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ABSTRACT

Cervical dystonia, is a neurological condition characterized by involuntary neck muscle contractions,
abnormal head and neck postures. This case report describes a 63-year-old male with Parkinsonism and
early dementia who developed severe cervical dystonia after starting Donepezil, a cholinesterase inhibitor
used to manage cognitive impairment. The patient came with complaints of difficulty in sitting, mild
rigidity and anterior neck flexion. Discontinuation of Donepezil led to significant improvement;
subsequent treatment with Trihexyphenidyl was effective. This case underscores the importance of
monitoring for rare but serious side effects of cholinesterase inhibitors and highlights the need for further
research into their mechanisms and risk factors.
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INTRODUCTION

Spasmodic torticollis, a different term for cervical dystonia, is a severe neurological condition
characterized by sporadic, unbearable neck muscular spasms. This medical condition can result in severe
cervical pain and discomfort along with prolonged, repetitive head twisting or tilting®!" It can negatively
affect daily functioning and quality of life™ .Certain individuals may be more prone to developing
movement disorders like cervical dystonia when their cholinergic systems are modulated by drugs like
Donepezil ¥.Donepezil is commonly used to treat Alzheimer's disease and parkinsonism by inhibiting
acetylcholinesterase. Donepezil-induced cervical dystonia likely arises due to cholinergic overactivity,
which disrupts the balance between neurotransmitters, especially in the basal ganglia, leading to abnormal
muscle contractions. Amongst nervous system disorders, 20% of all ADRs are reported globally in which
only 48 cases of dystonia have been reported in the Vigiaccess database.

CASE REPORT
A 63-year-old male patient came to neurology department with complaints of slowness of movements,
tremors and postural imbalance on 5" March, 2021. He was diagnosed with Parkinsonism and started the
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therapy with Tab. Pramipexole 0.25 mg, two tablets three times daily. He is a known case of type 2
diabetes mellitus (15 years), systemic hypertension (more than 10 years ) and BPH (1 year). He has a
history of panhypopituitarism and was on replacement therapy (4 years). On follow up, Tab. Pramipexole
0.25 mg was replaced by Tab. Donepezil 5 mg once daily from 14" July, 2022 and then increased to 10
mg once daily from 29" December, 2022 as patient developed parkinsonism with early dementia. While
he was on Donepezil he developed cervical dystonia with severe anterocollis. He experienced difficulty
getting up from sitting posture, mild rigidity and has anterior neck flexion. Upon diagnosis, the patient
was found to have cervical dystonia (suspected due to donepezil). Donepezil withheld and patient started
on Trihexyphenidyl therapy at a dose of 0.5 mg, two times daily for 1 month.

Upon evaluation at our Adverse Drug Reaction (ADR) Monitoring Center, the causality was determined
to be “probable” using the WHO-UMC Causality Assessment Scalel® . The type of ADR was classified as
“Type C” according to the Rawlins—Thompson classification!®! and was assessed as “Level 3, Moderate”
in terms of severity based on the Hartwig’s scale*® As per the WHO criteria, Plthe seriousness of the
reaction was categorized as “other medically important,” and the outcome of the reaction
was “Recovering.” In addition, according to the Schumock and Thornton scale*!! the ADR was
deemed‘“‘nonpreventable”As per Naranjo’s adverse drug reaction probability assessment scale it is
possible ADR . The assessment of causality and other attributes of the ADR was conducted using
established scales and criteria to ensure comprehensive and standardized evaluation scale

DISCUSSION

Donepezil, a cholinesterase inhibitor, helps to treat dementia in Parkinson's disease and related cognitive
impairment [ | A rare side effect of Donepezil is dystonia. When Donepezil 5 mg/day was administered
to a patient with probable dementia with Lewy bodies (DLB), the patient developed cervical dystonia,
specifically anterocollis. After quitting donepezil, the dystonia improved which indicates that donepezil
may cause cervical dystonia in DLB patients ™. Donepezil induced cervical dystonia in patient with
Parkinson’s disease , Alzheimer’s disease are rarely seen and should be properly monitored for such
conditions.

CONCLUSION

This case report highlights the occurrence of Donepezil-induced cervical dystonia in a patient with
parkinsonism and early dementia. Health-care professionals should be vigilant in monitoring drug induced
dystonia in patients receiving cholinesterase inhibitors and promptly identify and manage adverse events
to ensure optimal patient care. Further research is warranted to better understand the mechanisms and risk
factors associated with donepezil induced cervical dystonia
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