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Supplementary Table 1

Complex |
deficiency
Numbe (%
Gene - Lactate . .
rof | Ageat| Age at Clinical residual Gene Protein
(Compl_ex ! patient| Onset Death phenotype (normal <2.0 actvity change(s) change(s) References
subunits) mM)
s compared
to mean
control)
5 |14and17| myoclonic CSF  |MandFb| _cPdhet R59X +
2 months | months epileps elevated low c.175C>T + T423M
¥ €.1268C>T Schuelke M et
al. Nat Genet.
i 1999 Mar [1
6 (macrocystic) CSF M and Fb | homozygous 1
1 months | 10 Years leuko- elevated low c.1022 C>T A341V
encephalopathy ’ >
M low (Fb by oons’
* ow c. >SA + S
1 1year | 3years LS B 2.6 mM normal) ASC intron 8 slfjlr?;?gl:
splice site mRNA
A432P + Bénit P et al.
6 M low (Fb cpd het premature Am J Hum
T | nonths | 18 months LS B4 mM normal) c.1294G>C + [stop codon ->(Genet. 2001 Jun
c.989-990del2 | unstable (2]
mRNA
. cpd het
5 alive at 3 M low (Fb Y204C +
1 LS B 4.7 mM c.611A>G +
months | years normal) c.616T>G C206G
NDUFV1
Bugiani M et al
First not CSF M 36% (Fb| homozygous Biochim Biophys
1 months | reported leukodystrophy elevated normal) c.1022C>T A341V Acta. 2004 Dec
(3]
. B 3.7- 8.0 o cpd het Laugel V et al
U | otng | e at? LS mM; CSF 4.8 (F'\é' ggﬁ;l) CHT1ASG + | Yeoae | Pediatr Neurol
y mM c.616T>G 2007 Jan [4]
cod het Zafeiriou DI et
1 9 alive at 16| (cystic) leuko- B1.8mM M 30%%; c 77pOG>A + R257Q + al.
months | months |encephalopathy ) Fb 31%%t c 632T>C A211V  |Neuropediatrics.
) 2008 Jun [5]
CSF 55 + 44 Breningstall GN
6 and 11| alive at 32 leuko- mg/dL o homozygous et al. Semin
2 months | months |encephalopathy| (normal < M 38% c.1156C>T R386C Pediatr Neurol.
20) 2008 Dec [6]
B 21.6 mM; o . Calvo SE et al.
1 |2 weeks| 4 months FILA CsF1g.1 M 17 FOl MOMOaygous | g77k  |Nat Genet. 2010
mM ° ’ Oct [7]
B1.7+5.2 . Vilain C et al.
2 | 3% lasmontns LS mM; CSF 2.3 Mrig‘;vm(gl‘;er NomOZYgous | RageH | Clin Genet
+2.8mM : g 2011 Jun [8]
homozygous
B 4bp deletion of skioping of Bénit P et al
NDUFV2 3 5 days | 3 months HCM persistently | M 40-50% intron 2 eﬁ%n% Hum Mutat.
>5 mM IVS2+5+8delGT 2003 Jun [9]
TA




