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Abstract. – Coronary heart disease (CHD) is 
a leading cause of death worldwide. It is a mul-
tifactorial disorder resulting from harmful inter-
actions between genetic and environmental fac-
tors. Due to the central role of mitochondria in 
cellular energy homeostasis, there is growing 
evidence supporting the role of damage to mi-
tochondrial components such as mitochondri-
al DNA (mtDNA) in the pathogenesis and pro-
gression of CHD. However, the molecular mech-
anisms linking mtDNA and CHD remains un-
known. In terms of mutations, we found that mi-
tochondrial transfer RNA (mt-tRNA) genes are 
hot spots for pathogenic mutations associated 
with CHD. These mutations cause structural and 
functional changes in tRNA; specifically, fail-
ure of tRNA metabolism may impair mitochon-
drial protein synthesis and lead to mitochondri-
al dysfunction responsible for CHD. This review 
provides a detailed summary of the mtDNA mu-
tations that have been reported to be associat-
ed with CHD and further discusses the possible 
molecular mechanisms behind the involvement 
of these mtDNA mutations in CHD.
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Introduction

Coronary heart disease (CHD), also known 
as coronary artery disease (CAD), is one of the 
most common causes of human deaths world-
wide1. It has been estimated that, annually, CHD 
annually results in 502,000 deaths in the US and 
more than 700,000 deaths in China2,3. The patho-
genesis of CHD remains largely undetermined, 
although it has been found that hypertension, 
hyperlipidemia, smoking and family history are 
risk factors for this disease4. At the molecular 
level, it has been suggested that CHD is a com-

plex disorder that can be caused by a single gene 
or a multifactorial condition resulting from in-
teractions between environmental and inherited 
risk factors5,6. In recent years, most attention has 
been focused on assessing the impact of nuclear 
genes on the development of CHD, so the roles of 
mtDNA mutations in this disease context are not 
fully understood. In this review, we comprehen-
sively summarize the recent progress in research 
on mtDNA function and dysfunction, oxidative 
stress, and CHD-associated mtDNA mutations. 
We also discuss the potential underlying mech-
anisms by which pathogenic mtDNA mutations 
lead to CHD.

Mitochondria
Mitochondria are important organelles whose 

primary role is to generate ATP through the 
electron transport chain (ETC) and oxidative 
phosphorylation (OXPHOS). Mitochondria al-
so play significant roles in other vital aspects 
of cell functioning, including the regulation of 
programmed cell death (apoptosis), calcium ho-
meostasis, and the production of reactive oxygen 
species (ROS)7,8. Separate from nuclear DNA, 
mitochondria also have their own genome, which 
is called mitochondrial DNA (mtDNA) (Figure 
1). A cell contains hundreds of mitochondria, and 
each mitochondrion contains five to ten copies 
of mtDNA9. Human mtDNA is a double-strand-
ed circular molecule of 16,569-bp encoding 37 
genes: 13 for essential subunits of the OXPHOS 
system, 2 for rRNAs and 22 for tRNAs required 
for mitochondrial protein synthesis10. Since mtD-
NA is in the proximity of sites of ROS generation 
and mitochondria have relatively unsophisticated 
DNA protection and repair systems, this DNA is 
particularly susceptible to mutation11.

mtDNA is predominantly transmitted mater-
nally. Most mammalian cells contain many cop-
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ies of the mitochondrial genome. mtDNA within 
a cell can be a mixture of both wild-type and mu-
tant species, a condition called “heteroplasmy,” 
while “homoplasmy” refers to the situation in 
which all mtDNAs are identical12. Pathogenic 
mutations are usually heteroplasmic in nature.

Oxidative Stress
Oxidative stress has been identified as a major 

factor contributing to the onset and develop-
ment of CHD13,14. The term “oxidative stress” 
refers to an imbalance between the production 
of ROS and the ability of the body to detoxify 
the reactive intermediates. Under normal physi-
ological conditions, the level of ROS production 
is tightly controlled through the activity of anti-
oxidant enzymes, such as manganese-superoxide 
dismutase, catalase, glutathione reductase and 
peroxidase15,16. 

