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Abstract

Ranitidine is an H2-receptor antagonist which is usually well tolerated. Hypersensitivity reactions to rani-
tidine, as well as other H2 antihistamines, have been rarely described. We report the case of a 47-year-old
woman who developed an anaphylactic reaction to ranitidine used as intravenous premedication before
anesthesia induction. The patient’s history revealed that previous use of oral ranitidine for a peptic ulcer
disease did not cause any adverse reaction. Intradermal test with ranitidine at a dilution of 1:100 gave an
intense positive reaction. The protective role of H2-receptor antagonists as premedication is still unclear
and should be carefully reconsidered on the basis of the available controversial evidence and the possible

risk of hypersensitivity reactions.
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Introduction

Histamine H2-receptor antagonists are widely used for
the treatment of peptic ulcers, acute stress ulcers, gastro-
esophageal reflux, and disorders related to acid hyperse-
cretion. These drugs are frequently given before surgery
because they reduce the incidence of postoperative nau-
sea and vomiting, as well as the risk of acid reflux and pul-
monary aspiration.*» Moreover, H2 blocking agents are
sometimes used in combination with Hlantihistamines
and/or corticosteroids to prevent allergic or pseudoaller-
gic reactions prior to the administration of anesthetics or
contrast media.®* Here we describe the case of a patient
who developed a hypersensitivity reaction to ranitidine
used as premedication before general anaesthesia.

Description of the clinical case

A 47-year-old non-atopic woman was referred to our
outpatient unit because of a hypersensitivity reaction

which had occurred one month earlier in concomitance
with an intravenous premedication before the induction
of general anaesthesia for an elective cervical microdis-
cectomy. Such a precautionary prophylaxis, consisting
of 2,000mg metilprednisolone (Solu-medrol) and sub-
sequent 50mg ranitidine (Zantac), was recommended
by the anesthesiologist as the patient reported to be
intolerant to acetylsalicylic acid (ASA).

A few minutes after the intravenous administration
of ranitidine, the patient experienced generalized itch,
throat constriction, and hypotension, accompanied by
a marked erythema at the site of infusion and along the
course of the vein proximal to this site. Symptoms were
promptly controlled by intramuscular administration of
epinephrine.

The patient’s history disclosed no other relevant
findings with the exception of a peptic ulcer disease
healed after treatment with H2-blocking agents, includ-
ing ranitidine, and proton pomp inhibitors. The patient
denied any type of adverse reaction to these or other
drugs. Apart from ASA skin prick tests with ranitidine
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and metilprednisolone were performed and proven
negative, as well as the intradermal test with metil-
prednisolone at dilutions of 1:100 and 1:10. An intense
reaction was instead observed after intradermal testing
with ranitidine 1:100. Intradermal tests with ranitidine
at both 1:100 and 1:10 dilutions gave negative results in
10 healthy volunteers.

Discussion

Ranitidine hydrochloride is a widely used H2-receptor
antagonist which is usually well tolerated.® The use
of this drug has been rarely associated with cutane-
ous adverse reactions, such as lichenoid eruption,®
photosensitivity,™® occupational or non-occupa-
tional allergic contact dermatitis,®'? toxic epidermal
necrolysis,**'¥ and acute generalized exanthematous
pustulosis.® Few reports exist on immediate type hyper-
sensitivity reactions to ranitidine, consisting in asthma
and rhinitis,"® urticaria, and anaphylaxis,1"?" These
reactions were observed in patients treated with either
oral or intravenous ranitidine, including patients who
underwent a premedication protocol containing raniti-
dine priorto chemotherapy or anaesthesia. Interestingly,
many ranitidine-induced anaphylactic/anaphylactoid
reactions occurred in obstetric patients.8%223) Some
reports documented the positivity of skin test results to
ranitidine,®-22242) gg in our case, thus suggesting that
the drug can evoke hypersensitivity reactions through
an IgE-mediated mechanism. Another indirect evidence
of immediate hypersensitivity was proven by the leuko-
cyte histamine release test,?? while serum specific IgE
reacting to ranitidine were detected in a patient using
enzyme-linked immunosorbent assay.?” As concerns
the cross-reactivity between ranitidine and other H2
antihistamines, the available findings indicate the pos-
sible cross-reaction with nizatidine in the absence of
cross-reactivity with cimetidine or famotidine.®222%

Thefrequencyofanaphylacticreactionsto H2-receptor
antagonists and proton pump inhibitors together has
been estimated to be up to 0.7%, with only 2 cases of ana-
phylaxis to ranitidine revealed among 8,304 first-referral
patients over a 13-year period.® Although ranitidine
appears to induce rarely immediate hypersensitivity
reactions, it seems to be the most frequent culprit of ana-
phylaxis among all H2 antihistamines, with cimetidine
and nizatidine being involved only exceptionally in such
reactions.®-3

It cannot be ruled out that anaphylactic or anaphylac-
toid reactions due to ranitidine may be underestimated
and more frequent than expected. For instance, a hyper-
sensitivity reaction to ranitidine during premedication is
likely to be erroneously attributed to other drugs either
contained in the same premedication protocol or given
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after the premedication (e.g., anesthetic or chemothera-
peutic drugs). Moreover, the concomitant administra-
tion of corticosteroids and/or H1 antihistamines which
are commonly used on such occasions could attenuate
or even partially prevent symptoms of immediate hyper-
sensitivity, thus creating difficulties in the correct identi-
fication of these adverse reactions.

The role of H2-receptor antagonists as premedica-
tion is however controversial. The prophylactic use of
H2 antihistamines in combination with anti-H1 agents
is thought to give better protection against anaphylac-
tic or anaphylactoid reactions than the administra-
tion of single drugs, although other evidences do not
support this hypothesis.**Y Moreover, some findings
seem to suggest that the presumptive protective effect
of ranitidine can be nullified, and its use may become
even dangerous in patients who develop anaphylaxis
because of the increased risk of heart block or bronchial
hyperreactivity.2%)

Conclusion

On the basis of our case report and literature data, the
use of ranitidine as prophylactic treatment against ana-
phylaxis should be revised and carefully evaluated in
clinical practice.
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