homozygous Pagniez-
not not 4bp deletion of skipping of Mammeri H et
HCM not reported | F 15%% intron 2 al. Mol Genet
NDUFV2
reported) reported IVS2+5+8delGT|  ¥°"2  |Metab. 2009 Apr
TA [10]
4and 9 B 32 mg/dl | M 20%%; | hemizygous
months 14 months LS (normal <20)| Fb 17%% c.22G>C GeR Fernandez-
Moreira D et al
. cerebellar ataxia . Ann Neurol.
6 alive at 10 . M 30%%; | hemizygous
months | years and myoclonlc B normal Fb 70%+ c.251G>C R37S 2007 Jan [11]
epilepsy
. cerebellar ataxia .
4 years alive at 35 and neuro- B and CSF M 5-10% hemizygous G32R .
NDUFA1 years : normal c.94G>C Potluri P et al
degeneration
Mol Genet
bellar ataxi Metab. 2009 Apr
. cerebellar ataxia .
alive at 30 i B 3 mM: ., | hemizygous 2]
5 years years and neuro CSF 2 mM M 5-10% c.94GsC G32R
degeneration
. . Mayr A et al.
. lactic acidosis .
11 alive at 5 - o hemizygous Mol Genet
months |  years geigzggg)t B3-4mM | M20% c.94G>C G32R Metab. 2011
P May [13]
impaired
exon 2
splicing -> | Hoefs SJ et al
M 20%%; | homozygous |frameshift->| Am J Hum
NDUFA2 5 days | 11 months| HCM and LS |not reported Fb 36%¢% | ¢.208+5G >A unstable  (Genet. 2008 Jun
truncated [14]
protein ->
degraded
soon van den Bosch
M 29%; F | homozygous BJ et al J Med
NDUFA9 after 1 month LS B 10 mM 1% .962G>C R321P Genet. 2011
birth
Nov [15]
<10 [ o | Lst ang Hom | B 86 mM: g"of?;/;éj lcpd hetc.1A>G|  M1? + HOEle%j:nal'
months CSF 4.9 mM|[~ 5] o + C.425A>G Q142R Genet. 2011
Clll 34%)
Mar [16]
NDUFA10
>6 |progressiv LS B and CSF | M <25%; | homozygous G99E '1?&%‘ dT(?eﬁte?L
months | e course elevated | Fb <25% €.296G>A ;
2012 Feb [17]
leaky splicing
10to 24 . M 4--27%; | homozygous | _ ot
hours 40 days | FILA and HCM (B 10—-15 mM Fb 45% | IVS145GoA |~ activation
of cryptic
splice site at | Berger | et al
NDUFA11 19-20bp of | Ann Neurol.
1.84m22:2's exon 1, 2008 Mar [18]
3to4 o’neyatier;t HCM and B3.2-10 [M 19-39%;| homozygous |lacking the 3'
months alivg at 6 encephalopathy mM Fb 46% | IVS1+5 G>A |78bp of exon
months !
. Ostergaard E et
alive at 10 B 4.9 mM; |M 11%; Fb| homozygous
NDUFA12 2 years years LS CSF 2.9 mM 60% c178CsT R60X al. J Med Genet.
2011 Nov [19]
M 6% (M
Cll+I1 17%
+ CIV 54%
; Calvo SE et al.
intra- - 7PM homozygous .
NDUFB3 uterine 4 months FILA B5.1mM artefact); c.64T>C W22R Sci Transl Med.
o, 2012 Jan [20]
Fb 12%
(Fb Clll

50%)




unspecified

cpd het

Haack TB et al.

