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Abstract
Over the last decades, advances in clinical care for patients suffering from

propionic acidemia (PA) and isolated methylmalonic acidemia (MMA) have

resulted in improved survival. These advances were possible thanks to new patho-

physiological insights. However, patients may still suffer from devastating compli-

cations which largely determine the unsatisfying overall outcome. To optimize our

treatment strategies, better insight in the pathophysiology of complications is

needed. Here, we perform a systematic data-analysis of cohort studies and case-

reports on PA and MMA. For each of the prevalent and rare complications, we

summarize the current hypotheses and evidence for the underlying pathophysiol-

ogy of that complication. A common hypothesis on pathophysiology of many of

these complications is that mitochondrial impairment plays a major role. Assuming

that complications in which mitochondrial impairment may play a role are overrep-

resented in monogenic mitochondrial diseases and, conversely, that complications

in which mitochondrial impairment does not play a role are underrepresented in

mitochondrial disease, we studied the occurrence of the complications in PA and

MMA in mitochondrial and other monogenic diseases, using data provided by the

Human Phenotype Ontology. Lastly, we combined this with evidence from litera-

ture to draw conclusions on the possible role of mitochondrial impairment in each

complication. Altogether, this review provides a comprehensive overview on what

we, to date, do and do not understand about pathophysiology of complications

occurring in PA and MMA and about the role of mitochondrial impairment herein.
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1 | INTRODUCTION

Over the last decades, advances in clinical care for patients
suffering from branched-chain organic acidemias like
propionic acidemia (PA) and isolated methylmalonic
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methylmalonic acidemia/aciduria; NMDA, N-methyl-D-aspartate; PA,
propionic acidemia/aciduria; ROS, reactive oxygen species.
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acidemia (MMA) have resulted in improved survival. These
advances were based on new insights in pathophysiology.
The understanding that both diseases are caused by an
enzyme deficiency in the breakdown of branched-chain
amino acids resulted in the implementation of a protein
restricted diet.1,2 In addition, the recognition that MMA is
caused by a deficiency of an enzyme for which cobalamin is
a cofactor paved the way to cobalamin supplementation3 and
the understanding that carnitine acts as a scavenger for the
toxic metabolites produced in PA and MMA led to the intro-
duction of carnitine supplementation.4 By virtue of these
therapies—and general advances in clinical care—patients
now tend to reach adulthood. However, it is increasingly
recognized that residual disease in these disorders is substan-
tial. Quite frequently, devastating complications may occur
suddenly. These complications largely determine the
unsatisfying overall outcome of patients. Current treatment
strategies are thus inadequate for prevention and treatment

of many complications in PA and MMA. To improve out-
come, we need to optimize treatment, for which we have to
gain insight in the pathophysiology of complications.

For this review we performed a systematic data-analysis of
cohort studies and case-reports on PA and MMA to identify
common denominators in the hypotheses on pathophysiology
of complications occurring in PA and MMA. A broad
PubMed literature search resulted in 2176 records. A total
of 181 publications were included based on full text,
including 20 cohort studies, 34 studies on brain imaging,
16 studies on kidney failure, 12 studies on cardiomyopathy
and 99 other case-series and reports covering a wide range of
complications occurring in PA and MMA (Supporting Infor-
mation, Figure S1). For each of the frequent complications in
PA and MMA that have been assessed in cohort studies
we extracted the prevalence of the complication, and for each
of the rare complications that have been described in case-
reports, we extracted the number of patients reported with
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FIGURE 1 Prevalence of
complications occurring in PA and
MMA. A, Complications are listed on
the y-axis. The x-axis depicts the
percentage in either propionic
acidemia (PA) or methylmalonic
acidemia (MMA). Dark-gray dots
depict the percentages reported in the
different cohort studies, the size of the
dot indicating the sample size of the
study. Light-gray bars depict the
sample size-weighted percentage. B,
Complications are listed on the y-axis.
The x-axis depicts the number of
patients with either propionic acidemia
(PA) or methylmalonic acidemia
(MMA) that were reported to have this
complication, indicated by the light
gray bars
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that complication (Figure 1). Furthermore, we summarized
the current hypotheses and evidence for the underlying
pathophysiology of each reported complication.

A common hypothesis on pathophysiology of many
complications is that mitochondrial impairment plays a
major role. We assumed that these mitochondria associated
complications are overrepresented in monogenic mito-
chondrial diseases and, conversely, that complications in
which mitochondrial impairment does not play a role are
underrepresented in mitochondrial disease. We studied, for
all prevalent and rare complications described in PA and
MMA patients, the occurrence of these complications in
monogenic mitochondrial diseases and in other monogenic
diseases, using data on occurrence of a phenotypic feature
in genetic diseases provided by the Human Phenotype
Ontology (HPO). Altogether, this review aims to provide
an overview on what we, to date, do and do not understand
about pathophysiology of complications occurring in PA
and MMA and about the role of mitochondrial impairment
herein.

2 | ENZYME DEFICIENCIES
CAUSING PA AND MMA

PA and MMA are both caused by deficiencies of mitochon-
drial enzymes. PA is caused by a deficiency of propionyl-
CoA carboxylase (encoded by PCCA and PCCB). Isolated
methylmalonic acidemia (MMA) is either caused either by a
deficiency of methylmalonyl-CoA mutase (MCM, encoded
by MUT), by diminished synthesis or availability of its
cofactor 50-deoxyadenosylcobalamin which is associated
with cobalamin A, B or D deficiency (encoded by MMAA,
MMAB or MMADHC, respectively), or by a deficiency of
methylmalonyl-CoA epimerase (MCE, encoded by MCEE).
Biochemically, both PA and MMA result in accumulation of
propionyl-CoA, propionic acid, 3-hydroxypropionic acid,
propionylcarnitine, propionylglycine and 2-methylcitrate.
Accumulation of methylmalonic acid and often me-
thylmalonylcarnitine in MMA discriminates MMA biochem-
ically from PA.5 An important differential diagnosis of PA
is biotin deficiency, either caused by biotinidase deficiency
or holocarboxylase deficiency. Due to deficiency of biotin
as cofactor for carboxylases, the activity of propionyl-CoA
carboxylase is hampered, as well as the activities of
3-methylcrotonyl carboxylase, acetyl-CoA carboxylase and
pyruvate carboxylase. PA can be distinguished from biotin
deficiency by enzyme studies on biotinidase and
holocarboxylase activities. An important differential diagno-
sis of isolated methylmalonic aciduria is combined me-
thylmalonic aciduria and homocystinuria which can be
caused by cobalamin C, D, F or cobalamin J deficiency. Iso-
lated methylmalonic aciduria can be distinguished from

