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dysfunction associated with altered
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metabolism
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17 PDHA1

11 NDUFAF6

10 ECHS1

8 SURF1

7 BOLA3

5 DNMIL, RARSZ, TAZ

4 ACADY, AIFM1, DGUOK, POLG

3 GTPBP3, FBXL4, IARS, NDUFB11,

NDUFVZ, QRSL1, SLC25A4, SUCLAZ
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KO HEK293
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D |°°p tRNA Thr

Cytb

tRNA Val

ARN 168

tRNA Leu
~_ IRNA Ser
tRNA His

Human mt DNA
16568 bp
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RARSZ VUS

Pt No. AA change 3.5KJPNv2.20180625.MAF

Pt0222 RARS2:NM_001350505:ex0n16:c.1321C>T:p.L441INA [ 00
P10222 RARS2:NM_001350505:exon16:¢.1306G>T:p.D436NA (Kohdaet al, 2016)
Pt1874 RARS2:NM_001350505:ex0n18:¢.1558C>T:p.H520NA

Pt1874 RARS2:NM_001350505:exon1:c.9C>A:p.C3X NA

Pt2206 RARS2:NM_001350505:exon11:c.944G>C:p.R315FNA

P12286 RARS2:NM_001350505:exon7:¢c.463G>A:p.A155T NA

Pt RARS2:NM 001350505:exonl:c.16C>1:p.R 0.000

@;&p RARS?2 (66 kDa)

S —— - ctin (42 kDa)
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RwX (CRKDEENMEEULBRESANTGHIE

MITOMAP: Reported Mitochondrial DNA Base Substitution Diseases: Coding and
Control Region Point Mutations

e will be happy to change the status of 8528C. The studies are very conwincing, and the variant itself is auite interesting., being in the the ATFE/6 overlap region.

Amino
“ MNucleotide Acid GB
Position Locus Disease Allele Change Change Homoplasmy Heteroplasmy Status Frequency References
8528 MT- Infantile Ta528C T-C W-R (ATP8), + + Confin 3
ATP8 /6  cardiomyopathy M(start)-T
—]
(aTPe) WExE
8529 MT- Apical HCM G8529A  G-A W-X (ATP8); + - Report 0 1 L
ATPE8 /6 M- (ATPS)
$|§ /.
MITOMAP References for Mutation T-C at 8528

+ Imai, A, Fujita, S., Kishita, Y., Kohda, M., Tokuzawa, Y., Hirata, T., Mizuno, Y., Harashima, H. , Nakaya, A , Sakata, Y., Takeda, A, Mori, M., Murayama, K. Ohtake, A, Okazaki, Y. (2016) Rapidlv progressive
infantile cardiomvyopathy with mitochondrial respiratory chain complex V deficiency due to loss of ATPase 6 and 8 protein International Journal of Cardiology . 207 (): 203-205 .

* Pereira, L., Soares, P, Radivojac, P, L1, B, Samuels, D. C. (2011) Comparing phvlogeny and the predicted pathogenicity of protein variations reveals equal ifying selection across the global human mtDNA
diversity American Journal of Human Genetics . 88 (4): 433-439 .

+ Ware, S. M., El-Hassan, N, Kahler, S. G., Zhang, Q_, Ma, Y. W, Miller, E., Wong, B., Spicer, R. L., Craigen, W. J., Kozel, B. A., Grange, D. K., Wong, L. J. (2009) Infantile cardiomvopathy caused by a mutation in
the overlapping region of mitochondrial ATPase 6 and 8 genes Journal of Medical Genetics . 46 (3): 308-314 .

r

I just read your publication on the above mentioned mutation. My daughter is patient 1 in the 2009 publication of this mutation by Dr Ware , she is now 12 yrs old and we

travel to the US of A every 6 months for her cardio check up at Cincinnati Childrens Hospital , we live in Trinidad . I am interested in any information you may have on this
mutation.

Thank you,
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