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Introduction & Aims: 

With the Severe Acute Respiratory Syndrome Coronavirus-2 (SARS-CoV-2) pandemic, 
repurposing cheap and accessible drugs for off-label antiviral use is gaining popularity – namely 
Hydroxychloroquine (HCQ) and Chloroquine (CQ) and their purported efficacy against COVID-19. 

This study aims to summarize evidence from human clinical studies using HCQ or CQ as 
antiviral agents for viral infections – Human Immunodeficiency Virus (HIV), Hepatitis C (HCV), 
Dengue Fever, Chikungunya and Coronavirus Disease (COVID-19). 
 
Design & Method: 

A systematic review was carried out on interventional and observational studies. Case series 
were considered, but reports limited to single patients were excluded. Retrospective studies, 
animal or in vitro experiments were also omitted. Studies must have involved participants with a 
confirmed viral infection, the use of HCQ or CQ as antiviral agents and a primary outcome of viral 
load suppression or clearance of viraemia. 

Data points were sourced from PubMed, EMBASE, Scopus, Web of Science, Cochrane 
Clinical Trial Registry, Chinese Clinical Trials Registry and MedRxiv. Two authors independently 
screened abstracts and all authors agreed on eligible studies. 
 
Results: 

Nineteen studies were deemed eligible for the review, with an assessment of CQ and HCQ in 
nine and ten reports respectively. Viral infections included HIV (8 studies), HCV (2 studies), Dengue 
Fever (2 studies), Chikungunya (1 study) and COVID-19 (6 studies). 

Benefits of either drug for viral load suppression in HIV and HCV was inconsistent. CQ was 
found to be highly ineffective in Dengue Fever and may have little to no benefit in Chikungunya, 
with low evidential certainty. 

The evidence for COVID-19 is rapidly evolving, but at the stage of this review, there was 
uncertainty regarding the benefit of CQ or HCQ in clearing viraemia, with very low evidential 
certainty. 
 
 
 



Conclusions:  
HCQ or CQ administration for HIV or HCV infections is clinically irrelevant nowadays as more 

novel effective antivirals are available for viral load suppression and cure respectively. There is no 
benefit of CQ in Dengue, and the same conclusion is likely for Chikungunya infection. However, 
more evidence is needed to confirm if HCQ or CQ is beneficial in COVID-19 infection. 
 
Analysis: 
 Systematic reviews are one of the most reliable types of study and appear at the top of the 
hierarchy of evidence for a reason [1]. This review combined findings of various studies pertinent to 
an underlying issue – HCQ and CQ efficacy in viral infections. The data extraction and qualitative 
synthesis was clearly outlined, together with a plan for meta-analysis if comparable clinical trials 
were available; which unfortunately they were not. Adequate summaries of included studies were 
provided, with a clear outline of study designs. The risk of bias in each selection was also explicitly 
addressed, via Cochrane Guidelines and the ROBINS-I tool [2,3]. However, nineteen studies do limit 
this review, but the inclusion of evidential certainty plainly stated for each infection, as per the 
GRADE recommendations [4], adds a measure of robustness.   
 
Applicability & Future Direction: 

This reflection and summary of evidence is needed in current context for sensible, evidence-
based recommendations for off-label use of medications. Even when such evidence may be lacking 
for emerging infections - such as COVID-19 - historical attempts for repurposing these agents for 
other viral infections, may draw parallels to the current scenario to inform a rational approach to 
clinical trials and guideline recommendations [5]. With focus on COVID-19, the role of HCQ or CQ 
needs to be effectively assessed by well-designed randomized double-blind clinical trials. However, 
in a climate with limited therapeutic options, any whispers of efficacy may inform repurposing of 
these agents as seen in this SARS-CoV-2 pandemic. 
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