Mitochondria are the non-enzymatic source 
of ROS that mainly emerges from complexes I 
and III of the respiratory chain17. ROS within 
the mitochondrial intermembrane space, or in 
the cytosol, are involved in subsequent oxygen 
sensing modification via stabilization of the tran-
scription factor hypoxia-inducible factor-1 alpha 
(HIF-1α)18. Therefore, ROS generated by the mi-
tochondria, have the ability to modify multiple 

additional physiological pathways. For example, 
ROS can directly damage proteins by oxidation, 
or can oxidize lipids to form lipid peroxidation 
products, which can induce protein or phospho-
lipid damage. ROS are also involved in DNA 
damage, in particular damage to mtDNA19. More-
over, ROS can generate peroxynitrite from nitric 
oxide (NO), causing intracellular nitrosylation 
and further impairment of mitochondrial respi-
ration20, which is detrimental to cardiac health.

mtDNA Deletions and 
CHD4977-bp Deletion

The mtDNA 4977-bp deletion, a common de-
letion that eliminates the region between nucleo-
tides 8470 and 13447 of the human mitochondrial 
genome, was first identified in the muscle of 
a patient with neuromuscular diseases – (Ke-
arns-Sayre/progressive external ophthalmoplegia 
plus syndrome) in 198921. This common deletion 
removes five mt-tRNA genes, namely, tRNAGly, 
tRNAArg, tRNAHis, tRNASer(AGY) and tRNALeu(CUN), 
as well as seven genes encoding four Complex 
I subunits (ND3, ND4, ND4L, partial ND5), one 
Complex IV subunit (COX III), and two Com-
plex V subunits (A6, partial A8) that are crucial 
for supporting normal mitochondrial OXPHOS 
function22. Both animal studies23 and cell model 

Figure 1. The genetic map of human mtDNA gene, it contained 13 peptides, 22 tRNA and 2 rRNA.
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analysis24 have shown that the mtDNA 4977-bp 
deletion plays an important role during the course 
of tumorigenesis and aging. Studies25,26 on cardi-
ac tissues revealed the presence of the mtDNA 
4977-bp deletion and showed a positive correla-
tion between this deletion and CHD. It has been 
suggested27 that continuous generation of intra-
cellular free radicals during OXPHOS is a major 
underlying mechanism generating this deletion.

7.3-kb Deletion
In a previous study, 7.3-kb deletion breakpoints 

were found downstream of the A8 gene and at the 
3’ end of the Cytb genes28. This deletion results 
in removal of the cytochrome b gene, the NADH 
dehydrogenase chain 6, 5, 4, 4L and 3 genes and 
the F0-F1 A6 and A8 genes. As these genes are 
essential for OXPHOS, their deletion would be 
expected to decrease ATP resynthesis during 
reperfusion29. Moreover, the incidence and prev-
alence of 7.3-kb deletion in patients with clinical 
indications of poor recovery suggest that this de-
letion could be an important indicator of surgical 
outcome in patients undergoing cardiac surgery.

Mitochondrial OXPHOS-Related 
Genes Mutations and 
CHD ND5 G13513A Mutation

The G to A mutation at nucleotide position 
13513 in mtDNA affects an evolutionarily con-
served amino acid (D393N) in the reduced form 
of the ND5 gene, which encodes a subunit of 
respiratory chain complex I30. In fact, the amino 
acid at that position is critical for the functions of 
complex I. Mitochondrial complex I accepts elec-
trons from NADH and then transfers them to co-
enzyme Q10. Therefore, the G13513A mutation in-
terferes with the function of complex I and causes 
mitochondrial dysfunction31. This mutation was 
first reported in adult mitochondrial encephalo-
myopathy, lactic acidosis, and stroke-like epi-
sodes (MELAS)30, as well as Leber’s hereditary 
optic neuropathy (LHON)/MELAS syndromes32. 
Mitrofanov et al33 analyzed the mtDNA hetero-
plasmic mutation G13513A in CHD patients and 
found a positive correlation between it and CHD.

CytB G15059A and C15452A Mutations
The point mutation G15059A results in the 

replacement of a glycine at amino acid position 
190 with a stop codon. This change results in 
premature termination of translation, leading to 
a truncated CytB protein missing 244 amino 
acids at the C-terminus33,34. Initially, G15059A 

was described in a patient with mitochondrial 
myopathy35. Nikitin et al36 examined the role of 
the CytB G15059A mutation in patients with type 
2 diabetes with EH. 

The C15452A mutation converts the 236th ami-
no acid of CytB from leucine to isoleucine and 
was found to be correlated with decreased Com-
plex III activities in the hearts of patients with 
severe ischemic cardiomyopathy III37. These find-
ings suggest that mtDNA damage is a secondary 
effect of oxidative damage in the heart during 
aging and cardiomyopathy.

mtDNA D-loop Mutation and 
CHD D-loop T16189C Mutation

The mtDNA T16189C mutation, with a ho-
mopolymeric C-tract of 10-12 cytosines, was 
found to be a putative genetic risk factor for CHD 
in Saudi Arabians38. Nucleotide T16189 lies in 
the middle of a homopolymeric-C tract where 
the transition from a thymine (T) to a cytosine 
(C) causes a homopolymeric C-tract of 10-12 
bp in the displacement loop (D-loop) region of 
mtDNA39. This mutation maps precisely to a nov-
el point of origin of mtDNA replication (OriB), 
which makes it likely that T16189C alters mtDNA 
function40 and subsequently plays a putative role 
in CHD progression.

