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Sars-Cov-2, is the causative virus of the novel Coronavirus disease Covid-19, which has killed almost 

120,000 people today. Most patients typically present with a respiratory illness, which can 

deteriorate and lead to SARS and death. Especially older adults are more susceptible to COVID-19 

and are at significantly increased risk for morbidity and mortality. Contributing factors for poor 

health outcomes include the physiologic changes of aging; multiple age-related comorbid conditions 

such as heart and lung disease, diabetes, and dementia; and associated polypharmacy. This severe 

pathology has instigated a worldwide effort to find antiviral and other types of drugs to treat these 

serious pulmonary infections. Vaccines to prevent infections are being developed. This whole effort 

seems to be focused on the pulmonary pathology.  

Like many (most?) other Coronaviruses that infect humans or animals, Sars-Cov-2 replicates also in 

the gastro-intestinal tract. Several cohort studies have consistently reported gastrointestinal 

symptoms, like abdominal pain, nausea or vomiting and diarrhoea among Covid-19 patients. 

Diarrhoea might occur even earlier than pyrexia or respiratory symptoms. Several studies have 

identified the SARS-CoV-2 RNA in anal/rectal swabs and stool specimens of Covid-19 patients. 

Interestingly, Sars-Cov-2 replication in this GI system is often detectable even when viral replication 

is no longer detectable in the upper respiratory tract (doi: 10.1111/jgh.15047).  



Based on these observations, I would like to hypothesize that SARS-Cov-2 is in fact an enteric 

virus, which for transmission and infection uses the upper respiratory tract. Here, it replicates 

first to sufficient high levels. These high levels are needed for enough virus to survive the hostile 

environment of the stomach and to be able to establish infection in the intestines. In this 

hypothesis, the pulmonary disease, which in many cases is benign, is just a bystander effect of 

this initial amplification. 

However, by focusing on the respiratory replication and illness, neglecting the replication in the 

GI tract, one might miss potential opportunities to prevent and treat the virus. I listed some 

questions that might be worth investigating: does replication in the GI tract contributes to or 

influences the pulmonary pathology? ? Is SARS-Cov-2 replicating in the GI tract influencing the 

immune response against the virus? What if we could limit infection to the GI tract, 

circumventing the replication in the upper respiratory tract, would this lead to antiviral immunity 

without severe disease mimicking vaccination? And what if we had antiviral drugs that inhibit 

replication in the GI tract? 

Importantly, it might be easier to develop or repurpose known drugs that only need to function 

in the GI tract. Recently, Ivermectin was shown to inhibit SARS-Cov-2 replication in vitro 

(https://doi.org/10.1016/j.antiviral.2020.104787). The use of Ivermectin to inhibit SARS-Cov-2 

pulmonary replication would require much higher doses, which might be very difficult to 

achieve. However, currently used doses or somewhat higher doses of Ivermectin might inhibit 

viral replication in the intestines. Ivermectin is dosed at ~200 g/kg, but higher doses have been 

tested in safety trials (30-120 mg per person). With an in vitro antiviral IC50 of 2.5 M, such 

doses might be high enough to reduce viral replication in the GI tract. Ivermectin is a drug that is 

used to kill parasitic worms in the intestines. It is on the World Health Organization's List of 

Essential Medicines. Ivermectin is one of the most widely used medicines in Africa. It is used in 



the mass treatment or prevention of two ancient scourges that have plagued Africa for centuries 

– elephantiasis and river blindness. If Ivermectin is shown to inhibit SARS-Cov-2 replication in the 

intestines, it might reduce transmissions and unexpectedly become a drug that might help to 

contain the SARS-Cov-2 pandemic, especially in Africa and other poor countries. 

To conclude, despite the severe respiratory pathology that can be caused by SARS-Cov-2, we 

should not forget it is not only a pulmonary virus, but an enteric virus as well. Therefore, I call on 

the scientific community not to focus all research, anti-viral and vaccine development efforts on 

the pulmonary replication and disease only, but also on intestinal replication and GI pathologies! 
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Rationale for potentially sufficient anti-SARS-Cov-2 activity of Ivermectin in the GI tract. 

 In vitro IC50 of Ivermectin against SARS-Cov-2 is 2.5 M. 

 Based on a MW = 879.1 g this would correspond to 2.24 mg/l 

 Let us assume that the  GI tract contains on average  ~1l 

 Stromectol is used at ~200 g/kg and is available in tablets of 3 mg and up to 5 tablets in 

normal adults are given to treat the parasitic worms 

 The use of 1 tablet would correspond to the presence of  ~1 IC50 in the GI tract, the use 

of 5 tablets would correspond to 6-7 IC50s!!! 

 Safety studies with doses between 30 to 120 mg have been performed, so it might be 

possible perhaps to go up to 30 mg, which would correspond to 13 IC50s. 

 Ivermectin is removed from the body almost entirely through the feces over a period of 

12 days. This means that a single dose of Ivermectin stays in the GI tract for a long time, 

which might be beneficial as well. 

 Ivermectin is cheap and available, its use in Africa is known so it would be accepted by 

the people? 

 


