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Letter to the Editor 

Letter to the editor about “Hydroxychloroquine and 

azithromycin as a treatment of COVID-19: results of an 

open-label non-randomized clinical trial”
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ear Editor, 

While the whole globe is awaiting a successful treatment 

or COVID-19, Gautret et al. published the first open-label non- 

andomized clinical trial on the use of hydroxychloroquine for the 

reatment of COVID-19 [1] . 

In this study, a group of COVID-19 patients were treated with a 

aily dose of 600 mg of hydroxychloroquine (some of them con- 

omitantly received azithromycin 500 mg on day 1 followed by 

50 mg per day for four days) and were compared to a con- 

rol group of patients, which included patients from other cen- 

ers. The authors concluded that viral clearance at day 6 was sig- 

ificantly higher among hydroxychloroquine-treated patients, par- 

icularly those who received it in combination with azithromycin. 

he authors recommended treatment with hydroxychloroquine and 

zithromycin to cure patients with COVID-19. 

In addition to the study limitations; including small sample 

ize, lack of randomization and lack of blinding, which are ex- 

ected in this unusual situation of study design during a pan- 

emic; the study has other major flaws that render its conclusion 

uestionable. 

Among 42 eligible patients (intention-to-treat population), the 

uthors reported viral clearance in 36 patients only. Six patients 

ho were lost to follow-up in the treatment group were excluded 

rom the analysis, four of whom had clinical deterioration (3 inten- 

ive care admissions and 1 death). On the other hand, five patients 

or whom polymerase chain reaction (PCR) was not done on day 6 

ere included in the control group and were counted as positive 

ased on the preceding result (supplementary appendix of the ar- 

icle [1] ). Excluding patients with worse outcomes from the treat- 

ent group and assuming treatment failure in some patients in 

he control group might have led to bias in the reported results. 

Second, the authors planned to compare the clinical outcome as 

 secondary objective but it was not reported. Based on the infor- 

ation above, the analysis of clinical deterioration (either admis- 

ion to the intensive care unit or death) among the intention-to- 

reat population (n = 42), would result in 4/26 (15.3%) in the treat- 

ent group versus 0/16 (0%) in the control group. This reflects a 

rend towards worse clinical outcomes among COVID-9 patients 

reated with hydroxychloroquine. 

Third, only eight patients (22.2%) of the reported study pop- 

lation had lower respiratory tract infections while the remain- 

ng patients either had an upper respiratory tract disease or were 

symptomatic. This limits the generalizability of this study to se- 
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ere cases for whom treatment is usually needed due to the risk 

f clinical deterioration. 

Finally, the control group had patients from different centers 

hich might have different levels of health care and different pa- 

ient characteristics. 

All of these reasons, along with the potential of this combina- 

ion to prolong the QTc interval and predispose patients to ventric- 

lar arrhythmias, raise a concern about its role in the treatment of 

OVID-19 [2 , 3] . 

In conclusion, we recommend that the results of this study are 

onsidered only hypothesis-generating and not to be implemented 

n clinical practice, given the possible worsening of clinical out- 

omes, until more robust evidence is available. 

eclaration of Competing Interest 

None. 

unding 

None. 

thical Approval 

Not required. 

upplementary materials 

Supplementary material associated with this article can be 

ound, in the online version, at doi: 10.1016/j.ijantimicag.2020. 

06171 . 

eferences 

1] Gautret P , Lagier J-C , Parola P , Hoang VT , Meddeb L , Mailhe M , et al. Hy-
droxychloroquine and azithromycin as a treatment of COVID-19: results 

of an open-label non-randomized clinical trial. Int J Antimicrob Agents 

2020;56(1):105949 . 
2] Guo D , Cai Y , Chai D , Liang B , Bai N , Wang R . The cardiotoxicity of macrolides:

a systematic review. Pharmazie 2010;65:631–40 . 
3] O’Laughlin JP, Mehta PH, Wong BC. Life Threatening Severe QTc Prolongation in 

Patient with Systemic Lupus Erythematosus due to Hydroxychloroquine. Case 
Reports Cardiol 2016:2016. https://doi.org/10.1155/2016/4626279 . 

Mohamed O Saad, PharmD 

Department of Pharmacy, Al-Wakra Hospital, Hamad Medical 

Corporation, PO Box 82228 Doha, Qatar 

E-mail address: msaad4@hamad.qa 
All rights reserved. 

https://doi.org/10.1016/j.ijantimicag.2020.106171
http://www.ScienceDirect.com
http://www.elsevier.com/locate/ijantimicag
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ijantimicag.2020.106171&domain=pdf
https://doi.org/10.1016/j.ijantimicag.2020.105949
https://doi.org/10.1016/j.ijantimicag.2020.106171
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0001
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
http://refhub.elsevier.com/S0924-8579(20)30377-0/sbref0002
https://doi.org/10.1155/2016/4626279
mailto:msaad4@hamad.qa
https://doi.org/10.1016/j.ijantimicag.2020.106171