combined methylmalonic aciduria and homocystinuria by
determination of total plasma homocysteine.5

Within isolated MMA, the cause and range of accumula-
tion of toxic metabolites, the natural history and the progno-
sis differ between the different types.6,7 MMA caused by
deficiency of MCM is often distinguished in cobalamin
unresponsive patients (mut0) and cobalamin responsive
patients (mut−). Cobalamin A deficient patients are usually
cobalamin responsive, cobalamin B deficient patients can
either be cobalamin unresponsive or responsive. Mut0 and
cobalamin B deficient patients are considered severely
affected regarding morbidity and mortality, whereas mut−

and cobalamin A deficient patients are considered to present
with a milder form of MMA. Cobalamin D deficiency can
either result in combined methylmalonic aciduria and homo-
cystinuria, in isolated homocystinuria (variant 1) or in iso-
lated MMA (variant 2). This type of isolated MMA is very
rare compared to MCM deficiency and cobalamin A and B
deficiency, and results in a cobalamin responsive phenotype
similar to mut− and cobalamin A deficiency.8 MCE defi-
ciency is also very rare and its' natural history is very vari-
able, with asymptomatic patients, patients presenting with
acute metabolic decompensations and patients having also a
sepiapterin reductase deficiency.9 Despite the differences
between the different forms of isolated MMA, many publi-
cations assemble research data on MCM, cobalamin A and
cobalamin B deficiency, and discuss isolated MMA as one
disease entity. Therefore, in this review we consider isolated
MMA as one disease entity as well, but discuss the different
types of MMA separately whenever possible.

3 | ACUTE METABOLIC
DECOMPENSATIONS

PA and MMA are typically diagnosed in early childhood,
usually in the neonatal period (65% for PA, 48% for MMA)
and frequently after an acute metabolic decompensation.10

To date, patients also come to clinical attention through
newborn screening, enabling early initiation of treatment.
However, despite this early initiation of treatment, patients
are still prone to developing metabolic decompensations
throughout life.11 The predominant trigger for metabolic
decompensation is catabolism, which can be induced by an
increased energy demand (acute trauma, infection, fever, too
much exercise or psychological stress), by reduced energy
supply (fasting, vomiting), by a relatively high protein intake
(inactivity) or by medication. Irrespective of the trigger, the
breakdown of branched-chain amino acids acutely increases
the amount of circulating toxic metabolites. The acidic
nature of these metabolites rapidly causes a metabolic acido-
sis by decreasing the pool of bicarbonate. Oftentimes, also
lactic acidosis and hyperammonemia are encountered.
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Clinically, patients present with vomiting and anorexia,
followed by dehydration, weight loss, lethargy, hypothermia,
hypotonia, and convulsions, possibly resulting in coma,
multi-organ failure and even death. Metabolic decompensa-
tions can range from very mild to very severe, and likewise,
triggering events can range from minor holiday stress to
severe bacterial infections. It is thought that both trigger sen-
sitivity and severity of decompensations are mainly deter-
mined by the amount of residual activity of the affected
enzyme.12 The most important therapeutic intervention,
regardless of the severity of the decompensation, is limiting
protein intake and increasing the caloric intake, to stop pro-
tein catabolism. The extent to which protein intake is limited
and the necessity of subsequent additional therapies is deter-
mined by the severity of the decompensation. Treatment can
be immediately initiated when parents, patients and doctors
recognize a decompensation and therefore, with the available
therapies at hand, it is in most patients possible to prevent
severe metabolic decompensations.

4 | COMPLICATIONS

Despite current care, patients with PA and MMA are prone
to develop a broad range of complications, with varying
prevalence, and these complications seem to occur despite
apparent good metabolic control.12 Pathophysiology of each
of these complications is not well understood. Studying the
prevalent complications that have been assessed in cohort
studies and calculating the weighted percentage based on
sample size of the cohort studies (Figure 1, Supplementary
Table 1 [ST1])13-28 revealed that in PA, hepatomegaly
and/or a hyperechoic liver, cognitive deficits and anemia,
psychomotor retardation and muscular hypotonia are the five
most prevalent complications. In MMA, the five most preva-
lent complications are joint hypermobility, pes planus, cog-
nitive deficits, enamel defects and psychomotor retardation.
Despite being highly prevalent, hepatomegaly and/or a
hyperechoic liver in PA and joint hypermobility, pes planus
and enamel defects in MMA were each assessed in only one
study (ST1) and these complications are not the most devas-
tating ones. Complications considered important in both dis-
eases, as indicated by the number of studies assessing these
complications, are basal ganglia hyperintensities, epilepsy,
pancreatitis, renal failure (in MMA) and cardiomyopathy
(in PA) (ST1).

For each of the prevalent complications occurring in PA
and MMA that have been assessed in cohort studies, and for
each of the rare complications that have been described in
case-reports (Supplementary Table 2, ST2), we summarize
the current hypotheses and evidence and we assess the poten-
tial role of mitochondrial impairment for the underlying
pathophysiology (Table 1).

