SUPPLEMENTARY MATERIAL

Search strategy of primary studies on the natural history of Lafora disease.
	PubMed-MEDLINE
	Embase

	1. Epilepsy[All Fields]  AND Progressive[All Fields]
2. 1  AND (Myoclonic[All Fields]  OR Myoclonus[All Fields]) 
3. 2 AND “2”[All Fields]
4. EPM2A[All Fields]  OR EPM2B[All Fields]  OR NHLRC1[All Fields]   OR Lafora[All Fields]  
5. "Lafora Disease"[Mesh]
6. 3 OR 4 OR 5
	1. (epilepsy NEAR/2 myoclonic NEAR/2 progressive):ti,ab,kw
2. (epilepsy NEAR/2 myoclonus NEAR/2 progressive):ti,ab,kw
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5. 3 AND 4
6. epm2a:ti,ab,kw OR epm2b:ti,ab,kw OR nhlrc1:ti,ab,kw
7. 'myoclonus epilepsy'/exp
8.  lafora:ti,ab,kw
9. 5 OR 6 OR 7 OR 8
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Supplementary Figure 1
Flow chart representing the selection process of the included cases. 
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Survival in subjects homozygous for the p.Asp146Asn variant in NHLRC1 according to Kaplan-Meier analysis. Legend: MS, missense pathogenic variants and small in-frame insertions/deletions; PT, nonsense, frameshift, splice site variants, and partial or total gene deletions. MS+PT: genotype composed by one MS variant and one PT variant; 2MS: genotype composed by two MS variants; 2PT: genotype composed by two PT variants.
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Forest plot - Association of variables with death and loss of autonomy in EPM2A- and NHLRC1-related LD combined: univariable and multivariable Cox regression analysis (HR = Hazard Ratio).       


Supplementary - Table 3. Association of variables with death and loss of autonomy in EPM2A- and NHLRC1-related LD combined: univariable Cox regression analysis
	
	Death (n=250)
	Loss of autonomy (n=116)

	Variables
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value

	NHLRC1: MS/MS and MS/PT
	reference
	-
	reference
	-

	NHLRC1: PT/PT
	3.55 (1.54 – 8.17)
	0.003
	2.13 (0.79 – 5.69)
	0.13

	EPM2A:  MS/MS and MS/PT and  PT/PT
	1.75 (0.76 – 4.02)
	0.19
	0.65 (0.20 – 2.07)
	0.47

	Age at onset
18+ vs. <18 years
	
0.20 (0.06 – 0.74)
	
0.016
	
0.26 (0.07 – 1.02)
	
0.053

	Geographic origin:
Asian vs. European
African vs. European
American vs. European
	
2.50 (1.07 – 6.49)
3.08 (0.42 – 22.6)
1.93 (0.64 – 5.81)
	
0.053
0.27
0.24
	
2.04 (0.79 – 5.22)
7.48 (0.34 – 163)
1.30 (0.53 – 3.22)
	
0.14
0.20
0.56
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