i1 s

VLOGOS

Caso Clinico / Case Report

open-access

Schizophrenic-like psychosis presentation of Hun-
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tington: sobre aspectos diagnésticos, implicacoes terapéuticas e
direccoes futuras. Um relato de caso.
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ABSTRACT

Background: Huntington’s disease (HD) is
the commonest monogenic neurodegenera-
tive disorder. Behavioral and psychological
disturbances may predate the onset of motor
and cognitive symptoms. Psychotic features
are depicted by a minority of patients, usually
as atypical psychosis.

Aims: To report and discuss a clinical case
with significant particularities, from anamne-
sis and diagnosis to treatment considerations.

Methods: Direct clinical interviews and elec-
tronic clinical process examination. Research
on MEDLINE database, using the MeSH terms:
Huntington, psychosis, schizophrenia.

Results and Conclusions: A 63 year old male
presented an overall course and phenomenol-
ogy suggestive of very late onset schizophre-
nia. Later investigation asserted the diagnosis

of HD. We discuss the clinical features, phar-
macological management and the obstacles
to consider when obtaining a family history,
while highlighting the importance of under-
standing microsocial particularities when val-
uing social and occupational functioning. The
association between HD and psychotic features
may prove relevant to further understand the
genetic correlates of schizophrenia.

Key-Words: Huntington’s Disease; Schizo-
phrenia; Psychotic Disorders

RESUMO

Introducao: A doenga de Huntington (HD)
¢ a doenca neurodegenerativa monoge-
nética mais comum. Alteragoes comporta-
mentais e psicologicas podem anteceder os
sintomas motores e cognitivos. Fenomenos
psicoticos atipicos podem ser apresentados
por uma minoria de doentes.
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Objectivos: Apresentagdo e discussao de um
caso clinico com particularidades significa-
tivas, desde a anamnese e diagnostico até
consideracoes terapéuticas.

Métodos: Entrevistas clinicas directas e
consulta do processo clinico electronico.
Pesquisa na base de dados MEDLINE, para
os termos MeSH: Huntinglon, psicose, esqui-
z0frenia.

Resultados e Conclusoes: Um homem de
63 anos apresentou um curso e fenomeno-
logia sugestivos de esquizofrenia de inicio
tardio. A prossecucdo do estudo firmou o
diagndostico de HD. Discutem-se os aspec-
tos clinicos, a orientacdo terapéutica, e os
obstdculos a considerar na obtencdo dos
antecedentes familiares, sublinhando a
importancia de particularidades micros-
sociais na valorizagdo da funcionalidade
socio-ocupacional. A associagdo entre HD
e fenomenos psicoticos poderd relevar na
compreensdo dos correlatos genéticos da es-
quizofrenia.