4.1 | Brain

Many of the complications occurring in PA and MMA arise
from brain damage. On magnetic resonance imaging, both
white matter lesions and basal ganglia hyperintensities are
found, with comparable prevalence in PA and MMA
(Figure 1, ST1). These lesions, that are often permanent, can
lead to a variety of clinical problems like psychomotor retar-
dation, movement disorders (MMA > PA), cognitive defi-
cits (PA > MMA) and psychiatric problems including
attention deficit hyperactive disorder and autism
(PA > MMA) (Figure 1, ST1).29-31 Schreiber et al reviewed
neurological complications in PA and state that these com-
plications are partly induced by acute metabolic decompen-
sations, often at initial presentation. Hyperammonemia leads
to vulnerability of the astrocytes and causes cerebral edema
and hypoperfusion. In addition, hypoglycemia, lactic acido-
sis, an increased anion gap, increased propionic acid,
increased glycine and ketosis might also induce brain dam-
age during acute metabolic decompensations.32 It is hypoth-
esized that due to implementation of newborn screening and
early initiation of treatment, neurological damage due to the
first presentation might be prevented,11 but reports on the
effect of newborn screening in PA and MMA are still
scarce.11,33-35 However, in patients with apparent good met-
abolic control, neurological complications can still arise over
time, possibly caused by persistently increased levels of
propionic acid, 2-methylcitrate, lactate and ammonia, that
inhibit and deplete enzymes in the Krebs cycle (,32 reviewed
in Haijes et al,36). In support, increased brain lactate on mag-
netic resonance spectroscopy during periods of apparent
good metabolic control has been demonstrated in PA chil-
dren.37 Furthermore, Frye et al38 demonstrated an associa-
tion between autism spectrum disorders and altered
propionic acid metabolism affecting mitochondrial function
in lymphoblastoid cell lines. For MMA the same mechanism
of accumulating toxic metabolites leading to mitochondrial
oxidative stress and acidosis in neurons and astrocytes ulti-
mately leading to cellular necrosis has been proposed.39 This
claim is supported by several rat studies in which injection
of anti-oxidants prevented the occurrence of neurological
complications that were induced by either propionic acid or
methylmalonic acid (reviewed in Haijes et al,36). The
involvement of the basal ganglia, especially the globus
pallidus, is probably due to its high energy demand, rich vas-
cularization and elevated metabolism in that location in the
first year of life.39 The substantia nigra is histologically and
functionally similar to the globus pallidus, explaining its sus-
ceptibility to the same toxic metabolites.40

In contrast to these permanent lesions, stroke-like epi-
sodes can also occur (Figure 1, ST1). In a stroke-like epi-
sode the process is still reversible, not leading to permanent
damage.41-44 These stroke-like episodes most often occur
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somewhat later in life, but it is suggested that they might
share the same pathophysiological process.43 However, no
studies or hypotheses regarding the pathophysiology of
stroke-like episodes have been described.

Rare complications caused by brain damage, described in
case-reports, are visual hallucinations, episodes of acute

psychosis and bipolar disorder with psychotic features
(Figure 1, ST2). Pathophysiology of these rare complications
is not clear and may be multifactorial, for example, genetic
vulnerability, the burden of a chronic disease and distressing
life-events.45 However, the toxic compounds associated to
PA and MMA also appear to play a role, as therapies

TABLE 1 Evidence for the role of mitochondrial impairment in pathophysiology of complications in PA and MMA

HPO code HPO name

Literature HPO Conclusion

Hypothesis Evidence
%
mitoch. P-value Conclusion

Mitochondrial
pathophysiology?

HP:0001638 Cardiomyopathy Mitochondrial Patient treatment 22.3 <.0001 Mitochondrial Probably

HP:0000648 Optic atrophy Mitochondrial Patient treatment 17.1 <.0001 Mitochondrial Probably

HP:0001392 Abnormality of the liver Mitochondrial Patient histology;
Animal studies

9.7 .0339 Mitochondrial Probably

HP:0003546 Exercise intolerance Mitochondrial Patient histology 51.4 <.0001 Mitochondrial Probably

HP:0001733 Pancreatitis Mitochondrial Animal studies 26.8 <.0001 Mitochondrial Probably

HP:0002134 Abnormality of the
basal ganglia

Mitochondrial Animal studies 20.0 .0306 Mitochondrial Probably

HP:0001250 Seizures Mitochondrial Animal studies 11.6 <.0001 Mitochondrial Probably

HP:0000717 Autism Mitochondrial Cell lines 14.3 .0284 Mitochondrial Probably

HP:0012622 Chronic kidney disease Mitochondrial Patient histology;
Animal studies

2.9 NS Possibly

HP:0001903 Anemia Mitochondrial Patient histology 7.8 NS Possibly

HP:0001875 Neutropenia Mitochondrial Patient histology 2.3 NS Possibly

HP:0001873 Thrombocytopenia Mitochondrial Patient histology 3.3 NS Possibly

HP:0001876 Pancytopenia Mitochondrial Patient histology 3.8 NS Possibly

HP:0001297 Stroke Mitochondrial No evidence 22.2 <.0001 Mitochondrial Possibly

HP:0000709 Psychosis Mitochondrial No evidence 21.8 .0001 Mitochondrial Possibly

HP:0000407 Sensorineural hearing
impairment

Inhibited potassium
flow

Cell lines 12.0 .0001 Mitochondrial Possibly

HP:0011968 Feeding difficulties Multifactorial No evidence 13.9 <.0001 Mitochondrial Possibly

