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To the Editor,
We read with great interest the recent meta-analysis by 
Dr. Wu et al. [1], which investigated the efficacy of cor-
ticosteroids in patients with severe community-acquired 
pneumonia (CAP). A total of severe randomized con-
trolled trials involving 1689 patients were included, and 
the primary finding is that in patients with severe CAP, 
adjunctive corticosteroids can provide survival ben-
efits and improve clinical outcomes without increasing 
adverse events. We have some different opinions.

First, in the sensitivity analysis, this review used leave-
one-out analyses (removing one trial at a time from each 
meta-analysis), and they reported that all the results 
remained stable. However, this result may be biased by 
inadequate study inclusion. We performed another lit-
erature search on the basis of the previous systematic 
reviews and identified another two trials (the Santeon-
CAP Trial [2] and Snijders et  al.’s Trial [3]) that should 
be included. After the inclusion of these two trials, the 
sensitivity analysis became unstable in the leave-one-
out analysis, and the result became non-significant after 

excluding Dequin et  al.’s trial [4] (Fig.  1, overall effect: 
RR 0.77, 95% 0.57–1.03). Besides, two recent adequately 
powered, rigorously designed randomized trials [4, 5] of 
severe CAP have reported opposite outcomes, suggesting 
that the efficacy of corticosteroids in severe CAP may be 
heterogeneous. In addition, the instability of the results 
of the current meta-analysis suggests that further studies 
may be needed.

Second, within all included trials, there is some concern 
[6] about Sabry’s [7] trial. All included trials reported in-
hospital or 30-day mortality as the outcome. However, in 
Sabry’s trial, the authors used extreme short-term mor-
tality (8-day) as the primary outcome, which was less 
than the reported median time to death in CAP (nine 
days, which means almost half of all deaths were not 
observed) [8]. Thus, to reach a stable result, it is reason-
able to perform another sensitivity analysis by excluding 
this trial. In Fig. 1, both pooled analysis with or without 
Sabry’s [7] trial was performed and the result remained 
non-significant.

This comment refers to the article available online at https:// doi. org/ 10. 1186/ 
s13054- 023- 04561-z.

*Correspondence:
Caibao Hu
hucaibaozhejiang@163.com
1 Department of Intensiventensive Care, Zhejiang Hospital, 1229 Gudun 
Road, Hangzhou 310013, Zhejiang, China

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
http://creativecommons.org/publicdomain/zero/1.0/
http://crossmark.crossref.org/dialog/?doi=10.1186/s13054-023-04645-w&domain=pdf
https://doi.org/10.1186/s13054-023-04561-z
https://doi.org/10.1186/s13054-023-04561-z


Page 2 of 3Chen and Hu  Critical Care          (2023) 27:358 

Acknowledgements
Not applicable.

Author contributions
S.C. raised the question, and C.H. was responsible for analysis and writing. All 
authors have reviewed and approved the manuscript.

Funding
None.

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
None.

Received: 9 September 2023   Accepted: 11 September 2023

References
 1. Wu JY, Tsai YW, Hsu WH, Liu TH, Huang PY, Chuang MH, Liu MY, Lai CC. 

Efficacy and safety of adjunctive corticosteroids in the treatment of 
severe community-acquired pneumonia: a systematic review and meta-
analysis of randomized controlled trials. Crit Care. 2023;27(1):274.

 2. Wittermans E, Vestjens SMT, Spoorenberg SMC, Blok WL, Grutters JC, Jans-
sen R, Rijkers GT, Smeenk F, Voorn GP, van de Garde EMW, et al. Adjunctive 
treatment with oral dexamethasone in non-ICU patients hospitalised 
with community-acquired pneumonia: a randomised clinical trial. Eur 
Respir J. 2021;58(2).

 3. Snijders D, Daniels JM, de Graaff CS, van der Werf TS, Boersma WG. 
Efficacy of corticosteroids in community-acquired pneumonia: a 
randomized double-blinded clinical trial. Am J Respir Crit Care Med. 
2010;181(9):975–82.

 4. Dequin PF, Meziani F, Quenot JP, Kamel T, Ricard JD, Badie J, Reignier J, 
Heming N, Plantefeve G, Souweine B, et al. Hydrocortisone in severe 
community-acquired pneumonia. N Engl J Med. 2023;388:1931–41.

 5. Meduri GU, Shih MC, Bridges L, Martin TJ, El-Solh A, Seam N, Davis-Karim 
A, Umberger R, Anzueto A, Sriram P, et al. Low-dose methylprednisolone 
treatment in critically ill patients with severe community-acquired pneu-
monia. Intensive Care Med. 2022;48(8):1009–23.

 6. Wan YD, Sun TW, Liu ZQ, Zhang SG, Wang LX, Kan QC. Efficacy and safety 
of corticosteroids for community-acquired pneumonia: a systematic 
review and meta-analysis. Chest. 2016;149(1):209–19.

Fig. 1 sensitivity analysis of the effect of corticosteroids on mortality in community-acquired pneumonia. Note: in the leave-one-out sensitivity 
analysis, the effect on all-cause mortality became non-significant after excluding Dequin et al.’s trial



Page 3 of 3Chen and Hu  Critical Care          (2023) 27:358  

 7. Sabry NA. Omar EE-D: corticosteroids and ICU course of commu-
nity acquired pneumonia in Egyptian settings. Pharmacol Pharm. 
2011;2(1):73–81.

 8. Blum CA, Nigro N, Briel M, Schuetz P, Ullmer E, Suter-Widmer I, Win-
zeler B, Bingisser R, Elsaesser H, Drozdov D, et al. Adjunct prednisone 
therapy for patients with community-acquired pneumonia: a multi-
centre, double-blind, randomised, placebo-controlled trial. Lancet. 
2015;385(9977):1511–8.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Effect of corticosteroids on mortality in patients with community-acquired pneumonia
	Acknowledgements
	References


