Supplementary Table 1. Efficacy of 9-ING-41 with TEMIRI, 14G2a and TEMIRI/14G2a in Th-MYCN mice
	 
	
	Animal Counts/Status
	 
	EFS Evaluation
	
	 
	 
	 ORM

	Treatment Group
	N1
	Nd2
	Nx3
	Na4
	Nev5
	Nt6
	 
	KM
med7
	EFS
T - C8
	EFS
T/C9
	P-value10
	
	P-value11
	 
	Median
ORM score
	Heat Map

	Vehicle
	10
	0
	0
	10
	10
	0
	 
	6
	 
	 
	 
	
	 
	 
	PD1
	

	IC
	5
	0
	0
	5
	5
	0
	 
	7
	1
	1.17
	0.3912
	
	
	 
	PD1
	

	14G2a
	5
	0
	0
	5
	5
	0
	 
	8
	2
	1.33
	0.0205
	
	
	 
	PD1
	

	TEMIRI, IC
	10
	0
	0
	10
	10
	0
	 
	12
	6
	2
	<0.0001
	
	 
	 
	PD2
	

	TEMIRI, 14G2a
	10
	0
	0
	10
	9
	1
	
	23.5
	17.5
	3.92
	<0.0001
	
	<0.0001
	
	PR
	

	IC, 9-ING-41low
	10
	0
	0
	10
	10
	0
	
	8
	2
	1.33
	0.0425
	
	
	
	PD1
	

	14G2a, 9-ING-41low
	10
	0
	0
	10
	                                                
9

	1
	
	9
	3
	1.5
	0.0043
	
	0.1804
	
	PD1
	

	TEMIRI, IC, 
9-ING-41low
	10
	0
	0
	10
	10
	0
	
	15
	9
	2.5
	<0.0001
	
	
	
	PR
	

	TEMIRI, 14G2a, 
9-ING-41low
	10
	0
	1
	9
	2
	7
	
	60
	54
	10
	<0.0001
	
	<0.0001
	
	CR
	

	IC, 9-ING-41high  
	10
	0
	0
	10
	10
	0
	
	12.5
	6.5
	2.08
	0.0014
	
	
	
	PD1
	

	14G2a, 9-ING-41high 
	10
	0
	0
	10
	10
	0
	
	19
	13
	3.17
	<0.0001
	
	0.0064
	
	PD2
	

	TEMIRI, IC, 
9-ING-41high
	10
	0
	0
	10
	9
	1
	
	27.5
	21.5
	4.58
	<0.0001
	
	
	
	CR
	

	TEMIRI, 14G2a,
9-ING-41high
	10
	0
	0
	10
	1
	3
	
	Undefined
	
	
	<0.0001
	
	<0.0001
	
	MCR
	

	1 N = total number of mice entering experiment

	2 Nd = number of mice euthanized before endpoint was reached due to >20% weight loss or other treatment-related health effects

	3 Nx = number of additional mice excluded from analysis

	4 Na = number of mice in analysis

	5 Nev = number of events, defined as tumours reaching 10mm

	6 Nt = number of events, defined as thoracic tumour
7 KM med = Kaplan-Meier estimate of median time-to-event (days)

	8 EFS T – C = Tumour Growth Delay (LGD) = difference in median time-to-event (days) between T and C groups

	9 EFS T/ C = relative difference in median time-to-event (days) between T and C groups

	10 P-value comparing EFS (treatment group) to EFS (vehicle-treated group), computed using Log-rank testing

	11 P-value comparing EFS (14G2a treatment group) to EFS (Isotype Control treated group), computed using Log-rank testing
Abbreviations: IC: Isotype Control, 9-ING-41low: 40mg/kg, 9-ING-41high: 70mg/kg


[bookmark: OLE_LINK1]Supplementary Table 2: Efficacy of 9-ING-41 with CYCLO/TOPO, 14G2a and CYCLO/TOPO/14G2a in Th-MYCN mice
	 
	
	Animal Counts/Status
	 
	EFS Evaluation
	
	 
	 
	ORM 

	Treatment Group
	N1
	Nd2
	Nx3
	Na4
	Nev5
	Nt6
	 
	KM
med7
	EFS
T - C8
	EFS
T/C9
	P-value10
	
	P-value11
	 
	Median
ORM score
	Heat Map

	Vehicle
	10
	0
	
	10
	10
	0
	 
	3
	
	
	
	
	
	
	PD1
	

	IC
	5
	0
	
	5
	5
	0
	 
	3
	0
	1
	0.6861
	
	
	