Palavras-Chave: Doenga de Huntington;
Esquizofrenia, Perturbacoes Psicoticas

INTRODUCTION

Huntington's disease (HD) is the most com-
mon monogenic neurodegenerative disease
and the commonest form of genetic dementia,
with a prevalence of 10.6-13.7 individuals per
100 000 in the Western world. The transmis-
sion is autosomal dominant, meaning that the
presence of the mutation on either allele will
lead to the disease. The mutation consists of an
expanded CAG triplet near the Huntingtin gene
(HTT), which translates into the presence of a
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polyglutamine expansion at the N-terminus of
the Huntingtin protein'. Neuropathology stud-
ies demonstrate massive striatal degeneration,
with a loss of up to 95% of the GABAergic me-
dium spiny neurons projecting to the globus
pallidus and substantia nigra. Cortical and
subcortical atrophy is also visible. Etiopath-
ogenic studies are focusing on early synaptic
dysfunction, which point to a dysregulation
of glutamate release in the striatum mediat-
ed by N-metil D-aspartate (NMDA) receptor,
followed by cellular death and progressive
disconnection between cortex and striatum.
Current studies suggest that HD treatments
need to be designed according to the stage of
disease progression”. Disease onset is clinically
established when unequivocal extrapyramidal
motor signs are displayed, with a typical mid-
life onset (average 45 years old). Patients often
experience psychiatric and cognitive symp-
toms alongside subtle motor disturbances for
many years before HD diagnosis is established,
what some authors have called a “prodromal”
phase of HD®. The disorder is further compli-
cated by its notorious clinical heterogeneity,
even within families, regarding the relative
weight of the motor, cognitive and psychiat-
ric features. Chorea is the most striking mo-
tor manifestation, ranging from short-lived,
occasional and semi-purposeful excessive
movements or twitches of the face and ex-
tremities in earlier stages, and progressing to
constant and ample movements of the entire
body impairing eating, balance and voluntary
movement in general. Cognitive symptoms are
universal in HD, also ranging from mild cog-
nitive impairments in earlier stages, progress-
ing to overt subcortical and frontal dementia.
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A wide array of psychiatric manifestations has
been described, with depression and anxiety
being by far the most common. Apathy, irri-
tability and aggression, obsessive-compulsive
features, sexuality disturbances have all been
associated with HD, alongside psychosis to a
lesser extent’. Studies have identified rates of
psychosis between 7-11%, with a tendency to
present as isolated or atypical psychotic fea-
tures, with a wax and wane course, rather than
a full-blown schizophreniform expression.
Although psychotic features are not clearly
associated with the rate of progression of the
disorder, it seems that patients with an early
age of onset of HD are at greater risk of de-
veloping psychotic features. This is considered
an understudied area’. In this report, we are
particularly interested in the relation between
HD and schizophrenia-like psychotic features,
adding to a few other case reports that assert
similar presentations, in line with the sugges-
tion that the association may prove relevant
to our understanding of the highly complex
genetic correlates of schizophrenia. Addition-
ality, we will discuss the clinical features and
pharmacological management, focusing on
the description of the subtle signs that pointed
towards the diagnosis of HD and the obstacles
to consider when obtaining a family history,
while highlighting the importance of under-
standing microsocial particularities when val-
uing social and occupational functioning.

OBJECTIVES

To report and discuss a clinical case with many
significant particularities (from anamnesis
and diagnosis to treatment considerations),
added by a short narrative.
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MATHERIAL AND METHODS

The clinical elements reported were obtained
through direct clinical interviews and elec-
tronic clinical process examination. The au-
thors also performed a research on MEDLINE
database, using the MeSH terms: Huntington,
psychosis, schizophrenia.