not not W22R +
NDUFB3 encephalo- B elevated | Fb 17% c.64T>C + J Med Genet.
reported| reported | " bathy ¢.208G>T G70X | 2012 April [17]
. unspecified M >50%4; Haack TB et al.
NDUFB9 m;ﬁhs Progressivl encephalo- | Belevated | Fb 21- h‘;”;gﬁyﬁ%‘s L64P | JMed Genet,
myopathy 39%% ' 2012 Feb [21]
2 vears: cpd het 3bp in-frame
Y10 months;| |\ oo | B44mM; |MandFb | deletionat | codon 222
months | 7 months ySUOPY 1csF32mM|  low Cc.664-6 + | deletion +
c.755 A>G D252G
R241W +
) B and CSF cpd het )
zoaSisnone s |y | MOSP | oo, | P | aawpata
high (5 mM) c.1669 C>T RNA Am J Hum
m Genet. 2001 Jun
(2]
cpd het 2119 | hemizygous
shortl A>G + de novo| M707V;de
y not B 5.3 mM; M (Fb deletion of  |novo deletion
aFbter LS
birth reported CSF 4 mM | normal) paternal of paternal
NDUFS1 NDUFS1
allele allele
Bugiani M et al
6 not M 45%; Fb| homozygous Biochim Biophys
months | reported leukodystrophy | B elevated 45% c.1564C>A Q522K Acta. 2004 Dec
(3]
B 24 mg/dL
(normal < Martin MA et al
8.5 |14 months; LS 20); CSF 30 M 25% homozygous 231V Arch Neurol.
months | 8 months mg/dL c.691C>G 2005 Apr [22]
(normal < P
15)
NDUFS1 Pagniez-
) ) cpd het Mammeri H et
mo<n€ihs re;o?'tted encelpfr?:lgpathy C%Ilg gn Ir\n/lM Fb 27% ¢.683T>C + V13222§?G+ al. Mol Genet
) c.755A>G Metab. 2009 Apr|
[10]
. . cpd het
8 (cystic) M 63%%; R557X +
12 years not reported o €.1669C>T +
months leukodystrophy Fb 27%% .1855G>A D619N
4 |8 months; leuko- B and CSF ,\él||1|0;(/;<§ i’;’l homozygous RA0BC H‘K/‘Téls géneettal
months | 7 months |encephalopathy| elevated °Th ¢.1222C>T
phalopathy Fb 20%% ” Metab. 2010 Jul
5 unspecified cpd het ¢.631— 211delE + [23]
months 2 years encephalo- | not reported| Fb 24%1 | 633del-GAA + V28A
myopathy €.683T>C
10.5 Tuppen HA et al
4 and 2 . B 3.3 mM; homozygous :
months; 10 LL M 23% R408C Brain. 2010 Oct
months months CSF 4.7 mM €.1222C>T [24]
. M 45% + .
(macrocystic) | B2.4 + 5.1 o 4. Ferreira M et al.
A ;O‘itt o leuko- mM (2.86 9%’33/; Fo | homoezydols | T595A | Neurogenetics
encephalopathy| mM in CSF) 539 ) 2011 Feb [25]
B cpd het
2|2 Ye 1] eukodystrophy | persistently | Fb ~40%¢| ¢.497G>A + G\)ggg; Danhauser et al.
elevated c.683T>C Mol Genet
B cpd het Metab 2011 Jun
6 1year7 . not V228A +
leukodystrophy | persistently c.683T>C + [26]
months | months clevated reported . 755A5G D252G
<6 |progressiv| unspecified | p ooy cSF | M <5o%; | SPd het v7ip+ |Haack TBetal.
months | e course encephalo- elevated | Fb <50% C.212T>A + C128X J Med Genet.
myopathy ° | c.384T>A 2012 Feb [21]