	PD1
	

	14G2a
	5
	0
	
	5
	5
	0
	 
	4
	1
	1.33
	0.5226
	
	0.3763
	
	PD1
	

	CYCLO/TOPO, IC
	10
	0
	1
	9
	7
	2
	 
	12
	9
	4
	<0.0001
	
	
	
	PD2
	

	CYCLO/TOPO, 14G2a
	10
	0
	
	10
	7
	3
	
	39.5
	36.5
	13.17
	<0.0001
	
	<0.0001
	
	PR
	

	9-ING-41high, IC
	10
	0
	
	10
	10
	0
	
	10
	7
	3.33
	<0.0001
	
	
	
	PD2
	

	9-ING-41high, 14G2a
	10
	0
	
	10
	10
	0
	
	18.5
	15.5
	6.17
	<0.0001
	
	0.0033
	
	PD2
	

	CYCLO/TOPO, IC, 9-ING-41high
	10
	0
	
	10
	10
	0
	
	30
	27
	10
	<0.0001
	
	
	
	CR
	

	CYCLO/TOPO, 14G2a, 9-ING-41high
	10
	0
	
	10
	2
	3
	
	228.5
	225.5
	76.17
	<0.0001
	
	<0.0001
	
	CR
	

	1 N = total number of mice entering experiment

	2 Nd = number of mice euthanized before endpoint was reached due to >20% weight loss or other treatment-related health effects

	3 Nx = number of additional mice excluded from analysis

	4 Na = number of mice in analysis

	5 Nev = number of events, defined as tumours reaching 10 mm

	6 Nt = number of events, defined as thoracic tumour or other site
7 KM med = Kaplan-Meier estimate of median time-to-event (days)

	8 EFS T – C = Tumour Growth Delay (LGD) = difference in median time-to-event (days) between T and C groups

	9 EFS T/ C = relative difference in median time-to-event (days) between T and C groups

	10 P-value comparing EFS (treatment group) to EFS (vehicle-treated group), computed using Log-rank testing

	11 P-value comparing EFS (14G2a treatment group) to EFS (Isotype Control treated group), computed using Log-rank testing
Abbreviations: IC: Isotype Control, 9-ING-41high: 70mg/kg



Supplementary Table 3: Efficacy of 9-ING-41 with TEMIRI, 14G2a and TEMIRI/14G2a in a neuroblastoma Kelly xenograft model in Balb/c nude mice
	 
	Animal Counts/Status
	 
	EFS Evaluation
	
	ORM 

	Treatment Group
	N1
	Nd2
	Nx3
	Na4
	Nev5
	 
	KM
med6
	EFS
T - C7
	EFS
T/C8
	P-value9
	
	Median
ORM score
	 
	Heatmap

	Vehicle
	7
	0
	0
	7
	7
	 
	10.5
	 
	 
	 
	
	 PD1
	 
	

	TEMIRI, IC
	8
	0
	0
	8
	8
	 
	23.5
	12.79
	2.2
	0.0134
	
	PD2
	 
	

	TEMIRI, 14G2a
	8
	1
	0
	7
	6
	 
	32
	21.6
	3.03
	0.0004
	
	PR
	 
	

	IC, 9-ING-41
	8
	0
	0
	8
	8
	 
	13
	2.29
	1.22
	0.6966
	
	 PD1
	 
	

	14G2a, 9-ING-41
	8
	0
	0
	8
	8
	
	14.5
	3.79
	1.36
	0.9513
	
	PD1
	
	

	TEMIRI, IC, 9-ING-41
	8
	0
	0
	8
	8
	
	31
	20.59
	2.94
	0.0013
	
	PD2
	
	

	TEMIRI, 14G2a, 9-ING-41
	9
	0
	1
	8
	5
	
	65.5
	54.88
	6.16
	<0.0001
	
	CR
	
	



	1 N = total number of mice entering experiment

	2 Nd = number of mice euthanized before endpoint was reached due to >20% weight loss or other treatment-related health effects

	3 Nx = number of additional mice excluded from analysis

	4 Na = number of mice in analysis

	5 Nev = number of events, defined as tumours reaching 1000 mm3

	6 KM med = Kaplan-Meier estimate of median time-to-event (days)

	7 EFS T – C = Tumour Growth Delay (LGD) = difference in median time-to-event (days) between T and C groups

	8 EFS T/ C = relative difference in median time-to-event (days) between T and C groups

	9 P-value comparing EFS (treatment group) to EFS (vehicle-treated group), computed using Log-rank testing


   Abbreviations: IC: Isotype Control


Supplementary Table 4: Efficacy of TEMIRI/14G2a/9-ING-41 and TEMIRI/9-ING-41 in Th-MYCN tumour allografts in wild-type Th-MYCN, Balb/c nude and NSG mice
	 
