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Mucocutaneous Candidiasis as First
Manifestation of Autoimmune

Polyglandular Syndrome Type I

Pia López-Jornet, MD, DDS     C. García-Ballesta, MD, DDS     L. Pérez-Lajarín, MD, DDS

ABSTRACT

Autoimmune polyglandular syndrome type 1 exhibits very specific oral manifestations in the
form of enamel hypoplasia and oral candidiasis. The authors present the case of a 10-year-old girl
with autoimmune polyglandular syndrome characterized by chronic mucocutaneous candidiasis
infections, hypoparathyroidism, and enamel hypoplasia. The importance of this entity is stressed,
with special attention to the observed oral anomalies. (J Dent Child 2005;72:21-24)
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JDC CASE REPORT

Autoimmune polyglandular syndrome type 1, also
known as autoimmune polyendocrinopathy-candidi-
 asis-ectodermal dystrophy (APECED; Online Men-

delian Inheritance in Man [OMIM] reference 240300), is
an autosomal recessive disease characterized by the triad
comprising: (1) chronic mucocutaneous candidiasis; (2)
endocrinopathy (normally hypoparathyroidism); and (3)
adrenocortical failure. Patients must satisfy at least 2 of
these criteria to confirm diagnosis of the syndrome.1 Other
secondary autoimmune alterations can also be included,
such as ectodermal dysplasia, keratoconjunctivitis, and gas-
trointestinal diseases.2-4

Type 1 syndrome tends to manifest in childhood, or
before the age of 35 years. Gonadal insufficiency appears
after puberty in 60% of women, and in about 15% of af-
fected males. Diabetes mellitus is infrequent. This pattern
can be associated with HLA A3 and A

2
8 or with a locus in

region q22.3 of chromosome 21.5 The disease is infrequent,
with a reported prevalence of 1:25,000 in Finland and
1:9000 in Iran.6

While the disorder’s typical manifestations appear in young
subjects, the associated alterations may develop in the course
of the patient’s life.3,4,7 Dental developmental defects together
with recurrent candidal infections characterize the syndrome’s
oral manifestations.The present study reports the case of a girl with

enamel hypoplasia, hypoparathyroidism, and chronic mucocutane-
ous candidiasis.

CLINICAL CASE

A 10-year-old girl was referred for the study and manage-
ment of chronic oral candidiasis and enamel hypoplasia. The
candidiasis was diagnosed when the child was 1 month old
because of episodes of oral pseudomembranous candidiasis
and angular stomatitis, which responded to short courses of
topical nystatin and miconazole gel. The family history
showed maternal panhypopituitarism as a result of postpar-
tum hemorrhagic shock.

The patient history revealed an uneventful neonatal pe-
riod, with normal growth and development. She suffered asth-
matic episodes caused by extrinsic asthma to dust mites, for
which she regularly used a beta-adrenergic inhaler. The child
had routine immunizations.

PRESENT ILLNESS

The patient presented with generalized stiffness episodes, with
contracture of the hand, hypocalcemia (4.5 mg/dl), and
hyperphosphatemia (8 mg/dl). Evaluation was carried out with
the diagnostic orientation of hypoparathyroidism. The pa-
tient, moreover, presented with mucocutaneous candidiasis
(angular cheilitis with erythema and fissuring, maceration,
and soreness at the corners of the mouth).

SYSTEMIC EXPLORATION

The patient presented in good general condition, with adequate
nutrition and development and no skin or nail signs. The head
and neck appeared normal, with a symmetrical thorax. The
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abdomen was neither distended nor painful, and no masses or
enlarged organs were palpated. The cranial nerve exploration
proved normal, with no Trousseau or Chvostek signs. Cutane-
ous candidiasis was identified, which responded to fluconazole
(3 mg/Kg/day for 7 to 10 days).

ORAL EXAMINATION

The dental examination revealed enamel hypoplasia affecting
teeth nos. 8, 9, 22, 25, 26, and 27 (Figure 1). No hypoplasia
was observed in primary teeth. Malocclusion (anterior open
bite) was observed, along with oral candidiasis (Figure 2).

RADIOGRAPHIC FINDINGS

To complete the case study, and to discount possible effects
due to alterations in calcium phosphate metabolism, a bone
survey was made. (The patient presented with generalized stiff-
ness episodes with contracture of the hand). The plain chest
X-rays showed no thymus shadow, and the radiological bone
study presented no alterations.

The diagnosis was confirmed with the clinical history, ex-
ploration, and complementary tests. There was no evidence of
adrenal failure or any other endocrine disorders. Treatment was
started in the form of calcium via the oral route (100 mg el-
emental calcium/Kg/d) and vitamin D3 (20.000 UI/d). Eigh-
teen days after calcium ingestion, tetanic crisis was resolved.
Autoimmune polyglandular syndrome type 1 with hypopar-
athyroidism was diagnosed, associated with chronic candidiasis
of the skin, oral mucosa, and enamel hypoplasia. The patient is
currently being cared for on a multidisciplinary basis by the
Services of Pediatrics, Endocrinology, and Odontology.

Dental treatment consisted of restoration with composite
material to avoid caries in zones suffering from enamel dem-
ineralization and periodic checkups. The prognosis for this
child was considered to be good. The importance of oral hy-
giene and periodic examinations, however, must continue to
be emphasized.

