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Abstract

The aim of this letter to the editor is to discuss the influence of SARS-CoV-2 infection on the progression of sporadic
Creutzfeldt-Jakob disease (sCJD). A 73-year-old male was diagnosed with sCJD based on the clinical presentation,
cerebral MRI, FDG-PET, and elevated 14-3-3 in cerebrospinal fluid. One month earlier he had suffered a slight COVID-
19 infection. It was concluded that COVID-19 can lead to accelerated pathogenesis and exaggerated manifestations

of sCJD.

Keywords SARS-CoV-2, COVID-19, Creutzfeldt—Jakob disease, Prion disorder, Neurodegeneration

To the Editor

Introduction

We read with interest the article by Alloush et al. about
a 73-year-old male with sporadic Creutzfeldt—Jakob dis-
ease (sCJD) beginning 1 month after mild SARS-CoV-2
infection [1]. The diagnosis of sCJD was based on the
clinical presentation, cerebral MRI, FDG-PET, and posi-
tive 14-3-3 test [1]. It was concluded that COVID-19 can
lead to accelerated pathogenesis and exaggerated mani-
festations of sCJD [1]. The study is appealing but raises
concerns and comments.

Main text

The major limitation of the study is that the diagnosis
sCJD was not confirmed by autopsy. Clinical diagnostic
criteria of sCJD include a combination of characteristic
neuropsychiatric symptoms and signs, elevated cerebro-
spinal fluid (CSF) proteins 14-3-3, high CSF tau protein,
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EEG, MR, and real-time quaking-induced conversion
(RT-QuIC) [2], but the definite diagnosis is made by
autopsy. The sensitivity and specificity of the tests used
do not exceed 92% and 95%, respectively [3].

A second limitation of the study is that the CSF was not
tested for SARS-CoV-2 by PCR. A negative nasopharyn-
geal swab test does not rule out cerebral SARS-CoV-2
infection. A negative PCR for SARS-CoV-2 in the CSF
would have ruled out infectious SARS-CoV-2 enceph-
alitis. Immune encephalitis caused by SARS-CoV-2
infection could have been excluded by the absence of
antibodies associated with immune encephalitis and nor-
mal CSF levels of cytokine, chemokines, and glial factors.

We disagree with the statement that there was a rapid
deterioration as the patient died 4 months after the dis-
ease onset [1]. The average duration of symptoms in
patients with sCJD is 4 months of disease duration [4],
so there is no acceleration or worsening of neurological
deterioration or shortened survival. At the same time,
the study design (case report) is not suitable for the con-
clusion that when a sCJD patient is infected with SARS-
CoV-2, neurological decline is accelerated, worsened and,
consequently, overall survival is shortened [1]. From a
single patient and the lack of a control group, such con-
clusions remain unsupported. Whether SARS-CoV-2
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infection actually worsens and accelerates that sCJD
needs to be investigated by a multicentre design in
patients with autopsy-confirmed sCJD.

Conclusions

Overall, the elegant study has several limitations that
put the results and their interpretation into perspective.
Addressing these issues would strengthen the conclu-
sions and could improve the status of the study. Before a
supportive relationship between SARS-CoV-2 and sCJD
can be established, appropriate studies with a prospec-
tive, multicentre design need to be conducted. The diag-
nosis of sCJD must be confirmed by an autopsy.

Abbreviations

CcID Creutzfeldt-Jakob disease

CSF Cerebrospinal fluid

MRI Magnetic resonance imaging
PET Positron emission tomography

Acknowledgements
None.

Author contributions
JF: design, literature search, discussion, first draft, critical comments. All
authors have read and approved the manuscript.

Funding
None received.

Availability of data and materials
All data reported are available from the corresponding author.

Declarations

Ethical approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no conflicts of interest.

Received: 30 July 2023 Accepted: 18 November 2023
Published online: 27 November 2023

References

1. Alloush TK, Alloush AT, Abdelazeem Y, Shokri HM, Abdulghani KO,
Elzoghby A. Creutzfeldt-Jakob disease in a post-COVID-19 patient: did
SARS-CoV-2 accelerate the neurodegeneration? Egypt J Neurol Psychiatr
Neurosurg. 2023;59(1):69. https://doi.org/10.1186/541983-023-00666-Y.

2. Hermann P, Appleby B, Brandel JP, Caughey B, Collins S, Geschwind MD,
Green A, Haik S, Kovacs GG, Ladogana A, Llorens F, Mead S, Nishida N, Pal
S, Parchi P, Pocchiari M, Satoh K, Zanusso G, Zerr |. Biomarkers and diag-
nostic guidelines for sporadic Creutzfeldt-Jakob disease. Lancet Neurol.
2021;20(3):235-46. https://doi.org/10.1016/51474-4422(20)30477-4.

3. Guo B, Ho T, Potamianos R. Case report of rapid onset cognitive and
functional decline: diagnosis of sporadic Creutzfeldt-Jakob disease. Aust J
Gen Pract. 2018;47(3):127-8. https://doi.org/10.31128/AFP-08-17-4313.

Page 2 of 2

4. Parchi P, Giese A, Capellari S, Brown P, Schulz-Schaeffer W, Windl O, Zerr |,
Budka H, Kopp N, Piccardo P, Poser S, Rojiani A, Streichemberger N, Julien
J,Vital C, Ghetti B, Gambetti P, Kretzschmar H. Classification of sporadic
Creutzfeldt-Jakob disease based on molecular and phenotypic analysis of
300 subjects. Ann Neurol. 1999;46(2):224-33.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Submit your manuscript to a SpringerOpen®
journal and benefit from:

» Convenient online submission

» Rigorous peer review

» Open access: articles freely available online
» High visibility within the field

» Retaining the copyright to your article

Submit your next manuscript at » springeropen.com



https://doi.org/10.1186/s41983-023-00666-y
https://doi.org/10.1016/S1474-4422(20)30477-4
https://doi.org/10.31128/AFP-08-17-4313

	Acceleration of sporadic Creutzfeldt–Jakob disease progression by COVID requires evidence from appropriately designed studies
	Abstract 
	Introduction
	Main text
	Conclusions
	Acknowledgements
	References


