
1. VPSPr with valine homozygosity at codon 129 presents with early neuropsychiatric symptoms and cognitive decline, mimicking 
frontotemporal degeneration and may evade standard diagnostic techniques. 

2. VPSPr should be considered in slower-progressing cases of rapidly progressive dementia.
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Sporadic prion diseases (SPDs) are phenotypically 
heterogeneous, making them difficult to diagnose in 
the setting of slower disease progression. Initial 
neuropsychiatric changes and marked cognitive 
decline, in the  absence of classical signs (e.g., 
ataxia, myoclonus), further complicates differential 
diagnosis. We present a neuropathologically-
confirmed case of variably protease-sensitive 
prionopathy (VPSPr) - a rare, molecular subtype of 
sporadic prion disease, with valine homozygosity at 
codon 129, which has been associated with early 
neuropsychiatric and cognitive symptoms. 
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Not So Rapidly Progressive Dementia: 
A Case of Variably Protease-Sensitive Prionopathy (VPSPr)

59-year-old female with 20 years of education 
presented with mild cognitive dysfunction and 
depression with psychotic features. 
• Variable report of psychiatric/cognitive symptom 

onset, ranging from weeks to months prior to ED 
presentation.

ED Presentation 
(Month 0)

Psychiatric hospitalization (one month)
• Initiation of sertraline and risperidone
• Unrevealing medical work-up (serologies, CSF 

analysis, MRI, EEG)
• Completed 7 sessions of right-temporal 

electroconvulsive therapy (ECT)
Partial Hospitalization Program (two months)
• Despite improvement in mood symptoms, 

cognitive symptoms persisted. Behavior and 
affect were often unusual/incongruent with context 
or situation. 

Initiation of psychiatric treatment 
(Months 1-3)

Results revealed significant variability across 
cognitive domains, salient deficits in visually-
mediated attention (with some hemi-neglect) 
and right hemisphere functions. The profile was 
concerning for emerging frontotemporal dementia 
versus sequelae of ECT.

Neuropsychological Evaluation 
(Month 2)

Results revealed significant decline in all 
cognitive domains, notably processing speed 
and executive functioning. Decline was also 
noted in some social perception skills. Profile 
possibly concerning for frontotemporal dementia but 
rate of decline concerning for rapidly progressive 
dementia.

2nd Neuropsychological Evaluation 
(Month 6)

CSF analysis demonstrated:
• Total tau = 1226 pg/mL
• Positive 14-3-3 protein
• Positive real-time quaking-induced conversion 

(RT-QuIC)
• Negative panel of autoimmune encephalitides

Additional CSF Analysis 
(Month 6)

Month 8 - Worsening apraxia (e.g., unable to 
unlock the door)
Month 11 – Required prompting for ADLs, dressing 
apraxia.
Month 13 – Sensitivity to tags in clothing and shoes 
(itchy)
Month 14 - Difficulty with reality testing while 
watching movies, resulting in agitation
Month 16 – Increased frequency of falls

Functional Decline
(Month 6 to Month 18))

Significant decline in mobility (e.g., inability to raise 
herself from the couch) triggered referral for hospice 
care services. 
In months 18-20, there was progressive decline in 
comprehension and verbal expression (akinetic 
mutism). By month 23, was only noted to make 
intermittent eye contact.

Initiation of Hospice Care
(Month 18 to Month 24)

Final Diagnosis: VPSPr
Western Blot = positive
PRNP Gene Sequence Analysis Results:
• Pathogenic variant - not detected
• Codon 129 Polymorphism - 129 Valine/Valine (V/V)
Brain Autopsy:
• Frontal atrophy with lesser atrophy of the parietal and 

temporal lobes
• Negative for beta-amyloid, tau, and alpha-synuclein

Death and Autopsy
(Month 24)

Figure 1

Timeline Illustrating Symptom Presentation and Course of Care 

DISCUSSION 
This case highlights difficulties accurately detecting VPSPr. The 
patient initially presented with prominent psychiatric and cognitive 
symptoms; however, early variability in her level of insight and 
cognitive dysfunction were not entirely consistent with 
frontotemporal degeneration. Slower progression of VPSPr may 
reduce clinical suspicion for rapidly progressive dementia, 
potentially delaying appropriate diagnostic evaluation. This case 
represents a typical disease duration relative to other cases with 
valine homozygosity at codon 129 described in the literature. While 
RT-QuIC and 14-3-3 protein were both positive, RT-QuIC has been 
found to be less sensitive to VPSPr relative to typical Creutzfeldt-
Jakob disease (CJD). Pertinent negatives included absence of 
classic neurodiagnostic findings (MRI, EEG), suggesting VPSPr 
may evade standard diagnostic techniques. 

Information was gathered via review of medical 
records, including progress notes (e.g., History & 
Physical, Progress Notes, Consultations, Procedure 
Notes), laboratory results (e.g., serologies, 
cerebrospinal fluid (CSF) analysis), neurodiagnostics 
(e.g., magnetic resonance imaging (MRI), 
electroencephalogram (EEG)), neuropsychological 
testing, and Prion Protein (PRNP) Gene Analysis.  
See Figure 1.
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