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To provide rapid analyses of questions related

to use of medicines in COVID-19 with potential
important public health impact
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Background: To facilitate research on severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2), a prospective cohort of all Danish residents tested for SARS-CoV-2 m
Denmark 1s established.

Data Structure: All Danish residents tested by reverse transcriptase polymerase chain reac-
tions (RT-PCR) for SARS-CoV-2 in Denmark are included. The cohort 1s identified using the
Danish Microbiology Database. Individual-level record linkage between administrative and
health-care registries 1s facilitated by the Damsh Civil Registration System. Information on
outcomes related to SARS-CoV-2 mfection mcludes hospital admission, mtensive care unit
admission, mechanical ventilation, and death and is retrieved from the five administrative
Damish regions, the Damish National Patient Registry, and the Damish Register of Causes of
Death. The Patient Registry further provides a complete hospital contact history of somatic and
psychiatric conditions and procedures. Data on all prescriptions filled at community pharmacies
are available from the Danish National Prescription Registry. Health-care authorization status 1s
obtained from the Damsh Register of Healthcare Professionals. Finally, selected laboratory
values are obtained from the Register of Laboratory Results for Research. The cohort is governed
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Abstract

Background

Concerns over the safety of non-steroidal anti-inflammatory drug (NSAID) use during severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection have been raised. We
studied whether use of NSAIDs was associated with adverse outcomes and mortality during
SARS-CoV-2 infection.
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Table 2. Association between current NSAID use and 30-day mortality, hospitalization, [CU admission, mechanical ventilation, and renal replacement therapy in
unmatched and propensity-score-matched cohorts.

Outcome NSAID users Non-users Comparison
Number of events/ Risk (%) (95% | Number of events/ Risk (%) (95% | Risk difference (%) P Risk ratio p-
sample size CI) sample size CI) (95% CI) Value |(95% CI) Value

Unmatched cohort

Death 14/248 5.6(2.8,8.5) |521/8,988 58(53,63) | -0.2(-3.1,2.8) 092 0.97 (0.58, 0.92
1.63)

Hospitalization® 56/228 24.6 (19.0, 1,456/8,414 17.3(16.5, 7.3(1.6,12.9) 0.01 1.42(1.13, <0.01

30.2) 18.1) 1.79)

ICU admission* 11/247 4.5(1.9,7.0) |279/8,956 3.1(2.8,35) | 1.3(-1.3,3.9) 0.31 1.43(0.79, 0.23
2.58)

Mechanical 10/248 4.0 (1.6,6.5) |225/8,970 25(2.2,2.8) | 1.5(-0.9, 4.0) 0.23 1.61(0.86, 0.13

ventilation* 2.99)

Renal replacement n < 5/248 —** —** —** 0.6 (0.8, 1.9) 0.42 1.87(0.59, 0.29

therapy* 5.94)

Matched cohort

Death 14/224 6.3(3.1,9.4) |55/896 6.1 (4.4,7.8) |0.1(=3.5,3.7) 0.95 1.02(0.57, 0.95
1.82)

Hospitalization* 50/204 24.5(18.6, 175/826 21.2(181, 3.3(-3.4, 10.0) 0.33 1.16 (0.87, 0.31

30.4) 24.3) 1.53)

ICU admission* 11/223 4.9(2.1,7.8) |42/889 4.7(3.2,6.2) | 0.2(-3.0,34) 0.90 1.04 (0.54, 0.90
2.02)

Mechanical 10/224 45(1.8,7.2) |35/891 3.9(2.5,53) |0.5(-2.5,3.6) 0.73 1.14(0.56, 0.72

ventilation* 2.30)

Renal replacement n < 5/224 - — - -0.2 (-2.0,1.6) 0.81 0.86 (0.24, 0.81

therapy”

3.09)




Outcome Risk ratio (95% CI)

Death 1.02 (0.57-1.82)
Hospitalization 1.16 (0.87-1.53)
ICU admission 1.04 (0.54-2.02)
Mechanical ventilation 1.14 (0.56-2.30)

Renal replacement therapy  0.86 (0.24-3.09)



Conclusions

Use of NSAIDs was not associated with an

increased risk of 30-day mortality or adverse outcomes
in patients infected with SARS-CoV-2.
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Abstract

The coronavirus disease 2019 (COVID-19) pandemic has triggered several
hypotheses regarding use of specific medicines and risk of infection as well as
prognosis. Under these unique circumstances, rapid answers require quick
engagement in data collection and analyses; however, appropriate design and
conduct of pharmacoepidemiologic studies are needed to generate valid and reli-
able evidence. In this paper, endorsed by the International Society for Phar-
macoepidemiology, we provide methodological considerations for the conduct of
pharmacoepidemiological studies in relation to the pandemic across eight
domains: (1) timeliness of evidence, including the need to prioritise some ques-
tions over others in the acute phase of the pandemic; (2) the need to align obser-
vational and interventional research on efficacy; (3) the specific challenges
related to “real-time epidemiology” during an ongoing pandemic; (4) what design
to use to answer a specific question; (5) considerations on the definition of expo-
sures; (6) what covariates to collect: (7) considerations on the definition of out-
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