mt-tRNA Mutations and CHD tRNALeu(UUR) 
C3256T Mutation

The heteroplasmic mutation C3256T is locat-
ed in the tRNALeu(UUR) gene of the mitochondrial 
genome. This mutation has been reported in 
two families with diabetes mellitus41,42 and one 
family with recurrent focal seizures, hemiplegia 
and hemianopia43. In fact, C3256T occurs at 
the D-stem of the tRNALeu(UUR) gene (position 
27) which is highly conserved from bacteria to 
humans44. It was anticipated that the C3256T 
mutation may interfere with protein synthesis 
and decrease mitochondrial function. In fact, 
this mutation was shown to significantly reduce 
the levels of mt-tRNALeu(UUR) and ND1 mRNA45. 
Sobenin et al46 analyzed the frequency of the 
C3256T mutation in 45 CHD patients and 146 
non-CHD controls, they found that this muta-
tion was associated with atherosclerosis with a 
high level of statistical significance. Moreover, 
the heteroplasmic level of C3256T mutation in 
human white blood cells was regarded as a risk 
factor for atherosclerosis and can be used as an 
informative marker of genetic susceptibility to 
atherosclerosis, CHD and myocardial infarction. 
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tRNAAla T5592C Mutation
The T5592C mutation is localized at a highly 

conserved uridine (68U) on the acceptor stem 
of tRNAAla, a position that is important for the 
stability and identity of tRNA47. The U-to-C 
transition occurring at this position due to the 
T5592C mutation is expected to create a highly 
conservative base pairing (5G-68C) on the ac-
ceptor stem of this tRNA, altering its secondary 
structure (www.mitomap.org). Interestingly, the 
T12201C mutation occurring at the same position 
of the tRNAHis gene has been regarded as patho-
genic and having an association with mitochon-
drial deafness48. A reduction in the steady state 
level of tRNAHis of approximately 70% has been 
observed in cybrid cells containing this mutation. 
Therefore, the T5592C mutation may have similar 
functional impact on CHD.

tRNALys A8326G and A8344G Mutations
The A8326G mutation is located at the antico-

don stem of the tRNALys gene, adjacent to the first 
nucleotide of the triplet codon. The nucleotide 
at that position is invariant across species from 
yeast to human49, and was previously described 
in a cystic fibrosis patient suspected of having 
mitochondrial cytopathy and CHD50. Hence, the 
A8326G mutation was considered to be deleteri-
ous because of the high degree of evolutionary 
conservation. Meanwhile, the A8344G mutation 
occurring in the TΨC loop of the cloverleaf-fold-
ed tRNA has been reported to be associated with 
CHD51, myopathy, multiple lipomatosis, mild 
hearing loss, stroke-like episodes, and paralytic 
ileus52, and myoclonus epilepsy with ragged red 
fibers (MERRF)53. This mutation was shown 
not to affect mitochondrial transcription and the 
global post-transcriptional modification pattern 
of tRNA54, except modification at nucleotide 3455. 
However, A8344G was found to affect the steady-
state level of tRNALys, in addition, it was de-
scribed as having altered capacity to read lysine 
codons56. 

tRNALeu(CUN) G12315A Mutation 
The G to A change at position 12315 in the tR-

NALeu(CUN) gene was first described in a sporadic 
patient with chronic progressive external ophthal-
moplegia, ptosis, limb weakness, sensorineural 
hearing loss, and pigmentary retinopathy57. The 
G12315A mutation was also presented in patients 
with myocardial infarction58. This heteroplasmic 
mutation disrupts the highly conserved G-C base 
pairing in the TΨC stem47. It has been suggested 

that the G12315A mutation could lead to de-
fects in the tRNA and affect protein synthesis, 
which could in turn result in deficiencies of mito-
chondrial respiratory chain enzymes. This would 
eventually lead to energy deficiency in affected 
cells, which could play a role in myocardial in-
farction.

tRNAGlu A14693G Mutation
The homoplasmic A14693G mutation occurs at 

an extremely conserved nucleotide of the TΨC-
loop of tRNAGlu (conventional position 54). In 
fact, nucleotides at that position of tRNA are 
often modified, thereby contributing to the struc-
tural formation and stabilization of functional 
tRNAs59. The A14693G mutation was implicat-
ed in MELAS60 and suggested to influence the 
phenotypic expression of the deafness-associated 
12S rRNA A1555G mutation61, as well as CHD62. 
Thus, alteration of the tertiary structure of the 
mt-tRNAGlu by these variants may lead to a failure 
in the metabolism of this tRNA. 

