
Sir,
A sting in the tale: cross reaction hypersensitivity to
hyaluronidase

We report two cases of hyaluronidase hypersensitivity
and discuss why it should be used with caution in
patients with a known allergy to insect bites or stings.

Case report

Case 1 An 83-year-old female known to develop
large, localised reactions to insect bites underwent
uncomplicated cataract surgery to the left eye, having
had previous routine cataract surgery in the right.
Sub-Tenon anaesthesia augmented by hyaluronidase was
used in both operations. Two days following surgery
to the left eye, she presented with a presumed localised
allergic reaction characterised by grossly inflamed
eyelids, conjunctival injection, and chemosis (Figure 1a).
Inflammation settled over 4 weeks with intensive
topical corticosteroids. Final corrected acuity was 6/5.
The patient was referred for allergy testing. Skin prick
test to hyaluronidase was positive.

Case 2 A 76-year-old female with known anaphylaxis
to wasp stings underwent an emergency therapeutic
penetrating keratoplasty for recalcitrant fungal keratitis.
Hyaluronidase was used in the regional anaesthesia
block. As with case 1, hyaluronidase had been used
in previous anaesthetics. Immediately after surgery,
the patient became hypotensive and developed a
diffuse erythematous maculopapular rash. She recovered
following resuscitation with intramuscular adrenaline
and intravenous chlorpheniramine and hydrocortisone.
Intradermal skin allergen testing was positive to
hyaluronidase and wasp venom (Figure 1b).

Comment

Hyaluronidase is found in the venom and saliva of
several stinging or biting insects to facilitate the
movement of cytotoxic or neurotoxic agents through the
recipient’s tissue.1 It is often identified as the causative

allergen in patients who develop a hypersensitivity
reaction to either an insect bite or sting.1 Because of a
degree of homology in the hyaluronidase molecule
between species, there is a risk of cross allergenicity
with hyaluronidase used in regional anaesthesia and
should be used with caution in patients with a known
allergy to insect bites or stings. This should especially
be the case when a patient has had prior exposure from
previous anaesthesia and has undergone sensitisation
to the molecule.2

Although rare, hyaluronidase hypersensitivity may
lead to significant visual impairment.3 Clinicians should
be aware of this potential complication and risk of
cross-reactivity with insect bites or stings.
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Figure 1 Patient 1: initial post-operative appearances with gross conjunctival injection and chemosis but no significant intraocular
inflammation (a). Photograph of allergy testing on forearm of Patient 2 (b). A positive result to hyaluronidase for the skin prick (yellow arrow)
and intradermal tests (red arrow) is seen, compared with a negative result (black arrow) for bupivacaine. A negative result to lidocaine (L) is
seen below this. There was a positive result to wasp venom (blue arrow). A positive histamine control is also seen (white arrow).
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