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Use of Naloxone in
Hydromorphone-induced
Anaphylactoid Reaction

To the Editor: Multiple agents are
known to cause anaphylactic reactions af-
ter surgical or interventional procedures.
Opioids are known to cause histamine re-
lease and anaphylactic reactions. The
mechanisms of these reactions could be
either IgE-dependent or IgE indepen-
dent.'? We describe a case of anaphylac-
toid reaction to hydromorphone respond-
ing to IV naloxone treatment.

A 75-year-old female was admitted
to the hospital with fever and left knee
swelling. The patient had a left total knee
arthroplasty in the past for severe left
knee osteoarthritis. Arthrocentesis of the
left knee was performed revealing a me-
thicillin-resistant  Staphylococcus  aureus
(MRSA) infection of the prosthesis. The
patient was treated with intravenous (1V)
vancomycin and was taken to the oper-
ating room for the left knee prosthesis
removal and insertion of antibiotic spacer.
Her past medical history was significant
for coronary artery disease and conges-
tive heart failure. She was a lifelong non-
smoker. The patient had no known drug
or food allergies. She was on several med-
ications, including furosemide, an angio-
tensin-converting enzyme inhibitor, a sta-
tin, and aspirin.

Postoperatively, the patient was clin-

ically stable. The physical examination
showed a temperature of 37.6°C, blood
pressure of 142/84 mm Hg, heart rate of
72 beats/min, and respiratory rate of 16
breaths/min. Oxygen saturation while
breathing room air was 96%. Chest ex-
amination revealed mildly decreased
breath sounds at the bases. Cardiac and
abdominal examinations were unremark-
able. There was no lower extremity or
sacral pitting edema. The jugular venous
pulse was not elevated. The patient was
calm, oriented, and neurologically intact
after general anesthesia. Morphine 2 mg
1V every 4 hours was ordered for post-
operative pain management. In the first 8
hours after surgery, the patient’s pain was
poorly controlled with IV morphine. IV
hydromorphone | mg every four hours as
needed was ordered. After receiving the
first dose of hydromorphone, the patient
immediately developed dyspnea. Physi-
cal examination revealed mild bilateral
expiratory wheezing. Her symptoms re-
solved completely after treatment with
nebulized albuterol 2.5 mg and ipratro-
pium 0.5 mg. Re-evaluation of the patient
revealed resolution of expiratory wheez-
ing. A chest x-ray showed no evidence of
pulmonary congestion ‘or edema. Four
hours later, the patient received a second
dose of hydromorphone 1 mg and imme-
diately experienced respiratory distress.
Vital signs at that time were blood pres-
sure of 100/55 mm Hg, heart rate of 98
breaths/min, respiratory rate of 18 breaths/
min, and oxygen saturation of 100% on a
100% non-rebreather mask. Pulmonary
ausculation revealed poor air movement
with stridor and inspiratory and expira-
tory wheezing. Anaphylactic reaction was
suspected. She was treated with IV epi-
nephrine, IV methylprednisolone, 1V di-
phenhydramine, and IV famotidine 20
mg. At this time she reported minor symp-
tomatic improvement, however there was
no change in her physical exam. Race-
mic epinephrine nebulizers were then
given with minimal symptomatic and
clinical improvement. The patient re-
mained in respiratory distress. [V nal-
oxone 0.4 mg was given with immedi-
ate improvement in the patient’s symptoms.
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After several minutes, physical examina-
tion confirmed complete resolution of
stridor and wheezing.

Successful reversal of opioid-in-
duced anaphylactoid reaction with IV nal-
oxone has been reported once in the lit-
erature. Panos et al described a patient
who developed a moderate facial edema
and a generalized urticarial rash after tak-
ing hydrocodone. The patient’s symp-
toms improved immediately after admin-
istration of IV naloxone 0.8 mg.* The
authors suggested that the use of nalox-
one may be beneficial in management of
opioid-induced anaphylactoid reactions.
Amir* showed that treatment with nalox-
one can reverse the hypoactivity associ-
ated with systemic anaphylaxis in mice.

Whether hydromorphone-induced
anaphylactoid reaction was caused by
IgE-mediation or not, naloxone rapidly
reversed the symptoms in our patient.
Naloxone can potentially inhibit the re-
lease of histamine from mast cells and
can be used in opioid-induced anaphy-
lactoid reactions.
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