tRNAThr G15927A Mutation
The mitochondrial G15927A mutation abolish-

es the highly conserved base-pairing (28C-42G) 
of the anticodon stem of tRNAThr. This mutation 
causes an unstable tRNAThr structure and decreas-
es the efficiency of aminoacylation of this tRNA63. 
Moreover, the G15927A mutation was reported to 
markedly decrease the level of mtDNA-encoded 
polypeptides, to promote respiratory deficiency, 
to diminish membrane potential and to increase 
the production of ROS. An in vivo mitochondrial 
protein labeling analysis showed ~53% reduction 
in the rate of mitochondrial translation in mutant 
cells which may directly cause mitochondrial 
dysfunction responsible for CHD64.

Molecular Mechanism Underlying 
mtDNA Mutations in CHD

Mitochondrial dysfunction and associated ox-
idative stress were strongly linked to cardiovas-
cular diseases. In previous studies, we noted that 
CHD-associated mitochondrial pathogenic mu-
tations were mainly located at OXPHOS-related 
and tRNA genes (Table I, Figure 2). mtDNA 
mutations have structural and functional effects, 
including altering the RNA structure and the 
processing of RNA precursors, reducing the 
tRNA or mRNA steady state level, and causing 
defects in tRNA modifications. These events 
lead to impaired mitochondrial translation, in 
particular, a decline in ATP production and an 
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increase in ROS generation in cardiovascular 
cells, which may in turn lead to the development 
of CHD.

Conclusions

In this review, we have summarized the 
CHD-associated mtDNA mutations, including 
large mtDNA deletions, and mutations in mtDNA 
OXPHOS-related genes and mt-tRNA genes. We 

found that mtDNA mutations are important caus-
es of CHD. However, the molecular pathogenesis 
of CHD-associated mtDNA mutations needs to 
be further elucidated, especially the mechanism 
underlying the tissue-specific mtDNA mutations, 
and the interaction between mtDNA mutations 
and nuclear genes. 
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Figure 2. Secondary structures of CHD-associated mt-tRNA genes. Arrows indicated the mutation sites.

Table I. CHD-associated mt-tRNA mutations.

    Location in Homoplasmy/ 
 Gene  Mutation Position tRNA gene Heteroplasmy Manifestation Ref.

tRNALeu(UUR) C3256T 27 D-stem Heteroplasmy CHD, myocardial infarction 45, 46
tRNAAla T5592C 68 Acceptor stem Homoplasmy CHD 47, 62
tRNALys A8326G 32 Anticodon stem Homoplasmy Myocardial infarction 50
 A8344G 50 TΨC loop Heteroplasmy Myocardial infarction 51
tRNALeu(CUN) G12315A 50 TΨC loop Heteroplasmy Myocardial infarction 58
tRNAGlu A14693G 54 TΨC loop Homoplasmy CHD 62
tRNAThr G15927A 42 Anticodon stem Homoplasmy CHD 63, 64



The role of mitochondrial DNA mutations in coronary heart disease

8507

Acknowledgements
We thank Liwen Bianji, Edanz Group China (www.liwen-
bianji.cn/ac), for editing the English text of a draft of this 
manuscript. We are grateful to the members in Cardiolo-
gy Department for discussion. This work is supported by 
the grants from Zhejiang Provincial Administration of Tra-
ditional Chinese Medicine (No. 2018ZB082), Ministry of 
Public Health of Zhejiang Province (No. 2018ZH019), Bei-
jing Lisheng Cardiovascular Health Foundation of China 
(No. LSG1501132) and Zhejiang Natural Science Founda-
tion (No. Y15H020003).

References

 1) GBD 2015 Mortality and Causes of Death Col-
laborators, “Global, regional, and national life ex-
pectancy, all-cause mortality, and cause-specif-
ic mortality for 249 causes of death, 1980-2015: a 
systematic analysis for the global burden of dis-
ease study 2015”. Lancet 2016; 388: 1459-1544.

 2) Lopez AD, MAthers CD, ezzAti M, JAMison Dt, Mur-
rAy CJ. Global and regional burden of disease and 
risk factors, 2001: systematic analysis of popula-
tion health data. Lancet 2006; 367: 1747-1757.

 3) zhAng Xh, Lu zL, Liu L. Coronary heart disease in 
China. Heart 2008; 94:1126-31.

