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Fig 1. The metabolism of chloroquine and hydroxychloroquine.
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Fig 2. Example of a general whole-blood or plasma concentration-time profile for chloroquine 

or hydroxychloroquine.
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Fig 3. Relationship between whole-blood concentrations of chloroquine + desethyl metabolite 

(μM) measured by UV-spectrophotometry on admission in self-poisoning, and outcome.
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Fig 4. Pharmacokinetic treatment profiles for a typical 65-kg adult.
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Fig 5. Pharmacokinetic prophylactic profiles of chloroquine and hydroxychloroquine.
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Despite the absence of positive indications from large, well-conducted studies and randomized 

clinical trials (RCT), these drugs became very popular and widely used by clinicians. Quite 

inappropriately, they have also been politically-charged, being sponsored as game-changers by 

important political men and heads of government, and this greatly contributed to

unwise use and shortage of CQ/HCQ [14].

One of these studies was subsequently retracted [18], and another one dealing with HCQ prophylaxis had 

notable limitations, including the lack of consistent diagnosis of SARS-CoV-2 in treated patients [19]. 

Despite these uncertainties, the results of these studies ingenerated, as a whole, the conclusion that 

CQ/HCQ were inefficacious as anti-SARS-CoV-2 agents and could be harmful in some patients. It is now 

a common experience of those performing COVID-19 clinical studies that the editors of major

medical journals have become very reluctant to publish something dealing with CQ/HCQ and COVID-19 unless

the conclusion confirms the RCT data, as seen in several recent meta-analyses [20–22].

Nonetheless, interest in these two drugs has remained alive as witnessed by the numerous (more than 100 

worldwide), still ongoing clinical trials [23].
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Multiple correspondence analysis (MCA) including all the clinical and biological radiological data and 
the outcomes. Each dot represents a patient with good clinical outcome in green or poor clinical
outcome in red (HCQ-AZ: hydroxychloroquine and azithromycin; ICU = intensive care unit). 























Effectiveness of hydroxychloroquine in COVID-19 disease: A done and 

dusted deal?
A. d’Arminio Monforte et al IJID 2020

Although unmeasured confounding remains the most likely explanation for the discrepancies, a robust meta-analysis is still 

lacking, and we believe that hydroxychloroquine should be further tested in randomised trials. When best to start treatment is 

also a question that needs to be addressed in ad-hoc randomized studies.







Le linee guida IDSA concludono che la certezza della prova per il trattamento con 
idrossiclorochina è “moderata” per un rischio di un trend negativo verso l’aumento di 
mortalità. Lo stesso panel esprime che la certezza della prova è peggiore per 
l’associazione idrossiclorochina + azitromicina, specie per quanto attiene la sicurezza.  
Le linee guida IDSA si esprimono contro l’uso di idrossiclorochina da sola e/o in 
combinazione con azitromicina per il trattamento dei pazienti ospedalizzati per COVID-
19. Le linee guida OMS non raccomandano (raccomandazione forte) l’uso di 
idrossiclorochina nei pazienti COVID-19.

Tratto dal paragrafo «Terapia» del Capitolo «COVID-19» redatto da 
G. Carosi, R. Cauda, G. Antonelli, A. Pession. 2021








