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To the Editor,
We thank Beccacece et al. for their letter to the editor notifying

that a study that we included in our recent meta-analysis has since
been retracted. We believe that it is paramount to avoid citing

DOI of original article: https://doi.org/10.1016/j.cmi.2022.09.015.

retracted works, particularly in meta-analyses [1]. With respect to
our publication [2], we originally conducted a sensitivity analysis
that excluded the now-retracted trial, as it was at a high risk of bias;
however, the sensitivity analysis did not include the final results of
the WHO Solidarity trial [3]. To that end, we have updated our
analysis herein. All patients in the retracted study were originally
included in the supplemental oxygen without ventilation group;
therefore, it is the only subgroup that has changed. In the original
analysis, the frequentist meta-analysis yielded a relative risk in this
subgroup of 0.89 (95% CI, 0.79—0.99). The corresponding Bayesian
meta-analysis on the risk difference scale estimated the probability
of any and >1% mortality benefit at 93.7% and 77.4%, respectively.
The revised frequentist random-effects meta-analysis (Fig. 1) now
finds a relative risk within the subgroup of 0.88 (95% CI, 0.78—0.99).
The Bayesian probability density function for patients in that spe-
cific subgroup (Fig. 2) now finds probabilities of any and >1%
mortality benefit of 95.5% and 83.2%, respectively.
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Remdesivir Control Risk Ratio %
Oxygenation and Study n/N n/N (95% ClI) Weight

Mechanical Ventilation I

CATCO (CMAJ 2022)" 19752 16/42 T 0.96(057,162)  4.33
WHO SOLIDARITY 2 (Lancet 2022)" 38/67 49179 0.91(0.70,1.20) 1.8
ACTT-1 (NEJM October 2020) 281131 29/154 —_— 1.14(0.71,1.81) 536
WHO SOLIDARITY 1 (NEJM 2021) 98254 71233 g— 127(0.99,1.62) 1321

Subgroup, REML 183/504 165/508 1.08(0.88,131) 3478
(I"=8.0%, p=0.353)

Oxygen without Mechanical Ventilation

Mahajan et al. (Indian J Anaesth 2021) 6/41 5/41 -4 1.20(0.40, 3.62) 1.10
Wang et al. (Lancet 2020) 22/158 10778 +— 1.09 (0.54, 2.18) 262
ACTT-1 (NEJM October 2020) 281327 45/301 —*—: X 0.57 (0.37, 0.89) 575
CATCO (CMAJ 2022)™ 85/468 110/498 —.-h- 0.82(0.64,1.06) 1291
WHO SOLIDARITY 2 (Lancet 2022)* 1731767 1717748 — 0.99(0.82,1.19) 17.83
WHO SOLIDARITY 1 (NEJM 2021) 192/1828 219/1811 : 0.87(0.72,1.04) 1811
Subgroup, REML 506/3589  560/3477 0.88(0.78,099) 5832
) -
(I"=16.3%, p = 0.309) 1
1
|
No Oxygen 1-
|
CATCO (CMAJ 2022)* 5/59 7142 - T i 0.51(0.17, 1.49) 1.15
ACTT-1 (NEJM October 2020) 375 3/63 ¢i 0.84(0.18, 4.02) 0.56
WHO SOLIDARITY 2 (Lancet 2022)" 12/160 14/165 #:l 0.88 (0.42, 1.85) 235
1
Spinner et al. (JAMA 2020) 5/384 4/200 4~ 1 0.65 (0.18, 2.40) 0.80
WHO SOLIDARITY 1 (NEJM 2021) 11/661 13/664 —— 0.85(0.38, 1.88) 2.05

1
Subgroup, REML 3611339 41/1134 q 0.77(0.50,1.19)  6.90
(F =0.0%, p=0.933) :

:
Heterogeneity between groups: p = 0.168 : |
Overall, REML 725/5432  766/5119 0 0.93(0.83, 1.04) 100.00
(I"=6.8%, p=0.377) |
|
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Fig. 1. Random-effects meta-analysis stratified by oxygenation requirements. ACTT, Adaptive Covid-19 Treatment Trial; CATCO, Canadian Treatments for COVID-19. *Excludes
patients already reported in the Solidarity 1 (NEJM 2020) and CATCO (CMA] 2022) trials. **Excludes patients reported in the Solidarity 1 (NEJM 2022) trial.

Remdesivir vs. control mortality difference
Oxygen without Ventilation

041 Probability less deaths with remdesivir(Pr< 0) = 95.5%(light plus dark AUC)
Probability at least 1 fewer death /100 treated = 83.2% (light AUC)
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2021
[
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Absolute mortality difference (%) (Remdesivir - control)
AUC = area under the curve

Fig. 2. Probability density functions for combined posterior distributions of the included remdesivir trials in patients requiring supplemental oxygen without mechanical venti-
lation. AUC, area under the curve.

The conclusions of the original paper are unchanged; however, that are retracted after their inclusion in a published meta-
these figures and numbers should now supersede those pre- analysis needs to be better addressed by the scientific commu-
sented in the original paper. The issue of how to address results nity at large.
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