Supplementary Table 1. Characteristics of patients who received reduced or standard dose of regorafenib
	 
	Dose reduction
	Standard dose
	p value

	Median age
	61 years
	60 years
	0.426

	MGMTp methylation
	13/20 (65.0%)
	17/46 (37.0%)
	0.035

	No. of previous TMZ cycles
	8
	4.5
	0.046

	Time-to-TMZ failure (months)
	11.9
	8.0
	< 0.001

	Objective RANO response to TMZ
	4/20 (20.0%)
	6/46 (13.0%)
	0.469

	Median KPS at regorafenib initiation
	70
	70
	0.879

	RANO response to regorafenib
	 
	 
	 

	Partial Response
	6/20 (30.0%)
	4/46 (8.7%)
	0.021

	Stable Disease
	6/20 (30.0%)
	8/46 (17.4%)
	

	Progressive Disease
	8/20(40.0%)
	34/46 (73.9%)
	

	TMZ-related toxicity
	9/20 (45.0%)
	9/46 (19.6%)
	0.033

	Regorafenib-related toxicity (any grade)
	20/20 (100%)
	26/46 (56.5%)
	< 0.001


Abbreviations: KPS, Karnofsky Performance Status; MGMTp, O(6)-methylguanyl DNA methyltransferase promoter; RANO, Radiological Assessment in Neuro-Oncology; TMZ, temozolomide.


Supplementary Table 2. Multivariable analysis of survival (considering the impact of reduced dose of regorafenib)
	 
	Multivariable Analysis

	 
	Progression-free survival
	Overall survival

	 
	HR (95% CI)
	p value
	HR (95% CI)
	p value

	Age
	1.028 (1.002-1.055)
	0.037
	1.012 (0.983-1.042)
	0.432

	MGMTp methylation
	0.465 (0.237-0.915)
	0.027
	0.555 (0.264-1.168)
	0.121

	No. of previous TMZ cycles
	1.000 (0.946-1.056)
	0.986
	1.002 (0.929-1.082)
	0.949

	Objective RANO response to TMZ
	2.089 (0.842-5.185)
	0.112
	0.818 (0.259-2.589)
	0.733

	KPS at regorafenib initiation
	0.998 (0.966-1.032)
	0.927
	0.977 (0.942-1.013)
	0.202

	Regorafenib-related toxicity
	0.979 (0.500-1.915)
	0.951
	1.294 (0.593-2.822)
	0.518

	Objective RANO response to regorafenib
	0.617 (0.273-1.393)
	0.245
	0.538 (0.206-1.404)
	0.205

	Dose reduction
	0.758 (0.346-1.661)
	0.489
	0.633 (0.231-1.733)
	0.374

	Third-line treatment after regorafenib
	NA
	0.222 (0.097-0.509)
	< 0.001


Abbreviations: CI, coefficient index; HR, hazard ratio; KPS, Karnofsky Performance Status; MGMTp, O(6)-methylguanyl DNA methyltransferase promoter; NA, not applicable; RANO, Radiological Assessment in Neuro-Oncology


