Repurposing Diacerein and Pentoxifylline to Manage Para COVID-19 Syndrome
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The persistence of troublesome symptoms, affecting different body systems, for more than
three weeks after the diagnosis of COVID-19 was suggested to be named Post COVID
syndrome with an incidence of 10 — 35% for non-hospitalized patients and up to 85% for
the hospitalized ones(1). Furthermore, a study has suggested that 50% of COVID-19
patients might experience persistent symptoms for 10-14 weeks after disease onset(2).
Notably, we suggested that Para COVID syndrome might be a more accurate nomenclature

and we will adopt it(3).

Relying on our academic expertise and our real-life daily clinical practice, we suggest that
COVID-19 non-targeted treatment might be revealed as the main cause of Para COVID
syndrome(4). Notably, intake of oral, parenteral and/or inhalational, corticosteroids as well
as favipiravir to manage mild-moderate COVID-19 was reported by most of our managed
Para COVID patients and one has also reported, in addition to oral and parenteral
corticosteroids, linezolid intake though no blood culture was performed, and her clinical
condition did not warrant its prescription, as we suggest, which might have added to the
immunosuppressive effects of corticosteroids(5).

We have repurposed diacerein; a well-known symptomatic slow-acting anti-inflammatory
and immunomodulatory drug used in osteoarthritis(6), with or without NSAIDs, to safely
mange our Para COVID patients mostly complaining of persistent cough, marked fatigue,
chest pain, exercise intolerance and they reported marked improvement starting from the
first week of therapy. We suggest that diacerein possesses the same potential properties(6)
that we have built upon our COVID-19 management protocol(7) and we might consider
the use of diacerein for our COVID-19 patients who might not tolerate NSAIDs due to
peptic ulcers(8). Furthermore, we suggest that pentoxifylline should be also considered as
another safe alternative for management of Para COVID(9) and we have previously used

it as an adjuvant treatment while managing selected cases of COVID(10).



References:

10.

A. Pavli, M. Theodoridou, H. C. Maltezou, Post-COVID syndrome: Incidence, clinical
spectrum, and challenges for primary healthcare professionals. Archives of Medical
Research, (2021).

O. Moreno-Pérez et al., Post-acute COVID-19 syndrome. Incidence and risk factors: A
Mediterranean cohort study. Journal of Infection 82, 378-383 (2021).

M. Kelleni, SARS CoV-2 Might Exploit Cells of the Innate Immune System to Induce the
Novel Acute Immune Dysrhythmic Syndrome (n-AIDS) and Para COVID-19 Syndrome: A
Case Report. Authorea (Preprint) 2021. DOI: 10.22541/au.162126698.87303239/v1

M. T. Kelleni, Tocilizumab, Remdesivir, Favipiravir, and Dexamethasone Repurposed for
COVID-19: a Comprehensive Clinical and Pharmacovigilant Reassessment. SN Compr Clin
Med 3,919-923 (2021).

J. Wang, L. Xia, R. Wang, Y. Cai, Linezolid and Its Inmunomodulatory Effect: In Vitro and
In Vivo Evidence. Frontiers in Pharmacology 10, 1389 (2019).

K. Pavelka et al., Diacerein: Benefits, Risks and Place in the Management of
Osteoarthritis. An Opinion-Based Report from the ESCEQ. Drugs Aging 33, 75-85 (2016).
M. T. Kelleni, NSAIDs/Nitazoxanide/Azithromycin Repurposed for COVID-19: Potential
Mitigation of the Cytokine Storm Interleukin-6 Amplifier via Immunomodulatory Effects.
Expert Review of Anti-infective Therapy. 2021;DOI: 10.1080/14787210.2021.1939683

P. G. de Oliveira et al., Diacerein: A potential multi-target therapeutic drug for COVID-
19. Med Hypotheses 144, 109920-109920 (2020).

F. Seirafianpour et al., Treatment of COVID-19 with pentoxifylline: Could it be a potential
adjuvant therapy? Dermatol Ther 33, e13733 (2020).

M. Kelleni, NSAIDs/Nitazoxanide/Azithromycin Immunomodulatory Protocol Used in
Adults, Geriatric, Pediatric, Pregnant, and Immunocompromised COVID-19 Patients: A
Prospective Observational Study and Case-Series. Authorea (Preprint) 2021. DOI:
10.22541/au.162126601.15715282/v2



