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Abstract

Background: Empirical studies have so far demonstrated associations between COVID-19 and psychiatric manifestations. Research is still ongoing to know more
about this novel virus responsible for the COVID-19 Infection. Several strains of the COVID-19 Vaccines were developed at the peak of the pandemic to combat this
great challenge to human health and life with each vaccine having its own unique characteristics. It is established that autoimmune reactions could occur following
vaccinations or viral infections. This case is presented to point attention toward the possibility of psychiatric symptoms arising as post-COVID-19 Vaccine autoimmune-
related reactions.

Case presentation: A Nigerian woman in her 50s with 1<t episode of psychiatric disorder is reported here. She was mentally stable until day 2 of receiving the 2" dose
of the Astra Zeneca COVID-19 vaccine. She developed symptoms with a similar profile with a diagnosis of mania with psychotic symptoms, with a differential diagnosis
of an organic psychotic disorder. All symptoms resolved within 2 weeks of commencement of treatment. In addition, there was a preceding history of a mild fever and
cough following the second dose of the COVID-19 vaccine which spontaneously resolved giving way to the psychiatric symptoms manifestations. All these raise the index
of suspicion that there could have been an autoimmune limbic encephalitis precipitated by the COVID-19 Vaccine administration.

Important discussion points: The coincidence of 1t episode of Bipolar affective symptoms at the mid-life stage, preceded by 2 days of COVID-19 vaccine and genetic
predisposition in the reported case calls for attention. Studies have shown that the COVID-19 vaccine may induce autoimmune conditions such as myocarditis, thrombotic
thrombocytopenia, and IgA vasculitis. These reactions are commoner in middle-aged Females. Susceptibility to these reactions has a strong association with genetic
predisposition and the limbic region of the brain that controls human emotions is a highly susceptible area. Thus, the COVID-19 vaccine autoimmune response may be an
epiphenomenon in an individual with a likely risk of mental illness.

Conclusion: This report could represent a rare occurrence. Also, the absence of needed investigative results caused by financial and logistic constraints could hamper
making the obvious conclusions of a temporal relationship between the COVID-19 vaccine and post-vaccination affective disturbance. It is however worthy of note that
this is an important study area to look into for future research work.
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Introduction

The COVID-19 pandemic has greatly challenged our
approach to emerging health problems and brought about
a new normalcy. This led to all efforts to curb the spread of
SARS-CoV-2 affecting virtually all aspects of human life.
Empirical studies [1,2] have demonstrated an association
between COVID-19 and psychiatric manifestations such as
Post-traumatic stress disorder, anxiety, depression, sleep
disorders, etc apart from the multi-systemic compromise
that often leads to death. COVID-19 being a novel virus, little
is known about the likely abnormal psychological experiences
associated with the virus.

The COVID-19 vaccine was developed to combat and
provide immunity against the virus. Some of these vaccines
developed include Astra Zeneca, Moderna, Pfizer, and
Johnson and Johnson. The introduction of these vaccines has
effectively stemmed the Spread of the virus and has led to a
gradual return to a semblance of normal living from the initial
lockdowns, fear, and global economic shutdown [3]. Part of
adverse experiences with vaccines and other viral infections
is autoimmune reactions. Previous studies have reported
psychological symptoms post-vaccine [4,5], however little is
known about psychiatric disorders after the COVID-19 vaccine.

Case presentation

This is a reported case of a Nigeria woman in her 50s with
1%t episode of mental illness characterized by sudden onset of
undue irritability, poor sleep, talkativeness, hearing voices of
unseen people in clear consciousness, belief that people have
malevolent intentions against her, and visual hallucinations
which started 2 days after receiving the 2"¢ dose of the Astra
Zeneca COVID-19 vaccine (Adenovirus vector). The case
occurred in November 2021, at the beginning of the COVID-19
vaccinations in Nigeria. There is a positive family history of
Schizophrenia in the son, but none in the patient herself nor
in her direct lineage as far as she could tell. No history of any
form of psychiatric illness prior to this reported presentation.
There is also no history of psychoactive substance use or abuse
in this patient. Patient is a known hypertensive, who has been
on tab amlodipine to control her blood pressure. No evidence
to suggest she actually had the COVID 19 Infection at any
point prior to the vaccination. The presenting complaints were
accompanied by a brief history of mild fever and cough, which
resolved spontaneously. Her personal history was essentially
not adversely eventful. Prior to onset of illness, she has been
functioning optimally at her place of work and at home. Her
vital sign was within normal limits. She was thereafter admitted
at the emergency unit of the Hospital while investigations
were requested. An initial impression of Manic episode with
psychosis was being considered to rule out Organic Mood
disorder current episode Manic with psychotic symptoms. She
was started on Oral Tab Carbamazepine, Tab Chlopromazine,
and oral antibiotics while awaiting result of investigations.
The results of investigation revealed lymphocytosis, Normal
electrolytes, urea and creatinine. Because of financial and
logistics challenges, lumbar puncture, EEG and Cranial MRI,
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NMDA autoimmune assay couldn’t be done. After further review
and optimization of medication, patient attained remission of
Symptoms after two weeks of admission and was subsequently
granted trial leave. After second trial leave and satisfactory
response she was discharged to clinic for follow up.

