Table 1: Summary of in vivo parameters measured at baseline, day 3, and day 6. Data are presented as mean and ± standard deviation (SD). P-values for comparisons with the control group are shown in brackets. Statistical significance is indicated as follows: * p < 0.05; ** p < 0.01; *** p < 0.001; **** p < 0.0001. 
	
	Control
	LND
	TMZ
	LND+TMZ

	Tumour volume (mm3)

	Day 0
	3.36±3.15
	3.18±2.10
	2.75±2.42
	3.26±2.64

	Day 3
	9.78±8.69
	9.77±6.24
	8.54±6.23
	8.96±6.83

	Day 6
	21.1±17.1
	21.9±10.1
	20.5±17.3
	18.5±9.72

	tCho/NAA

	Day 0
	1.37±0.28
	1.40±0.35
	1.36±0.18
	1.42±0.22

	Day 3
	1.63±0.52
	1.58±0.38
	1.35±0.31
	1.36±0.17

	Day 6
	1.92±0.44
	1.59±0.42
	1.46±0.15 (*)
	1.41±0.34 (*)

	Lac/Water

	Day 0
	0.06±0.02
	0.05±0.02
	0.04±0.01
	0.04±0.01

	Day 3
	0.07±0.01
	0.00 (****)
	0.02±0.01
	0.00 (****)

	Day 6
	0.06±0.03
	0.00 (****)
	0.03±0.02
	0.00 (****)

	D (10−3 mm2/s)

	Day 0
	1.32±0.40
	1.28±0.15
	1.41±0.50
	1.25±0.23

	Day 3
	1.28±0.18
	1.31±0.24
	1.40±0.25
	1.26±0.17

	Day 6
	1.18±0.17
	1.21±0.30
	1.39±0.24
	1.37±0.52

	D* (10−3 mm2/s)

	Day 0           41.3±38.7        62.5±54.4                  15.3±8.33                     52.5±48.5
Day 3           45.5±28.6        35.6±18.1                  35.7±31.1                     36.8±27.2
Day 6           39.1±33.2        71.1±39.8                  42.1±20.5                     50.7±46.8

	f

		Day 0
Day 3
Day 6
	0.14±0.09
0.13±0.08
0.14±0.09
	0.10±0.05 0.10±0.03 0.12±0.06
	0.10±0.04 0.13±0.06 0.14±0.07
	0.13±0.05   0.12±0.06 0.13±0.07
	


‍‍










Table 2: Summary of in vitro parameters measured at acute (~30 min) and chronic (24 h and 72 h) time points. Data are presented as mean±standard deviation (SD). P-values for pairwise comparisons with the control group are in brackets. Statistical significance is indicated as follows: * p < 0.05; ** p < 0.01; *** p < 0.001; **** p < 0.0001. For acute treatment (~30 min), high concentrations of LND, TMZ, or their combination (350 μM, 150 μM, and 350 μM + 150 μM, respectively) were injected into wells immediately prior to Seahorse analysis. For chronic treatment condition, cells were pre-treated with LND and/or TMZ for 24 h or 72 h using low-dose (LND: 175 μM; TMZ: 75 μM; LND + TMZ: 175 μM + 75 μM) or high-dose regimens (LND: 350 μM; TMZ: 150 μM; LND + TMZ: 350 μM + 150 μM).






	
	Control
	LND
	TMZ
	LND+TMZ

	Basal respiration (pretreatment, pmol O2 /min /µg protein)

	~30 min      9.13±2.53        8.20±3.33                   9.38±2.33                  7.28±2.35

	JATPox (pmol ATP /min /µg protein)

	~30 min      43.7±12.5       12.7±14.73(****)        44.7±11.6                   10.4 ±7.71(****)
24hr (low)   81.9±8.04        79.9±12.7                  50.3±0.08                   81.7±0.64
72hr (low)   68.3±20.4        63.3±8.34                  62.3±20.1                   56.5±12.1
24hr (high)  68.2±22.7        36.1±19.8                 43.9±29.8                   31.2±20.6
72hr (high)  47.2±12.6        37.5±17.8                 45.2±31.4                   31.1±8.68

	JATPglyc (pmol ATP /min /µg protein)

	~30 min      2.85±3.60        6.75±2.42                  1.15±0.86                   6.33±2.36
24hr (low)   0.52±0.43        1.21±0.71                  4.91±1.28                   1.35±0.41
72hr (low)   5.63±6.12        4.63±3.14                   3.94±3.25                  7.71±5.16
24hr (high)  1.26±1.17        6.12±6.24                  2.63±1.12                   7.33±3.38
72hr (high)  4.23±2.42        5.33±3.28                  1.13±1.54                   7.13±4.26

	Mitotic index (Day 6)

	                     9.46±0.75        8.26±1.22                   3.23±1.82                  5.24±1.15

	MCT4(H-score)
(Day 6)         67.2±15.7         25.1±19.1                  52.1±45.7                  7.33±1.24(*)



