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Severe COVID-19 is Caused by an Overreacting
Immune System: Highly Dosed Corticosteroids
Could be a Lifesaver!

Jan Eize Siegersma

Retired

Corona Virus Disease—19 (COVID-19) is caused by Severe Acute Respiratory Syndrome Coron-
avirus 2 (SARS-CoV-2), formerly called Novel Coronavirus (2019-nCoV). The virus is causing
the biggest pandemia since the Spanish Flu about a century ago. Half a year after the first
outbreak in Wuhan (China) there have been almost 10 million confirmed cases and the death
toll is almost half a million." How to treat the disease in the best way is still unclear. | present
a novel hypothesis about the pathogenesis of the severe form of COVID-19. | will suggest a
treatment too, which might be lifesaver.

Most people with COVID-19 develop only mild symptoms. Some however develop life threat-
ening complications. This can also happen to young, previously healthy persons. Those seri-
ous complications start suddenly after a few days of mild symptoms. The hallmark of those
severe complications is inflammation. Severe inflammation of the lungs, kidneys, heart, skin
and blood system (thromboembolism, arteritis) causing multiple organ failure has been de-
scribed. The mortality among those patients is high.2*

My hypothesis is that in the case of severe COVID-19, the immune system gets triggered by
the virus. This happens during the initial period with mild symptoms. After being triggered
the immune system gives a non-functional over response causing massive inflammation. This
reminds me of severe autoimmune diseases like systemic lupus erythematosus (SLE). Active
SLE can also give a very severe immune response resulting in severe multiple organ inflam-
mation similar to severe COVID-19. SLE can also be triggered by a virus.® This being said |
think we should treat severe COVID-19 and severe SLE in the same way, i.e. using high dose
corticosteroids.

Glucocorticosteroids, like prednisolone and dexamethasone, are very potent inhibitors of
the inflammation response. Those drugs have been available for decades. The effects and
side effects are well known. They are cheap and widely available. At this moment, the World
Health Organization does not recommend the use of corticosteroids for COVID-19, beyond
the scope of clinical trails.® As a coincidence, the University of Oxford (United Kingdom) has
recently presented the results of a study. In patients with COVID-19, low dose dexametha-
sone was compared with placebo.” At the time of writing this article, the results have not
yet been published in a peer-reviewed scientific journal, but have been accepted for pub-
lication.® Low dose dexamethasone (6 mg daily orally or intravenously) should have given
a reduction in mortality of patients with severe COVID-19 by 1/3.78 This is a great result! It
will likely change clinical practice. But it does not really surprise me. It confirms me that the
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real problem is the overreacting immune system and that
giving corticosteroids helps. | think that low dose corticos-
teroids will make a difference. But | expect that severely ill
patients with COVID-19 will benefit even more from high
dose corticosteroids.

COVID-19 is not one disease. Maybe there are two diseases
caused by the same virus. At least COVID-19 has two faces.
At one site of the spectrum we have patients with only mild
or no symptoms. At the other site we have patients dying
of pneumonia and/or multiple organ failure because of a
massive inflammatory response. My hypothesis is that the
severe form of COVID-19is caused by an overreaction of the
immune system triggered by the virus. Maybe the severe
form of COVID-19 has even to be considered as a kind of
(auto) immune disease. There are similarities in the symp-
toms of severe COVID-19 and severe immune diseases like
SLE.®' Severe SLE is treated with high dose corticosteroids.
9] think there is a role for corticosteroids in the treatment
of COVID-19. The results from “Oxford” support me in this
idea.”® For the best treatment for the less severe patients,
we should maybe wait for the results of clinical trails. But
we cannot wait for the severe patients.?**'% Those people
are dying. | suggest to treat severe COVID-19 like severe SLE
using high dose corticosteroids intravenously for several
days. Methylprednisolone intravenously 1000 mg daily for
3-5 days could probably be a lifesaver!
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