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Supplementary Figures
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Supplemental Figure 1: VENN diagram of GSEA of mRNA-sequencing data considering all protein-coding genes. All HALLMARK Sets from SAS and FaDu cells were compared to each other [42].
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Supplemental Figure 2: 2D and 3D CellTiter-Glo Luminescent Viability Assay. Dose‒response curves of ascorbic acid treatment. The different HNSCC strains, SAS (A) and FaDu (B), were tested. The IC50 values of three independent experiments were determined from the fitted dose‒response curves. The dotted lines indicate a relative cell survival rate of 50%.
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[bookmark: _Ref176206622]Supplemental Figure 3: Clonogenic survival and radiosensitivity of 2D HNSCC models with or without ascorbic acid under normoxic (21 % O2) and hypoxic (0.1 % O2) conditions. The diagrams show the clonogenic survival rate [%] without (A/C) or with (B/D) irradiation for each HNSCC line, SAS (A/B) and FaDu (C/D). The cells were irradiated with 2–14 Gy. The data represent the mean values (+/± SDs) of at least three independent experiments. The dotted lines indicate a relative cell survival rate of 10%. Significant p values are highlighted with asterisks (*p ≤ 0.05).
Supplemental Table 1: OER of monolayer cells and two-color spheroids relative to that of the normoxic or mCherry-labeled control. Significant p values are highlighted with asterisks (* p < 0.05; ** p < 0.01, *** p < 0.001).
	2D
	SAS
	
	FaDu
	

	
	normoxic
	hypoxic
	normoxic
	hypoxic

	control
	1.00
	2.08 ± 0.15**
	1.00
	2.09 ± 0.15**

	ascorbic acid
	1.34 ± 0.04**
	2.04 ± 0.04*
	1.12 ± 0.03*
	2.05 ± 0.14**

	
	
	
	
	

	3D
	SAS
	
	FaDu
	

	
	mCherry
	GFP
	mCherry
	GFP

	control 
	1.00
	1.42 ± 0.08***
	1.00
	1.54 ± 0.04***

	ascorbic acid
	1.21 ± 0.09**
	1.38 ± 0.08***
	1.19± 0.10*
	1.58 ± 0.11***
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