HP:0001252 Muscular hypotonia NA NA 12.7 <.0001 Mitochondrial Possibly

HP:0001657 Prolonged QT interval Inhibited potassium
flow

Cell lines 5.9 NS Unknown

HP:0008209 Premature ovarian
insufficiency

Mitochondrial No evidence 4.7 NS Unknown

HP:0002019 Constipation Multifactorial No evidence 11.0 NS Unknown

HP:0000682 Abnormality of dental
enamel

Chronic acidosis No evidence 1.5 NS Unknown

HP:0001513 Obesity NA NA 1.4 .0084 Nonmitochondrial Unlikely

HP:0001997 Gout Chronic (renal)
acidosis

Patient histology 0.0 NS Unlikely

HP:0000787 Nephrolithiasis Dehydration;
Chronic acidosis;
Protein restriction

Patient histology 3.4 NS Unlikely

HP:0000964 Eczema Isoleucine restriction Patient treatment 1.7 NS Unlikely
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inducing metabolic stability contributed to recovery of psy-
chiatric symptoms.46

Another important complication induced by brain
damage is epilepsy, which is more prevalent in PA than in
MMA (Figure 1, ST1). There seem to be two types of epi-
lepsy in PA and MMA. First, patients can develop epilepsy
independently of acute metabolic decompensations. This
type of epilepsy requires life-long anti-epileptic medication.
It can be induced by structural brain lesions that arose during
acute metabolic decompensations. Secondly, convulsions
and even status epilepticus can arise during acute metabolic
decompensations, particularly in the neonatal period. The
pathophysiology of this second type of epilepsy involves
two separate routes, leading to activation of the N-methyl-D-
aspartate (NMDA) receptor and excitotoxicity. First,
hyperammonemia results in inhibition of glutamate uptake
and subsequent accumulation of extracellular glutamate.47,48

This activates the NMDA-receptors49 and leads to excessive
Ca2+ accumulation, inducing mitochondrial depolarization
in neurons and astrocytes.47,50,51 Additionally, propionic
acid, methylmalonic acid and ammonia all induce inhibition
of glutamate decarboxylase. Less glutamate is converted into
GABA, leading to NMDA-receptor activation and promot-
ing excitotoxicity.52,53 In addition to these two routes, two
more processes contribute to excitotoxicity. First, glutamate
dehydrogenase activity is inhibited by 2-methylcitric acid.54

Glutamate oxidation is reduced, ATP production is reduced
and the glutamine/glutamate ratio is altered, also inducing
excitotoxicity.54 Second, oxidative stress (both reactive oxy-
gen species [ROS] and reactive nitrogen species) leads to
decreased Na+/K+/ATPase activity,55,56 mitochondrial depo-
larization and decreased ATP synthesis,53 again promoting
excitotoxicity.

4.2 | Eye

Optic atrophy is equally prevalent in PA and MMA
(Figure 1, ST1). For two reasons it is hypothesized that
mitochondrial impairment plays an important role.57 First,
optic atrophy occurring in MMA and PA patients resembles
the clinical profile of Leber hereditary optic neuropathy and
other mitochondrial optic neuropathies in terms of age at
onset, presentation and progression.57,58 Second, despite
normal plasma levels, supplementation of coenzyme Q10
and α-tocopherol seems to have a beneficial effect on sight
in patients suffering from optic atrophy.59 Bilateral
glaucomatous optic atrophy that resolved after anti-
glaucomatous surgery has been reported in a single PA
patient. The juvenile glaucoma was thought to be caused by
an altered chamber angle. As this has been described only
once,60 it is doubtful whether glaucomatous optic atrophy is
due to PA.

4.3 | Ear

Sensorineural hearing loss is slightly more prevalent in PA than
in MMA (Figure 1, ST1). Interestingly, in one MMA patient
(MUT type), it has been observed to occur only 3 months after
the patient developed optic atrophy,57 suggesting a shared
underlying pathophysiology. Pathophysiology of sensorineural
hearing loss in PA has been addressed by Grünert et al by com-
paring PA to Jervell and Lange-Nielsen syndrome, a syndrome
that also presents with sensorineural hearing loss and prolonged
QTc interval.61 The authors propose that sensorineural hearing
loss and prolonged QTc interval share a pathogenic mechanism
involving potassium channels carrying the potassium current
IKS (encoded by KCNQ1 or KCNE1). IKS is essential for
cardiac repolarization and important for luminal secretion of

TABLE 1 (Continued)

HPO code HPO name

Literature HPO Conclusion

Hypothesis Evidence
%
mitoch. P-value Conclusion

Mitochondrial
pathophysiology?

HP:0004349 Reduced bone mineral
density

Protein restriction;
Chronic acidosis

Patient treatment 2.5 NS Unlikely

HP:0004322 Short stature Protein restriction Patient treatment 3.8 NS Unlikely

Abbreviations: HPO, human phenotype ontology; MMA, methylmalonic acidemia; NS, not significant; PA, propionic acidemia.
% mitoch. is the percentage of the mitochondrial genes in the number of associated genes to the complication, according to HPO (see Supplementary Table 3 [ST3] for
full table). P-value is the P-value resulting from a Bonferroni corrected Fisher's exact test comparing the complication to “phenotypic abnormality” (ST3). Evidence
from literature is categorized in five categories: patient treatment, patient histology, animal studies, cell lines or no evidence. NA is listed when no hypothesis for the
complication on pathophysiology has been described in literature. Conclusion from HPO-data is categorized in two categories: mitochondrial, if a statistical significant
P-value is indicating overrepresentation in mitochondrial disease, or nonmitochondrial, if a statistical significant P-value is indicating underrepresentation in
mitochondrial disease. The final conclusion whether mitochondrial impairment might play a role in the pathophysiology of the complication is categorized in five
categories: “probably” if both literature and HPO data indicate a role for mitochondrial impairment, “possibly” if literature or HPO data indicate a role for mitochondrial
impairment,” unknown” if results are inconclusive and “unlikely” when either literature or HPO data indicate that their might be another pathophysiological process at
play than mitochondrial impairment. In theory, a complication would be classified “highly unlikely” when both literature and HPO data would indicate that
pathophysiology is not related to mitochondrial impairment.
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potassium into the endolymphatic space in the inner ear. Potas-
sium flow via this channel is inhibited by propionic acid.61

Therefore, the authors propose that sensorineural hearing
loss is the direct effect of accumulating toxic metabolites in
propionic acidemia. To date, no role for mitochondrial
impairment has been discussed.