RESULTS

J., a 63 year old male, was presented to the
Psychiatric Emergency Department by police
officers in the context of severe behavioral
disturbances including physical aggression of
a few unrelated passers-by and disorganized
speech. The clinical records of the emergency
psychiatric evaluation describe a highly sys-
tematized persecutory delusion involving the
mayor of his city, and probable auditory verbal
hallucinations and thought insertion phenom-
ena. The records are scarce, seemingly because
further subtler characterization was difficult as
the patient proved uncooperative and hostile.
Analytical examination was unremarkable. Al-
cohol test and drugs of abuse in the urine were
negative. CT scan showed ventriculomegaly
and a notable enlargement of the Sylvian fis-
sures, reported as overall suggesting a pattern
of disproportionately enlarged subarachnoid
space hydrocephalus (DESH). The first few days
in the ward were marked by frank hostility and
a sedimented, behaviorally dynamic paranoid
delusion, difficult to manage considering the
noticeable sensitivity to extrapyramidal side
effects of antipsychotic medication. Due to
government-imposed restrictions related to
the SARS-CoV2 pandemic, family visits and
in-person family interviews were restricted.
In our first contact with the patients’ ex-wife
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(signaled in the emergency report as the closest
family member of the patient), it was revealed
that there was a history of psychotic symptoms
evolving at least three years before admission.
The ex-wife (who was still living with the pa-
tient), explained that J. was illiterate, and
worked as a fisherman all his life until three
years, when growing conflicts with his cow-
orkers led him to be fired. He isolated himself
progressively at home, constantly mumbling
about “the mayor’s conspiracy against him”.
When he would go outside, he would “insult
everyone and get into fights, even with neigh-
bors we have known since a very young age”.
There had been no previous legal charges,
“everyone in the villa knew him and his ma-
nias”. She denied functional decline, and fur-
ther explained that they were still living as a
couple, and that the divorce was imposed by
the patient as a “veneer to escape the control of
the mayor”. They had been living in that small
fishing community their whole life. J. was the
youngest of five, three of which were deceased
due to a “family illness that came from their
late mother”. After relative behavioral stabi-
lization was achieved, a neurological exam-
ination revealed subtle motor disturbances.
These included grimacing, widened palpebral
fissures associated with frontalis contractions,
head nodding and turning, and sudden truncal
movements. A neuropsychological evaluation
revealed pathologic results in all areas evalu-
ated, with an overall score in the Mini Mental
State Examination of 9/30, and an Addenbro-
oke Cognitive Examination-Revised score of
32/100. The CT-scan images were rediscussed
with a specialized neurological imagiologist,
who asserted that the observed pattern was
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compatible with a pattern of atrophy. When we
were finally able to reach the patient’s son, he
informed us of the diagnosis of HD in several
members of the family; it became clear that
this was a taboo topic, since the patient’s son,
an educated 40 year old man, had previously
refused testing and was about to be a father. A
confirmatory genetic test was performed to our
patient, asserting the diagnosis of HD. A combi-
nation of Haloperidol, Olanzapine and Loraze-
pam were the first treatment options, with daily
doses of 5 mg, 10 mg and 2.5 mg, respectively.
However, due to the patients' lack of response
to the antipsychotics in this treatment and the
presence of extrapyramidal symptoms even
after beginning Trihexyphenidyl 2mg, the in-
itial olanzapine was discontinued and a switch
from haloperidol to risperidone was tried, first-
ly 3mg/day with increasing daily doses until
a maximum of 6 mg/day. Despite decreasing
chorea and some of the behavioral symptoms
such as angry outbursts, the psychotic activi-
ty was still present with this treatment option.
Risperidone was then switched to extended-re-
lease Quetiapine 100 mg. Quetiapine was slow-
ly titrated until 2 maximum of 300 mg and
concomitantly Memantine 20 mg was added.
As so, after 6 weeks and considering the many
psychopharmacological trials and errors above
mentioned, the patient was discharged with
no residual psychotic activity, prescribed with
extended-release Quetiapine 300mg, Trihexy-
phenidyl 2 mg bid, Memantine 20mg id and
Lorazepam 2.5 mg.