Ethical approval was obtained for this case report from
NeuroPsychiatric Hospital Aro, Abeokuta, Health Research
Ethics Committee with Registration no: NHREC/FNPH-HREC
29/08/2023.

Discussion

The coincidence of 1% episode of Bipolar affective symptoms
at midlife stage, preceded by 2 days COVID-19 vaccine and
genetic predisposition calls for concern. Some studies have
attributed mental illness with COVID-19, with different form
of trajectory such as biological, psychological and social factors
[2,6]. Previous studies have been able to link Autoimmune
reaction of vaccine such as Pertussis, Measles, Herpes Simplex,
etc with Psychiatric manifestation [4,5].

COVID-19 vaccine may also have similar autoimmune
reaction. Empirical studies have shown that COVID-19 vaccine
may induce autoimmune conditions such as myocarditis,
thrombotic thrombocytopenia, IgA vasculitis [7,8]. It has been
suggested that these reactions are commoner among Females
and middle aged. COVID-19 vaccination initiate autoimmunity
through the autoantibodies production. The cross reaction
between the specific tissue antigen and the COVID-19 vaccine
proteins trigger an immune cross reactivity in various areas
of autoimmune reaction and disease, which is described as
molecular mimicry. However, susceptibility to these reactions
has strong association with genetic predisposition and as stated
earlier there is positive history of Schizophrenia in first degree
relative of this patient, which may increase the susceptibility
to the Spectrum of the mental illness. The immune response
with COVID-19 vaccine often lead to hyper inflammatory
processes characterized by increase in SARS CoV-2 neutralising
antibodies, Interferon expression, oxidative stress and other
cytokine production. Also, adjuvants and excipients of the
vaccine have been postulated to have propensity to initiate
hypersensitivity reaction and therefore autoimmune response.

It is worthy of note that the limbic area is susceptible
to autoimmune response and COVID-19 vaccine like other
vaccines like Measles, Pertussis have been implicated with
auto immunogenicity and limbic related psychiatric syndromes
[9]. In addition, COVID-19 vaccine autoimmune response
may be an epiphenomenon in an individual with likely risk
of mental illness. In this case, there is a positive history of
Schizophrenia in the son of the patient, which may be a major
risk factor but unexpressed until the 2" dose of COVID-19
vaccine administration, which may have initiated a cascade
of autoimmune responses at the limbic areas and with likely
affective symptoms. A better explanation may have been given
if all requested investigations of the patient were done and
adequate exclusion of other likely differentials would have
helped to have a better conclusion.

[ ]
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Conclusion

This case report is not meant to deter COVID-19 vaccination,
but rather should beinterpreted as arare occurrence. In addition,
the absence of ancillary supportive information (investigations
and cofounders) may limit the suggestion of causality and
interpreting the strength of temporal relationship between
COVID-19 vaccine and post vaccination affective disturbance.

This report is to raise a high index of suspicion of
autoimmune limbic encephalitis on first episode of mental
illness with strong susceptibility and preceded by recent
administration of COVID-19 vaccine. Furthermore, extensive
research should be encouraged to give more explanation on
relationship between COVID-19 vaccine and mental illness.

Consent

The patient has given her consent to having the clinical
information relating to her case reported in a medical
publication.

References

1. Radfar A, Ferreira MM, Sosa JP, Filip I. Emergent Crisis of COVID-19 Pandemic:
Mental Health Challenges and Opportunities. Front Psychiatry. 2021 Jul
19; 12:631008. doi: 10.3389/fpsyt.2021.631008. PMID: 34349675; PMCID:
PMC8326372.

2. Vindegaard N, Benros ME. COVID-19 pandemic and mental health
consequences: Systematic review of the current evidence. Brain Behav
Immun. 2020 Oct; 89:531-542. doi: 10.1016/j.bbi.2020.05.048. Epub 2020
May 30. PMID: 32485289; PMCID: PMC7260522.

