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Abstract

Background: Coronavirus disease 2019 (COVID-19) emerged in December 2019 and rapidly spread wide world causing a 
severe acute respiratory syndrome (SARS) that requires hospitalization. Given the urgent need for therapies for COVID-19 
we aimed to evaluate the efficacy and safety of hydroxychloroquine (HCQ) associated with azithromycin in hospitalized pa-
tients diagnosed with COVID-19 compared with placebo.

Methods: We performed a prospective, randomized, controlled, double-blind placebo study that included all patients who 
required hospitalization, without the need for intensive care support, with confirmed diagnosis of COVID-19 and evaluated 
the need for mechanical ventilation, mortality and clinical and laboratory adverse events during hospitalization. 

Results: We allocated 33 patients in HCQ arm and 30 patients in placebo arm. 61.9% (39/63) were male with a mean age of 59 
years. 74.6% (47/63) had comorbidities and the mean time between the onset of symptoms and hospitalization was 8.4 days. 
Baseline characteristics of patients randomized to both groups are not statistically different. Also, the outcomes the need for 
mechanical ventilation (24,4% x 20%; p=0,68) and mortality (12,1% x 6,6%; p=0,46) had no statistically significant difference 
in both groups, respectively.

Conclusion: In this blinded, placebo-controlled randomized clinical trial conducted at one Brazilian’s hospital, treatment 
with hydroxychloroquine did not improve or worsen clinical outcomes for adults hospitalized for respiratory illness from 
COVID-19. These findings strongly do not recommend the use of hydroxychloroquine for treatment of COVID-19.
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Introduction

	 Coronavirus disease 2019 (COVID-19) emerged in late 
December 2019 in Wuhan, China, and in March 2020 the World 
Health Organization (WHO) declared COVID-19 a pandemic 
[1,2]. Most of COVID-19 patients present with the mild form of 
the disease, but a minority may develop a severe acute respirato-
ry syndrome (SARS) requiring hospitalization [3] .

	 Given the urgent need for therapies for COVID-19, sev-
eral previously existing drugs have shown promise based on in 
vitro results [4]. 

	 Hydroxychloroquine (an analogue of chloroquine) is 
approved by the Food and Drug Administration (FDA) in the 
United States as an antiparasitic agent for malaria and immu-
nomodulatory for rheumatologic diseases [5-7].  In vitro, it has 
been shown to have an anti-SARS-CoV2 activity generating sub-
stantial interest as a potential treatment for COVID-19 due to 
its wide availability, antiviral activity, immunomodulatory and 
safety profile established for other indications [8,9]. 

	 Despite its unclear benefits, chloroquine and hydroxy-
chloroquine were recommended in international and nation-
al treatment guidelines only in the context of clinical trials in 
hospitalized patients (4,10). Therefore, several studies have been 
conducted in an attempt to evaluate the efficacy of hydroxychlo-
roquine for the prevention or treatment of COVID-19 [11]. 
	
	 Different studies conducted in different countries have 
tried to demonstrate the benefit of hydroxychloroquine in differ-
ent settings also including different outcomes and doses. There 
are randomized controlled studies in inpatients and outpatients, 
evaluating the need for hospitalization, mechanical ventilation, 
mortality and adverse events [12-14].

The Coalition COVID-19 Brazil study evaluated 667 
hospitalized patients and found no benefit of chloroquine when 
compared to standard therapy. However, this study was an 
open-label study compared with standard therapy and not with 
placebo [15]. There are no Brazilian studies evaluating the effica-
cy of chloroquine in hospitalized patients compared to placebo.
	
	 Our study aimed to evaluate the efficacy and safety of 
hydroxychloroquine associated with azithromycin in hospital-
ized patients diagnosed with COVID-19 compared with placebo.

