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ABSTRACT

A 47-year old man with idiopathic hypoparathyroidism (IHP), presented as severe myopathy
and skin rash is described. The serum muscle enzymes were increased. After treatment with
calcium and vitamin D, the clinical condition improved, the skin rash gradually disappeared,
and the muscle enzymes decreased and remained within the normal range thereafter.
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INTRODUCTION

Hypoparathyroidism (HP) is of variable etiolo-
gy and can be manifested in the neonatal period or
at any age thereafter. The late onset, idiopathic form
of HP is often missed because patients usually adapt
to gradually established chronic hypocalcaemia. My-
opathy accompanied by raised muscle enzymes has
been described in nine patients with longstanding
hypocalcaemia due to hypoparathyroidism'®. The
suggested pathogenetic mechanisms of myopathy
and increased muscle enzymes in some patients with
hypoparathyroidism do not satisfactorily interpret
this association. To our knowledge, only one case
of HP, myopathy and skin rash has been reported®.
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PATIENT’S DESCRIPTION

The patient, a 47- year old taxi-driver, married
and father of two children, was admitted to the hos-
pital with the putative diagnosis of dermatomyosi-
tis. He complained of fatigue and muscle pain in
the lower extremities which had spread gradually to
the pelvic and scapular girdles during the previous
eight months. Involuntary muscle contractions of the
legs, arms and face and facial paresthesias (numb-
ness and tingling) were occasionally observed, while
difficulty in speaking (dysphonia) and a sensation
of drowning occurred infrequently. He had addition-
ally noted a psoriatic-like rash in the lower extrem-
ities five months earlier, and also complained of an
occasional sense of anxiety. His family history was
negative for hypocalcaemia, diabetes mellitus, viti-
ligo, and autoimmune thyroid disease. There was
no history of neck irradiation therapy. He mentioned
moderate alcohol consumption in the past and has
smoked an average of 30 cigarettes per day for the
past twenty years. He has occasionally been pre-
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scribed non-steroidal anti-inflammatory drugs as
well as benzodiazepines. He reported no incidence
of allergies.

On physical examination the patient appeared
in no distress, presenting normal mental status. A
psoriatic-like rash on the legs (knees to feet) with
erythematous plaques was noted (Figure 1). Proxi-
mal muscle strength was reduced. Muscle tone was
normal with no fasciculations or atrophy. Deep
muscle reflexes were slightly hypoactive. Trousseau’s
sign revealed painless, complete carpal spasm with-
in twenty seconds. Chvostek’s sign was mildly posi-
tive.

The results of routine laboratory testing were as
follows: Ht: 0.379, Hb: 125 g/L, RBC: 4120000,

-
-

Figure 1. Skin rash in our patient with Idiopathic Hypoparathy-
roidism, myopathy and raised muscle enzymes.

plateled: 307000, white blood cells: 12500, (neu:
71%, lymp: 19.8%, eos: 3.5%, bas: 0.5%, mono:
5.2%). The urine analysis was normal. Initial serum
calcium (Ca) was 1.10 mmol/L (2.02-2.62), phospho-
rus (P) 2.33 mmol/L (0.78-1.42), magnesium: 0.822
mmol/L (0.66-1.06), sodium (Na): 143 mmol/L (0.78-
1.42), potassium (K): 3.7 mmol/L (3.5-5.1), aspar-
tate aminotransferase: 59 U/L (5-40), creatine ki-
nase: 3281 U/L (20 - 180), alkaline phosphatase: 222
U/l (<3006), lactate dehydrogenase: 1152 U/L (200-
475), aldolase: 17.9 U/L (1.5-12), serum total pro-
teins: 74.4 g/L (64.00-84.00), albumin: 52.0 g/L (35.00
-50.00), 24h urine albumin: 0.22 g/24h (<0.25), 24h
urine Ca: 1.25 mmol/24h (1.25 - 3.75), renal func-
tion was normal. C3 complement: 109 g/L (75 — 140),
C4 complement: 29.9 g/L (10 — 34), anti nuclear an-
tibody (ANA): (-), Anti — DNA: (-), anti-extractible
nuclear antigens (anti-ENAs): (-), erythrocyte sed-
imentation rate (ESR): 50 mm/h (0 — 20), C-Reac-
tive Protein (CRP): 4 mg/ml (<5), Fe: 14.68 umol/
L (10.56 — 28.28), ferritine: 451.65 pmol/L (67.41 —
898.80), vitamin B12: 4313 pmol/L (1644 — 6820),
folic acid: 28.55 nmol/L (9.52 — 45.09), amylase: 124
U/L (0-220), hepatitis C Virus (HCV): (-), hepati-
tis B surface antigen (HBsAg): (-), human immun-
odeficiency virus (HIV)1,2: (-).

The endocrine evaluation showed the following:
Thyrotropin (TSH): 0.90 mU/L (normal 0.3-4), tri-
iodothyronine (T3): 2.19 nmol/L (normal 0.23-3.08),
thyroxine (T4): 120 nmol/L (normal 58-154), anti-
bodies to thyroglobulin (anti-TG): (-), antibodies
against thyroperoxidase (anti-TPO): (-), morning (8
a.m.) adrenocorticotropin (ACTH): 13 pg/ml (nor-
mal 10-100) and morning cortisol (F): 331.08 nmol/
L (160.022-689.75). Normal response of cortisol to
IV administration of ACTH 1ug. Parathyroid hor-
mone (PTH): 1.15 ng/L (normal 8-75), 25-hydroxy-
cholecalciferol [25(OH)D;]: 100.34 nmol/L (24.96—
184.70), 1.25-hydroxycholecalciferol [1.25(OH),D;]:
60 pmol/L (43.2-148.8).