 4) Brown Jr, o’Connor gt. Coronary heart disease 
and prevention in the United States. N Engl J Med 
2010; 362: 2150-2153.

 5) zhAng MM, zhAng Cg, yAng CJ, zhAo p, Li yL. The 
association between the D166E polymorphism of 
the lipoprotein associated phospholipase A2 and 
risk of myocardial infarction. Eur Rev Med Phar-
macol Sci 2019; 23: 3960-3966.

 6) wiLson pw, D’Agostino rB, Levy D, BeLAnger AM, 
siLBershAtz h, KAnneL wB. Prediction of coronary 
heart disease using risk factor categories. Circu-
lation 1998; 97: 1837-1847.

 7) piCArD M, wALLACe DC, BureLLe y. The rise of mi-
tochondria in medicine. Mitochondrion 2016; 30: 
105-116.

 8) gnoni A, BALLini A, trentADue r, tAurino F, sAn-
tACroCe L, FerrArA p, MAssAro F, BrienzA n, MAssA-
ri AM, sArDAro n, DipALMA g, inChingoLo F, sCACCo 
s. Induction of mitochondrial dysfunction in pa-
tients under cardiopulmonary by-pass: prelimi-
nary results. Eur Rev Med Pharmacol Sci 2019; 
23: 8115-8123.

 9) goto y. Clinical and molecular studies of mito-
chondrial disease. J Inherit Metab Dis 2001; 24: 
181-188.

10) AnDerson s, BAnKier At, BArreLL Bg, De BruiJn Mh, 
CouLson Ar, Drouin J, eperon iC, nierLiCh Dp, roe 
BA, sAnger F, sChreier ph, sMith AJ, stADen r, young 
ig. Sequence and organization of the human mi-
tochondrial genome. Nature 1981; 290: 457-465.

11) DiMAuro s, sChon eA. Mitochondrial DNA muta-
tions in human disease. Am J Med Genet 2001; 
106: 18-26.

12) Li h, Liu D, Lu J, BAi y. Physiology and pathophys-
iology of mitochondrial DNA. Adv Exp Med Biol 
2012; 942: 39-51.

13) severino p, D’AMAto A, netti L, puCCi M, inFusino 
F, MAestrini v, MAnCone M, FeDeLe F. Myocardial 
ischemia and diabetes mellitus: role of oxidative 
stress in the connection between cardiac metab-
olism and coronary blood flow. J Diabetes Res 
2019; 2019: 9489826.

14) zhAng py, Xu X, Li XC. Cardiovascular diseases: 
oxidative damage and antioxidant protection. Eur 
Rev Med Pharmacol Sci 2014; 20: 3091-3096.

15) BrigeLius-FLohe r, wingLer K, MuLLer C. Estimation 
of individual types of glutathione peroxidases. 
Methods Enzymol 2002; 347: 101-112.

16) zhAo Q, zhou L, Liu J, CAo z, Du X, huAng F, pAn 
g, Cheng F. Involvement of CAT in the detoxifica-
tion of HT-induced ROS burst in rice anther and 
its relation to pollen fertility. Plant Cell Rep 2018; 
37: 741-757.

17) AL ghouLeh i, Khoo nK, KnAus ug, grienDLing KK, 
touyz rM, thAnniCKAL vJ, BArChowsKy A, nAuseeF 
wM, KeLLey ee, BAuer pM, DArLey-usMAr v, shivA s, 
CiFuentes-pAgAno e, FreeMAn BA, gLADwin Mt, pA-
gAno pJ. Oxidases and peroxidases in cardiovas-
cular and lung disease: new concepts in reactive 
oxygen species signaling. Free Radic Biol Med 
2011; 51: 1271-1288.

18) guzy rD, sChuMACKer pt. Oxygen sensing by mito-
chondria at complex III: the paradox of increased 
reactive oxygen species during hypoxia. Exp 
Physiol 2006; 91: 807-819.

19) Chen X, Fang M. Oxidative stress mediated mito-
chondrial damage plays roles in pathogenesis of 
diabetic nephropathy rat. Eur Rev Med Pharma-
col Sci 2018; 22: 5248-5254.

20) turKo iv, Li L, AuLAK Ks, stuehr DJ, ChAng Jy, MurAD 
F. Protein tyrosine nitration in the mitochondria 
from diabetic mouse heart. Implications to dys-
functional mitochondria in diabetes. J Biol Chem 
2003; 278: 33972-33977.

21) shoFFner JM, Lott Mt, voLJAveC As, soueiDAn sA, 
CostigAn DA, wALLACe DC. Spontaneous Ke-
arns-Sayre/chronic external ophthalmoplegia 
plus syndrome associated with a mitochondrial 
DNA deletion: a slip-replication model and meta-
bolic therapy. Proc Natl Acad Sci U S A 1989; 86: 
7952-7956.