Methods

Study design

	 This is a prospective, randomized, controlled, dou-
ble-blind placebo study to evaluate the efficacy and safety of 
hydroxychloroquine (HCQ) associated with azithromycin in 
hospitalized patients diagnosed with COVID-19. The study was 
carried out at the Hospital do Servidor Público Estadual de São 
Paulo (HSPE), a public, tertiary and teaching hospital, aimed at 
the care of public employees in the State of São Paulo, with 753 
beds, of which 40 beds were adult intensive care units (ICU). 
Due to COVID-19 pandemic the hospital increased its capacity 
of ICU beds for 76. The study was conducted from April 2020 to 
August 2020. 

Inclusion criteria

	 The study included all patients who required hospital-
ization, without the need for intensive care support, with con-
firmed diagnosis of COVID-19. The inclusion criteria were age 
18 years or older and presence of at least one respiratory symp-
tom in the last 14 days (cough, runny nose, sore throat) and 
anosmia, loss of taste or presence of axillar temperature greater 
than 37.8ºC or need for supplemental oxygen therapy based on 
oxygen saturation in ambient air ≤ 94% and/or respiratory rate 
> 24 breaths per minute or significant pulmonary involvement 
(tomographic aspect compatible with pulmonary involvement 
equal to or greater than 50%).

	 All patients included had COVID-19 diagnosis con-
firmed by RT-PCR performed at central laboratory of São Paulo 
state.

Exclusion criteria

	 The exclusion criteria were patients under the age of 
18 years; pregnant women; patients with previous QT interval 
prolongation (corrected QT interval greater than 500 ms); pre-
vious history of heart failure and/or acute myocardial infarction; 
concomitant use of drugs that increase the QT interval; patients 
with retinopathy of any etiology; patients with severe acute re-
spiratory distress syndrome who required orotracheal intubation 
on admission and those that did not consent to the participation 
of the study. All patients signed an informed consent form before 
randomization and the study was approved by the hospital’s eth-
ics committee under number 3.977.054.
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Randomization

	 All investigators were blind to medication and only 
the pharmacist was not blind and responsible for randomiza-
tion. Randomization was performed by the BioEstat 5.0 system 
and assigned a letter to the patient (letter A were cases of the 
hydroxychloroquine arm and letter B were cases of the placebo 
arm).

	 Patients were randomly randomized in a ratio of 1:1 to 
the hydroxychloroquine 400 mg VO group of 12/12 hours on the 
first day, followed by 400 mg VO 1x/day for 4 days or placebo at 
the same dosage. Placebo tablets were identical to hydroxychlo-
roquine tablets.

	 Patients in both arms received ceftriaxone 1 g 12/12 
hours IV plus azithromycin 500 mg orally once daily for 5 days. 
Heparin or corticosteroid treatment was prescribed according to 
standard hospital protocol, if necessary.

Follow-up

	 Randomized patients were followed up throughout 
the hospitalization period and followed by the investigators in 
pre-established visits: on admission, third and fifth day after 
randomization. Serial electrocardiograms were performed on 
admission and on the third and fifth day to evaluate QT interval 
prolongation and collection of laboratory tests and chest tomog-
raphy were performed when requested by the assistant team. 

	 At admission, epidemiological data, clinical evaluation, 
laboratory tests were collected for identify severity and prognosis 
assessment. Specific tests for COVID-19 (RT-PCR) were collect-
ed and computed tomography of the chest was also performed. 

	 In the daily visits, we also collected data about adverse 
events and laboratory tests were collected according to medical 
decision during hospitalization.

Outcomes

	 The outcomes evaluated were the need for mechanical 
ventilation during hospitalization; mortality and clinical and lab-

oratory adverse events during hospitalization. 

Statistical analysis

	 All information regarding patients were collected in a 
standard clinical form and saved in a database using the Excel 5.0 
program.

	 Data analysis was performed using relative frequen-
cy. The inferential analysis of qualitative variables was based on 
the determination of association using Pearson’s Chi-square test 
(X2) or Fisher’s exact test (TEF). The anova method of one factor 
was used to analyze the differences between the means of the 
quantitative variables. 

	 The potential factors related to primary outcomes were 
compared by univariate analysis and all factors identified by this 
analysis as significant were submitted to multivariate analysis by 
multiple logistic regression model. 

