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Hydroxychloroquine or chloroquine with or without a
macrolide for treatment of COVID-19: a multinational
registry analysis

Mandeep R Mehra, Sapan § Desai, Frank Ruschitzka, Amit N Patel

Summary
Background Hydroxychlorequine or chloroquine, often in combination with a second-generation
widely used for treatment of COVID-19, despite no conclusive evidence of their benefit. Althou,
used for approved indications such as autoimmune disease or malaria, the safety and ben
regimens are poorly evaluated in COVID-19.

Methods We did a multinational registry analysis of the use of hydroxychloroquin
macrolide for treatment of COVID-19. The registry comprised data from 671 hos
patients hospitalised between Dec 20, 2019, and April 14, 2020, with a positj

for SARS-CoV-2.
f four treatment
oroquine with a
Patients for whom one of
n mechanical ventilation,
were in-hospital mortality
ventricular tachycardia or

macrolide), and patients who received none of these treatments formed
the treatments of interest was initiated more than 48 h after diagnosis o
as well as patients who received remdesivir, were excluded. The main out
and the occurrence of de-novo ventricular arrhythmias j
ventricular fibrillation).

19 were hospitalised during the study
bvere in the treatment groups (1868 received
pived hydroxychloroquine, and 6221 received
e control group. 10698 (11-1%) patients died in
0 gPsex, race or ethnicity, body-mass index, underlying
erlying lung disease, smoking, immunosuppressed condition,
priality in the contrel group (9-3%), hydroxychloroquine
# chloroquine with a macrolide (23-8%; 1-447, 1.368-1-531),
loroquine with a macrolide (22-2%; 1-368, 1-273-1-469) were each
in-hospital mortality. Compared with the control group (0-3%),
935-2.900], hydroxychloroquine with a macrolide (8-1%; 5 -106, 4. 106-5-983),
4-596), and chloroquine with a macrolide (6-5%; 4-011, 3-344—4.812) were

and baseline disease severily),
(18-0%; hazard ratio 1-335, 95

hydroxychloroquine
chloroquine (4-3%;

firm a benefit of hydroxychloroquine or chloroquine, when used alone or with
es for COVID-19. Each of these drug regimens was associated with decreased
eased frequency of ventricular arrhythmias when used for treatment of COVID-19.
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to February 20, 2020, Unadjusted mortality rate was lower in the ACEFARE group versus the non-
ACEVARB group (3.7% vs. 9.8%; P = 0.01). In mixed-effect Cox model treating site as a random effect,

after adjusting for age, gender, comorbidities, and in-hospital medications, the detecte

mortality was lower in the ACEVARB group versus the non-ACEFARB group (adjulged HR, 1.42; 95%

CI, 0,1940.92; P =0.03). In a propensity score-matched analysis followed by adjusting imbalantet=rere
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Use of renin-angiotensin-aldosterone system inhibitors > JOAS ™
Exposure and risk of COVID-19 requiring admission to hospital:
a case-population study

Francisco J de Abajo, Sara Rodriguez-Martin, Victoria Lerma, Gina Mejia-Abril, Mdnica Aguilar, Amelia Garcia-Luque, Leonor Laredo, Olga Laosa,
Gustavo A Centeno-Soto, Maria Angeles Gdlvez, Miguel Puerro, Esperanza Gonzdlez-Rojano, Laura Pedraza, Itziar de Pablo, Francisco Abad-Santos,
Leocadio Rodriguez-Maiias, Miguel Gil, Aurelio Tobias, Antonio Rodriguez-Miguel, Diego Rodriguez-Puyol, on behalf of the MED-ACE2-COVID19

Association of Inpatient Use of Angiotensin studygroup®

Converting Enzyme Inhibitors and Angiotensin Il Interpretation RAAS inhibitors do not increase the risk of COVID-19 requiring admission to hospital, including fatal
Receptor Blockers with Mortallty Among cases and those admitted to intensive care units, and should not be discontinued to prevent a severe case of COVID-19.

Patients With Hypertension Hospitalized With JAMA | Original Investigation
COVID-19 Association of Angiotensin-Converting Enzyme Inhibitor or Angiotensin

Receptor Blocker Use With COVID-19 Diagnosis and Mortality

Emil L. Fosbal, MD, PhD; Jawad H. Butt, MD; Lauge @stergaard, MD; Charlotte Andersson, MD, PhD; Christian Selmer, MD, PhD;
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CONCLUSIONS AND RELEVANCE Prior use of ACEI/ARBs was not significantly associated
with COVID-19 diagnosis among patients with hypertension or with mortality or severe
disease among patients diagnosed as having COVID-19. These findings do not support
discontinuation of ACEI/ARB medications that are clinically indicated in the context of the
COVID-19 pandemic.

to February 20, 2020, Unadjusted mortality rate was lower in the ACEFARE group versus the non-
ACEVARB group (3.7% vs. 9.8%; P = 0.01). In mixed-effect Cox model treating site as a random effect,

after adjusting for age, gender, comorbidities, and in-hospital medications, the detecte

mortality was lower in the ACEVARB group versus the non-ACEVARB group (adjulged HR, 1.42; 95%

CI, 0,1940.92; P =0.03). In a propensity score-matched analysis followed by adjusting imbalante

Renin-angiotensin system blockers and susceptibility to
COVID-19: an international, open science, cohort analysis

Daniel R Morales, Mitchell M Conover, Seng Chan You, Nicole Pratt, Kristin Kostka, Talita Duarte-Salles, Sergio Ferndndez-Bertolin, Maria Aragén,
Scott L DuVall, Kristine Lynch, Thomas Falconer, Kees van Bochove, Cynthia Sung, Michael E Matheny, Christophe G Lambert, Fredrik Nyberg,
Thamir M Alshammari, Andrew E Williams, Rae Woong Park, James Weaver, Anthony G Sena, Martijn ] Schuemie, Peter R Rijnbeek,

Ross D Williams, Jennifer C E Lane, Albert Prats-Uribe, Lin Zhang, Carlos Areia, Harlan M Krumholz, Daniel Prieto-Alhambra, Patrick B Ryan,
George Hripcsak, Marc A Suchard

§Y’% Utrecht University Pharmacoepidemiology Interpretation No clinically significant increased risk of COVID-19 diagnosis or hospital admission-related outcomes
U and Clinical Pharmacology associated with ACEI or ARB use was observed, suggesting users should not discontinue or change their treatment to
decrease their risk of COVID-19.