DISCUSSION AND CONCLUSIONS

Our discussion will firstly focus on the practi-
cal, clinical and therapeutic issues that arose
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from the case presented. Secondly, we will
avow the value of schizophrenia-like psychotic
presentations of HD in the understanding of
the genetic basis of said non-organic psycho-
sis, such as schizophrenia. Schizophrenia is
generally regarded as an illness with onset in
late adolescence or early adult life, however a
minority of patients first become ill in middle
or old age’. These late-onset cases constitute
15% of the schizophrenia patients and the lit-
erature states that approximately 20% to 25%
of patients with schizophrenia have an onset
of the disorder after age 407. About 50% of the
patients with late-onset schizophrenia have
symptoms that are indistinguishable from
those seen in schizophrenic patients with the
more typical younger age of onset. Despite the
similarities, there is no evidence that a pro-
gressive dementing disorder is associated with
onset in middle or old age®. When the disorder
arises between ages 40 and 60, it has been
thought to resemble the early-onset subtype,
although there are modest differences, such as
a preponderance of women, a lower level of
symptom severity, and less executive dysfunc-
tion. The very-late-onset subtype is also distin-
guished by higher rates of visual, tactile, olfac-
tory hallucinations and a greater prevalence
of persecutory, partition delusions and ab-
sence of formal thought disorder or negative
symptoms as well as lower genetic load’. The
clinical presentation of our patient could eas-
ily be ascribed to a diagnosis of very late onset
schizophrenia. Both the clinical features - in-
cluding systematized persecutory delusions,
auditory hallucinations and thought insertion
(a Schneiderian first rank symptom), along-
side less severe negative symptoms, and the
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social history (good prior occupational func-
tioning and marital history), would support
this diagnosis’. The subtle motor signs could
be easily overlooked by unexperienced psychi-
atrists. The long duration of untreated psycho-
sis is also noticeable, although not exceptional
— it has been recognized that smaller commu-
nities tend to be more tolerant and container
of even severe psychopathology than the cit-
ies’. The cognitive and functional decline
(which became evident as soon as the positive
psychotic symptoms faded and the neuropsy-
chological tests were performed) was unrecog-
nized by the ex-wife and the son. Literature
describes that many patients and their fami-
lies consider these psychiatric symptoms the
most distressing aspects of HD, as they result
in severe impairment and negative effect on
daily functioning®, whereas motor and cogni-
tive dysfunction is only moderately associated
by relatives to the severity of functional and
behavioral decline’. In our case, family per-
ceptions of impairment appeared to be due to
a sub-culturally mediated masking of the de-
cline — in this small fishing communities, it is
the norm that the male, while publicly being
the authoritative figure of the couple, is solely
focused on his working duties, and the female
partner is in charge of running all the house-
hold matters, including shoppingfinance
planning and management. The burden and
stigma associated with a family disease such
as HD is even severer in these small, highly in-
volved communities. That might have contrib-
uted to the resistance we encountered when
discussing the family history of the patient
with both his ex-wife and his son. Finally, it is
worth reminding the value of reviewing the
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complementary exams obtained in the emer-
gency department, and actualizing their inter-
pretation as new clinical information is col-
lected — a normal pressure hydrocephalus
would be a highly unlikely diagnosis in the
case described"’; the integration of the family
history of HD and the quantified cognitive de-
cline helped the imagiologist in the interpre-
tation of the brain images obtained. Consider-
ing the psychopharmacological management,
a first trial of haloperidol was prescribed in
order to control the psychotic manifestations
of HD. The literature enhances its potential
benefit in the presence of significant chorea
and abnormal involuntary movements due to
its high potency'. Olanzapine was also tried
simultaneously because of its evidence in re-
ducing both psychosis, agitation and aggres-
sion in HD™. Risperidone is another sec-
ond-generation antipsychotic with a possible
role in the treatment of motor and psychiatric
symptoms of HD, given its efficacy in Choreo-
athetotic movements and psychotic manifes-
tations without affecting cognitive perfor-
mances''. However, quetiapine was the
antipsychotic of choice due to its known mini-
mal extrapyramidal side effects. Based on cur-
rent evidence, quetiapine has the ability to
improve behavioral and psychotic symptoms
as well as agitation and irritability without
worsening motor functioning'"*!. On the
other hand, trihexyphenidyl acts as an an-
ticholinergic by inhibiting the efferent im-
pulses on the parasympathetic nervous system
and consequently it is used for the treatment
of tremors, spasms, and poor muscle control,
so it was prescribed in order to control the mo-
tor symptoms seen in our patient”. Additional-
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ly, considering the critical role of NMDA recep-
tor excitotoxicity that mediates cellular
dysfunction and death in the medium-sized
spiny neurons of the striatum in HD, Meman-
tine, an uncompetitive NMDA receptor antago-
nist, was thought to be beneficial for the cog-
nitive problems described®. The case we
presented manifested schizophrenia-like psy-
chiatric manifestations years before the devel-
opment of clear extrapyramidal or cognitive
changes. This contrasts with the usual psychi-
atric manifestations of HD. As stated in the
introduction, psychotic features are relatively
rare, and when present usually emerge shortly
or coincidentally with the onset of motor
symptoms. There are a few published studies
of cases or families that develop schizophreni-
form psychosis'”", raising the question that
this may be a specific phenotype of HD. The
favored hypothesis is that, in the families
where a co-occurrence of HD and schizo-
phreniform psychosis is observed, there is a
co-occurrence of the HD gene and a pro-schiz-
ophrenia gene or group of genes®. The HD
would act in lowering the threshold for the
emergence of a schizophrenic phenotype, in
families carrying other schizophrenia oligo-
genes. The possible aggregation of schizo-
phreniform phenotypes in certain HD families
may help clarify how these hypothetical
pro-schizophrenia genes act®. There are only
few case reports where this association is as-
serted, and further investigation is needed to
clarify the hypothesis of a link between
pro-schizophrenic poligenetic loading and the
occurrence of psychotic symptoms in HD. On
the other hand, an important dimension of
the case is the late emergence of a schizo-
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phreniform condition, with contours of cogni-
tive deterioration, which may be linked to a
specific and common gateway to both neuro-
degenerative dementias and primary psychiat-
ric disorders. In fact, late-onset schizophre-
nia-like psychosis appears to be a primary
psychiatric diagnosis that is clinically distinct
from psychotic symptoms that emerge among
established dementias™. Also, considering J.’s
case and previous history of psychotic symp-
toms years before the first admission, he could
easily fit in a schizophrenic patient with late
first-contact with the psychiatric hospital sys-
tem and, therefore, according to the literature,
having a two to three times higher risk of sub-
sequently getting a diagnosis of dementia®.
Particularly, the symptomatology framework
as well as the previous family history were a
main factor to consider HD and succeed in the
clinical investigation. In sum, psychiatric
symptoms are part of the HD clinical triad that
also includes abnormal movements (typically
chorea) and cognitive impairment*. Consid-
ering the psychiatric dimension, psychotic
symptoms are rarer, with few reports describ-
ing full-blown schizophrenic features antedat-
ing motor and cognitive features of the disor-
der. The authors presented the case of a 63
year old male with a clinical presentation sug-
gestive of very late onset schizophrenia. The
semiological findings were discussed, along-
side the impact of subcultural factors in ap-
preciating fundamental anamnestic issues. It
has been suggested that the genetic study of
these patients may help clarify the identifica-
tion and role of pro-schizophrenic genes. More
reports are needed to reinforce this clinical
hypothesis and prompt further genetic studies.