	 The independent variables were expressed using risk ra-
tio (“odds ratios” - OR) and their respective confidence intervals 
(CI) of 95% were estimated. All probabilities of significance were 
considered as significant if p< 0.05. Statistical analysis was per-
formed using the EPI-INFO program version 6.0.

Results

Patient’s characteristics

	 During the study period, 1529 patients were attended 
at the hospital and had a confirmed diagnosis of COVID-19. Of 
these 583 (38.1%) required hospitalization being 156 (26.7%) in 
an intensive care unit. Although 427 patients could be eligible for 
the study, we found that the most common reason for patients 
not to be enrolled was the patient or legally authorized represen-
tative declining participation.  The flowchart of randomization of 
patients is described in Figure 1.
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61.9% (39/63) were male with a mean age of 59 years (±12 years). 
74.6% (47/63) had comorbidities and the mean time between the 
onset of symptoms and hospitalization was 8.4 days (±4,6 days).

	 Baseline characteristics of patients randomized to the 
hydroxychloroquine group and placebo group are presented in 
Table 1

Figure 1: Flowchart of randomization of 1.529 patients attended at HSPE

Baseline characteristics

HCQ Group

N=33

N(%)

Placebo Group

N=30

N(%)

p

Sex male 19 (57,5) 20 (66,6) 0,46
Age (mean; years) 60 59 0,85
Comorbidities

    Diabetes mellitus

    Systemic Arterial Hypertension

    COPD/Asthma

    Obesity (body mass index > 30)

23 (69,6)

11 (33,3)

14 (42,4)

5 (15,1)

6 (18,1)

24 (80)

13 (43,3)

16 (53,3)

2 (6,6)

11 (36,6)

0,35

0,41

0,39

0,20

0,10

Inclusion criteria

    Symptoms

    O2 supplementation

    Infiltrates on chest CT > 50%

33 (100)

31 (93,9)

15 (45,4)

30 (100)

28 (93,3)

12 (40)

0,12

0,66

Symptoms of acute respiratory infection

   Axillary temperature (mean, IQR, º C)

   Oxygen saturation (mean, IQR, %)

   Respiratory frequency (mean, IQR, bpm)

36,5 (35,5-39,1)

91 (77-99)

21,6 (16-32)

36,7 (35,9-38,6)

92 (84-98)

21 (16-28)

0,40

0,12

0,87

Table 1: Baseline characteristics of the patients by group
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	 Signs of patient’s severity randomized to the hydroxy-
chloroquine group and placebo group on day 5 are presented in 
Table 2. The symptoms of acute respiratory infection when com-
pared at baseline and at day 5 not show statistically significant 
difference (p=0,68).

	 Outcomes and adverse events of patients randomized 
to the hydroxychloroquine group and placebo group are present-
ed in Table 3. Table 4 demonstrate the median of corrected QT 
interval in both groups.

D5 characteristics

HCQ Group

N=33

N(%)

Placebo Group

N=30

N(%)

p

Symptoms of acute respiratory infection

Axillary temperature (mean, IQR, º C)

Oxygen saturation (mean, IQR, %)

Respiratory frequency (mean, IQR, bpm)

36,5 (35,8-38)

92,4 (82-98)

18,9 (12-27)

36,6 (35,4-38,9)

93 (79-97)

20,8 (15-32)

0,78

0,68

0,12

bpm=breath per minute

Table 2: Signs of patient’s severity on D5 of study

COPD = chronic obstructive pulmonary disease; CT = computed tomography; AST = aspartate aminotransferase; 

ALT = alanine aminotransferase; LDH = lactic dehydrogenase; IQR = interquartile range; bpm = breath per minute

Laboratory measurements 

   Hemoglobin (mean, IQR, g/dL, normal range 12-17)

   Leucocytes (mean, IQR, x103/µL, normal range 3.9-10.7)

   Neutrophils (mean, IQR, x103/µL, normal range 1.8-8)