cpd het

<6 |progressiv B and CSF | M <50%; . T638NfsX14
months | e course leukodystrophy elevated | Fb <50% C.1912insA + +Y695C
c.208A>G
. . cpd het
>6 |progressiv M <50%; Y695H +
NDUFS1 months | e course | 'ukedystrophy | B elevated | " r 0o | €.2083T>C + Y695C
c.2084A>G
. Invernizzi F et
(macrocystic) o . cpd het
>6 not leuko- not reported M 14'50/‘” c.1669C>T + RS57X + . al. .
months | reported encephalopath Fb 50% c.1783A>G T595A Mitochondrion
phalopathy : > 2012 Mar [27]
B9.9+12
6 HCM and . M 20%; Fb| homozygous
months 24 months encephalopathy mM; rgl\s/lF 7.8 22-31% c.683G>A R228Q
M 8.4%; Fb| homozygous Loeffen J et al
day1 | 4days HCM B24amM |V 2010 e P229Q Ann Neurol,
2001 Feb [28]
7 and |18 months; B4.2, 650+ o .
10 |3 years; 2 LS 125mm: |M gos Fb hé’T;;;’?fgs S413P
months | years CSF3.3mM ° :
cpd het
2 hours 3.5 months|  FILA B18mM | M16% | c413G>A+ | Moocl
c.998G>A
. cpd het
8 B 11.7 mM; Y R118Q +
months 22 months LS CSF 5.6 mM M 20% c.353G>A + M292T
c.875T>C
NDUFS2
soon . cpd het
alive at 9 M292T + |[Tuppen HA et al
after LL not reported| M 27% c.875T>C + ;
birth years c1328T>A M443K Braln.[gg; 0 Oct
. cpd het
. alive at 11 B and CSF E148K +
infancy LL M 13% C.442G>A +
years normal c.875T>C M292T
. . cpd het splicing
34 alive at 6 B3.2mM not A
LL : €.866+4A>G + |abnormality +
months | years CSF 2.7 mM| reported ¢ 875T>C M292T
<6 |progressiv HCM B and CSF | M <25%; c gggAtht N D110V + Ffja&%(dTGBeiLtal'
months | e course elevated | Fb <25% ¢.968G>A R323Q 2012 Feb [21]
o . cpd het Bénit P etal. J
2135 years LS csF 2.7 mm|M %!jfb c434C>T+ | L1 % | Med Genet.
° ¢.595C>T 2004 Jan [29]
NDUFS3 .
unspecified o . Haack TB et al.
re noortte dl re noortte d encephalo- B elevated M 2386{;’ Fb hzngg?g:# s R199W J Med Genet.
P P myopathy ° . 2012 April [17]
homozygous 5- ... |van den Heuvel
8 |16 months L B and CSF |M 43%% (M| bp duplication rfézmﬁsh'{; Letal AmJ
months normal | Glll 75%%) | c.466_470dupl | |} 58fs)%31 Hum Genet.
AAGTC 1998 Feb [30]
M 22.4%%;
B5.5mM; | Fb47%% | homozygous
1 week | 3 months LS CSF7.6mM| (FoClll | ¢.289delG WX | Budde SM et al
87%%) Biochem
NDUFS4 M 14%% (M Biophys Res
B 3.0 M CI” 57°/°¢)1 h COmmun. 2000
.0 mM; o 0mMozygous Aug [31]
7 weeks| 3 months | LS and HCM Fb 60%% R106X 9
CSF 3.4 mM (Fb Clll c.C316T
67%)
M 10% (M
¢ Lomonns| 15 prersd el tomomoos | yogy | Jnhert e
months iving (Fb CIIT c.C316T Dis 2003 Mar
88%) [32]

nnt rennrted

nnt

hamnzvaniie

NDANfe

Lebre AS et al. J




months | reported reported
5 ) ; WoTt Med Genet.
> no no S+ 2011 Jan [33
months | reported LS not reported reported cpd het S159fs 133]
Petruzzella V et
M 35%; Fb| homozygous al Hum Mol
2 weeks| 7 months | LL and HCM | B elevated 16% c.44GoA W15X Genet. 2001
Mar [34]
I Bénit P et al
2 B 6-7 mM; o homozygous | skipping of
4 months LS M 80%% Hum Genet.
months CSF 3.9 mM IVS1int-1, G>A exon 2 2003 May [35]
Rétig et al.,
M 4% (M homMoZVaoUsS Biochim Biophys
s B and oSk |C! 107%);| <578 5Y298 Jol: [DBO_K175del Acta 2004 [36];
months 6 months | LS and HCM clevated Fb 34% ’ Exon 3-5 | ; no protein | Assouline Z et
(Fb Clll deletion product? al. Biochim
87%) Biophys Acta.
2012 Feb [37]
. Anderson SL et
3.5 10 months lt;r?ea::sg'CL,\g :: mll?/l1c(i)sgi)5 M low homozygous N154fsX33 al J Inherit
months ’ ’ ) c.462delA Metab Dis. 2008
twp mM
Dec [38]
Leshinsky-Silver
cpd het
8 o N119H + E et al. Mol
months 2.4 years LS not reported| M 54% c.115G>A + K154fs Genet Metab.
c.462delA 2009 Jul
NDUFS4 ul [39]
M 8% (M
CIV 38%); S34lfsX4
3 not LS B 3.1 mM; | Liver 9% c ggp?(?ik . (skipping of
months | reported CSF3.6 mM | (Liver CIV | ™ exon 2) +
54%); Fb | C#6208IA 15 ANfsX35
o Calvo SE et al.
16% Nat Genet. 2010
S34lfsX4 Oct [7]
.| M3% (M cpd het (exon 2
4 B 4.4 mM .y
2 weeks LS 1| CIV 66%);| ¢.99-1G>A + | skipping);
months CSF3.9mM| "y 450, | ¢.351-2A>G | transcript
unstable
o . S34lfsX4
5 days re noortte d encephalopathy| B elevated M 27/‘;/ Fo hgrggi)ggxs (exon 2
P ° ] skipping)
3 B and CSF (M 35%; Fb| homozygous
months 6 months | LL and HCM elevated 69% c.291delG Wo7X Assouline Z et
. cpd het al. Biochim
22 124 months LL not reported | M 337 FP1¢ 4704upAAGT | Y160fsxat | Biophys Acta
months 76% C 2012 Feb [37]
S341fsX5
3 B and CSF homozygous L
months 4.5 months LS clevated M low c.99-1G>A (skipping of
exon 2)
. Haack TB et al.
<6 |progressivi | o anqpom | Band CSF Iy g, | hOMOZygous | pyagy | Med Genet.
months | e course elevated c.316C>T 2012 Feb [21]
homozygous
shortly 4.175-kb no protein Kirby DM et al J
after 6 days FILA B6-12mM | Fb 7%zt deletion Clin Invest.
NDUFS6 birth encompassing product 2004 Sep [40]

