
SUPPLEMENTARY TABLE S1. Characteristics of excluded anti-inflammatory studies  

Name Year Blinding Treatment  
No. patients 

total 

No. patients in 

treatment 

No. patients 

in control 

Cause of 

exclusion 

Chen et al. [39]    2020 Double-blinded 
20 mg Atorvastatin 

for up to 14 days 
300 150 150 

Only elderly 

patients (60-90 

years) 

Fei et al. [40] 2007 Not stated 

Intraoperative topical 

10 mg 

dexamethasone 

20 10 10 

Pilot study, 

Unknown 

blinding method 

No data 

regarding 

mortality or mRS 

follow-up  

Galea et al. [41] 2018 Single-blinded 

100 mg Subcutaneous 

interleukin-1 receptor 

antagonist 

136 68 68 Single-blinded 

Hasan et al. [42]  1989 
Blinded outcome 

assessment 

Intravenous 

Fludrocortisone 

acetate or orally 400 

µg/d in two doses for 

12 days 

91 46 45 

No placebo, No 

data regarding 

mortality or mRS 

follow-up  

Hashi et al. [43]   1988 Double-blinded 

Intravenous 

Hydrocortisone 

sodium phosphate (3 

g) in intervals of 12 

hours for 6 times 

140 71 69 
Written in 

Japanese 

Jaschinski et al. 

[44]    
2008 Not stated 

40 mg pravastatin 

daily 
98 40 58 

Abstract only, 

unknown 

blinding 

Lynch et al. [45] 2005 Double-blinded 
80 mg Simvastatin 

daily for 14 days 
39 19 20 

No data 

regarding 

mortality or mRS 

follow-up 

Macedo et al. 

[46]    
2009 Not blinded 80 mg simvastatin  21 11 10 

Abstract only, not 

blinded 

Mori et al. [47]   1999 Not stated 

Oral Fludrocortisone 

acetate 0.3 mg/d for 

1-8 days 

25 15 10 

Unknown 

Blinding method, 

unknown 

randomization 

method, no 

placebo  

Moro et al. [48]    2003 Not blinded 

1200 mg 

Hydrocortisone per 

day until day 10 

28 14 14 

Not blinded, no 

placebo, no data 

regarding 

mortality or mRS 

follow-up  

Naraoka et al. 

[49]    
2018 Double-blinded 

4 mg Pitavastatin 

daily for 14 days 
108 54 54 

No data 

regarding 

mortality or mRS 

follow-up 

Singh et al. [50] 2014 Double-blinded 

Intravenous bolus of 

IL-1 Receptor 

Antagonist 

13 6 7 

No data 

regarding 

mortality or mRS 

follow-up 

Wong et al. [51] 2014 Double-blinded 

80 or 40 mg 

Simvastatin daily for 

21 days 

255 131 (high dose) 
124 (low 

dose) 
No placebo  

 



 

SUPPLEMENTARY TABLE S2: Quality assessment of prospective randomized double-blind, and placebo-controlled trials 

Chou 2008 [25] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

Randomization was performed. 

Randomization sequence is not described.   

Allocation concealment (selection bias) Unclear The allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 
All outcome data are reported. Intention-

to-treat analyses were performed 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Diringer 2016 [26] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

Randomization was performed by a 

computerized system. Randomization 

sequence is not described.   

Allocation concealment (selection bias) Unclear The allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk All outcome data are reported. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Garcia Pastor 2022 [27] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

Computer-derived tables were used for 

randomization. Further information is not 

given 

Allocation concealment (selection bias) Unclear 
Patients were randomly allocated. Detailed 

allocation concealment not given.  

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Unclear  

All prespecified endpoints are summarized 

with the results. Incomplete outcome data 

of mRS score at 3 months. Reason for lack 

of data in a few patients not available.  

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Garg 2013 [28] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low risk 

Randomization was performed. Patients 

were randomized by block randomization 

method with variable block size. 

Allocation concealment (selection bias) Low risk Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

All outcome data are reported. Drug 

discontinuation because of transaminitis in 

both arms.  

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  



Gomis 2010 [29] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

The method of randomization is not 

reported.  

Allocation concealment (selection bias) Unclear The allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

One patient of the experimental arm and 

three of the placebo arm were regarded as 

not treatable because of early death by 

recurrent hemorrhages prior to treatment, 

early death after first hemorrhage, acute 

renal failure, acute respiratory failure, and 

hypoglycemia. Further outcome data are 

present in all patients 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Hop 2000 [30] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

The method of randomization is not 

reported.  

Allocation concealment (selection bias) Unclear The allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk All outcome data are reported. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Katayama 2007 [31] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

Randomization was performed. 

Randomization sequence is not reported. 

 

Allocation concealment (selection bias) Unclear Allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk All outcome data are reported. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Kirkpatrick 2014 [32] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low risk 

Randomization was performed. 

Randomization sequence was generated by 

a computer to randomize patients by 

blocks of ten patients (5 experiment, 5 

placebo). 

Allocation concealment (selection bias) Low risk Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

All outcome data are reported. Lack of data 

and exclusion of patients are explained. In 

both arms patients withdrew, were not 

adherent to drug protocol, and were lost to 



follow-up. Intention-to-treat analyses were 

performed 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Martini 2022 [33] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low risk 

The method of randomization is reported. 

Computer-derived random sequence based 

on an unrestricted “fair-coin” 

randomization procedure was provided by 

an independent statistician. 

Allocation concealment (selection bias) Low risk Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

One patient of the placebo group withdrew 

consent prior to receiving the first dose. 

Further outcome data are present. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Suzuki 1989 [34] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Unclear 

Randomization was performed. 

Randomization sequence is not reported. 

Allocation concealment (selection bias) Unclear Allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk All outcome data are reported. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Tseng 2005 [35] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low risk Simple randomization was used  

Allocation concealment (selection bias) Unclear The allocation concealment is not reported. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk All outcome data are reported. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Van den Bergh 2006 [36] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low-risk 

The method of randomization is reported. 

Factorial design was used 

Allocation concealment (selection bias) Low-risk  Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low-risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low-risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

Discontinued intervention in both arms 

because of adverse events. Intention-to-

treat analysis was performed 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported 

Other bias Unclear  

Vergouwen 2009 [37] Risk of bias Author judgment 



Random sequence generation (selection 

bias) 
Low risk 

Randomization was performed. Permuted-

block randomization was used.   

Allocation concealment (selection bias) Low risk Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

All outcome data are reported except for 

those patients with a discontinued 

intervention because of adverse events or 

study medication lost. Intention-to-treat 

analyses were performed 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  

Woo 2020 [38] Risk of bias Author judgment 

Random sequence generation (selection 

bias) 
Low risk 

Randomization was performed. 

Randomization sequence was generated by 

SPSS with a block size of ten patients. 

Allocation concealment (selection bias) Low risk Allocation to each group in a 1:1 ratio. 

Blinding of participants and personnel 

(performance bias) 
Low risk Double blinded 

Blinding of outcome assessment (detection 

bias) 
Low risk Double blinded 

Incomplete outcome data (attrition bias) Low risk 

All outcome data are reported. Analyses 

were performed on a modified intention-to-

treat basis. 

Selective reporting (reporting bias) Low risk All prespecified outcomes were reported. 

Other bias Unclear  



 



 



 



 

Figure S1. PRISMA checklist summarizing the checklist items and the location of 

the items in the present meta-analysis. 

 



 

Figure S2. Illustrative summary of the potential anti-inflammatory functioning 

and avenues influenced by corticosteroid therapy in aneurysmal subarachnoid 

hemorrhage. 

 