   Lymphocytes (mean, IQR, x103/µL, normal range 1.2-6

   Urea (mean, IQR, mg/dL, normal range 10-40)

   Creatinine (mean, IQR, mg/dL, normal range 0.5-1.2)

   AST (mean, IQR, U/L, normal range 6-30)

   ALT (mean, IQR, U/L, normal range 7-40)

   Reactive-C-protein (mean, IQR, mg/dL, normal < 0.5)

   Ferritin (mean, IQR, ng/dL, normal range 4-300)

   LDH (mean, IQR, U/L, normal range 240-480)

  Dimer-D (mean, IQR, mcg/mL, normal range <0.5)

  Troponin (mean, IQR, ng/mL, normal range 0-0.04)

13.6 (10,1-19,3)

7.144 (368-13.600)

4.913 (46-11.433)

1.206 (369-3.394)

37 (19-145)

1.1 (0.5-11.2)

41 (12-124)

48 (9-174)

12.3 (1.6-34)

1.337 (156-9.697)

285 (44-505)

1.4 (0.3-9.6)

0.003 (0.001-0.016)

13.7 (9.4-16.9)

6.669 (638-17.500)

4.686 (81-15.000)

1.156 (300-2.400)

46.1 (17-147)

1.5 (0.5-11.1)

41 (13-98)

32 (5-91)

11.1 (1,2-40)

837 (102-3.449)

301 (142-611)

1.1 (0.19-5.4)

0.01 (0.001-0.09)

0,88

0,55

0,76

0,76

0,20

0,39

0,97

0,04

0,59

0,43

0,56

0,91

0,03
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	 All patients in both groups received ceftriaxone plus 
azithromycin because these antimicrobials belonged to the stan-
dard prescription protocol for patients with COVID-19 at this 
time. Heparin was prescribed to 31 (93,9%) for HCQ group and 
to 25 (83,3%) for placebo group. Corticosteroids was prescribed 
to 22 (66,7%) for HCQ group and to 17 (56,6%) for placebo 
group. Heparin and corticosteroids were prescribed according 
to the needs and medical prescription, both without statistical 
significance (p= 0,62 and 0,41, respectively).

	 Two patients were excluded from the study; one pa-
tient in the hydroxychloroquine group due to increase in hepatic 
transaminases on D4 (ALT of 505 U/L) and one patient in the 
placebo group due to voluntary withdrawal.

Discussion

	 In this blinded, placebo-controlled randomized clini-
cal trial conducted at our center, treatment with hydroxychlo-
roquine did not improve or worsen clinical outcomes for adults 
with COVID-19.

	 Enthusiasm for hydroxychloroquine as a potential ther-
apy for COVID-19 was sparked by in vitro studies that suggested 
it limited entry of SARS-CoV-2 into human cells by inhibiting 
glycosylation of cell receptors targeted by coronaviruses [16]. 
Additionally, hydroxychloroquine was investigated by reduce 
the production of several pro-inflammatory cytokines involved 

in the development of acute respiratory distress syndrome, a se-
vere manifestation of COVID-19 [17]. These factors, combined 
with broad availability, oral administration and perceived safety 
based on historical use in the treatment of malaria and rheuma-
tologic diseases led to an inadequate and widespread clinical use 
of hydroxychloroquine for COVID-19 [18].

	 In Brazil, since May 2020, the Ministry of Health re-
leased a protocol for the use of hydroxychloroquine. The drug 
was recommended for patients in the early stages of coronavirus 
infection and at lower dosages. The release of the substance has 
always been defended by President of the Republic of Brazil and 
the differences of understanding about its use were fundamental 
to the resignation of two Ministers of Health [19]. Despite the 
protocol, the Ministry admits in the document that there are no 
studies that prove the unequivocal benefit of this medication in 
the treatment of COVID-19. Also, it empowers the prescription 
to the doctor and requires a consent form by the patient [20].

	 In this context of doubt about the efficacy of hydroxy-
chloroquine in the treatment of COVID-19 we decided to carry 
out a work with the best level of evidence in order to prove or not 
the benefit of this medication. 