	 
	Animal Counts/Status
	 
	EFS Evaluation
	
	 ORM 

	Allograft
	Treatment Group
	N1
	Nd2
	Nx3
	Na4
	Nev5
	 
	KM
med6
	EFS
T - C7
	EFS
T/C8
	P-value9
	
	Median
ORM score
	 
	Heatmap

	[bookmark: _Hlk209467635]Th-MYCN
	Vehicle

	5
	0
	0
	5
	5
	
	12.5
	
	
	
	
	PD1
	
	

	
	TEMIRI, IC, 
9-ING-41
	6
	0
	1
	5
	4
	
	39.5
	27.02
	3.15
	0.0018
	
	CR
	
	

	
	TEMIRI, 14G2a, 9-ING-41
	6
	0
	0
	6
	2
	
	125
	112.43
	9.94
	0.0007
	
	MCR
	
	

	Balb/c nude
	Vehicle

	12
	0
	0
	12
	12
	
	13.1
	
	
	
	
	PD1
	
	

	
	TEMIRI, IC, 
9-ING-41
	11
	1
	0
	10
	10
	
	28.7
	15.6
	2.19
	0.0006
	
	PR
	
	

	
	TEMIRI, 14G2a, 9-ING-41
	11
	0
	0
	11
	7
	
	82.5
	69.4
	6.30
	<0.0001
	
	CR
	
	

	NSG

 
	Vehicle

	4
	0
	0
	4
	4
	 
	10
	 
	 
	 
	
	 PD1
	 
	

	
	TEMIRI, IC, 
9-ING-41
	6
	0
	2
	4
	4
	 
	25
	15.19
	2.54
	0.0067
	
	PR
	 
	

	
	TEMIRI, 14G2a, 9-ING-41
	8
	1
	3
	4
	4
	 
	32.5
	22.62
	3.29
	0.0067
	
	PR
	 
	

	1 N = total number of mice entering experiment

	2 Nd = number of mice euthanized before endpoint was reached due to >20% weight loss or other treatment-related health effects

	3 Nx = number of additional mice excluded from analysis

	4 Na = number of mice in analysis

	5 Nev = number of events, defined as tumours reaching 1000 mm3

	6 KM med = Kaplan-Meier estimate of median time-to-event (days)

	7 EFS T – C = Tumour Growth Delay (LGD) = difference in median time-to-event (days) between T and C groups

	8 EFS T/ C = relative difference in median time-to-event (days) between T and C groups

	9 P-value comparing EFS (treatment group) to EFS (vehicle-treated group), computed using Log-rank testing


   Abbreviations: IC: Isotype Control
Supplementary Table 5: OPAL Immunophenotyping of Th-MYCN mice treated with vehicle or 9-ING-41/14G2a: number of cells per 10,000 DAPI+ cells

	
	
	           
	Tumor Cells
	T-cells
	
	
	
	
	

	Treatment 
	Mouse#
	Size (mm3)
	PHOX2B+
	CD8+
	CD4+
	NK Cells
	Macrophages
	Monocytes
	Inflammatory monocytes
	Neutrophils
	Dendritic cells

	Vehicle
	H0209
	1390.33
	4197.64
	14.85
	43.55
	4.74
	75.10
	186.50
	45.42
	54.56
	6.86

	
	H0213
	1017.56
	6256.96
	1.29
	4.08
	4.00
	20.80
	40.65
	2.15
	1.80
	1.17

	
	H0324
	968.21
	5277.22
	2.14
	12.30
	4.48
	25.49
	47.79
	4.08
	9.43
	1.52

	
	H0079
	960.62
	5934.03
	3.69
	14.77
	19.54
	59.98
	127.28
	6.69
	12.61
	1.84

	
	H0217
	736.89
	2210.79
	9.44
	29.06
	4.43
	37.98
	132.64
	10.10
	28.04
	2.95

	14G2a, 
9-ING-41 
	H0055
	696.09
	4218.60
	3.92
	5.61
	6.89
	56.79
	66.88
	5.45
	6.03
	1.16

	
	H0190
	449.96
	5551.34
	1.42
	5.21
	3.76
	95.79
	151.36
	17.89
	11.21
	2.65

	
	H0183
	201.31
	2427.72
	4.66
	14.13
	7.79
	64.99
	129.84
	25.72
	16.95
	9.28

	
	H0273
	151.74
	3969.00
	20.52
	61.33
	41.58
	179.15
	274.08
	69.66
	77.26
	12.53

	
	H0158
	78.02
	489.19
	187.68
	306.84
	281.03
	1031.01
	941.05
	705.56
	91.03
	1.08



