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1   |   INTRODUCTION

Creutzfeldt-Jakob disease (CJD) is a deadly neurodegen-
erative illness that belongs to the family of transmissible 
spongiform encephalopathies (TSEs), sometimes referred 

to as “prion diseases”, and its annual incidence ranges 
from 1.0 to 1.4 per million in the United States.1

CJD is characterized by rapidly progressive demen-
tia in older adults, with death typically occurring within 
1 year of illness onset.2 In addition to rapidly progressive 
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Key Clinical Message
Creutzfeldt-Jakob disease (CJD) is a rapidly progressive, fatal neurodegenerative 
disorder. This case highlights parkinsonism as a rare initial manifestation of spo-
radic CJD (sCJD), emphasizing the need for heightened clinical awareness to pre-
vent misdiagnosis. Early and accurate diagnosis of sCJD is crucial for preventing 
potential iatrogenic transmission and optimizing patient management.

Abstract
Creutzfeldt-Jakob disease (CJD) is a fatal neurodegenerative illness. While move-
ment disorders may be present at the onset of the disease in about half of those with 
sporadic CJD (sCJD), parkinsonism is a rare initial presentation. In this article, we 
report a case of CJD with parkinsonism as the initial presentation of the disease. 
We report a 69-year-old lady with initial symptoms of gait difficulty, tremor, and 
bradykinesia. Later, she developed cognitive impairment, ataxia, chin tremor, and 
myoclonic jerks. Her condition worsened to the point of akinetic mutism. She was 
diagnosed with probable sCJD after detecting protein 14-3-3 in her cerebrospinal 
fluid and observing typical imaging features.This case report illustrates important 
aspects of an inevitably fatal and rapidly progressing disease's early presentation and 
clinical features. The uncommon initial presentations of sCJD should be considered 
with the intent of preventing misdiagnosis in the future. Early diagnosis of sCJD can 
prevent possible iatrogenic disease transmission and improve patient care.
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dementia, several characteristic features may aid in diag-
nosing CJD. They include focal or generalized myoclonus 
(may be stimulus responsive), progressive visual symp-
toms, cerebellar ataxia, or dysarthria.3

Approximately half of the patients with sporadic 
CJD (sCJD) may have movement disorder at the onset 
of the disease presentation.4 Several movement disor-
ders have been described in many patients with CJD. In 
addition, the frequency of movement disorders will be 
increased with the disease duration. These movement 
disorders can also occur early and have been described 
as initial manifestations of the illness.5 Myoclonus is the 
most frequent abnormal movement in sCJD and may be 
stimulus-responsive.6 Others include chorea, dystonia, 
tremor, rigidity, and parkinsonism. A recent systematic 
review reported parkinsonism and isolated rigidity in 
7.3% and 43.9% of patients with sCJD, respectively. The 
median time from the onset of parkinsonism to death 
was 3 months, indicating a late presentation during the 
disease course.4

In this article, we present a case of CJD initially 
manifesting with extrapyramidal symptoms. This case 
is notable for its unusual presentation of parkinsonism 
characterized by prominent gait disturbance, rigidity, and 
bradykinesia. It underscores that parkinsonism can be an 
initial feature of sCJD. This highlights the importance of 
considering CJD in the differential diagnosis of parkin-
sonism with atypical features and demonstrates the rap-
idly progressive and fatal nature of sCJD, which remains 
incurable despite immunotherapy.

2   |   CASE HISTORY

A 69-year-old woman was referred to our hospital with a 
history of gait disturbance that had begun 8 months ear-
lier. Within the onset of gait difficulty, the family also 
noticed a symmetrical tremor in her hands and slowness 
of movements during daily activities accompanied by fre-
quent falls.

About a month after the initiation of her symptoms, 
she reported a strange sensation inside her body without 
any objective phenomenon that was described as “chills 
inside her body.” Afterward, behavioral change became 
apparent in the form of delusion of persecution, changes 
in personality, and feelings of fear without reason. She be-
came paranoid about others and had less confidence in 
close relatives.

A few months later, her gait worsened with the need 
for a walking aid and intensified tremors in both hands 
and her chin. Progressively she lost the ability to walk 
without help, and generalized myoclonic jerks appeared.

Notably, her past medical history included breast 
cancer diagnosed 2 years before this admission. She has 
undergone lumpectomy and chemoradiotherapy and, sub-
sequently, oral tamoxifen. The follow-up had not shown 
any evidence of the relapse of the tumor.

After 8 months of initial presentation, the neurologi-
cal examination revealed an awake and alert lady but not 
completely oriented to time and place. The Mini-Mental 
Status Examination (MMSE) score was 13 out of 30. 
Rigidity and bradykinesia were detected symmetrically on 
both sides. She had a resting tremor in both hands and 
her chin. The gait examination revealed a stooped posture 
with a short stepping gait and occasional freezing. Deep 
tendon reflexes were all symmetrically +1 to +2, and 
plantar reflexes were downward bilaterally. Although the 
sensory examination revealed no remarkable findings, the 
patient stated distal paresthesia of the upper limbs. Other 
positive findings in the examination were grasp reflex, uti-
lization behavior, and the Myerson sign.

3   |   METHODS

After admission, a comprehensive workup was performed 
with the clinical features of rapidly progressive demen-
tia, parkinsonism, behavioral change, and frontal release 
signs. Blood and urine tests were normal, including elec-
trolytes, liver, and kidney function tests, and level of vita-
min B12. Tests for systemic vasculitis were all negative. 
Thyroid function tests and Anti-thyroid peroxidase anti-
body were in the normal range. According to the history of 
breast cancer, paraneoplastic and autoimmune antibodies 
in the blood and cerebrospinal fluid (CSF) were assessed, 
which showed no positive result. CSF analysis revealed no 
white blood cells and normal values for glucose and pro-
tein (39 mg/dL). The complementary tests revealed that 
the 14-3-3 protein was positive in CSF.