	 We started the study in April 2020 and during its course 
we had some difficulties in allocating patients because there were 
many questions and insecurity of patients to participate and also 
we had a boycott by hospital doctors in allowing their patients 

Outcome

HCQ Group

N=33

N(%)

Placebo Group

N=30

N(%)

p

Mechanical ventilation

    Time to IOT (mean, days, IQR)

8 (24,2)

4 (1-7)

6 (20)

3 (1-8)

0,68

0,69
Death

    Time to death (mean, days, IQR)

4 (12,1)

14.5 (6-21)

2 (6,6)

26 (7-45)

0,46

0,51
Adverse events
Increase in hepatic transaminases 1 (3) 0 (0) 0,34
QTc interval prolongation 0 (0) 0 (0)

Table 3: Comparison of outcomes and adverse events of patients randomized to the study

Corrected QT interval (mean, ms) D0 D3 D5
HCQ (N=33) 396 406 402
Placebo (N=30) 382 386 398

Table 4: Corrected QT interval in both groups on D0, D3 and D5 of study

ms= milliseconds

http://www.jscholaronline.org/
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to participate. So we decide to end the study even with a small 
number of participants.

	 The finding of this clinical trial demonstrate that hy-
droxychloroquine was not efficacious for the treatment of 
COVID-19 and it is consistent with results from recent studies 
that also demonstrated no clinical benefit [15,21,22]. 

	 These results provide one more strong evidence that 
hydroxychloroquine is not beneficial for COVID-19. Strengths 
of this trial included its blinded, placebo controlled design, high 
adherence to the study protocol, rigorous monitoring for safety 
events and adverse events and be performed in Brazil, one of the 
epicenters of the epidemic and where chloroquine is a cause of 
discord between the lay population, doctors and rulers.

	 However, this trial had some limitations. First, the trial 
only included hospitalized adults and findings may not be gener-
alizable to other populations neither for prophylaxis. Nowadays, 
we already have evidence that hydroxychloroquine did not reduce 
the risk of acquiring SARS-CoV-2 infection. Pooled data from 12 
studies, with 9917 participants showed that hydroxychloroquine 
should not be used neither in prophylaxis nor in treatment of 
patients with COVID-19 [23]. Second, the trial did not include 
collection of information on serum hydroxychloroquine concen-
trations, viral shedding or biomarkers of inflammation. Third, 
only one dosing regimen of hydroxychloroquine was studied in 
the trial. This regimen was selected based on in vitro studies of 
hydroxychloroquine, lung concentrations and doses commonly 
used for COVID-19. Other trials that evaluated higher doses of 
hydroxychloroquine also demonstrated no clinical benefit and 
had been associated with more severe toxicities [24].

	 Although our study found no benefit in the use of hy-
droxychloroquine for the outcomes of need for mechanical ven-
tilation and mortality during hospitalization, we also did not 
find significant toxicity with use of the drug mainly in relation 
to cardiac arrhythmias and considering the concomitant use of 
azithromycin. In a systematic review and meta-analysis recent-
ly published, the hydroxychloroquine group has a significantly 
higher rate of any adverse event (RR 2.68; 95% CI 1.55-4.64), 
as compared to the control group [23]. So, we have to consider 
that the use of these drugs without scientific evidence can lead to 
serious adverse reactions [25,26].

	 Over this time, scientific knowledge and internation-
al experiences have shown that the proven measures to control 
the pandemic are non-pharmacological strategies, such as cor-

rect use of effective masks, hand hygiene, testing and screening 
capacity, distancing and social isolation always combined with 
wide vaccination coverage.

Conclusion

	 Among adults hospitalized with respiratory illness from 
COVID-19, treatment with hydroxychloroquine, compared with 
placebo, did not significantly improve need for mechanical ven-
tilation neither mortality during hospitalization. These findings 
do not support the use of hydroxychloroquine for treatment of 
COVID-19 among hospitalized adults.