4.4 | Skeletal muscle

Muscular hypotonia is more prevalent in PA than in MMA
patients (Figure 1, ST1). It tends to be worse during acute
metabolic decompensations, or during chronic instability.
Despite its prevalence, hypotheses on pathophysiology have
not been described.

Exercise intolerance, or impaired stamina, is reported in one
MMA patient (MUT type)62 and occurs mostly in the second
decade of life. It can be very hindering in daily activities.
Exercise intolerance also tends to be worse during acute
metabolic decompensations, or during chronic instability. It is
hypothesized that occurrence of exercise intolerance is related
to inhibition of mitochondrial energy metabolism by toxic
metabolites.62 In a muscle biopsy of this MMA patient, sub-
sarcolemmal accumulation of mitochondria was found,62 and
in a muscle biopsy of a PA patient, decreased activities of respi-
ratory chain complex III and IV were observed,63 supporting a
role for mitochondrial energy failure in the pathogenesis of
exercise intolerance.

4.5 | Heart

Cardiomyopathy, most often hypertrophic, is more frequent
in PA than in MMA patients (Figure 1, ST1). Mitochondrial
impairment is suggested to play a major role in pathophysi-
ology of cardiomyopathy.64 Baruteau et al describe a patient
with severe cardiomyopathy in whom myocardial biopsy
showed endocardial fibrosis and enlarged mitochondria with
atypical cristae and a slightly low respiratory chain complex
IV activity. Myocardial coenzyme Q10 was found to be
markedly decreased. Strikingly, a high dose of coenzyme
Q10 supplementation slowly led to improved cardiac func-
tion, allowing removal of mechanical cardiac support after
2 months.64 There are no other reports addressing the possi-
ble pathophysiology of cardiomyopathy in PA and MMA.

Prolonged QTc interval (defined as >440 ms) is quite
prevalent in PA, but not in MMA, although quite some vari-
ation in prevalence has been reported (Figure 1, ST1). A
prolonged QTc interval indicates prolonged repolarization
over the myocardium. Pathophysiology of prolonged QTc
interval has been investigated in one study, by Bodi et al.
They suggest that acute reduction of the repolarizing potas-
sium currents in cardiomyocytes, induced by toxic metabo-
lites in propionic acidemia, are responsible for the prolonged

QTc interval.65 To date, no role for mitochondrial impair-
ment has been proposed.

4.6 | Kidneys

Renal failure is much more prevalent in MMA patients than
in PA patients (Figure 1, ST1). Patients harboring a defect in
MUT (without residual enzymatic activity, MUT0) or MMAB
develop more frequently renal failure (61% and 66%, respec-
tively) than patients harboring a defect in MUT (with residual
enzymatic activity, MUT−) or MMAA (0% and 21%, respec-
tively). In MMA patients, renal length decreases significantly
over time in comparison to kidneys of healthy individuals,
indicating stagnating kidney growth.66 Histologically, exten-
sive interstitial fibrosis, chronic inflammation and tubular
atrophy are observed in patients' renal tissue. In addition,
strikingly large, circular, pale mitochondria with diminished
cristae are observed, with reduced cytochrome C enzyme
activity and multiple OXPHOS deficiencies.63,67,68 The
decreasing glomerular filtration rate observed in MMA
patients is suggested to be protective, initiated by mitochon-
drial dysfunction of the proximal tubule cells, to reduce the
absorptive load on these cells.67 Manoli et al67 created a
Mut−/− mouse model in which MCM was expressed in liver
only. In the kidneys of these mice, large numbers of mito-
chondria with electron-dense matrices and abnormal cristae
were observed in the proximal tubules. In another Mut−/−

mouse model in which MCM was expressed in the skeletal
muscle, proliferated and enlarged mitochondria were also
observed in kidney tissue.69 Altogether, it can be concluded
that mitochondrial impairment plays a significant role in the
pathophysiology of renal failure. This is further underlined
by the observation that mice, treated with the antioxidants
coenzyme Q10 and α-tocopherol showed improved glomeru-
lar filtration rate and decreased oxidative stress in renal
tissue.67

Urolithiasis is described in a single PA patient who pres-
ented with an ammonium acid urate calculus, formed
through a combination of dehydration, chronic acidotic state
and the low-protein diet.70 It has not been described in more
PA patients, nor in any MMA patient (Figure 1, ST1), but it
might not have been recognized as a complication of the
disease.

4.7 | Pancreas

Pancreatitis is equally prevalent in PA as in MMA patients
(Figure 1, ST1). Pathophysiology of pancreatitis in PA and
MMA is scarcely addressed in literature. Kahler et al71

suggested two potential mechanisms: either activation of
pancreatic enzymes in inappropriate locations, or inability of
the pancreas to withstand normal metabolic stress. The
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inability to withstand metabolic stress might be caused by
free radical formation and deficiencies of carnitine, methio-
nine and antioxidants. This latter theory was supported by
Chandler et al, who found megamitochondria in pancreatic
tissue of Mut−/− mice. In contrast to hepatocytes, mega-
mitochondria in pancreatic tissue developed only later in
life.72 It is not reported whether these mice had suffered
from pancreatitis. Megamitochondria formation is an adap-
tive process to unfavorable environments and is often
induced by free radicals, as illustrated by the observation
that formation of megamitochondria is successfully
suppressed by anti-oxidants.73 If intracellular ROS can be
decreased, mitochondria can normalize both structurally and
functionally, but if concentrations of free radicals become
too high, apoptosis is induced.73 Thus, the presence of meg-
amitochondria in pancreatic tissue of Mut−/− mice might
suggest a role for mitochondrial failure in pathophysiology
of pancreatitis.