22) huAng yh, Chen CM, Lee ys, ChAng Kh, Chen 
hw, Chen yC. Detection of mitochondrial DNA 
with 4977 bp deletion in leukocytes of pa-
tients with ischemic stroke. PLoS One 2018; 13: 
e0193175. 

23) Lee hC, hsu Ls, yin ph, Lee LM, Chi Cw. Hetero-
plasmic mutation of mitochondrial DNA D-loop 
and 4977-bp deletion in human cancer cells 
during mitochondrial DNA depletion. Mitochon-
drion 2007; 7: 157-163.

24) pAviCiC wh, riChArD sM. Correlation analysis be-
tween mtDNA 4977-bp deletion and ageing. Mu-
tat Res 2009; 670: 99-102.



Y. Ding, B.-B. Gao, J.-Y. Huang

8508

25) CorrAL-DeBrinsKi M, shoFFner JM, Lott Mt, wALLACe 
DC. Association of mitochondrial DNA damage 
with aging and coronary atherosclerotic heart dis-
ease. Mutat Res 1992; 275: 169-180.

26) Botto n, Berti s, MAnFreDi s, AL-JABri A, FeDeriCi C, 
CLeriCo A, CioFini e, BiAgini A, AnDreAssi Mg. De-
tection of mtDNA with 4977 bp deletion in blood 
cells and atherosclerotic lesions of patients with 
coronary artery disease. Mutat Res 2005; 570: 
81-88.

27) sAntos rX, CorreiA sC, zhu X, sMith MA, MoreirA pi, 
CAsteLLAni rJ, nunoMurA A, perry g. Mitochondri-
al DNA oxidative damage and repair in aging and 
Alzheimer’s disease. Antioxid Redox Signal 2013; 
18: 2444-2457.

28) LevitsKy s, LAuriKKA J, stewArt rD, CAMpos Ct, LA-
hey sJ, MCCuLLy JD. Mitochondrial DNA deletions 
in coronary artery bypass grafting patients. Eur J 
Cardiothorac Surg 2003; 24: 777-784.

29) tAKeDA n, tAnAMurA A, iwAi t, nAKAMurA i, KAto M, 
ohKuBo t, noMA K. Mitochondrial DNA deletion in 
human myocardium. Mol Cell Biochem 1993; 119: 
105-108.

30) sAntoreLLi FM, tAnJi K, KuLiKovA r, shAnsKe s, viLArin-
ho L, hAys Ap, DiMAuro s. Identification of a novel 
mutation in the mtDNA ND5 gene associated with 
MELAS. Biochem Biophys Res Commun 1997; 
238: 326-328.

31) BLoK MJ, spruiJt L, De Coo iF, sChoonDerwoerD K, 
henDriCKX A, sMeets hJ. Mutations in the ND5 sub-
unit of complex I of the mitochondrial DNA are a 
frequent cause of oxidative phosphorylation dis-
ease. J Med Genet 2007; 44: e74.

32) puLKes t, eunson L, pAtterson v, siDDiQui A, wooD 
nw, neLson ip, MorgAn-hughes JA, hAnnA Mg. 
The mitochondrial DNA G13513A transition in 
ND5 is associated with a LHON/MELAS overlap 
syndrome and may be a frequent cause of ME-
LAS. Ann Neurol 1999; 46: 916-919.

33) MitroFAnov Ky, zheLAnKin Av, shigAnovA gM, sA-
zonovA MA, BoBryshev yv, postnov Ay, soBenin iA, 
oreKhov An. Analysis of mitochondrial DNA het-
eroplasmic mutations A1555G, C3256T, T3336C, 
С5178А, G12315A, G13513A, G14459A, G14846А 
and G15059A in CHD patients with the history of 
myocardial infarction. Exp Mol Pathol 2016; 100: 
87-91.

34) AnDreu AL, Bruno C, Dunne tC, tAnJi K, shAnsKe 
s, sue CM, KrishnA s, hADJigeorgiou gM, shtiLBAns 
A, BoniLLA e, DiMAuro s. A nonsense mutation 
(G15059A) in the cytochrome b gene in a patient 
with exercise intolerance and myoglobinuria. Ann 
Neurol 1999; 45: 127-130.

35) AnDreu AL, hAnnA Mg, reiChMAnn h, Bruno C, penn 
As, tAnJi K, pALLotti F, iwAtA s, BoniLLA e, LACh B, 
MorgAn-hughes J, DiMAuro s. Exercise intolerance 
due to mutations in the cytochrome b gene of mi-
tochondrial DNA. N Engl J Med 1999; 341: 1037-
1044.