Acknowledgements

	 We thank all patients who agreed to participate in this 
study, even with all the politicization involving COVID-19 in 
Brazil. We also thank the families of all victims of this disease.

http://www.jscholaronline.org/


  JScholar Publishers                  
 

J Antibiot Antimicrob Agents 2021 | Vol 1: 101

 
8

References

1. 	 Liu J, Tu C, Zhu M, Wang J, Yang C, et al. (2021) The 
clinical course and prognostic factors of severe COVID-19 in 
Wuhan, China: A retrospective case-control study. Medicine 
(Baltimore). 100: e23996.

2. 	 World Health Organization (2019) Coronavirus disease 
(COVID-2019) situation reports. 

3. 	 Wang D, Hu B, Hu C, Zhu F, Liu X, et al. (2020) Clini-
cal Characteristics of 138 Hospitalized Patients with 2019 Novel 
Coronavirus-Infected Pneumonia in Wuhan, China. JAMA. 323: 
1061-9.

4. 	 Bhimraj A, Morgan RL, Shumaker AH, Lavergne V, 
Baden L, et al.  Infectious Diseases Society of America Guidelines 
on the Treatment and Management of Patients with COVID-19. 
Clin Infect Dis 27: 478.

5. 	 Parhizgar AR, Tahghighi A (2017) Introducing New 
Antimalarial Analogues of Chloroquine and Amodiaquine: A 
Narrative Review. Iran J Med Sci 42: 115-28.

6. 	 Savarino A, Boelaert JR, Cassone A, Majori G, Cauda 
R (2003) Effects of chloroquine on viral infections: an old drug 
against today’s diseases? Lancet Infect Dis 3: 722-7.

7. 	 Lee SJ, Silverman E, Bargman JM (2011) The role of an-
timalarial agents in the treatment of SLE and lupus nephritis. Nat 
Rev Nephrol. 7: 718-29.

8. 	 Kono M, Tatsumi K, Imai AM, Saito K, Kuriyama T, et 
al. (2007) Inhibition of human coronavirus 229E infection in hu-
man epithelial lung cells (L132) by chloroquine: involvement of 
p38 MAPK and ERK. Antiviral Res 77: 150-2.

9. 	 Wang M, Cao R, Zhang L, Yang X, Liu J, et al. (2020) Rem-
desivir and chloroquine effectively inhibit the recently emerged 
novel coronavirus (2019-nCoV) in vitro. Cell Res 30: 269-71.

10. 	 Falavigna M, Colpani V, Stein C, Azevedo LCP, Bagat-
tini AM, et al. (2020) Guidelines for the pharmacological treat-
ment of COVID-19. The task-force/consensus guideline of the 
Brazilian Association of Intensive Care Medicine, the Brazilian 
Society of Infectious Diseases and the Brazilian Society of Pulm-
onology and Tisiology. Rev Bras Ter Intensiva 32: 166-96.

11. 	 Singh B, Ryan H, Kredo T, Chaplin M, Fletcher T (2021) 
Chloroquine or hydroxychloroquine for prevention and treat-
ment of COVID-19. Cochrane Database Syst Rev 12: CD013587.

12. 	 Hernandez-Cardenas C, Thirion-Romero I, Rodrí-
guez-Llamazares S, Rivera-Martinez NE, Meza-Meneses P, et al. 
(2021) Research Group on hydroxychloroquine for COVID-19. 
Hydroxychloroquine for the treatment of severe respiratory in-
fection by COVID-19: A randomized controlled trial. PLoS One 
16: e0257238.

13. 	 Rodrigues C, Freitas-Santos RS, Levi JE, Senerchia AA, 
Lopes ATA, et al. (2021) Hydroxychloroquine plus azithromy-
cin early treatment of mild COVID-19 in an outpatient setting: 
a randomized, double-blinded, placebo-controlled clinical trial 
evaluating viral clearance. Int J Antimicrob Agents 58: 106428.

