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Opioid hypersensitivity is thought to be attributable to non—
IgE-mediated mast cell degranulation via direct stimulation of u-
opioid receptors.® Therefore, false-positive results are possible on
intradermal testing, and concerns about the validity of performing
in vivo skin testing has been raised.” Such concerns have led some
to argue about the greater adoption of drug provocation testing to
avoid overdiagnosis and unnecessary avoidance of medications.'”
Minimizing the chances of false-positive results, we tested our
loperamide concentrations on healthy volunteers and used
authoritative, published maximum nonirritating concentrations.!

In summary, we report a unique case of loperamide anaphy-
laxis confirmed on intradermal testing with possible—but not
confirmed—cross-sensitization to fentanyl. Loperamide anaphy-
laxis is a rare but potentially fatal complication of this relatively
common over-the-counter drug, and physicians need to be aware
of this complication. Although our patient had no pressing rea-
sons to use opioid medications, we thought it important to
establish opioid availability should he require this urgently in the
future.
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‘ '.) Check for updates

peanut allergy requiring pubertal induction

Sustanon is a testosterone replacement therapy used for induction
of puberty in males with testosterone deficiency caused by primary
hypogonadism. It contains 4 esters of the natural hormone testos-
terone, testosterone propionate, testosterone phenylpropionate,
testosterone isocaproate, and testosterone decanoate in an oil
solution. The oil solution contains arachis oil. The summary of
product characteristics (SPC) of Sustanon states (in sections 4.3 and
4.4) that it is contraindicated in patients allergic to peanuts because
of a risk of hypersensitivity.! This contraindication is despite evi-
dence that refined peanut oil, such as that used in medicines, does
not pose a risk to patients with documented peanut allergy when
ingested.>> To date, there is no published evidence on the safety of
refined peanut oil when injected in those with known peanut al-
lergy. The SPC also states that Sustanon is contraindicated in pa-
tients with an allergy to soy because of the risk of cross-reactivity
between peanut and soy allergens. The risk of cross-reactivity be-
tween peanut and soy is not believed to be clinically significant, and
even in those with a proven peanut allergy, the avoidance of soy is
not recommended without a history of clinical reactivity to soy.*”

Sustanon is in long-established use in endocrine services and is
given in small, incremental starting doses to mimic natural pu-
berty.%” In our experience it is generally well tolerated, with the only
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reported incidents related to dosing errors (eg, the administration of
a full 250-mg vial instead of the prescribed 50-mg initial dose).® To
date, there have been no published reports of anaphylaxis in patients
administered Sustanon. Some reports exist for anaphylaxis to ex-
cipients other than arachis oil in different depot testosterone prep-
arations.” Anecdotally, the current SPC recommendations have
naturally led to anxiety among parents of boys undergoing pubertal
induction, community pharmacists, and general practitioners (who
administer the depot injections) about the use of this particular
testosterone formulation in peanut allergic individuals.

Other available testosterone alternatives, such as topical
testosterone gel, are thought to be less appropriate given the
associated risks of toxic effects, potential issues with adherence
during adolescence, and the difficulty in titration of dose to
appropriately mimic natural puberty’s tempo in line with peers.

Our 12-year-old patient had a diagnosis of primary hypogonad-
ism caused by bilateral congenital absent testes. He had been fully
investigated as an infant for the presence of testes because he was an
otherwise normally virilized male (human chorionic gonadotropin
stimulation for testosterone production and laparoscopy), and a
diagnosis of exclusion of vanishing testes was made. The parents
were counseled on the future need for pubertal induction with
testosterone from the age of approximately 12 years. Our patient
was followed up by the endocrine service, and appropriate prepa-
ration for pubertal induction was undertaken. At the chronological
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Figure 1. Skin prick test results. —, negative control; +, positive control; CO, crude
peanut oil; PN, peanut; testost, testosterone (Sustanon); RO, refined peanut oil.

age of 12 years 5 months, bone age was reported as 12 years 6
months and height as 152 ¢cm (75th centile, within genetic target)
with a weight of 40.4 kg (50th to 75th centile). Tanner staging was
axillary hair stage 3, pubic hair stage 2 and genitalia stage 1. He had a
right testicular prosthesis in situ. Sustanon was chosen as the clin-
ically most appropriate form of testosterone replacement.

Before proceeding with pubertal induction, we performed a
medical history review. The patient was attending a specialist al-
lergy service with a diagnosis of peanut, egg, and milk allergies and
tree nut sensitization. Regular consumption of peanut had been
advised after a negative skin prick test (SPT) result to peanut (ALK-
Abello, Berkshire UK) at 2 years of age; however, this was not
maintained. Further peanut exposure at 2 years 9 months caused
typical perioral urticaria and flushing. The SPT result at that time
was 8 mm with a specific IgE level of 6.44 kUa/L. His most recent
specific IgE level was 67.4 kUa/L in 2015, and on the day of testing,
his SPT result was 7 mm (Fig. 1). In view of the stated contraindi-
cation on the SPC for Sustanon in patients with peanut allergy, his
parents were concerned regarding its use in his case and asked if
alternative products would be better.

His allergist performed skin prick testing with peanut, refined
peanut oil (Lakeshore, Drogheda, Ireland), crude peanut oil (Bayin,
Bray, Ireland), and Sustanon. Results of testing (using commercially
available solutions from ALK-Abello for peanut, negative and pos-
itive controls, and undiluted refined and crude oils, as above, in
prick-prick testing) were as follows: peanut, 7 mm; refined peanut
oil, 0 mm; crude peanut oil, 0 mm; and Sustanon, 0 mm (Fig. 1).

The patient and both parents agreed to administration of his
first dose of Sustanon at the same visit. The full recommended dose

was administered, and he was observed for 1-hour after adminis-
tration. There was no objective or subjective reaction to the dose
recorded. Given the successful outcome and tolerance of the
product, he continues on the prescribed regimen according to the
standard endocrine protocol, and expected pubertal changes have
now been documented after 6 months of treatment.

To our knowledge, this is the first reported case of Sustanon use
in a patient with proven peanut allergy. Given the existing medical
evidence relating to the safety of peanut oil for peanut allergic in-
dividuals and this case report, we believe it is unreasonable for
patients with peanut or soy allergy to be denied Sustanon treat-
ment on the basis of their allergies alone. We advise that practi-
tioners should proceed with the standard prescribing practices of
Sustanon in children with peanut or soy allergy, without prior
allergy testing. Access to allergy services is often difficult, even in
well-resourced health economies. We suggest that the SPC for
Sustanon and other products containing arachis oil should be
altered to reflect current medical evidence, including this case
report. Given the unlikely incidence of both hypogonadism and
peanut allergy occurring in a sufficient number of patients, pro-
spective studies to further support the safety profile of Sustanon are
unlikely to be feasible. We suggest that publication of further case
reports or a retrospective review would aid in the alteration of the
SPC of products that contain arachis oil, such as Sustanon.
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