4.8 | Liver

Hepatomegaly and/or hyperechoic liver are reported in PA
patients more often than in MMA patients (Figure 1, ST1).
In addition, Kölker et al describe that the mean concentration
of alanine aminotransferase is 12% above the reference range
in MMA and 16% in PA patients. For aspartate aminotrans-
ferase this is 20% in MMA and 19% in PA patients and for
gamma-glutamyl transferase the reported value is 9% and
33% in MMA and 10% and 25% in PA patients.74,75

Fibrosis/cirrhosis diagnosed by liver biopsy is described in
three patients, with decreased respiratory chain activities.74

Chandler et al72 described megamitochondria with dysmor-
phic and shortened cristae, and a less electron-dense mito-
chondrial matrix in hepatocytes of Mut−/− mice with MMA,
already early in life. They found similar morphological
changes in the hepatocytes of a MMA patient (MUT type).
In line with this, in a Mut −/− mouse model in which MCM
was expressed in the skeletal muscle, megamitochondria
with shortened or no cristae were observed in hepatocytes.
These findings were accompanied by decreased activity of
the respiratory chain complex and reduced oxidation rates of
substrates that depend on mitochondrial function for their
metabolism.69 These findings suggest a prominent role for
mitochondrial failure in pathophysiology of liver involve-
ment in PA and MMA.

Two MMA patients (both MUT type) presented with a
hepatoblastoma (Figure 1, ST1). The first was a patient who
received growth hormone therapy for 10 months and immu-
nosuppressive therapy after a kidney transplant at 9.7 years.
The patient developed a hepatoblastoma at the age of 11 years
and died during the first weeks of chemotherapy.76,77 The sec-
ond patient also developed a hepatoblastoma, but is in

remission since he received an orthotopic split-liver-kidney
transplant.78 In this report it was speculated that increased
levels of ROS led to DNA damage, affecting oncogenes or
tumor-suppressor genes, although no supporting evidence
was presented.78

4.9 | Gastro-intestinal system

Touati et al describe 55% of PA and MMA patients having
intermediate or major feeding disorders at 3 years of age,
improving with age (35% at 6 years, 12% at 11 years). A
total of 60% of patients were tube-fed overnight or continu-
ously, decreasing with age (48% at 6 years, 27% at 11 years),
although a significant part of the patients remains dependent
on tube-feeding throughout life.79,80 Pathophysiology of
feeding problems is hard to assess and likely multi-factorial,
with an important role for the strict protein-restricted diet,
the constant focus on feeding and the need for continuous
tube-feeding in the first years of life to prevent catabolism.

Constipation is described as an important problem in PA
and MMA patients,12,81 but its prevalence has been
described in only one study among PA patients (Figure 1,
ST1). Constipation is known to contribute to metabolic
instability and requires treatment upon occurrence.12,81

However, the reason for its (presumed) increased prevalence
and the pathophysiology in PA and MMA is not addressed
in literature. Accumulating toxic metabolites might play a
role through affected bowel innervation and mitochondrial
energy deficiency, resulting in decreased peristalsis, but a
relative lack of fibers and fluids, a relative lack of physical
exercise, impaired cognition and psychosocial stress might
also contribute to constipation.

4.10 | Ovaries

Premature ovarian failure is described in two PA patients
(Figure 1, ST1). Lam et al82 suggest that since premature
ovarian failure is associated with mitochondrial diseases,
with oxidative stress playing an important role, mitochon-
drial failure might also cause premature ovarian failure in
PA, but this has not been studied yet.

4.11 | Bone marrow

Anemia, neutropenia, thrombocytopenia and pancytopenia
are quite frequent in PA patients, but in MMA cohort studies,
the prevalence of these complications has not been assessed
(Figure 1, ST1). Kölker et al describe that the mean level of
hemoglobin is 40% below the reference range in MMA
patients and 22% in PA patients. Leukocytes are on average
7% below the reference range in MMA patients and 18% in
PA patients. Thrombocytes are on average 6% below the
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reference range in MMA patients and 18% in PA patients.75

Severe decreases of hemoglobin, leukocytes and thrombo-
cytes can occur during acute metabolic decompensations, and
milder decreases occur also in a more chronic fashion.83

Rare complications, described in case-reports, are
hemophagocytotic lymphohistiocytosis and myelodysplastic
syndrome (Figure 1, ST2). Proliferation and maturation of
bone marrow stem cells is affected by propionic acid and met-
hylmalonic acid.83-85 Also, accumulation of intracellular
propionic acid and/or methylmalonic acid or changes in mem-
brane lipid composition may lead to erythrophagocytosis,
hence shortened survival of erythrocytes. A role for mitochon-
drial dysfunction, leading to compromised aerobic respiration
and inflammasome activation by oxidative stress is proposed
as well.86 Ineffective erythropoiesis caused by mitochondrial
dysfunction is further supported by the observation of mito-
chondrial iron accumulation represented by ring sideroblasts in
myelodysplastic syndrome in an MMA patient (MUT type).87

Hypogammaglobulinemia, described in four PA patients
(Figure 1, ST2) might be caused concordantly, by affected pro-
liferation and maturation of bone marrow cells due to a combi-
nation of energetic failure and oxidative stress, but there is no
evidence to support this hypothesis.

