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Valuing Mundane Manifestations of Rare, but
Underdiagnosed, Diseases in Portugal: The Example
of McArdle Disease
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Perhaps one of the biggest challenges in primary care
and hospital medicine lies in the ability of attending phy-
sicians to recognize what are seemingly unsuspected and
non-specific symptoms as manifestations of uncommon,
yet important, diseases with systemic repercussions.

Paradigmatic examples are found among non-specific
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manifestations of diseases included within the rare diseas-
es category, such as the glycogen storage disease type V
(also referred to as McArdle disease). Among the available
indexed literature, only four cases have been reported in
Portuguese adult patients,’* with Costa et al being one of
the first to do so.? We have just recently diagnosed what, to
the best of our knowledge, would be the fifth reported case
of a Portuguese patient to be diagnosed during adulthood.
This was a 28-year-old female patient who had been com-
plaining of generalized myalgia and exercise intolerance
for several years, and was referred to the Internal Medicine
clinic. Her symptoms were mostly induced by intense physi-
cal activity, forcing her to rest for several minutes shortly af-
ter beginning to exercise. She further explained how these
short 10- to 15-minute breaks allowed her to recover and
resume exercising. The patient also mentioned her sister
presented similar symptoms.

Due to high suspicion of a metabolic disease, she un-
derwent bloodwork and urine tests that revealed creatine
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Table 1 — Cases of McArdle disease reported within the Portuguese population (indexed in PubMed)

Age of Onset of Clinical Confirmatory Potentially fatal
Authors Year . . L
diagnosis symptoms features test complications
Leite A et al' 2012 54 Childhood  Myalgia, early fatigue. = Genetic screening: None described.
Rhabdomyolysis PYGM c.148C>T
sometimes with (p.R49X);
myoglobinuria. c.345+ G>A.
Costa R et aF 2013 38 Childhood  Myalgia, early fatigue, Muscle biopsy: Oliguric acute kidney injury
single myoblobinuria negative requiring hemodialysis.
episode, diarrhea. myophosphorylase
activity.
Ferreira MA et aF’ 2014 60 Adulthood  Mostly asymptomatic. Muscle biopsy: Acute kidney injury
Rhabdomyolysis. negative requiring hemodialysis
myophosphorylase  (previously known chronic
activity. kidney disease).
Pinto H et al* 2018 51 Childhood Muscle weakness, Genetic screening: Severe crisis of muscle
early fatigue. PYGM, ¢.2392T>G weakness during
Rhabdomyolysis with (p.W798R). swimming.
myoglobinuria.
Mateus-Pinheiro et al' 2022 28 Childhood Myalgia, early Genetic screening: None described.

fatigue, second-
wind phenomenon.

PYGM c.148C>T
(p.RA9X).

Rhabdomyolysis.

1: case reported herein

kinase serum levels of 24 171 U/L (normal value: < 145
U/L), along with the presence of urinary 3-methylglutaric
acid and 2-methylglutaconic acid. Genetic testing disclosed
a PYGM ¢.148C>T (p.R49X) homozygous mutation, which
confirmed McArdle disease. A therapeutic dietary regimen
along with avoidance of intense physical activity were rec-
ommended to the patient.

We must emphasize how meticulous medical history
taking along with a high index of suspicion are essential to
diagnose this disease. It usually presents as a syndrome
of exercise intolerance, fatigue, and muscle cramps. More-
over, one hallmark of McArdle® disease is muscle weakness
aggravated with exertion, along with a characteristic recov-
ery phenomenon after a few minutes of rest, that has been
called the ‘second-wind phenomenon’, as patients recover
from myalgic symptoms and regain exercise tolerance.
These non-specific complaints may remain unaddressed
for many years, leading to a delayed diagnosis and treat-
ment (Table 1).

In its latest report on European Centres of Reference,
the Rare Diseases Task Force highlighted how appropriate
social education and medical expertise on rare diseases
are often insufficient among most European states. This
often translates into risk of medical complications and late
sequelae.

Hence, we encourage both physicians and clinical re-
searchers to focus on implementing training and educa-
tion programs devoted to increasing medical skills, along
with social consciousness related to this group of diseases.
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We hold the strong conviction that this is the only way to
promptly identify patients at risk and to increase the diag-
nostic rates of rare diseases in Portugal.
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