middle  
 stages of Huntington disease. Arch Neurol.   

 2001;58(2):273-8.
4. Anderson KE, Marder KS. An overview of psychiatric  
 symptoms in Huntington's disease. Curr Psychiatry  
 Rep. 2001;3(5):379-88.
5. Corrêa BB, Xavier M, Guimarães J. Association of  
 Huntington's disease and schizophrenia-like   
 psychosis in a Huntington's disease pedigree. Clin  
 Pract Epidemiol Ment Health. 2006;2:1.
6. Lovestone S, Hodgson S, Sham P, Differ AM, Levy R.  
 Familial psychiatric presentation of Huntington's  
 disease. J Med Genet. 1996;33(2):128-31.

7. Rocha NP, Mwangi B, Gutierrez Candano CA, Sampaio  

2 4P A K I S T A N  J O U R N A L  O F  N E U R O L O G I C A L  S C I E N C E S V O L .  1 7  ( 1 )  J A N - M A R  2 0 2 2



 C, Furr Stimming E, Teixeira AL. The Clinical Picture 
 of Psychosis in Manifest Huntington's Disease: A  
 Comprehensive Analysis of the Enroll-HD Database.  
 Front Neurol. 2018;9:930.
8. Craufurd D, Thompson JC, Snowden JS. Behavioral  
 changes in Huntington Disease. Neuropsychiatry  
 Neuropsychol Behav Neurol. 2001;14(4):219-26.
9. Banaszkiewicz K, Sitek EJ, Rudzińska M, Sołtan W,  
 Sławek J, Szczudlik A. Huntington's disease from the  
 patient, caregiver and physician's perspectives: three  
 sides of the same coin? J Neural Transm (Vienna).  
 2012;119(11):1361-5.
10.Frank S. Treatment of Huntington's disease.   
 Neurotherapeutics. 2014;11(1):153-60.
11.Singer C. Comprehensive treatment of Huntington  
 disease and other choreic disorders. Cleve Clin J 
 Med. 2012;79 Suppl 2:S30-4.
12.Videnovic A. Treatment of huntington disease. Curr  
 Treat Options Neurol. 2013;15(4):424-38.
13.Cankurtaran ES, Ozalp E, Soygur H, Cakir A. Clinical  
 experience with risperidone and memantine in the  
 treatment of Huntington's disease. J Natl Med 
 Assoc. 2006;98(8):1353-5.

14.Ciammola A, Sassone J, Colciago C, Mencacci NE,  
 Poletti B, Ciarmiello A, et al. Aripiprazole in the   
 treatment of Huntington's disease: a case series.  
 Neuropsychiatr Dis Treat. 2009;5:1-4.
15.Ding J, Gadit AM. Psychosis with Huntington's   
 disease: role of antipsychotic medications. BMJ 
 Case Rep. 2014;2014.
16.Duff K, Beglinger LJ, O'Rourke ME, Nopoulos P,  
 Paulson HL, Paulsen JS. Risperidone and the   
 treatment of psychiatric, motor, and cognitive   
 symptoms in Huntington's disease. Ann Clin   
 Psychiatry. 2008;20(1):1-3.
17.Paleacu D, Anca M, Giladi N. Olanzapine in   
 Huntington's disease. Acta Neurol Scand.   
 2002;105(6):441-4.
18.Seitz DP, Millson RC. Quetiapine in the management  
 of psychosis secondary to huntington's disease: a  
 case report. Can J Psychiatry. 2004;49(6):413.
19.Singhai K, Kuppili PP, Gehlawat P. A rare case of  
 Huntington's disease presenting with    
 treatment-resistant psychosis. Indian J Psychiatry.  
 2019;61(6):665-6.

Conflict of interest: Author declares no conflict of interest.
Funding disclosure: Nil

Author’s contribution:
Marium Mansoor; data collection, data analysis, manuscript writing, manuscript review
Nida Rahman Khan; manuscript writing, manuscript review
Alviya Shafique; manuscript writing

2 5P A K I S T A N  J O U R N A L  O F  N E U R O L O G I C A L  S C I E N C E S V O L .  1 7  ( 1 )  J A N - M A R  2 0 2 2


