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Here we describe a patient with a known history of alpha-gal syndrome (AGS) who underwent a
hemorrhoidectomy procedure. The surgical team initially planned to administer Exparel® (liposomal
bupivacaine)! for postoperative pain management. However, due to the patient’s alpha-gal allergy, and
after discussion with both the anesthesiologist and the pharmacist, reconsideration of the analgesic
plan was undertaken, leading to the decision to forego the use of Exparel®. The safety profile of
Exparel® administration in this population has not been reported, so the authors sought to assess other
institutions’ experience via a brief survey of the Regional Anesthesiology Fellowship Directors
Association (RAFDA).

CASE REPORT

The patient was a 36-year-old female with a past medical history of Crohn’s disease with IBS features
on chronic immunosuppression, hemorrhoids, anxiety and known alpha-gal allergy. She presented to
the UVA Emergency Department and surgical hemorrhoidectomy was planned that same day. The
surgical team intended to use Exparel® for pain management as per their protocol for these
procedures. The anesthesia team was consulted on the safety of its administration in this patient given
her history of alpha-gal syndrome. It was unclear if administration of Exparel® was contraindicated
given the pathology and it was noted that there is very limited literature or information on its use in
this patient population. The pharmacist was consulted and also unsure of the safety of Exparel® in
these patients. The manufacturer of Exparel®, Pacira Biosciences Inc, was contacted by the pharmacist
and they noted that of the four lipids in the medication, three are synthetic and one is derived from
sheep wool ? (Figure 2). They have performed no studies on the effects of Exparel® in patients with
AGS, and, as such, they make no official recommendation. After careful consideration, the decision was
made to omit Exparel® from the patient’s analgesic plan.

METHODS

A brief Qualtrics3 survey (Figure 3) was sent to the members of RAFDA to assess the prevalence of AGS,
the use of Exparel, the use of Exparel in patients with AGS, and whether any complications were noted.

RESULTS AND DISCUSSION

There have been several case reports and scientific inquiries into the effects of mammalian-derived
medications and implants when used in patients with AGS, showing the potentially severe adverse
effects that can occur when patients are exposed to the allergen. Kuravi et al reported an
immunohistochemical assay study examining alpha-gal serum mixed with commonly used medications
and medical devices, showing strong reactivity to all the commercially available products tested.*
Harkins et al conducted a retrospective study of 8189 patients at a single institution examining patients
with AGS who received heparin as a part of cardiac surgery. They conclude that there is a 50% risk of
severe allergic reaction to heparin in patients with AGS.> Harkins, in a separate publication, reports two
patients with AGS who received porcine and bovine aortic valves that failed prematurely and required
redo operations with mechanical valves.®

The authors were unable to find any such reports or investigations into the effects of liposomal
bupivacaine in patients with AGS. A survey was created to assess if there existed any anecdotal
evidence of its use in this population. There were fifteen respondents to the survey. Forty seven
percent (7 out of 15) of respondents reported managing patients with AGS. Thirty-three percent (5
out of 15) reported utilizing Exparel for patient care. Two respondents reported administering
Exparel® to at least one patient with AGS and no complications were reported.

The patient reported here underwent hemorrhoidectomy under general anesthesia and had an
uneventful postoperative course with a multimodal analgesic regimen. The safety of Exparel® in this
patient population remains uncertain and further research is needed to establish definitive guidelines.
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ndrome (AGS) is a tick bite—associated allergic
condition characterized by a potentially life-threatenin
hypersensitivity to galactose-alpha-1,3-galactose (alpha-gal), an
oligosaccharide found in most non-primate mammalian meat and
products derived from these mammals.

Alpha-Gal Syndrome

e Exparel®, according to the manufacturer, contains cholesterol

purified from sheep.
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* To date, there have been no studies examining Exparel in patients
with AGS and no official recommendation from the manufacturer,
but we opted NOT to administer Exparel® to our patient with a

al syndrome because other drugs with known
mammalian isolates have been reported to cause severe allergic
reactions.

Figure 1. Alpha-gal Syndrome Pathophysiology Summary Figure 2. Exparel® contains cholesterol purified

from sheep wool

Exparel Use in Alpha-gal Syndrome Survey (n=15 responses

YES
46.6%
(7 of 15)

NO
53.3%
(8 of 15)

To your knowledge, has your program managed patients with Alpha-gal
Syndrome?

YES
33.3%
(5 of 15)

NO
66.6%
(10 of 15)

Does your program administer Exparel® to your patient population?

YES
13.3%
(2 of 15)

NO
86.6%
(13 of 15)

To your knowledge, has your program administered Exparel® to a patient with
Alpha-gal Syndrome?

* A multicenter survey of the Regional Anesthesiology Fellowship
Directors Association assessed other institutions’ use of Exparel®
in patients with AGS: two institutions reported use of Exparel® in
AGS patients and reported no complications.

YES
0%
(0 of 2)

NO
100%
(2 of 2)

If so, were there any complications?

Please explain what type of complications. No responses

Optional: In what Medical Center do you work? Free text response

Figure 3. Survey to Assess Exparel® use in patients with alpha-gal syndrome
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