The onset of COVID-19 was defined as the time point when the symptoms were first noticed. Patients with

hypertension who received ACEI/ARB during hospitalization were classified as ACEI/ARB group. Patients

with hypertension who did not receive ACEI/ARB during hospitalization were classified as non-ACEI/ARB

group. In the subgroup propensity score-matched cohort analysis among patients taking antihypertensive
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HYDROXYCHLOROQUINE EXPOSURE
Patients were defined as receiving hydroxychlo-
roquine if they were receiving it at study baseline
or received it during the follow-up period before
intubation or death. Study baseline was defined
as 24 hours after arrival at the emergency de-
partment.
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The onset of COVID-19 was defined as the time point when the symptoms were first noticed. Patients with

hypertension who received ACEI/ARB during hospitalization were classified as ACEI/ARB group. Patients

with hypertension who did not receive ACEI/ARB during hospitalization were classified as non-ACEI/ARB

group. In the subgroup propensity score-matched cohort analysis among patients taking antihypertensive

HYDROXYCHLOROQUINE EXPOSURE
Patients were defined as receiving hydroxychlo-
roquine if they were receiving it at study baseline
or received it during the follow-up period before
intubation or death. Study baseline was defined
as 24 hours after arrival at the emergency de-
partment.

> Am J Epidemiol. 2021 Feb 10;kwab028. doi: 10.1093/aje/kwab028. Online ahead of print.

Biases in evaluating the safety and effectiveness of
drugs for covid-19: designing real-world evidence
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Future considerations

Use of data from 2020 (and 2021) in observational studies

How have our databases been affected?
* Heterogeneicity
* Different patterns of health care usage
- HCP visits, hospital based care etc
* National health care systems versus employment dependant
health care coverage
e Patient adherence
* etc
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Capturing confounders, measuring outcomes

Diagnosis of physical and mental health conditions in T®

primary care during the COVID-19 pandemic: a retrospective
cohort study

Richard Williams, David A Jenkins, Darren M Ashcroft, Ben Brown, Stephen Campbell, Matthew J Carr, Sudeh Cheraghi-sohi, Navneet Kapur,
Owain Thomas, Roger T Webb, Niels Peek

Findings Between March 1 and May 31, 2020, 1073 first diagnoses of common mental health problems were reported
compared with 2147 expected cases (95% CI 1821 to 2489) based on preceding years, representing a 50-0% reduction
(95% CI 41-1 to 56-9). Compared with expected numbers, 456 fewer diagnoses of cims
(43-3% reduction, 95% CI 29-6 to 53-5), and 135 fewer type 2 diabetes diagnoses (49-0% reduction, 23-8 to 63-1)
were observed. The number of first prescriptions of asﬁ%ma{m% also lower than expected for the same
time period. However, the gap between observed and expected cancerdiagnoses (31fewer; 16 - 0% reduction,—18 - 1t0 36 6)
during this time period was not statistically significant.
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Hospital-based headache care during the ")
Covid-19 pandemic in Denmark and
Norway

Espen Saxhaug Kristoffersen''®, Kashif Wagar Faiz', Else Charlotte Sandset™”, Anette Margrethe Storstein®,
Simon Stefansené, Bendik Slagsvold Winsvold™t and Jakob Maller Hansen®*t

Conclusion

Hospital-based headache care and research was im-
pacted in Denmark and Norway during the initial phase
of the Covid-19-pandemic. More research on imple-
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Effects of the COVID-19 Pandemic on Cancer-
Related Patient Encounters

W) Check for updates

Jack W. London, PhD"; Elnara Fazio-Eynullayeva, MAZ; Matvey B. Palchuk, MD, MSZ;
Peter Sankey, MBChB3; and Christopher McNair, PhD! -

CONCLUSION

Trends seen in the CCRN clearly suggest a significant decrease in all cancer-
related patient encounters as a result of the pandemic. The steep decreases in

cancer screening and patients with a new incidence of cancer suggest the
possibility of a future increase in patients with later-stage cancer being seen
initially as well as an increased demand for cancer screening procedures as
delayed tests are rescheduled.
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European Network of Centres for

The role of ENCePP Pharmacoepidemiology and Pharmacovigilance
Coordinated by the European Medicines Agency
w u p Nebwark (EMA), the European Network of Centres for
Pharmacoepidemiology and Pharmacovigilance
(ENCePP) brings together expertise and
resources in pharmacoepidemiology and pharmacovigilance across Europe.

. ENCePP aims to strengthen the monitoring of the benefit-risk balance of medicines,
CO I | ective kn OWInge primarily by facilitating the conduct of high quality, multi-centre, independent post-

authorisation studies (PAS) with a focus on observational research.
Multinational collaborations

Development of Standards and Guidances

Transparency (EU PAS Register)

Careful consideration of pharmacoepidemiological principles
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