A SUCCESSFUL PROTOCOL FOR DAPTOMYCIN
DESENSITIZATION

To the Editor:

Daptomycin is a lipopeptide antibiotic that interferes with
the bacterial membrane of gram-positive organisms and has
important clinical indications not only for skin and soft
tissue infections but also for serious gram-positive infec-
tions, including methicillin-resistant Staphylococcus aureus
(MRSA)."? Despite the increasing use of daptomycin, to our
knowledge, there are no publications in the literature describ-
ing an effective desensitization protocol for patients with
severe allergic reactions to the drug. This letter describes a
successful protocol that was applied to a patient with sus-
pected daptomycin allergy and MRSA infection.

A 33-year-old man with a history of acute lymphoblastic
leukemia after chemotherapy, radiation, and autologous bone
marrow transplantation with known vancomycin allergy pre-
sented with fevers, chills, and lancinating right groin pain of
7 days’ duration. His initial laboratory evaluation included
a white blood cell count of 17.8 X 10°L, a erythrocyte
sedimentation rate of 86 mm/h, and blood cultures that ulti-
mately yielded MRSA. Imaging included a pelvic magnetic
resonance image that revealed a large iliopsoas abscess that
also yielded MRSA. In addition to surgical drainage, he was
prescribed broad-spectrum antibiotics, including daptomycin,
because he previously did not tolerate vancomycin because of
a diffuse urticarial eruption or linezolid secondary to leuko-
penia. He was prescribed daptomycin dosed at 350 mg/d.
However, within 30 minutes after the third administration, he
developed a progressively worsening generalized urticarial
rash that was not associated with lip or tongue swelling,
wheezing, shortness of breath, or mucosal lesions. His symp-
toms improved with diphenhydramine, but the urticaria re-
turned within 30 minutes after each subsequent dose. Given
the acute onset of urticaria after antibiotic administration, the
primary team was concerned about an IgE-mediated reaction
to daptomycin and subsequently consulted the allergy service
to attempt daptomycin desensitization. Although vancomycin
desensitization was also considered, the patient declined this
option because he believed his previous reaction to vanco-
mycin was more severe than his current symptoms attributed
to daptomycin.

The desired final dose of daptomycin was 350 mg/d intra-
venously. The patient was transferred to an intermediate care
unit, which provided one-to-one nursing care and emer-
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gency medications, including epinephrine, diphenhydramine,
and albuterol, which were available at the bedside. He did not
receive any premedications. As described in Table 1, serial

Table 1. Desensitization Protocol

Dilution No. Time, min Concentration, mg
1 0 Desired dose x 10-°
2 30 Desired dose X 10-°
3 60 Desired dose x 10~
4 90 Desired dose x 1073
5 120 Desired dose X 102
6 150 Desired dose X 10~"
7 180 Desired dose (full strength)

10-fold dilutions were administered starting with 350 mg X
1075, Each dilution was administered during 15 minutes, and
the patient was closely observed for any signs of urticaria,
angioedema, shortness of breath, or hemodynamic instability.
If no reaction occurred within 30 minutes, the next dose was
administered. The patient tolerated all dilutions and achieved
the target dose without any allergic symptoms. He was ulti-
mately discharged on a prolonged course of antibiotics, in-
cluding daptomycin.

As the proportion of MRSA continues to increase, dap-
tomycin provides an important therapeutic option in the
antistaphylococcal armamentarium for those who cannot
tolerate traditional therapies.** Additionally, no reports have
been made of cross-reactivity between daptomycin and other
classes of antibiotics. This case describes a successful proto-
col used for daptomycin desensitization.
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