Revista do Servico de Psiquiatria do Hospital Prof. Doutor Fernando Fonseca, EPE

Conflitos de Interesse / Conflicting Interests:
0Os autores declaram n2o ter nenhum conflito de
interesses relativamente ao presente artigo. / The
authors have declared no competing interests
exist.

Fontes de Financiamento / Funding:

Nao existiram fontes externas de financiamento
para a realizacdo deste artigo. / The authors have
declared no external funding was received for
this study.

REFERENCES / BIBLIOGRAFIA

1. Bates GP, Dorsey R, Gusella JE, Hayden MR, Kay
C, Leavitt BR, et al. Huntington disease. Nature
reviews. Disease primers. 2015;1:15005.

2. Raymond LA, André VM, Cepeda C, Gladding
CM, Milnerwood AJ, Levine MS. Pathophysiol-
ogy of Huntington's disease: time-dependent
alterations in synaptic and receptor function.
Neuroscience. 2011;198:252-273.

3. Ha AD, Fung VS. Huntington's disease. Curr
Opin Neurol. 2012;25(4):491-498.

4. Goh AM, Wibawa P, Loi SM, Walterfang M,
Velakoulis D, Looi JC. Huntington's dis-
ease: Neuropsychiatric manifestations of
Huntington's disease. Australas Psychiatry.
2018;26(4):366-375.

5. Rocha NP, Mwangi B, Gutierrez Candano CA,
Sampaio C, Furr Stimming E, Teixeira AL.
The Clinical Picture of Psychosis in Manifest
Huntington's Disease: A Comprehensive Anal-
ysis of the Enroll-HD Database. Front Neurol.
2018;9:930.

6. Howard R, Rabins PV, Seeman MV, Jeste DV.
Late-onset schizophrenia and very-late-onset
schizophrenia-like psychosis: an internation-
al consensus. The International Late-On-

YLoGOos www.psilogos.com

Junho e Dezembro 2021 * Vol. 19 e N.°1e2



Alexandre Gomes, Marcia Rodrigues, Bruno Silva, Eduardo Goncalves, Emanuel Santos

PsiLogos * pp 75-83

set Schizophrenia Group. Am ] Psychiatry.
2000;157(2):172-178.

7. Cohen CI, Freeman K, Ghoneim D, Vengassery
A, Ghezelaiagh B, Reinhardt MM. Advances in
the Conceptualization and Study of Schizo-
phrenia in Later Life. Psychiatr Clin North Am.
2018:41(1):39-53.

8. Cort, E., Meehan, J., Reeves, S., & How-
ard, R. (2017). Very Late—Onset Schiz-
ophrenia-Like Psychosis: A Clinical Up-
date. Journal Of Psychosocial Nursing And
Mental Health Services, 56(1), 37-47. doi:
10.3928/02793695-20170929-02.