4.12 | Bone

Decreased bone mineral density (BMD) is widely accepted to
be a complication of the life-long protein restricted diet in
combination with the accumulating acids, rather than being
the direct, specific effect of toxic metabolites accumulating in
PA and MMA. Decreased BMD has been described in PA
patients but has not systematically been assessed in MMA
patients (Figure 1, ST1). A severely decreased BMD can
result in pathological fractures.88,89 Medical food containing
the allowed amino acids cannot fully prevent decreased
BMD. Instead, it is suggested that amino acid mixtures might
even contribute to decreased BMD, since they increase the—
already high—acid load for the kidneys, inducing buffering
of H+ ions in the bone. This evokes increased bone resorption
and lowers BMD. In addition, due to subtle deficiencies of
amino acids such as proline and lysine, biosynthesis of colla-
gen might be impaired, reducing the tensile strength of the
bone matrix.90 Instead of amino acid mixtures, it is proposed
that intact protein supplementation, lacking the amino acids
isoleucine, valine, methionine and threonine, might be more
effective in preventing decreased BMD.90

4.13 | Joints

Joint hypermobility and pes planus are both described in
only one cohort study of MMA patients,79 but the preva-
lence (69% joint hypermobility and 60% pes planus)

suggests that both complications are more prevalent than
previously acknowledged (Figure 1, ST1), although severe
patients might be over-represented in this cohort.79

Juvenile gout has been described in two MMA patients
(both MMAB type) (Figure 1, ST1). Both patients presented
with chronic kidney disease due to renal tubular acidosis. In
the proximal tubule, the acidosis may compete with the uric
acid excretion, causing long-lasting hyperuricemia in plasma
and the formation of monosodium-urate crystals.91 This has
not been described in any PA patient, nor in any MMA
patient without chronic kidney disease.

4.14 | Growth

Growth retardation, resulting in a short stature is more fre-
quent in MMA patients than in PA patients (Figure 1, ST1).
Growth retardation is most likely secondary to the protein
restricted diet rather than a direct effect of PA and MMA.92

In Mut −/− mice in which MCM was expressed in the skele-
tal muscle, and which were on a diet resembling the diet
used for the management of MMA patients, growth failure
was observed throughout their life span.69 Proteins, espe-
cially in early life, are essential for normal growth and a rela-
tive lack of protein results in impaired growth.

Feillet et al93 reported a resting energy expenditure
(REE) of 80% compared to the prediction of the Schofield
height and weight equation, in both PA and MMA patients.
They speculate that mitochondrial impairment could con-
tribute to the decreased REE, but they do not present any
evidence. The finding of a decreased REE in PA and MMA
was supported by Thomas et al,94 but van Hagen et al95 did
not find a decreased REE in PA and MMA patients. They
suggested that adequate caloric intake, and possibly the
intake of synthetic amino acid mixtures might result in a
normal REE. To test this hypothesis, Hauser et al96 normal-
ized measured REE to fat free mass for MMA patients and
found that normalized REE is decreased in MMA patients
and that it is influenced by both creatinine clearance and
body length.

The prevalence of obesity, which is mainly in the adult
population an important complication of the diet used to
treat PA and MMA, has not been systematically assessed
(Figure 1, ST1). Hauser et al96 report that fat free mass is
decreased, and BMI is increased in some MMA patients. It
is expected that the prevention of catabolism through a hyp-
ercaloric diet, often with continuous overnight feeding, takes
place at the expense of weight gain. Attempts to lose extra
weight go along with the risk of protein catabolism.
Although it differs from patient to patient, the balance
between overweight and acute metabolic decompensations
can be very tight.
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4.15 | Skin

Skin problems, often described as acrodermatitis dysmetabolica,
are described in both PA andMMA patients (Figure 1, ST1) and
also in patients with other organic acidemias. It is presumed to
be the result of an isolated isoleucine deficiency since symptoms
can resolve quickly upon isoleucine supplementation,97-100 but
it has also be considered the result of a more complex multi-
deficiency syndrome.101 In one patient with MMA, erythema
nodosum is described, which resolved in a few days upon high
dose vitamin B12 treatment102 and in one patient with PA,
necrolytic migratory erythema is described, which is considered
to be the result of zinc deficiency in this patient.103

4.16 | Teeth

Bassim et al describe that enamel defects occur significantly
more often in the MMA patients included in their study than
in the matched control patients (Figure 1, ST1). The higher
the methylmalonic acid, the more enamel defects, especially
in patients harboring the MUT type. Pathophysiology is
unknown, but it is hypothesized that enamel defects are cau-
sed by severe pediatric disease, by renal insufficiency, or by
local influence of methylmalonic acid on tooth genesis.104

Enamel defects have not been assessed in PA patients.

5 | OCCURRENCE OF
COMPLICATIONS IN PA AND MMA
IN OTHER MONOGENIC
MITOCHONDRIAL DISEASES

For many complications, it is hypothesized that mitochondrial
impairment contributes to their pathophysiology (Table 1). Next
to what is reported in literature, we here add an extra line of evi-
dence using data on occurrence of a phenotypic feature in
genetic diseases, provided by HPO. We assume that complica-
tions resulting from mitochondrial impairment are overrepre-
sented in monogenetic mitochondrial diseases and conversely,
that complications not caused by mitochondrial impairment are
underrepresented in mitochondrial disease. Based on this
assumption, we studied the occurrence of the complications in
PA and MMA in both monogenic mitochondrial diseases and in
other monogenic diseases. We used data provided by HPO and
an extensive review on monogenic mitochondrial disorders, list-
ing all genes associated with mitochondrial disease, both nuclear
and mitochondrial.105 For each complication we identified the
number of genes associated with this complication according to
HPO. Of these genes, we determined the number of genes caus-
ing monogenic mitochondrial disease (both nuclear and mito-
chondrial genes).105 Next, we calculated the percentage of
mitochondrial genes within the group of genes associated with
the complication (Supplementary Table 3, ST3). Using the

phenotypic feature “phenotypic abnormality” (HP:0000118) as
a reference, a Fisher's exact test was performed to compare for
each complication the percentage of mitochondrial genes to this
reference (6.3% mitochondrial genes, ST3). P-values were
corrected for multiple testing according to the Bonferroni
method. Figure 2 demonstrates the underrepresentation and
overrepresentation of the different complications occurring in
PA and MMA in mitochondrial disease and the conclusions
retrieved from these calculations are presented in Table 1.