36) niKitin Ag, LAvriKovA ey, ChistiAKov DA. The het-
ero¬plasmic 15059G>A mutation in the mito-

chondrial cytochrome b gene and essential hy-
pertension in type 2 diabetes. Diabetes Metab 
Syndr 2012; 6: 150-156.

37) MArin-gArCiA J, hu y, AnAnthAKrishnAn r, pierpont 
Me, pierpont gL, goLDenthAL MJ. A point mutation 
in the cytb gene of cardiac mtDNA associated 
with complex III deficiency in ischemic cardiomy-
opathy. Biochem Mol Biol Int 1996; 40: 487-495.

38) ABu-AMero KK, AL-BouDAri oM, MousA A, gonzALez 
AM, LArrugA JM, CABrerA vM, DziMiri n. The mi-
tochondrial DNA variant 16189T>C is associated 
with coronary artery disease and myocardial in-
farction in Saudi Arabs. Genet Test Mol Biomark-
ers 2010; 14: 43-47.

39) shABooDien g, engeL Me, syeD FF, pouLton J, BADri 
M, MAyosi BM. The mitochondrial DNA T16189C 
polymorphism and HIV-associated cardiomyop-
athy: a genotype-phenotype association study. 
BMC Med Genet 2009; 10: 37.

40) yAsuKAwA t, yAng My, JACoBs ht, hoLt iJ. A bidirec-
tional origin of replication maps to the major non-
coding region of human mitochondrial DNA. Mol 
Cell 2005; 18: 651-662.

41) MorAes Ct, CiACCi F, BoniLLA e, JAnsen C, hirAno M, 
rAo n, LoveLACe re, rowLAnD Lp, sChon eA, DiMAu-
ro s. Two novel pathogenic mitochondrial DNA 
mutations affecting organelle number and protein 
synthesis. Is the tRNA(Leu(UUR)) gene an etio-
logic hot spot? J Clin Invest 1993; 92: 2906-2915.

42) hirAi M, suzuKi s, onoDA M, hinoKio y, hirAi A, 
ohtoMo M, ChiBA M, KAsugA s, hirAi s, sAtoh y, AKAi 
h, MiyABAyAshi s, toyotA t. Mitochondrial deoxyri-
bonucleic acid 3256C–T mutation in a Japanese 
family with noninsulin-dependent diabetes melli-
tus. J Clin Endocrinol Metab 1998; 83: 992-994.

43) sAto w, hAyAsAKA K, shoJi y, tAKAhAshi t, tAKADA g, 
sAito M, FuKAwA o, wAChi e. A mitochondrial tR-
NA(Leu)(UUR) mutation at 3,256 associated with 
mitochondrial myopathy, encephalopathy, lactic 
acidosis, and stroke-like episodes (MELAS). Bio-
chem Mol Biol Int 1994; 33: 1055-1061.

44) pütz J, Dupuis B, sissLer M, FLorentz C. Mamit-tR-
NA, a database of mammalian mitochondrial tR-
NA primary and secondary structures. RNA 2007; 
13: 1184-1190.

45) rossMAnith w, KArwAn rM. Impairment of tRNA 
processing by point mutations in mitochondrial 
tRNA(Leu)(UUR) associated with mitochondrial 
diseases. FEBS Lett 1998; 433: 269-274.

46) soBenin iA, sAzonovA MA, ivAnovA MM, zheLAnKin 
Av, MyAsoeDovA vA, postnov Ay, nurBAev sD, Bo-
Bryshev yv, oreKhov An. Mutation C3256T of mi-
tochondrial genome in white blood cells: novel 
genetic marker of atherosclerosis and coronary 
heart disease. PLoS One 2012; 7: e46573.

47) suzuKi t, nAgAo A, suzuKi t. Human mitochondrial 
tRNAs: biogenesis, function, structural aspects, 
and diseases. Annu Rev Genet 2011; 45: 299-
329.

48) yAn X, wAng X, wAng z, sun s, Chen g, he y, Mo 
JQ, Li r, JiAng p, Lin Q, sun M, Li w, BAi y, zhAng 



The role of mitochondrial DNA mutations in coronary heart disease

8509

J, zhu y, Lu J, yAn Q, Li h, guAn MX. Maternally 
transmitted late-onset non-syndromic deafness is 
associated with the novel heteroplasmic T12201C 
mutation in the mitochondrial tRNAHis gene. J 
Med Genet 2011; 48: 682-690.

49) wong LJ, LiAng Mh, Kwon h, pArK J, BAi rK, tAn DJ. 
Comprehensive scanning of the entire mitochon-
drial genome for mutations. Clin Chem 2002; 48: 
1901-1912.