14. 	 Dubée V, Roy PM, Vielle B, Parot-Schinkel E, Blanchet 
O, et al. (2021) HYCOVID study group; HYCOVID investiga-
tors. Hydroxychloroquine in mild-to-moderate coronavirus dis-
ease 2019: a placebo-controlled double-blind trial. Clin Microbi-
ol Infect 27: 1124-30.

15. 	 Cavalcanti AB, Zampieri FG, Rosa RG, Azevedo 
LCP, Veiga VC, et al. (2020) Coalition Covid-19 Brazil I In-
vestigators. Hydroxychloroquine with or without Azithromy-
cin in Mild-to-Moderate Covid-19. N Engl J Med. 2020 Nov 
19;383(21):2041-2052. doi: 10.1056/NEJMoa2019014. Erratum 
in: N Engl J Med 383: e119.

16. 	 Yao X, Ye F, Zhang M (2020) In vitro antiviral activ-
ity and projection of optimized dosing design of hydroxychlo-
roquine for the treatment of severe acute respiratory syndrome 
coronavirus 2 (SARS-CoV-2). Clin Infect Dis 71: 732-9.

17. 	 Zhao M (2020) Cytokine storm and immunomodula-
tory therapy in COVID-19: role of chloroquine and anti-IL-6 
monoclonal antibodies. Int J Antimicrob Agents 55: 105982.

18. 	 Rubin EJ, Harrington DP, Hogan JW, Gatsonis C, Baden 
LR, et al. (2020) The urgency of care during the COVID-19 pan-
demic: learning as we go. N Engl J Med 382: 2461-2.

19. 	 Dyer O (2020) Covid-19: Bolsonaro under fire as Brazil 
hides figures. BMJ 369: m2296. 

20. 	 Brazil (2020) Health of Ministry. Ministry of Health 
Guidelines for Early Drug Treatment of Patients with COVID-19 
Diagnosis. 

21. 	 Horby P, Mafham M, Linsell L, Bell JL, Staplin N, et al. 
(2020) Effect of Hydroxychloroquine in Hospitalized Patients 
with Covid-19. N Engl J Med 383: 2030-40.

http://www.jscholaronline.org/


  JScholar Publishers                  
 

J Antibiot Antimicrob Agents 2021 | Vol 1: 101

 
9

Submit your manuscript at 
http://www.jscholaronline.org/submit-manuscript.php

Submit your manuscript to a JScholar journal 
and benefit from:

¶¶ Convenient online submission
¶¶ Rigorous peer review
¶¶ Immediate publication on acceptance
¶¶ Open access: articles freely available online
¶¶ High visibility within the field
¶¶ Better discount for your subsequent articles

22. 	 Self WH, Semler MW, Leither LM, Casey JD, Angus 
DC, et al. (2020) Effect of Hydroxychloroquine on Clinical Status 
at 14 Days in Hospitalized Patients with COVID-19: A Random-
ized Clinical Trial. JAMA 324: 2165-76.

23. 	 Kumar J, Jain S, Meena J, Yadav A (2021) Efficacy 
and safety of hydroxychloroquine/chloroquine against SARS-
CoV-2 infection: A systematic review and meta-analysis. J Infect 
Chemother 27: 882-9.

24. 	 Borba MGS, Val FFA, Sampaio VS (2020) Effect of high 
vs low doses of chloroquine diphosphate as adjunctive therapy 
for patients hospitalized with severe acute respiratory syndrome 
coronavirus 2 (SARSCoV-2) infection: a randomized clinical tri-
al. JAMA Netw Open 3: e208857.

25. 	 Melo JRR, Duarte EC, Moraes MV, Fleck K, Silva 
ASDNE, et al. (2020) Adverse drug reactions in patients with 
COVID-19 in Brazil: analysis of spontaneous notifications of 
the Brazilian pharmacovigilance system. Cad Saude Publica 37: 
e00245820.

26. 	 Makin AJ, Wendon J, Fitt S, Portmann BC, Williams R 
(1994) Fulminant hepatic failure secondary to hydroxychloro-
quine. Gut 35: 569-70.

http://www.jscholaronline.org/

