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Supplementary Figure 1: Pedigree of thirty unrelated probands involved in this study. Solid symbols
with an arrow represent proband. Consanguinity is represented by a double line. The genotype is de-
noted by (/) for homozygous variant carriers, (+/-) for heterozygous variant carriers. A- Group |; B-
Group Il and C- Group Il
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A Mitochondrial DNA point mutation in ND1 gene B Mitochondrial DNA point mutation in ND4 gene
MT-ND1 - G3460A MT-ND4 - G11778A

CA G TCI?CATCA
CAGTCACATTCA

C Mitochondrial DNA point mutation in ND6 gene D Mitochondrial DNA point mutation in MT-ND1 gene
MT-ND6 - T14484C MT-ND1- C4171A

AACCACCACCC
AACCACCACCC ACCTCATATGA

: n AC CT C T A TG A

Supplementary Figure 2: Representative chromatogram of the probands in group | harboring primary
mitochondrial DNA mutations (MT-ND1, MT-ND4 and MT-ND6 genes)

A Mitochondrial DNA point mutation in ND1 gene B Mitochondrial DNA point mutation in ND4 gene
MT-ND1 - T4216C MT-ND4 - A12033G

C Mitochondrial DNA point mutation in ND5 gene
MT-NDS5 - G13708A

G C C TG

G € C TG

zi\CAGAA
A CA G A A

Supplementary Figure 2a: Sequencing chromatogram of the probands in group | harboring a co-oc-
currence secondary mitochondrial DNA mutations (MT-ND1, MT-ND4 and MT-ND5 genes)
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A Mitochondrial DNA point mutation in ATP6 gene B Mitochondrial DNA point mutation in MT-TM gene
MT-ATP6 - G9139A MT-TM - T4454C

AAATCéCTGTC GGTTACACCCT
A AAT CAC TG TC

h G G T T A AC CCT

C Mitochondrial DNA point mutation in MT-CO2 gene D Mitochondrial DNA deletion mutation in MT-NC7

MT-CO2- G7859A MT-NC? - (del CACCCCCTC)
del CACCCCCTC
CACCCCCTC
TA TAGT A CC C
AGGTC/;\ACAAT TA TAGT ACCC

AGGTCAACAAT

E Mitochondrial DNA point mutation in ND2 gene

F Mitochondrial DNA point mutation in TL2 gene
MT-ND2 - A4842G MT-TL2 - A12308G
¢ T8 T 6 EE AT € @ C e Lcaasagasnl T T
¥ (61 CcC C A A G A AT T T
E TETE CE AT € €

G m?g;:dflélsggﬁ bolnEmmtation In STES geve H Mitochondrial DNA point mutation in ND4 gene
MT-ND4 - G11696A

T A CTA

T A CTA
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Mitochondrial DNA point mutation in MT-TT gene
I  Mitochondrial DNA point mutation in MT-CO1 gene J  yrrorr . Giosora - .

MT-CO1- G7444A

T € T C
T C T C

A A A A A A
A A A A A A {\

K Mitochondrial DNA point mutation in MT-ATP6 gene
MT-ATP6- G8573A

B>

CCTAGACCTAC
v
CCTAGACCTAC

Supplementary Figure 3: Sequencing chromatogram from A-K represents the probands from group I
harboring secondary mitochondrial DNA mutations.
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Compound heterozygous
mutation in NDUFS2 gene

Exon - 8 § Exon - 12

AAAT CGGAC AA | AG AGTTTGGGG
AAAT CAGAC AA | AG AGTGTGGGG

il b

Control - OPA1 gene

Exon - 5
TTTT CT CTTTGT CTGATCA

Frameshift mutation in OPA1 gene
Exon -5

‘fs
T T T T C T C T

VTV AAA '
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Missense mutation in NDUFS7 gene

Carrier parents ; Affected proband
Exon - 6 . Exon-6
GGAGCCGCGCT | GGAGCTGCGCT

: i
GGAGCTGCGCT i G GAGCTGCGCT

Missense mutation in MTFMT gene

Carrier parents : Affected proband
Exon 3 Exon 3
CCCTGfAATCC i CCCTCGCAATEC
CoETE EAATCE | .

CCCTGC CAATCC

LR

S8



EXCLI Journal 2023;22:1077-1091 — ISSN 1611-2156
Received: July 03, 2023, accepted: October 06, 2023, published: October 09, 2023

E Missense mutation in PDSS1 gene
Control Affected proband
Exon 9 Exon 9
TCCCGACCCAG TCCCGGCCCAG
' 5
TCCCGACCCAG TCCCGéCCCAG
F Missense mutation in MYOC gene
Exoii 1 Control i Eon 1 Affected proband
ATG C CAGTATAC | xon
v : TG CCATTAT AC
ATG CCAGTATAC v
n n :: TG CCATTAT AC
|

Supplementary Figure 4: Sequencing chromatogram from A-F represents the probands from group I
harboring nuclear DNA mutations (NDUFS2, OPA1, NDUFS7, MTFMT, PDSS1 and MYOC gene)
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Missense mutation in NDUFV1 gene

Carrier parents Affected proband
Exon -8 Exon - 8

CATGCCGTGAG CATGCTGTGAG
CATGCTGTGAG CATGCTGTGAG

ol il

Missense mutation in NDUFA3 gene

Control : Affected proband
Exon - 3 i Exon-3
CCACGCGE GC GT AG CCACGACCTAC

v : v
CCACGCZCTAC i CCACGACCTAC

Non-sense mutation in DNAJC30 gene

Carrier Parents Affected Proband
Exon 1 § Exon 1
AT TCCCAGGG A ATTCCTAGGGA
ATTCCTAGGGA ATT CCTAG GGA

(ot Ll
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D Missense mutation in SLC25A46 gene
Carrier parents g Affected proband
Exon-7 Exon - 7
T TE &AS &CTH | o5 angE & GTE
: ¥
TTEC&8GEE0GTE lpreg AAGGAGTSE
E Missense mutation in SLC25A3 gene
Carrier parents g Affected proband
Al rrereorT | Exon-7
G G  AGTTTCTGGTT

AGTTTCTG GTT AGCGTTTET GG TT

el bl

Supplementary Figure 5: Sequencing chromatogram from A-E represents the probands from group I
harboring nuclear DNA mutations (NDUFV1, NDUFA3, DNAJC30, SLC25A46 and SLC25A3 gene
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Supplementary Table 1: lllustrates the key component of the sample group, family history and male to

female ratio
Total Male Female Ratio
Group Probands (Familial/ (Familial/ (Familial/ (Male:
Sporadic) Sporadic) Sporadic) Female)
Total screened (n=30) 30 (5/25) 24 (4/20) 6 (1/5) 4:01
Group 1 (1) | “HON p”g}fg mutation 9 (4/5) 8 (4/4) 1(-1) 8:01
Secondary mitochondrial .
DNA mutation (n=12) 12 (1/112) 7 (-I7) 5 (1/4) 1.4:1
*Secondary mitochondrial i
Group 11 (2) | pNA mutation alone (n=6) 6(1/5) 4 (-/4) 2 (1/1) 201
#Secondary mitochondrial
DNA mutation + Nuclear 6 (-/6) 3 (-/3) 3 (-/3) 1.01
gene mutation (n=6)
Nuclear gene mutation
Group 1l %n:G) 6 (-/6) 6 (-/6) 0 (-1-) NA
(no mtDNA
mutation) No mutation (n=3) 3(3) 3(-3) 0 (--) NA

* indicates patients harbor only secondary mtDNA mutation

# indicates patients harbor both secondary mtDNA mutation and nuclear gene mutation
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