50) wong LJ, LiAng Mh, Kwon h, BAi rK, ALper o, grop-
MAn A. A cystic fibrosis patient with two novel mu-
tations in mitochondrial DNA: mild disease led to 
delayed diagnosis of both disorders. Am J Med 
Genet 2002; 113: 59-64.

51) MAtAM K, shAiK nA, AggArwAL s, DiwALe s, BAnAgA-
nApALLi B, AL-AAMA Jy,  eLAngo r, rAo p, hAsAn Q. 
Evidence for the presence of somatic mitochon-
drial DNA mutations in right atrial appendage tis-
sues of coronary artery disease patients. Mol 
Genet Genomics 2014; 289: 533-540.

52) orCesi s, gorni K, terMine C, uggetti C, veggiotti 
p, CArrArA F, zeviAni M, BerArDineLLi A, LAnzi g. 
Bilateral putaminal necrosis associated with 
the mitochondrial DNA A8344G myoclonus ep-
ilepsy with ragged red fibers (MERRF) muta-
tion: an infantile case. J Child Neurol 2006; 21: 
79-82.

53) oLDFors A, hoLMe e, tuLinius M, LArsson ng. Tis-
sue distribution and disease   manifestations of 
the tRNA(Lys) A-->G(8344) mitochondrial DNA 
mutation in a case of myoclonus epilepsy and 
ragged red fibres. Acta Neuropathol 1995; 90: 
328-333.

54) heLM M, FLorentz C, ChoMyn A, AttArDi g. Search 
for differences in post-transcriptional modification 
patterns of mitochondrial DNA-encoded wild-type 
and mutant human tRNALys and tRNALeu(UUR). 
Nucleic Acids Res 1999; 27: 756-763.

55) sissLer M, heLM M, Frugier M, giege r, FLorentz C. 
Aminoacylation properties of pathology-related 
human mitochondrial tRNA(Lys) variants. RNA 
2004; 10: 841-853.

56) enriQuez JA, ChoMyn A, AttArDi g. MtDNA mutation 
in MERRF syndrome causes defective aminoacy-
lation of tRNA(Lys) and premature translation ter-
mination. Nat Genet 1995; 10: 47-55.

57) Fu K, hArtLen r, Johns t, genge A, KArpAti g, shou-
BriDge eA. A novel heteroplasmic tRNAleu(CUN) 
mtDNA point mutation in a sporadic patient with mi-
tochondrial encephalomyopathy segregates rapid-
ly in skeletal muscle and suggests an approach to 
therapy. Hum Mol Genet 1996; 5: 1835-1840. 

58) sAzonovA MA, ryzhKovA Ai, sinyov vv, gALitsynA ev, 
MeLniChenKo AA, DeMAKovA nA, soBenin iA, shKurAt 
tp, oreKhov An. Mitochondrial genome mutations 
associated with myocardial infarction. Dis Mark-
ers 2018; 2018: 9749457.

59) pAris z, ALFonzo JD. How the intracellular partition-
ing of tRNA and tRNA modification enzymes af-
fects mitochondrial function. IUBMB Life 2018; 
70: 1207-1213.

60) tzen Cy, thAJeB p, wu ty, Chen sC. Melas with point 
mutations involving tRNALeu (A3243G) and tR-
NAGlu(A14693g). Muscle Nerve 2003; 28: 575-
581.

61) Ding y, Li y, you J, yAng L, Chen B, Lu J, guAn MX. 
Mitochondrial tRNA(Glu) A14693G variant may 
modulate the phenotypic manifestation of deaf-
ness-associated 12S rRNA A1555G mutation in a 
Han Chinese family. J Genet Genomics 2009; 36: 
241-250.

62) Qin y, Xue L, JiAng p, Xu M, he y, shi s, huAng y, he 
J, Mo JQ, guAn MX. Mitochondrial tRNA variants 
in Chinese subjects with coronary heart disease. 
J Am Heart Assoc 2014; 3: e000437.

63) JiA z, zhAng y, Li Q, ye z, Liu y, Fu C, CAng X, wAng 
M, guAn MX. A coronary artery disease-associat-
ed tRNAThr mutation altered mitochondrial func-
tion, apoptosis and angiogenesis. Nucleic Acids 
Res 2019; 47: 2056-2074.

64) JiA z, wAng X, Qin y, Xue L, JiAng p, Meng y, shi s, 
wAng y, Qin Mo J, guAn MX. Coronary heart dis-
ease is associated with a mutation in mitochon-
drial tRNA. Hum Mol Genet 2013; 22: 4064-4073. 


