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Cushingoid Features in an Obese Female with XY Karyotype
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Abstract

Disorders of sexual development are congenital in nature. Complete androgen insensitivity syndrome (CAIS) is a rare
disorder with an incidence of nearly 1 in 20,000 male births. The majority of patients present with complaints of primary
amenorrhoea and are phenotypically female but genotypically male. We report a case of a 40-year-old female
presenting with backache and skin ulcers who was found to have exogenous Cushing’s syndrome with long
glucocorticoid administration and suspected CAIS. The ulcers were secondary to intramuscular pentazocine injections.
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CASE

A 40-year-old obese female presented with complaints of
back pain and skin ulcers for one year. There was history
of easy bruisability and bony pains. She had not achieved
menarche and was taking oral corticosteroids for 20 years.
She confessed to self-administering pentazocine injections
intramuscularly on her arms and ulnar surface of her
hands for severe back pain for the last 2 years. Figures 1
and 2 depict Cushingoid features on general examination.
Figure 3 depicts one of the ulcers over the hand.
Gynaecological examination revealed a short and blind
vagina with scanty and coarse pubic hair with normal
breasts (Tanner Stage V). Hormonal investigations are
given in Table 1 showing low serum cortisol and low
ACTH levels implying exogenous steroid administration.
Ultrasound of the pelvis showed absent uterus and
gonads. MRI of the spine showed osteoporotic fractures at
seventh and eighth thoracic vertebrae with no cord
compression. Her karyotypic analysis revealed 46XY

genotype.

Figure 3. lllustrates punched out ulcers with clear cut

margins.
Figure 1. lllustrates moon like facies.
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Table 1. Hormonal profile

Parameter Result Normal range

Serum cortisol 6 AM 5 6 — 28 mg/dl
4 PM 1.3 2 -12 mg/d

Serum ACTH 6 9 — 52 pg/ml
Serum oestradiol 41.6 0 to 30 pg/mL
Serum FSH 39.3 16.7-113.6 IU/L
Serum LH 16.5 1-20 IU/L
Serum testosterone 0.09 0.1-1 ng/ml
Thyroid profile Normal

A diagnosis of exogenous Cushing’s syndrome with
pentazocine induced ulcers with complete androgen
insensitivity syndrome was made. The patient was given
calcium supplements, Vitamin D and zolendronic acid.
The ulcers were surgically debrided and spinal casting
was done along with analgesics for the spinal fracture. The
diagnosis was disclosed to the patient by a psychologist
with proper genetic counselling to the family and the
patient regarding the genotypic status. She was also
counselled for pentazocine deaddiction. The patient is on
regular follow up and is doing well.

DISCUSSION

Our patient had features of weight gain, hirsutism, moon
facies and pathognomic Cushing striae.! The patient was
suffering from back pain which was due to osteoporotic
vertebral collapse. Glucocorticoids are widely prescribed
and one of the most misused drug to treat a number of
diseases. The long term therapy with oral glucocorticoids
and without hormonal treatment in patient with low level
of androgen is associated with a significant increase in
fracture risk at the hip and spine. According to the 2013
National Osteoporosis Foundation guidelines, people aged
<65 years who intend to use glucocorticoids for more than
3 months should have their bone density measured before
initiating glucocorticoids. If the T score is above zero, only
reassurance is to be given to patient. If the T score is
between 0 to -1.5 then bone densitometry should be
repeated after 1-3 years and no medicines are required.
Finally if the T score is -1.5 or less, then the patient has to
be given bone protective measures before starting
glucocorticoids. Good nutrition, adequate dietary calcium
intake, regular exercise should be encouraged. Alcohol
and tobacco abstinence should be advised. Various

treatment options available are bisphosphonates
(alendronate, zolendronic acid, etidronate), calcitonin,
calcitriol, hormone replacement therapy in post-

menopausal women and recombinant PTH.2 The patient
was put on a spinal cast, advised not to lift heavy loads
and was given analgesics for spinal fractures. For
osteoporosis, calcium supplement along with vitamin D
and zolendronic acid was given.
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Pentazocine is a synthetic opioid used as an analgesic. The
ulcers in this patient were deeply punched out, had clear
cut and hyperpigmented margins with woody sclerosis of
the skin and were microbiologically sterile. These are
typical of pentazocine induced ulcers and are present over
accessible parts of body like forearms and thigh.3 Patients
may also develop fibrous myopathy, limb contractures.
For pentazocine deaddiction, patient was
gabapentin and clonidine for 7 days and in stabilisation
phase gabapentin and naltrexone were given.*

given

The patient had complete androgen insensitivity
syndrome based on following facts. Historically, she had
primary amenorrhoea. Clinically, patient had sparse and
coarse pubic hairs, short and blind vagina, with normal
breast development. The patient was karyotypically male
with XY genotype. Affected individuals have male
karyotype but female phenotype because of androgen
receptor mutation leading to no action of androgen.’
Normally, Luteinizing Hormone (LH) induces Leydig cells
to produce testosterone but in complete androgen
insensitivity syndrome, testosterone levels may increase,
decrease or be normal depending upon presence or
absence of gonads and production of testosterone from
other sources like adrenal glands. All patients with
complete androgen syndrome should
undergo surgery to remove the gonads to avoid cancer.
They should also be given hormone replacement therapy
for proper development of female exterior characteristics.
Recent studies indicate that addition of progesterone to
the therapy have little impact on patients without uterus.
The patients with partial androgen insensitivity syndrome
are given dihydrotestosterone as it does not get
aromatized to estrogen in the periphery. Psychological

insensitivity

support is the most important aspect for the family as well
as for the patient.®
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