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Abstract

Viral infections are a natural and inevitable part of life. In healthy individuals, mortality increases when the body’s
innate immune system quickly activates, creating a cytokine storm. A rapid and excessive release of cytokines into the
bloodstream can cause acute respiratory distress syndrome and death. This communication proposes inhibiting
cytokine storm development through forced atopy. Hyper-allergenic skin cream therapy stimulates adaptive immunity
to support innate immunity before acute infection.
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1. Introduction

The human influenza A virus is a natural biological entity that spreads disease annually in the United States. It is the
only influenza virus known to cause flu pandemics; its mutations can be highly infectious and spread quickly [1].

Historically, many deaths associated with the “Spanish Flu” pandemic of 1918-1920 may have been due to cytokine
storms [2].

Most recently, evidence suggests that the severity of COVID-19 is associated with an increased level of cytokines, and
other inflammatory mediators, leading to acute respiratory distress syndrome [3].

Acute respiratory distress syndrome (ARDS) arises when fluid builds up in the tiny air sacs (i.e., alveoli) in your lungs.
A study indicates that ARDS is a causative syndrome of death in about 70% of fatal COVID-19 cases [4].

David Martin, Pfizer Senior Medical Director, has stated, “A cytokine storm is generally what leads to otherwise healthy
young people dying of the flu” [5]. A cytokine storm leads to the rapid proliferation and activation of T cells,
macrophages, and natural killer cells that eventually secrete many inflammatory cytokines, chemokines, and chemical
mediators [6].

The innate immune system is the first line of defense against a new pathogen (e.g., mutated virus). It also directs the
qualitative and quantitative nature of adaptive immunity. During a SARS-CoV-2 infection, severe symptoms indicate an
elevated expression of interleukin-6 (IL-6) [7]. IL-6 is a pleiotropic factor involved in innate and adaptive immunity [8].
Therapies designed to control a cytokine storm include blocking cytokines, corticosteroids, blood purification therapy,
and stem cell therapy. Some of these therapies have entered the stage of clinical trials, adverse effects and availability
have delayed their widespread application in clinical treatment [9, 10].
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Hyper-allergenic skin cream therapy inhibits cytokine storm development by stimulating adaptive immunity and
increasing the efficacy of cytokine pleiotropy before acute infection.

2. Discussion

Can hyper-allergenic skin cream therapy (i.e., forced atopy before an infection) support innate immunity to circumvent
harmful inflammatory events associated with a cytokine storm? Atopy is a Type 2 immune response to environmental
antigens (e.g., allergens) considered harmless. In a study published in the journal Allergy (2021) titled, “Atopic status
protects from severe complications of COVID-19” the researchers concluded, “Atopic status seems to protect against the
most severe, often fatal consequences of SARS-CoV2 infection. Such finding may be of help for future studies
investigating how to limit the clinical consequences of this infection” [11].

In a communication published in the journal European journal of Gastroenterology & Hepatology (2020) titled,
“Eosinophilic esophagitis: is the Th2 inflammation protective against the severe form of COVID-19?” the researchers
write, “Evidence could suggest that eosinophilic esophagitis and other allergic diseases, characterized by a Th2-skewed
immunity, may be protective against severe COVID-19 disease and could support the hypothesis that eosinophils have
a protective effect on SARS-CoV-2 infection” [12].

In a study published in the journal Annals of Allergy, Asthma & Immunology (2020) titled, “Atopy is predictive of a
decreased need for hospitalization for coronavirus disease 2019” the researchers write, “The knowledge that atopy is
associated with less severe COVID-19 outcomes can be instructive in clinical risk stratification. Further studies are
needed to understand the underlying mechanism of these apparent protective physiological factors that may prove
advantageous in future prevention and treatment strategies” [13].

Alternatively, does a humoral response defect contribute to cytokine storm fatality? In a study published in the
journal Viruses (2019) titled, “Cytokine Storm Combined with Humoral Immune Response Defect in Fatal Hemorrhagic
Fever with Renal Syndrome Case” the researchers concluded, “We propose that differences in a patient’s humoral
immune response to the virus could be a contributing factor in fatal HFRS. Differences in epitope recognition by
antibodies from patients with different outcomes of the disease are reported regularly. It has been suggested that
changes in epitope recognition could lead to inability of antibodies to interfere with virus replication. In the present
HFRS case, changes in the epitope recognition were associated with a low neutralizing antibody titer, which could
contribute to pathogenesis and the fatal outcome” [14].

There remains a need for immunomodulatory therapy that dampens the harmful effect of a cytokine storm. Hyper-
allergenic skin creams stimulate adaptive immunity to support immune system synergy. Examples of prophylactics that
may affect “cytokine storm interference” are described in the United States Patent application number 20210015912
A1 (2019) titled, “Topical hyper-allergenic composition and method of treating using the same” [15].

3. Conclusion

Research efforts continue to explore if atopy before acute infection affects cytokine pleiotropy to inhibit cytokine storm
development. In “cytokine storm interference,” hyper-allergenic skin cream therapy is intended to stimulate adaptive
immunity in support of innate immunity to reduce the clinical impact of a cytokine storm and minimize sequelae.
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