9. Bhavsar V, Schofield P, Das-Munshi J, Hender-

son C. Regional differences in mental health

stigma-Analysis of nationally representative

data from the Health Survey for England, 2014.

PLoS One. 2019;14(1):¢0210834.

Hamilton J, Salmon D, Corey-Bloom ], et al.

Behavioural abnormalities contribute to func-

tional decline in Huntington’s disease. ] Neurol

Neurosurg Psychiatry 2003;74:120—122.

Unti E, Mazzucchi S, Palermo G, Bonuc-

celli U, Ceravolo R. Antipsychotic drugs in

Huntington's disease. Expert Rev Neurother.

2017;17(3):227-237.

Grove VE Jr, Quintanilla J, DeVaney GT. Im-

provement of Huntington's disease with

olanzapine and valproate. N Engl ] Med.
2000;343(13):973-974.

13. Alpay M, Koroshetz W. Quetiapine in the Treat-
ment of Behavioral Disturbances in Patients
With Huntington’s Disease. Psychosomatics.
Psychosomatics 2006; 47:70-72

14. Seitz DP, Millson RC. Quetiapine in the man-
agement of psychosis secondary to hunting-
ton's disease: a case report. Can J Psychiatry.
2004:49(6):413.

10.

11.

12.

Revista do Servico de Psiquiatria do Hospital Prof. Doutor Fernando Fonseca, EPE

15. Jilani TN, Sabir S, Sharma S. Trihexyphenidyl.
In: StatPearls. Treasure Island (FL): StatPearls
Publishing; 2022

16. Fernandes HB, Raymond LA. NMDA Receptors
and Huntington’s Disease. In: Van Dongen AM,
editor. Biology of the NMDA Receptor. Boca
Raton (FL): CRC Press/Taylor & Francis; 2009.
Chapter 2.

17. Tsuang D, DiGiacomo L, Lipe H, Bird TD. Fa-

milial aggregation of schizophrenia-like

symptoms in Huntington's disease. Am | Med

Genet. 1998;81(4):323-327.

Tsuang D, Almqvist EW, Lipe H, et al. Fa-

milial aggregation of psychotic symptoms

in Huntington's disease. Am ] Psychiatry.
2000;157(12):1955-1959.

Lovestone S, Hodgson S, Sham P, Differ

AM, Levy R. Familial psychiatric presenta-

tion of Huntington's disease. ] Med Genet.

1996;33(2):128-131.

Corréa BB, Xavier M, Guimaraes J. Association

of Huntington's disease and schizophrenia-like

psychosis in a Huntington's disease pedigree.

Clin Pract Epidemiol Ment Health. 2006;2:1.

Published 2006.

Berrios GE, Wagle AC, Markova IS, Wagle SA,

Rosser A, Hodges JR. Psychiatric symptoms in

neurologically asymptomatic Huntington's

disease gene carriers: a comparison with gene
negative at risk subjects. Acta Psychiatr Scand.
2002;105(3):224-230.

Belbeze J, Gallarda T. Very-late-onset psy-

chotic symptoms: psychosis or dementia? A

phenomenological approach. A systematic

review. Geriatr Psychol Neuropsychiatr Vieil.
2020;18(1):77-86.

Kgrner A, Lopez AG, Lauritzen L, Andersen PK,

Kessing LV. Late and very-late first-contact

18.

19.

20.

21.

22.

23.

YLoGos www.psilogos.com

82

Junho e Dezembro 2021 * Vol. 19 e N.1e2



Schizophrenic-like psychosis presentation of Huntington’s disease PsiLogos * pp 75-83

schizophrenia and the risk of dementia- a na-  24. Bordelon =~ YM.  Clinical  neurogenet-
tionwide register based study. Int J Geriatr Psy- ics: huntington disease. Newrol Clin.
chiatry. 2009;24(1):61-67. 2013;31(4):1085-1094.

Revista do Servico de Psiquiatria do Hospital Prof. Doutor Fernando Fonseca, EPE

WLOGOS www.psilogos.com 83 Junho e Dezembro 2021 * Vol. 19 e N.°1e2



	



