SUPPLEMENTAL MATERIALS

Whole Exome Sequencing Identifies Compound Heterozygous Mutations in TSFM Gene

Causing Juvenile Hypertrophic Cardiomyopathy.
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Supplemental Video 1. Echocardiography (apical view) depicts diminished cardiac function upon admission.
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Supplemental Figure 1. Representative electrocardiogram recording of the proband upon admission at
3 years of age. High voltages indicate left ventricular hypertrophy.
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Supplemental Table 1. Biochemical Testing Results of the Proband

Test Result
Normal

Serum Lactate Elevated

Normal
Muscle Free/Total Creatinine Normal
Normal
Normal
Negative
Normal
Negative




Supplemental Table 2. TSFM Mutations Reported to Date

Presence of . - .
m Survival Hypertrophic CliicalinanueSiaiions Serum Lactate Reference
APty Onset Symptoms
c.997C>T q Hypotonia, generalized seizures, respiratory Smeitink 2006
Arg333Trp s i AU failure, encephalomyopathy, rhabdomyolysis el PMID: 17033963
c.997C>T Hypotonia, irregular breathing, hypertrophic Smeitink 2006
Arg333Trp s EE IESIETE cardiomyopathy CISEL PMID: 17033963
Al FEDERLS (0 Yes ALt rI\‘wi);ifjooctﬁg:::#ial encephalomyopathy, hepatomegaly, elevated SIS 2]
[Arg333Trp] detail) Exact onset not reported : ep yopathy, hep galy, PMID: 21119709
hypertrophic cardiomyopathy
c.934C>T At birth trunk hypotonia
Vedrenne 2012
[Arg312Trp]1 e e 6 weeks liver insufficiency, tubulopathy Eyaied PMID: 21741925
c.934C>T At birth trunk hypotonia, hypertrophic cardiomyopathy Vedrenne 2012
Arg312Trp]1 — vee At 2 days generalized hypotonia, dystonic movements R PMID: 21741925
c.997C>T Hypotonia, Hypothermia, Hepatomegaly, Calvo 2012
Arg333Trp Aimeiis s = 1 e hypertrophic cardiomyopathy et ez PMID: 22277967
Hypertonia
c.997C>T N Calvo 2012
[Arg333Trp] 1 month Yes < 1 month Resplratur}_l arrest_ Not reported PMID: 22277967
Hypertrophic cardiomyopathy
10 months hypertrophic cardiomyopathy
7 years cognitive decline Ahola 2014
[Cys315Tyr]/ c.856C>T AR} Yes 9 years Leigh syndrome elevated X
5 PMID: 25037205
Teenage optic atrophy
21 years neuropathy, dystonia
Wit hypertrophic cardiomyopathy
" Ahola 2014
>15yrs Yes 13 years neuropathy mildly elevated PMID: 25037205
teenage optic atrophy
¢.856C>T [GIn286X] / 15 years pEicatoehy
c.106+4A>G [splice >21yrs No Lemor normal ahla Ol
. peripheral neuropathy PMID: 25037205
16 years !
ataxia
18 years Hyperkinetic movement disorder
>21 yrs No f gdysionial Mildly elevated STz 207k
optic atrophy PMID 30297209
20 years " L .
mild cognitive impairment
Cisats gross and fine motor clumsiness
> 23 yrs Yes normal ST 2T
11 years hypertrophic cardiomyopathy, dystonia PMID 27677415

>33 yrs

>8 yrs

c.919C>T [GIn307*]/
c.161G>A [Arg54Gin] ERERYS
* = nonsense variant

c.331_340delCAGGAA

GGAA

[GIn111ThrfsTer5] / >9 yrs
c.57G>A [splice error

(exon 5 skipping)]

I
c¢.934C>T [Arg333Trp]/
¢.355G>C [Val119Leu] |SUEAS

Dilated cardiomyopathy

Yes

No

Exact onset not reported
Early childhood

27

3 months
11 months
5years

8 years
At birth

2.byears
5years

3 months

4 months
6 months
1 year
5years
9 years

3 years

optic atrophy, ataxia
gross and fine motor clumsiness
mild muscle weakness

dilated cardiomyopathy

Hypotonia, lactic acidosis
hypertrophic cardiomyopathy
severe speech delay
sensorineural hearing loss
Hypotonia

global developmental delay
hyperkinetic movement disorder
optic atrophy

Hepatomegaly, hypoglycemia,
hypertriglyceridemia

lactic acidosis

hypertrophic cardiomyopathy
infantile spasm, truncal ataxia
optic atrophy

severe mental retardation

hypertrophic cardiomyopathy
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Mildly elevated

elevated

elevated

elevated

elevated
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