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Abstract

Angiotensin Converting Enzyme 2 (ACE2) is the receptor the new coronavirus SARS-CoV-2 binds to for cell entry. ACE2

is also an important player in the Renin Angiotensin System (RAS). ACE2 and RAS appears to be central in coronavirus

disease (Covid-19) pathophysiology. Covid-19 might be regarded as a virus-induced “RAS disorder”. Drugs acting upon

RAS components may offer potential therapeutic value in Covid-19. The authors advocate diminazene aceturate (DIZE), a

putative ACE2 activator, as a feasible treatment option unduly disregarded a priori, likely due to lack of licensing for human

use. However, DIZE has been extensively employed in African trypanosomiasis patients with little toxicity reported. With

the current pandemic causing health issues on a large scale worldwide, the properties of DIZE remain to be investigated in

Covid-19. A drug that is available, inexpensive and with a long track record of safe usage should be considered, particularly

while effective alternatives remain scarce.
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capillary

interstitium

intraalveolar space

basement
membrane

alveolar epitelial cell type II

fibroblast

alveolar epitelial cell type I

endothelial cell

bronquial epitelium

SARS-CoV-2

monocyte

neutrophil

ACE2

ACE2

macrophage inflammatory
M1-like macrophage

T cell

inflammatory
M2-like macrophage

NFKβ

STAT

TNF
IL-6
etc

- Vasoconstriction
- Lung fibrosis
- Inflammation
- Thrombosis
- Pulmonary damage

ACE2

ATR1

MAS-R

AngI AngII

Ang(1-7)

DIZE

SARS-CoV-2
-

+

CELLS
- Alveolar epitelial cell type II
- Macrophage
- Endothelial cells and fibroblasts

- Vasodilatation
- ↓Lung fibrosis
- ↓ Inflammation
- ↓ Thrombosis
- ↓ Pulmonary damage

ACE

-↓ Phosphorylation:   
MAPK
STAT
NFKβ

-↑SOCS1 and SOCS3     
expression

↓ Proinflammatory cytokines:
IL-6, IL-12, TNF

↓Lung collagen

↑MasR expression

↑endothelial progenitor cells function (CD34+ proliferation and migration)
↓activation of fibroblastic stellate cells and Kupffer cells

Hosted file

Article DIZE Table 2.pdf available at https://authorea.com/users/371898/articles/490080-

diminazene-for-covid-19-a-missed-opportunity

Hosted file

Article DIZE Table 1.pdf available at https://authorea.com/users/371898/articles/490080-

diminazene-for-covid-19-a-missed-opportunity

3

https://authorea.com/users/371898/articles/490080-diminazene-for-covid-19-a-missed-opportunity
https://authorea.com/users/371898/articles/490080-diminazene-for-covid-19-a-missed-opportunity
https://authorea.com/users/371898/articles/490080-diminazene-for-covid-19-a-missed-opportunity
https://authorea.com/users/371898/articles/490080-diminazene-for-covid-19-a-missed-opportunity

