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Supplementary FIG. 1. Pedigree of patient (P)1 (A), prediction of transmembrane structures of the wild-type mitochondrial ND1 protein performed
by Protter program (B), Sanger sequencing data showing the m.3316 G>A, change in the MT-ND1 gene in patient (C1), Sanger sequencing data
showing the m.3316 G>A, change in the MT-ND1 gene in patients’ mother (C2), prediction of tertiary structure models and possible effect of position
change for p.A4T by Phyre2 server (D), a hydropathy plot evaluated in ExPASy-ProtScale program Kyte-Doolittle algorithm for the ND1 protein. The
hydrophobicity of the wild-type ND1 protein [control (A)] is compared to the variant forms (B) and (E).



B1 100 110 BZ 100 110
O :CCTCT AGAGCC TGTARA CCTCTAGAGCC TGTAAA

mt-TK m.8296 A>G homoplasmic A8296G

[
mt-ND1 m.4025 C>T homoplasmic
1
I é)

/'Ps

mt-TK m.8296 A>G homoplasmic
mt-ND1 m.4025 C>T homoplasmic

A
I

]

C A
L ¢
ys 3
8295 G -G — 8363A
8206G <=— A--T— 8362G
8297AC = *‘2—»836&250
8300C ~—— 1 -4
P | o o
w, fF CAC,
N\ TTCTC A
AATca AAGAG, .C i
T AC

A
7 TAGC ! l S g344G

=0

>
>

Wild type A8296G

ProtScale output for user_sequence ProtScale output for user_sequence

Ess

Hphob. / Kyte & Doolittle

A T Hphob. / Kyte & Doolittle

25

HEEn | »Ag n/\ﬂ, m
E \V WVV Tthor

Score
-
=
Score

r240M

5
50 100 150 200 100 150 200
Position Position
F Analyses Residue: THR 240
Sequence profile & Mutations
Quarty Y
Mutation
sensitivity | Conservation
W High Pocket getection |
Mutational sensitivity |

E
B
BLow

ARNDCQEGHILIMFPSTWYV ARNDCQEGHILINFPSTWYV

Supplementary FIG. 2. Pedigree of P3 (A), Sanger sequencing data showing the m.8296 A>G, change in the tRNA-Lysine gene in patient (B1) and
mother (B2), secondary structure of mt-TK (grey dots show polymorphism and black dots show pathogenic regions) (C), predicted secondary structure
of wild type (left) and mutant A8296G (right) tRNA-Lysine evaluated in RNA fold web server (D), predicted tertiary structure models and possible effect
of position change for p.T240M by Phyre?2 server in P3 (E), a hydropathy plot evaluated in ExPASy-ProtScale program Kyte-Doolittle algorithm for the
ND1 protein. The hydrophobicity of the wild-type ND1 protein (control- (A)) is compared to the variant forms (B) and (F).
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Supplementary FIG. 3. Pedigree of P6 (A), prediction of transmembrane structures of the wild-type mitochondrial CO3 protein performed by Protter
program (B), Sanger sequencing data showing the m.1655 delA change in the tRNA-Val gene in patient (C1) and mothers (C2), Sanger sequencing
data showing the m.9840 T>A change in the mt-CO3 gene in patient (D1) and mother (D2), predicted secondary structure of wild type (left) and mutant
A1655del (right) tRNA-Lysine evaluated in RNA fold web server (E), secondary structure of mt-TV (grey dots show polymorphism and black dots show
pathogenic regions) (F), a hydropathy plot evaluated in ExPASy-ProtScale program Kyte-Doolittle algorithm for the CO3 protein. The hydrophobicity of

the wild-type CO3 protein [control (A)] is compared to the variant forms (B) and (G), predicted tertiary structure models and possible effect of position
change for p.S212T by Phyre2 server in P6 (H).
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Supplementary FIG. 4. A-E. Pedi
and mother (B2), prediction of tra

variant forms (B) and (E).

gree of P8 (A), Sanger sequencing data showing the m.8633 A>G change in the mt-ATP6 gene in patient (B1)
nsmembrane structures of the wild-type mitochondrial ATP6 protein performed by Protter program (C), prediction
of tertiary structure models and possible effect of position change for p.Y36C by Phyre2 server in P9 (D), a hydropathy plot evaluated in ExPASy-
ProtScale program Kyte-Doolittle algorithm for the ATP6 protein. The hydrophobicity of the wild-type ATP6 protein (control- (A)) is compared to the
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Supplementary FIG. 5. A-E. Pedigree of P11 (A), Sanger sequencing data showing the m.15446 C>T change in the mt-CYB gene (B), prediction of
transmembrane structures of the wild-type mitochondrial CYB protein performed by Protter program (C), prediction of tertiary structure models and
possible effect of position change for p.L234F by Phyre2 server in P12 (D), a hydropathy plot evaluated in ExPASy-ProtScale program Kyte-Doolittle
algoritm for the CYB protein. The hydrophobicity of the wild-type CYB protein (control (A) is compared to the variant forms (B) and (E).
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Supplementary FIG. 6. A-D. Pedigree of P14 (A), Sanger sequencing data showing the m.1646 T>C change in the tRNA-Val gene in patient (B1) and
mother (B2), predicted secondary structure of wild type (left) and mutant T1646C (right) tRNA-Val evaluated in RNA fold web server (C), secondary
structure of mt-TV (grey dots show polymorphism and black dots show pathogenic regions) (D).