The brain MRI had typical features of sCJD. It 
showed T2 and FLAIR hyperintensities in bilateral cau-
date, putamina, and medical thalami with water restric-
tion in Diffusion-weighted imaging (DWI). In addition, 
there were typical cortical ribboning patterns in bilateral 
parieto-occipital and bilateral medial frontal regions in 
DWI (Figure  1). The electroencephalography (EEG) re-
vealed nonspecific generalized slowing without any peri-
odic sharp waves (Figure 2).

Before completing the diagnostic workup and based on 
the significant history of old malignancy, a therapeutic trial 
of corticosteroid with 1000 mg methylprednisolone in 5 
successive days was initiated. Still, no change was detected 
in the patient's condition. The patient was discharged for 
palliative care because there is no cure for CJD.
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4   |   OUTCOME

In the aftermath, urinary incontinence appeared, and 
both ataxia and parkinsonism deteriorated. Throughout 
4 months, she gradually lost the ability to talk and motor 
functions, becoming akinetic-mutic. Finally, she was 
ventilated, and after 1 month, she passed away due to 
cardiorespiratory failure. The overall duration between 
the initial presentation and death lasts approximately 
13 months.

5   |   DISCUSSION

According to Revised International Creutzfeldt-Jakob 
Disease Surveillance Network Diagnostic Criteria, the 
patient's clinical presentation and laboratory findings 
were consistent with the probable sCJD. She had typical 
clinical features (i.e., dementia, extrapyramidal features, 
myoclonus, akinetic mutism) with a disease duration of 
fewer than 2 years, positive 14-3-3 assay, and typical MRI 
features.7

Previous studies reported that apart from cognitive de-
cline, the most common symptom of CJD is gait ataxia. 

The initial presentation of extrapyramidal signs may be 
seen in a minority of the patients which may be hypoki-
netic or hyperkinetic.8,9 It should be noted that due to its 
low frequency and clinical heterogeneity, sCJD is likely 
under-recognized, especially in low- and middle-income 
nations. Several difficulties relating to the diagnosis of 
CJD have been reported, including financial limits, lack 
of testing facilities, underdeveloped healthcare infrastruc-
ture, scarcity of specialists, and regional disparities be-
tween rural and urban centers.10

Moreover, several neurodegenerative diseases can mimic 
CJD. Alzheimer's disease (AD) and dementia with Lewy 
bodies (DLB) can both present with rapidly progressive de-
mentia, but AD typically progresses more slowly and lacks 
the prominent extrapyramidal signs, myoclonus, and visual 
disturbances seen in CJD. DLB, while presenting with de-
mentia, parkinsonism, and visual hallucinations like CJD, 
usually has a more gradual onset. Frontotemporal dementia 
(FTD) may resemble CJD in terms of behavioral changes 
and cognitive impairment, but it progresses more slowly 
and lacks prominent extrapyramidal features. Corticobasal 
degeneration (CBD) shares similarities with CJD, such as 
cognitive impairment and movement disorders, but it also 
progresses more gradually.11,12 Additionally, the diversity of 

F I G U R E  1   Axial brain MRI, DWI, and corresponding ADC sequences show water-restriction appearance (DWI hyperintensity and 
ADC hypointensity) in bilateral caudate, putamina, and medial thalamic cortical ribboning at bilateral parieto-occipital and medial frontal 
lobes.
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initial symptoms is one of the clinical difficulties that may 
lead to misdiagnosis. Several cases of CJD have been re-
ported that atypical initial symptoms lead to misdiagnosis.13 
In one retrospective study, only 18% of patients were diag-
nosed correctly at their first assessment.12

Cases of CJD with initial presentation of extrapyrami-
dal symptoms have been reported before.14 Amongst the 
movement disorders presented with CJD, myoclonus is by 
far the most seen movement disorder associated with CJD. 
Typically, myoclonus is generalized and distributed in the 
limbs but may be focal or unilateral, as reported by Razme 
and his colleagues.6,15 Dystonia, choreoathetosis, tremor, 
and parkinsonism have also been reported. Generalized 
chorea accompanied by dystonia of upper limbs was re-
ported in a 71-year-old lady by Tan and colleagues.15 
Extrapyramidal syndrome (typically akinetic mutism) is 

characteristic of the final stages of the disease; however, 
atypical parkinsonism may occur as an initial presen-
tation. Cases have been reported with other features re-
sembling CBD, Progressive supranuclear palsy, FTD, and 
Parkinson's disease.

In most cases, gait difficulty and rigidity were often 
associated with other signs. The subacute course of the 
symptoms with rapid cognitive decline and generalized 
myoclonus suggested CJD.5

A post-mortem brain pathology of spongiform degen-
eration was reported in a patient with progressive de-
mentia and parkinsonism, and the disease course lasted 
4 years. However, Lewy bodies were detected in the brain 
stem. The authors noted that the patient had both sCJD 
and Parkinson's disease simultaneously.16 Interestingly, 
a case of rapidly progressive Parkinsonism, in which he 

F I G U R E  2   EEG Trace (10-20 System) longitudinal (double banana) (above) and transverse (below) montages revealed a generalized 
slowing in theta range. Note that high-frequency muscle artifact was seen in the FP1 lead.
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could not perform his daily activities within 2 months, was 
reported in a 71-year-old Korean man.14

By reporting this case, we aim to emphasize one of the 
uncommon initial presentations of sCJD to prevent future 
misdiagnosis. Early diagnosis of sCJD prevents possible 
iatrogenic transmission of the disease and is essential for 
the patient and caregivers to provide proper care.
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