DISCUSSION

The present case is particularly interesting, due to the great
variety of clinical problems involved. In autoimmune
polyglandular syndrome type 1, it should be pointed out that
candidiasis is characteristically the first clinical manifestation
to appear (generally before 3 years of age), and usually pre-
dates the endocrine alterations.3 According to Tencer et al,8

candidiasis is found in 73% to 78% of all patients with this
syndrome. Hypoparathyroidism is typically the second dis-
order to appear. Addison’s disease, secondary to autoimmune
destruction of the adrenal gland, is usually the third manifes-
tation (oral manifestations frequently include enamel hypo-
plasia, oral candidiasis, and oral hyperpigmentation). Other
autoimmune processes (thyroid disease, diabetes mellitus,
vitiligo, autoimmune gastritis) can appear in the course of
the patient’s life–a fact that explains the need for continuous
follow-up of such cases.9-10

Hypoparathyroidism is the endocrine disorder most com-
monly associated with the syndrome and is characterized by
reduced parathyroid hormone production, leading to low
blood calcium levels, hyperphosphatemia, and occasionally
hypomagnesemia. Parathyroid hormone (PTH), which regu-
lates calcium metabolism, acts directly upon calcium uptake
by bone and its renal excretion. The hormone also regulates
calcium metabolism indirectly, by acting upon vitamin D.
The signs and symptoms of hypoparathyroidism are:

Figure 1. Note the anterior sector enamel hypoplasia.

Figure 2. Oral pseudomembranous candidiasis of the
tongue.

Ca 6.4 mg/dl (8.5 to 10.2 mg/dl)

P 10.8 mg/dl (2.4 to 4.1 mg/dl)

Mg 1.6 mg/dl (1.8 to 3 mg/dl)

Alkaline phosphatase 667 U/l (44 to 174 U/I)

Urine Ca 2 mg/dl (50 to 150 mg/dl)

Ca/creatinine 0.04 mg/dl (0.6 to 1.2 mg/dl)

Phosphate tubular
reabsorption was 97%

PTH <1 pg/ml (10 to 55 pg/ml)

Hematological Normal (hemoglobin, total and differential
white cell count, platelet count, red cell folate)

Hormones FSH, LH, estradiol, testosterone, ACTH, cortisol,
normal calcitonin, 17-OH-progesterone, S-DHEA,

androstenedione, T3, T4, and TSH

Complementary Test Resuls
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(1) weakness; (2) muscle cramps; (3) restlessness; (4) head-
ache; (5) hyperexcitability; and (6) spasms of the hands and
feet. Breathing difficulties may also be caused by the appear-
ance of laryngeal spasms.1.3

Chronic mucocutaneous candidiasis due to Candida
albicans is the first manifestation of the syndrome.7,11-15 Ahonen
et al,3 in a study of 68 patients with the syndrome, found that
all patients develop repeated candidiasis at some time.

Chronic mucocutaneous candidiasis does not constitute a
characteristic disorder, and can be associated with immune,
autoimmune, or endocrine alterations.16-18 While many clas-
sifications have been proposed, an orientation can be obtained
by dividing the disease into 3 clinical categories:

1. Without associated endocrine disease—This category
comprises a broad range of clinical presentations. The
disease may be either diffuse or localized, and can affect
various tissues. The condition can exhibit an autosomal
recessive or dominant inheritance pattern, though it
mainly occurs sporadically.

2. Associated with endocrine disease—This category is
characterized by candidiasis associated with one or more
autoimmune endocrine disorders such as hypoparathy-
roidism, hypoadrenalism, hypothyroidism or diabetes
mellitus. In such cases, candidiasis generally precedes the
endocrine disorder.3 The condition can also be associ-
ated with other autoimmune alterations, such as vitiligo
and idiopathic thrombocytopenic purpura. Candidiasis
in such situations exhibits an autosomal recessive pattern
with usually benign presentations in children.2,7

3. Associated with thymoma—This category appears in
the third decade of life associated with tumors of the
thymus gland.

An important aspect regarding the clinical presentation of
candidiasis associated with endocrinopathy is the absence of a
correlation between the severity of the endocrine problem and
the severity of candidiasis. In fact, treatment of the underlying
endocrine disorder does not improve the fungal infection. The
latter responds well, however, to conventional antifungal
therapy such as fluconazole (3 mg/Kg/day for 7 to 10 days)–as
was the case in this study’s patient.19,20

For reasons which remain unknown, in this disorder, enamel
hypoplasia affects the permanent teeth–not the deciduous den-
tition. The defects in such cases mainly consist of cracks or
lines of variable width and depth.21-24 The lesions follow the
perikymata pattern horizontally around the dental crown, which
normally turns yellowish-brown in alternation with well-formed
enamel areas (as was seen in this study’s patient).

In 1998, Perniola et al25 conducted a study of enamel hy-
poplasia in this syndrome. They found the upper and lower
canines to be the most affected teeth. Moreover, hypoparathy-
roidism was not found to be responsible for the observed enamel
hypoplasia, though it could contribute to the damage as a re-
sult of the alterations in calcium and phosphorus metabolism,
with consequent impairment of hard tissue mineralization.

These patients may also present with other autoimmune
disorders such as gastrointestinal problems that may mani-
fest as pernicious anemia or atrophic gastritis, among other

alterations. This study’s patient, however, presented no other
associated autoimmune problems.

Finally, emphasis should be placed on the need to conduct
long-term follow-up of the affected patients, since new manifes-
tations may develop in the course of the life of the individual.
This is particularly important in the dental setting. In patients
presenting with chronic mucocutaneous candidiasis, the possible
existence of an associated endocrine disorder should be evaluated.
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