3. Feikin DR, Higdon MM, Abu-Raddad LJ, Andrews N, Araos R, Goldberg Y,
Groome MJ, Huppert A, O'Brien KL, Smith PG, Wilder-Smith A, Zeger S, Deloria
Knoll M, Patel MK. Duration of effectiveness of vaccines against SARS-
CoV-2 infection and COVID-19 disease: results of a systematic review and

https://www.peertechzpublications.org/journals/annals-of-psychiatry-and-treatment 8

meta-regression. Lancet. 2022 Mar 5;399(10328):924-944. doi: 10.1016/
S0140-6736(22)00152-0. Epub 2022 Feb 23. Erratum in: Lancet. 2022 Apr 4;:
Erratum in: Lancet. 2023 Feb 25;401(10377):644. PMID: 35202601; PMCID:
PMC8863502.

4. Lessa R, Castillo M, Azevedo R, Azevedo F, Azevedo H. Neurological

complications after HIN1 influenza vaccination: magnetic resonance imaging
findings. Arq Neuropsiquiatr. 2014 Jul;72(7):496-9. doi: 10.1590/0004-
282x20140064. PMID: 25054980.

5. Vincent A, Bien CG, Irani SR, Waters P. Autoantibodies associated with
diseases of the CNS: new developments and future challenges. Lancet
Neurol. 2011 Aug;10(8):759-72. doi: 10.1016/S1474-4422(11)70096-5. PMID:
21777830.

6. Hawke LD, Barbic SP, Voineskos A, Szatmari P, Cleverley K, Hayes E, Relihan J,
Daley M, Courtney D, Cheung A, Darnay K, Henderson JL. Impacts of COVID-19
on Youth Mental Health, Substance Use, and Well-being: A Rapid Survey of
Clinical and Community Samples: Répercussions de la COVID-19 sur la
santé mentale, I'utilisation de substances et le bien-étre des adolescents: un
sondage rapide d'échantillons cliniques et communautaires. Can J Psychiatry.
2020 Oct;65(10):701-709. doi: 10.1177/0706743720940562. Epub 2020 Jul
14. PMID: 32662303; PMCID: PMC7502874.

7. Elrashdy F, Tambuwala MM, Hassan SS, Adadi P, Seyran M, Abd EI-Aziz TM,
Rezaei N, Lal A, Aljabali AAA, Kandimalla R, Bazan NG, Azad GK, Sherchan
SP, Choudhury PP, Serrano-Aroca A, Takayama K, Chauhan G, Pizzol D, Barh
D, Panda PK, Mishra YK, Palu G, Lundstrom K, Redwan EM, Uversky VN.
Autoimmunity roots of the thrombotic events after COVID-19 vaccination.
Autoimmun Rev. 2021 Nov;20(11):102941. doi: 10.1016/j.autrev.2021.102941.
Epub 2021 Sep 9. PMID: 34508917; PMCID: PMC8426137.

8. Kipshidze N, Dangas G, White CJ, Kipshidze N, Siddiqui F, Lattimer CR, Carter
CA, Fareed J. Viral Coagulopathy in Patients with COVID-19: Treatment and
Care. Clin Appl Thromb Hemost. 2020 Jan-Dec; 26:1076029620936776. doi:
10.1177/1076029620936776. PMID: 32687449; PMCID: PMC7461127.

9. Goldsmith DR, Rapaport MH, Miller BJ. A meta-analysis of blood cytokine
network alterations in psychiatric patients: comparisons between
schizophrenia, bipolar disorder and depression. Mol Psychiatry. 2016
Dec;21(12):1696-1709. doi: 10.1038/mp.2016.3. Epub 2016 Feb 23. PMID:
26903267; PMCID: PMC6056174.

Discover a bigger Impact and Visibility of your article publication with

Peertechz Publications

Highlights
<  Signatory publisher of ORCID
<  Signatory Publisher of DORA (San Francisco Declaration on Research Assessment)

< Articles archived in worlds’ renowned service providers such as Portico, CNKI, AGRIS,
TDNet, Base (Bielefeld University Library), CrossRef, Scilit, J-Gate etc.

< Journals indexed in ICMJE, SHERPA/ROMEDO, Google Scholar etc.

< OAI-PMH (Open Archives Initiative Protocol for Metadata Harvesting)
<  Dedicated Editorial Board for every journal

< Accurate and rapid peer-review process

< Increased citations of published articles through promotions

< Reduced timeline for article publication

Submit your articles and experience a new surge in publication services
https:/www.peertechzpublications.org/submission

Peertechz journals wishes everlasting success in your every endeavours.

Citation: Ayankola AK, Olukanni ED, Ogunwobi O (2024) Suspicion of autoimmune limbic encephalitis in post COVID-19 vaccine. Ann Psychiatry Treatm 8(1): 009-011.

DOI: https://dx.doi.org/10.17352/apt.000057