Underlining the mitochondrial nature of these complications,
the complications exercise intolerance, pancreatitis, cardiomy-
opathy, stroke, psychosis, abnormality of the basal ganglia,
optic atrophy, autism, feeding problems, muscular hypotonia,
sensorineural hearing impairment, seizures and abnormality of
the liver are symptoms that are significantly overrepresented in
monogenic mitochondrial diseases (Table 1 and Figure 2),
suggesting that indeed mitochondrial impairment plays a role in
pathophysiology of these complications. For anemia the per-
centage of mitochondrial diseases was increased compared to
“phenotypic abnormality,” but not significantly. Contrary, the
complication obesity is significantly underrepresented in mono-
genic mitochondrial diseases, suggesting that indeed its' patho-
physiology is not associated with mitochondrial impairment
(Table 1 and Figure 2). For gout, abnormality of dental enamel,
acrodermatitis dysmetabolica, reduced bone mineral density,
nephrolithiasis and short stature, the percentage of mitochon-
drial diseases was decreased compared to “phenotypic
abnormality,” but not significantly.

Not all complications are as overrepresented among
monogenic mitochondrial diseases as expected: chronic kid-
ney disease, anemia, neutropenia, thrombocytopenia, pancy-
topenia and premature ovarian insufficiency are not more
frequent in mitochondrial disease, while a mitochondrial role
in pathophysiology is expected (Table 1).

It should be noted that the validity of this extra line of
evidence supporting the hypothesis that pathophysiology of
many complications in PA and MMA is related to mitochon-
drial failure is limited. This approach relies on the accuracy
and completeness of HPO and has not been validated for
other (mitochondrial) diseases yet. Still, the results of this
extra line of evidence are reasonably similar to what has
been reported in literature (Table 1).

6 | THE ROLE OF
MITOCHONDRIAL IMPAIRMENT
IN PATHOPHYSIOLOGY OF
COMPLICATIONS IN PA AND MMA

Based on reports of patients treated with anti-oxidants, his-
tology of patient tissue, animal studies and studies in cell
lines, combined with supporting evidence from the occur-
rence of complications in other monogenic mitochondrial
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diseases, we conclude that mitochondrial impairment proba-
bly plays a role in pathophysiology of cardiomyopathy, optic
atrophy, abnormality of the liver, exercise intolerance, pan-
creatitis, abnormality of the basal ganglia, seizures and
autism (Table 1). Contrary, we consider a role for mitochon-
drial impairment unlikely for short stature, reduced BMD,
acrodermatitis dysmetabolica, nephrolithiasis, gout and obe-
sity (Table 1).

Interestingly, to date there is no evidence suggesting that
mitochondrial impairment plays a role in the pathophysiol-
ogy of prolonged QTc interval, nor is it overrepresented in
monogenic mitochondrial diseases (Table 1). In contrast,
sensorineural hearing loss is overrepresented in mitochon-
drial disease (Table 1), although a shared pathophysiological
process involving inhibited potassium flow due to propionic
acid is suspected.61 This might implicate that in hearing loss
in mitochondrial disease another pathophysiological process
might be at play, that both complications do not share the
same pathophysiology, or that prolonged QTc is under-
reported or underdiagnosed in monogenic mitochondrial
diseases.

7 | KNOWING THE UNKNOWNS

Mitochondrial failure is likely to play a major role in patho-
physiology of many devastating PA and MMA complica-
tions. However, despite this knowledge, we still cannot
predict for any given patient when these complications will

occur, which tissue will be affected and whether that effect
will be reversible or permanent, while this is crucial knowl-
edge for determining the therapeutic window of opportunity
and the target tissue(s). Questions that need answers in the
(near) future include: What is the nature of the differences in
age of onset, why do patients develop complications during
periods with (seemingly) good metabolic control and what
determines reversibility of the different mitochondrial com-
plications? Is this solely determined by residual enzymatic
activity or does the strictness of and compliance to the pro-
tein restriction and other therapies play a role? What is the
influence of the number, severity and duration of metabolic
decompensations? Next to these questions addressing inter-
patient differences, what determines in one patient the inter-
tissue differences in susceptibility for complications if there
are no differences in enzymatic activity, therapy compliance
or metabolic decompensations? Answers to these questions
might be the key towards therapy improvements including
the determination of the therapeutic window of opportunity
and the target tissue(s).

8 | CONCLUSION

Current treatment strategies are inadequate to prevent or treat
most complications in PA and MMA. To optimize treatment
strategies, insight in the pathophysiology of complications in
PA and MMA is crucial. Here we summarized the current
hypotheses and evidence on underlying pathophysiology of
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FIGURE 2 Association to
mitochondrial disease for
complications occurring in PA and
MMA. Complications significantly
overrepresented in mitochondrial
disease are depicted in red.
Complications not significantly
overrepresented in mitochondrial
disease are depicted in light gray. *P-
value <.05 determined by a Fisher's
exact test with multiple testing
correction according to the Bonferroni
method, comparing the percentage of
the complication to the reference
phenotype “phenotypic abnormality,”
which is depicted in dark gray
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these complications, we assessed the occurrence of these
complications in (other) monogenic mitochondrial diseases
and we report whether mitochondrial impairment might play
a role in the pathophysiology of the complication (Table 1).
Altogether, this is a comprehensive overview on what we, to
date, do and do not understand about pathophysiology of
complications occurring in PA and MMA and about the role
of mitochondrial impairment herein.

9 | WEB RESOURCES

Human Phenotype Ontology, http://compbio.charite.de/
hpoweb/
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