
Supplementary Material 

Supplementary Table S1. Characteristics of excluded prospective trials on anti-inflammatory studies 
in patients with chronic subdural hematoma. 

Name Year Blinding Treatment  
No. 

patients 
total 

No. patients 
in treatment 

No. 
patients in 

control 

Cause of 
exclusion 

Tariq et al. [33] 2021 Single-blinded Dexamethasone  92 46 46 
Single-blinded, 

no placebo 
control 

Fujisawa et al. 
[34] 2021 Not blinded Goreisan 208 104 104 No placebo 

control 

Katayama et 
al. [35] 2018 Not blinded Goreisan 180 88 92 No placebo 

control 

Workewych et 
al.  

[36] 

2018 Single-blinded Tranexamic acid 24 NA NA 
No anti-

inflammatory 
drug 

Yamada and 
Natori 

[37] 

2020 Not blinded 
Tranexamic acid and 

Goreisan 193 150 43 

No anti-
inflammatory 

drug, no 
placebo control 

Chan et al. 

[38] 
2015 Not blinded Dexamethasone 248 122 126 No placebo 

control 

Sun et al. 

[39] 
2005 Not blinded Dexamethasone 112 95 17 No placebo 

control 

Hirashima et 
al. 

[40] 
2002 Not blinded Etizolam 53 24 29 No placebo 

control 

Hirashima et 
al. 

[41] 
2002 Not blinded Etizolam 39 15 24 No placebo 

control 

Schaumann et 
al. [42] 2016 Not blinded 

Celecoxib 

 
23 10 13 No placebo 

control 

 
 
 

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

1. Prud´homme 2016 [32] Risk of bias Author judgment 



Random sequence generation 
(selection bias) 

Low-risk The method of randomization is 
reported. Web-based service by 
pharmacist who was involved in the 
study. 

Allocation concealment (selection 
bias) 

Low-risk  Allocation to each group in a 1:1 ratio 
with block sizes ranging from 4 to 6. 

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 Data is recorded for all patients 

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

Other bias Unclear  

2. Jiang 2018 [31] Risk of bias Author judgment 

Random sequence generation 
(selection bias) 

Low risk The method of randomization is 
reported. Patients were centrally 

randomized using the Data 
Acquisition System for Electronic Data 

Capture (Version 5.0). 

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) 

Unclear risk Exclusion of several patients in both 
arms because of refusal of CT scans or 

medication, lost to follow-up, 
withdrawal of the decision, and 
death. Modified intention-treat 

analysis was performed. 

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

Other bias Unclear  

3. Mebberson 2019 [30] Risk of bias Author judgment 

Random sequence generation 
(selection bias) 

Low risk The method of randomization is 
reported. Computer-derived 

permuted block with varying block 
size sequence was used for 

randomization. 

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) 

Unclear One patient of the dexamethasone 
arm missed the evaluation of the mRS 

at 6-months for unknown reason.  

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

Other bias Unclear  

4. Hutchinson 2020 [29] Risk of bias Author judgment 

Random sequence generation 
(selection bias) 

Low risk The method of randomization is 
reported. Randomization was 

performed with the use of permute 
blocks (random block sizes of two or 

four). 

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 Multicentric trial with lost to follow-
up. Intention-to-treat analysis was 

performed to counteract the lack of 
data. 

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

Other bias Unclear  

5. Ng 2021 [28] Risk of bias Author judgment 

Random sequence generation 
(selection bias) 

Low risk The method of randomization is 
reported. Block sizes of four patients 

were 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 Multicentric trial with lost to follow-
up. Intention-to-treat analysis was 

performed to counteract the lack of 
data. 

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

Other bias Unclear  

 



 
SUPPLEMENTARY TABLE S3: Assessment of certainty – general population 

 

 
SUPPLEMENTARY TABLE S4: Assessment of certainty – conservatively treated population 

 

 
SUPPLEMENTARY TABLE S5: Assessment of certainty – surgically treated patients 

 

 
 
 
 
 
 

SUPPLEMENTARY TABLE S6: Assessment of certainty – use of corticosteroids 



 

 
 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 
 



 
 



 
 



 
 



 
 



 

 
Supplementary Figure S1. PRISMA checklist of the present meta-analysis [18]. 
 

 
 
 
 
 
 
 



 
Supplementary Figure S2. Forest Plots displaying OR and 95% CI estimates for outcome in studies [28–30] 
evaluating anti-inflammatory therapies compared to placebo in patients who underwent surgical treatment due to 
cSDH. Squares represent the odds ratio; the bigger the square, the greater the weight given because of the narrower 
95% CI. Diamond represents the odds ratio of the overall data.  
 

 
Supplementary Figure S3. Forest Plots displaying OR and 95% CI estimates for positive outcome in studies [31] 
evaluating anti-inflammatory therapies compared to placebo in patients with cSDH treated conservatively. Squares 
represent the odds ratio; the bigger the square, the greater the weight given because of the narrower 95% CI. 
Diamond represents the odds ratio of the overall data.  
 

 
 

Supplementary Figure S4. Illustrative summary of potential anti-inflammatory functions of glucocorticoids or 
atorvastatin in cSDH. Glucocorticoids inhibit several inflammatory pathways such as the recruitment of 
inflammatory cells (e.g., macrophages), VEGF secretion, and macrophage differentiation. Atorvastatin stimulates 
the angiogenesis by increasing the level of endothelial progenitor cells in order to repair damaged vascular 
endothelium. Furthermore, atorvastatin acts anti-inflammatory by reducing the number of neutrophils in the 
neomembranes of cSDHs. 