exons 3 and 4




frameshift ->

premature
stop codon
shortly predicting
after | 11 days FILA B6.5mM | Fb 4%t 20{22?’2%0;}5 truncated
birth ’ protein of 71
instead of
124 amino
acids
NDUFS6
B 6.0-11.2
day2 | 8days FILA mM: CSF 8.1 M 45%3% hg”;gig%‘s C115Y | Spiegel Retal
mM ) > Eur J Hum
B 16.8 mM; homozygous Genet. 2009
6days | 8days FILA CSrI;'\1A8.4 M 56% .344GoA C115Y Sep [41]
. unspecified o . Haack TB et al.
mo<n€ihs péOCgJSfSSéV encephalo- B elevated Il\:/lb<<55?0£7 hcérgg?g:# s Q118X J Med Genet.
myopathy ° : 2012 Feb [21]
3 years 11 Triepels RH et
8 and 11 . Band CSF | M23 + homozygous
months; 5 LS*; LS o V122M al Ann Neurol.
months years normal 28%%t c.364G>A 1999 Jun [42]
Lebon S et al.
15 not B 4.8 mM; o homozygous Mol Genet
months | reported LS csF 2.8 mM| TP 82%F | "¢ 434GoA R145H  IVtetab. 2007 Apr
[43]
Homozygous
insertion of
NDUFS7 122bp cryptic
exon
(corresponding
to first intron of . Lebon S et al.
4 [smonths;| o o 515 my |M38%: Fb|  NDUFS7) | > “aol Genet
months | 6 months 68% between exons rotein Metab. 2007
1and2;C>G | P Sep-Oct [44]
substitution five
nucleotides
after 122bp
insertion (c.17-
1167 C > G)
Loeff l.
day 1 | 11 woeks | Ls* an Hom | B34mM: [ Mg | SEET ) proL o Ao
y CSF56mM| Fb69% | R102H | Genet. 1998
¢.305 G>A
Dec [45]
cpd het Procaccio V et
7 years | alive at 9y LS B 2g?mC;ISF M 31% c.254C>T + E?glé; al. Neurology.
c.413 G>A 2004 May [46]
. Tuppen HA et al
B 7.4 mM; o homozygous ;
NDUFS8 4 weeks| 3 months FILA CSF 5.5 mM M 30% c.036CsT P79L Braln.[gg;o Oct
M 8% (+
Calvo SE et al.
8 B 3.0 mM: 52% homozygous
months 14 months | leukodystrophy CSF 23 mM| residual C.460GoA G154S  |Nat Genet. 2010
Oct [7]
Clv)
not not HoMand [ . IM3g%; Fb| P97l | R77w .
reported| reported |encephalopathy P 52% : A159D Haack TB et al.
c.476C>A
J Med Genet.
not not M 8%; Fb | homozygous 2012 April [17]
reported| reported LS x2 B elevated 54% ¢.187G>C E63Q