The electrocardiogram (ECG) showed prolon-
gation of Q-T interval. Chest X-ray was normal.
Brain CT scanning did not reveal calcifications of
the basal ganglia.

The electromyography (EMG) revealed normal
sensory and motor nerve contractions, spontaneous
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muscle activity in the lower limbs, spotty degenera-
tive motor units, with early recruitment in iliopsoas
muscle and increased neuromuscular activity as ex-
pected in hypocalcaemic states.

The thyroid ultrasound was normal. The ophthal-
mologic examination showed unilateral posterior
subcapsular cataract.

Skin biopsy revealed focal liquidous degenera-
tion of the basal layer of the epidermis. There was
fibrinogen deposition on the wall of small vessels
and moderate lymphocytic infiltrations around them.
Muscle biopsy was consistent with low degree non
specific myopathic lesions.

The lumbar bone mineral density (BMD) (by
Dual Energy X- Ray Absorptiometry: DEXA) was
normal, (T-score: 0.25). Lumbar spine X-ray re-
vealed non-significant osteophytes in the L, verte-
bra.

Taking into account the clinical presentation and
the laboratory findings, indicating hypoparathyroid-
ism (HP), the patient was started on 1000 mg Calci-
um Carbonate and 1mcg Alfacalcidol supplemen-
tation.

Two weeks later the patient was discharged with
clinical and laboratory improvement. Ca: 1.51 mmol/
L (2.02 - 2.62), P: 1.29mmol/L (0.78 - 1.42), CPK:
1462 U/L (20 - 180), LDH: 795 U/L (200 - 475),
SGOT: 32 U/L (5 - 40). Treatment was modified
accordingly.

One month later the patient was in complete re-
covery with normal laboratory findings. Ca: 2.10
mmol/L (2.02 - 2.62), P: 1.23 mmol/L (0.81 - 1.45),
CPK: 99 U/L, LDH: 229 U/L (Table 1).

Table 1. Laboratory values of some important biochemical indices
and their changes during treatment with calcium and Vit. D supple-
mentation.

Biochemical On admission During treatment

indices Two weeks One month
after after

Ca (mmol/L) 1.10 1.51 2.10

P (mmol/L) 2.33 1.29 1.23

CK (U/L) 3281 1462 99

LDH (U/L) 1152 795 229

DISCUSSION

The cause of hypoparathyroidism in our patient
is not apparent. HP associated with autoimmune
polyglandular syndrome is rather unlikely since
other autoimmune diseases were not present either
in the patient or his family. Consequently, our pa-
tient should be classified as a case of isolated idio-
pathic hypoparathyroidism (IHP).

Pseudohypoparathyroidism has also been report-
ed, with findings of myopathy and increased CK
values.' Our patient did not present the clinical fea-
tures of pseudohypoparathyroidism and serum PTH
values were very low.

Mitochondrial myopathies may present with hy-
pocalcaemia and raised muscle enzymes, as in
Kearn-Sayers syndrome, but they usually appear
during the first or second decade of life”"” and do
not readily respond to symptomatic therapy, as oc-
curred in our patient.

The observed inverse relationship between se-
rum CK, LDH and calcium in our patient has also
been revealed in a case of rhabdomyolysis*. The
same was described in animal models".

Virtually all previous analogous publications rep-
resent cases of IHP"7*'? In one case with osteoma-
lacia, myopathy and hypocalcaemia, increased CK
and alkaline phosphatase values were noted"”, but
this is not a consistent finding in the literature.

We present a patient with hypoparathyroidism
in whom the clinical picture was dominated by un-
usual manifestations: severe muscle weakness and
skin rash leading to an initial diagnosis of dermato-
myosites. The hypocalcaemia and the other clinical
sings and symptoms were with appropriate thera-
py".

In the present case, 25(OH) D was normal and
1,25(OH),D; was low normal, as was expected”. The
patient had a normal BMD of the lumbar spine, al-
though the presence of osteophytes could be a mo-
difying factor'®. However, some authors maintain

that chronic, untreated HP induces an increase in
BMD&”_ZO.

It is well known that the term IHP comprises a
heterogeneous group of HP. The presence of Cal-
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cium-Sensing Receptor (CaSR) autoantibodies may
be the explanation in many such cases. These CaSR
autoantibodies may lead to a decline in the PTH
release by acting as an agonist for binding to the
CaSR that is normally expressed on the parathyroid
cell membranes™

The presence of increased muscle enzymes in
hypocalcaemic states has not as yet been adequate-
ly explained. One hypothesis could be that it is
caused by tetany. The decrease in calcium concen-
tration causes an increase in excitability at the neu-
romuscular junction, with a smaller degree of de-
polarization being needed to generate a potential.
Another and more plausible hypothesis is that hy-
pocalcaemia could induce functional alterations in
the sarcolemma (increased membrane permeabili-
ty) leading to the release of CPK’.

Finally, we should underline the presence of a
psoriatic-like rash with erythematous plaques as a
rare manifestation of hypoparathyroidism since it
has been described only once in the literature as a
pruritic erythematous rash”.

In conclusion, the possibility of hypoparathyroid-
ism should be considered in every case with hypo-
calcaemia and weakness since the adaptation of the
organism to long-standing hypocalcaemia gives very
few or non-specific symptoms and could easily be
misdiagnosed.
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