	Supplementary table 1. Number of patients for each gene.  

	Gene
	n (%)

	SCN1A
	78 (34.1%)

	TSC2
	28 (12.2%)

	CDKL5
	12 (5.2%)

	MECP2
	10 (4.4%)

	STXBP1
	5 (2.2%)

	PAFAH1B1
	4 (1.7%)

	PCDH19
	4 (1.7%)

	SCN8A
	4 (1.7%)

	NEXMIF
	3 (1.3%)

	SYNGAP1
	3 (1.3%)

	UGDH
	3 (1.3%)

	WWOX
	3 (1.3%)

	ACTL6B
	2 (0.9%)

	CACNA1A
	2 (0.9%)

	CHD2
	2 (0.9%)

	DNM1
	2 (0.9%)

	DYNC1H1
	2 (0.9%)

	FOXG1
	2 (0.9%)

	KCNT1
	2 (0.9%)

	KCNQ2
	2 (0.9%)

	MEF2C
	2 (0.9%)

	NHLRC1
	2 (0.9%)

	PGAP2
	2 (0.9%)

	PIGA
	2 (0.9%)

	PURA
	2 (0.9%)

	SCN2A
	2 (0.9%)

	TSC1
	2 (0.9%)

	AHDC1
	1 (0.4%)

	AP1S2
	1 (0.4%)

	ARX
	1 (0.4%)

	ATP1A3
	1 (0.4%)

	CACNA1E
	1 (0.4%)

	CNKSR2
	1 (0.4%)

	CNTNAP2
	1 (0.4%)

	DHDDS
	1 (0.4%)

	DHX15
	1 (0.4%)

	EPM2A
	1 (0.4%)

	FBXW7
	1 (0.4%)

	GABRA3
	1 (0.4%)

	GABRG2
	1 (0.4%)

	GRIN1
	1 (0.4%)

	GRIN2B
	1 (0.4%)

	HECW2
	1 (0.4%)

	KCNA1
	1 (0.4%)

	KIF5C
	1 (0.4%)

	MYT1L
	1 (0.4%)

	NARS2
	1 (0.4%)

	NBEA
	1 (0.4%)

	NEDD4L
	1 (0.4%)

	NF1
	1 (0.4%)

	NPC1
	1 (0.4%)

	PIGS
	1 (0.4%)

	PLA2G6
	1 (0.4%)

	POGZ
	1 (0.4%)

	PPP2CA
	1 (0.4%)

	PPT1
	1 (0.4%)

	RNASEH2B
	1 (0.4%)

	SATB2
	1 (0.4%)

	SCN3A
	1 (0.4%)

	SLC13A5
	1 (0.4%)

	SLC2A1
	1 (0.4%)

	SLC39A8
	1 (0.4%)

	SLC6A1
	1 (0.4%)

	SMARCA2
	1 (0.4%)

	STAMBP
	1 (0.4%)

	TNFSF13B
	1 (0.4%)

	TRA2B
	1 (0.4%)

	TUBA1A
	1 (0.4%)

	TUBB2A
	1 (0.4%)

	Gene symbols follow HGNC nomenclature.






	Supplementary table 2. Effectiveness outcomes of CBD stratified by syndrome in the overall population.

	Variable
	LGS (n=30)
	DS 
(n=78)
	TSC-DEE (n=29)
	Other DEE (n=92)
	p-value

	≥ 50% responder rate, n (%)
	11 (36.7)
	40 (51.3)
	15 (51.7)
	43 (46.7)
	0.49

	≥ 75% responder rate, n (%)
	6 (20)
	17 (21.8)
	9 (31.0)
	18 (19.6)
	0.62

	Seizure freedom rate, n (%)
	1 (3.3)
	7 (9.0)
	4 (13.8)
	4 (4.4)
	0.24

	
[bookmark: OLE_LINK1]Abbreviations: CBD = cannabidiol; DEE = Developmental and Epileptic Encephalopathy; DS = Dravet Syndrome; LGS = Lennox-Gastaut syndrome; TSC-DEE = Tuberous Sclerosis Complex-related Developmental and Epileptic Encephalopathy. 









































	Supplementary table 3. Multivariable logistic regression analysis assessing factors associated with achieving ≥ 50% seizure reduction in the overall population.

	Variable
	aOR
	95% CI for aOR
	p-value

	Structural etiology
	4.37
	1.42–13.49
	0.01

	Severe/profound intellectual disability (vs mild/moderate)
	0.77
	0.55–1.08
	0.13

	Highly active epilepsy (≥ 20 seizures/month)
	0.68
	0.32–1.43
	0.31

	Syndrome category
	
	
	0.59

	    LGS (reference category)
	-
	-
	-

	    DS
	1.42
	0.48–4.22
	0.53

	    TSC-DEE
	0.73
	0.19–2.81
	0.65

	    Other DEE
	1.62
	0.63–4.13
	0.32

	Number of prior ASMs
	0.91
	0.82–1.01
	0.08

	Age at CBD prescription (years)
	0.99
	0.95–1.02
	0.34

	
Abbreviations: ASM = anti-seizure medications; aOR = adjusted Odds Ratio; CI = Confidence Interval; CBD = cannabidiol; DEE = Developmental and Epileptic Encephalopathy; DS = Dravet Syndrome; LGS = Lennox-Gastaut syndrome; TSC-DEE = Tuberous Sclerosis Complex-related Developmental and Epileptic Encephalopathy.





































	Supplementary table 4. Effectiveness outcomes and adverse events associated with CBD according to on-label and off-label use in the overall population and in patients with highly active epilepsy, defined as ≥20 seizures/month.

	Variable
	On-label
	Off-label
	p-value

	≥ 50% responder rate
	
	
	

	     Overall population, n/N (%)
	66/135 (48.9)
	43/92 (46.7)
	0.79

	     Highly active epilepsy, n/N (%)
	35/77 (45.5)
	35/73 (47.9)
	0.87

	≥ 75% responder rate
	
	
	

	     Overall population, n/N (%)
	32/135 (23.7)
	18/92 (19.6)
	0.52

	     Highly active epilepsy, n/N (%)
	15/77 (19.5)
	13/73 (17.8)
	0.83

	Seizure freedom rate
	
	
	

	     Overall population, n/N (%)
	12/135 (8.9)
	4/92 (4.3)
	0.29

	     Highly active epilepsy, n/N (%)
	5/77 (6.5)
	3/73 (4.1)
	0.44

	Presence of side effects		
	
	
	

	     Overall population, n/N (%)
	53/136 (39.0)
	36/90 (40.0)
	0.89

	     Highly active epilepsy, n/N (%)
	26/78 (33.3)
	30/71 (42.3)
	0.31

	Abbreviations: CBD = cannabidiol. 