Gene |Numbe Blood Cl def in
(Complex || rof | Ageat| Age at Clinical lactate muscles Gene Protein References
assembly [patient| Onset | Death phenotype |(normal <2.0| related to | change(s) change(s)
factors) s mM) ctr mean
B 5-10 mM
11 HCM and later | in first few cpd het ToO7P + Dunning CJ et
1 months alive at 20y| multisystem |years of life;| Fb 36% | c.1001A>C + K253R al. EMBO J.
disease later 2.5-3.5 c.1140A>G 2007 Jul [47]
NDUFAFT1;] mM
CIA30
o . cpd het Fassone E et al.
1 | oo (65 months|  HCM Bo-1gmm M2 Ol ce3105T 4 | FEMICH |y Med Genet
° C.733G>A; 2011 Oct [48]
12 [13years 7 B normal; |M 38%; Fb| hemizygous Ogilvie I etal. J
1 months | months L CSF42mM| <20% c.182C>T R45X Glin Invest.
) ) 2005 Oct [49]
B and CSF
1 mozrﬂhs 2 years LL repeatedly | M 36% hor:?i\ygTo us M1L Barghuti F et al.
normal > Mol Genet
Metab. 2008
8 Bnormal; | M24% | homozygous May [50]
1 | months | 18 months LS CSF 2.6 mM|(53% infb)|  c.1AST MiL
Hoefs SJ et al.
1 3 1 year LS B3-5mM | Fb21%g | MOMOZYIOUS | yagy Hum Mutat.
months c.114C>G 2009 Jul [51]
homozygous
NDUFAF2; ~450kb deletion
NDUFA12 on chromosome J RJ
L: B17.2L: . 5 ' anssen RJ et
Mimitin_| 1| " 44 months LL B25-3.4 | by 45941 lencompassing3 N Protein | al. Hum Mol
uterine mM genes: product Genet. 2009
ELOVLY, Sep 15[52]
ERCC8and
NDUFAF2
B initially 4.2
soon mM, o 4 Herzer M et al.
1 after |27 months LS* subsequently| l\lﬂb1 i(@: ho(r;ngéygzus W3X Neuropediatrics.
birth normal; CSF ° ’ 2010 Feb [53]
normal
6 and 3|17 months; .. o homozygous
2 months |14 months LS LS CSF3.2mM) Fb26% c.103delA 1358fsX17 Calvo SE et al.
Nat Genet. 2010
4 o homozygous Oct [7]
1 months 15 months LS CSF 2.4 mM| Fb 32% c.021GoA W74X
B
persistently
1t03 markedly |M 32-40%;| homozygous
8 days 8 months FILAX3 elevated Fb 39% c.229 G>C G77R
(peak 27
mM) Saada A et al.
NDUFAF3; B 5.4 mM; |M 26%; Fb| homozygous Am J Hum
C30RF60 1 3 weeks| 4 months FILA CSF 6 mM 18% .365 G>C R122P Genet. 2009 Jun
[54]
encephalopathy
) : . cpd het
1|3 |emonths | Includng - Bpeakar | MBGFD | coTa, AT 4 R122P
y ° ¢.365G>C

epilepsy




3 died at

2-5 days;
soon s?JIrc\j/ie\?ér FILA x3; MS.5-17%1 1 smozygous Si\ar:aJ/;\-lStmaL
after 7 encephalopathy| B38 mM | Fb 32%- 19 4)_/|_g o L65P G 2008 J
. birth was in other cases 67% c > enet. an
NDUFAF4; years at [55]
C60RF66; time of
HRPAP20 report
; Haack TB et al.
<6 |progressiv B and CSF | M <25%; | homozygous
months | e course leukodystrophy elevated | Fb <25% c.23G>A G8D J Med Genet.
2012 Feb [21]
Q99R; Pagliarini DJ et
34 months: B pogs[ble al. Cell. 2008 \'Jul
7 and 10[ . ’ . M 36%; Fb| homozygous splicing [56]; McKenzie
CBORF38 months a'r'xgnat‘L? LS x2 "’ZVIZ'\/S;?;;'Y 14% C.296A>G | defect (at 3' | M etal. J Mol
end of exon | Biol 2011 Dec
2) [57]
B3.1-165 Sugiana C et al.
intra- . ~or |M10-20%;| homozygous Am J Hum
uterine | 7 J8YS FILA mM; CSF | p 5 o0, | ¢.719T>C L229P " Genet. 2008 Oct
20.1 mM
(58]
36 years;
AR Gerards M et al.
two alive at M 36-48%;| homozygous
3 years 53 and 29 LS x3 CSF 5 mM Fb 6<33% | cA77ASC L159F éJOh:IgciAGengé.
C200RF7 years ug [59]
5.9 years; M ~20% (+ Saada A et al. J
four cases B 3036 ~35% homozygous Inherit Metab
1 year f[alive at 2.5, LS x5 mM; CSF 2.7 residual ¢.749G>T G250V Dis. 2012 Jan
4.5, 6 and mM cIv) [60]
7 years
M 9% (+
76%
residual
. i .| CIV); Fb cpd het Calvo SE et al.
day 1 a""z :rts22 LS §S4F 1352mn':",\’,| 9% (+ 34%| C.694C>T + Qﬁfgg;* Nat Genet. 2010
y : residual Cll| ¢.1289A>G Oct [7]
+31%
residual
FOXRED1 Ciin
soon . unspecified . o . Fassone E et al.
after allvgaartsm encephalo- CBSIE-EE gn rl\r/1|M M ;gf,/ Fb hgT&zz/(g:g#s R352W  |Hum Mol Genet.
birth y myopathy ’ ° ’ 2010 Dec [61]
. unspecified . cpd het Haack TB et al.
<6 |progressiv M <25%; R316W +
encephalo- B normal o c.406C>T + J Med Genet.
months | e course myopathy Fb <25% c.615iNSAGTG A206SfsX15 2012 Feb [21]
cpd het
c.166G>A +
c.815-27T>C on
) B normal; o . Calvo SE et al.
NUBPL; 2 years | alive at 8y | leukodystrophy | CSF 5.2 + M 37{,‘” Fbjone allgle and a| G56R + EXONINat Genet. 2010
hIND1 19% deletion that | 10 skipping
2.7 mM Oct [7]
spans exons 1—
4 on the other
allele
. HCM and B 3.1-7.6 o 4.
1 month| V€ AL 18| exercise  mM; CSF 3.6 | oger | NOMOYIUS | RsigH
y intolerance mM ° ' >
Nouws J et al.
Cell Metab.
ACAD9 oM M 54%. cpd het stog codon | 2010 Sep [62]
4 6 months CM and not reported 34%; Fo c.187G>T + gter 6.2
months encephalopathy 32% c.1237G>A [@mino acids +

E413K




HCM and M 39% (+
46 days; |encephalopathy; slightly cpd het Fa4| +
2 |24 hours| alive at 5 HCM and B4 mM reduced c.130T>A + R266Q
years exercise CV); Fb 9% ¢.797G>A
intolerance (52% CV)
cpd het
C.797G>A + Haack TB et al.
c.1249C>T Nat Genet. 2010
<6 HCM and ., | (identicaltoa | R266Q + |Dec[63];Haack
T | months | 12 Ye2rs encephalopathy Belevated | Fb13% | 1 yiationinthe | R417Cc | TBetal J Med
homologous Genet. 2012
region of Feb [21]
ACADVL)
cpd het
c.976G>C
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