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To the Editor:

A 64-year-old woman presented to the dermatology
clinic with a one-week history of a worsening
bilateral lower extremity rash. Medical history was
significant for metastatic cystosarcoma phyllodes
tumor of the right breast that recurred and
progressed despite surgical intervention,
chemotherapy with doxorubicin and dacarbazine,
and radiotherapy. Surgical resection of tumor was
not advised due to metastatic progression. The
tumor was characterized as CDKN2A+ and treatment
was initiated with cycled palbociclib 125mg daily for
three weeks on, one week off. After two weeks of
treatment with palbociclib, a cutaneous eruption
started on the lower legs and progressed to involve
the bilateral thighs. The rash was asymptomatic with
no associated fever, chills, nausea, vomiting, joint
pain, cough, and hematuria. The patient
discontinued palbociclib after the onset of the
eruption and denied using any medications to treat
the lesions.

Physical examination revealed several scattered
pink-to-erythematous-to-violaceous palpable
purpuric papules and plaques extending from the
bilateral lower legs to the upper thighs. No lesions
were present superior to the waistline. Mucosal
membranes were spared.

The clinical history and morphology of the eruption
suggests a differential diagnosis of drug-induced
vasculitis. Further investigations included two 4mm
punch biopsies of lesional skin, one for hematoxylin
and eosin (H&E) and one for direct

immunofluorescence. Histologic examination of H&E
specimen revealed leukocytoclastic vasculitis. Direct
immunofluorescene of the specimen was positive
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Figure 1. A). Biopsy of lesional skin reveals small vessels with
plump endothelial cells, fibrinoid necrosis and associated
neutrophilic infiltrate with nuclear debris and extravasated red
blood cells. H&E, 40x. B). Direct immunofluorescence reveals IgA
deposits within walls of small vessels in the dermis can be seen,
40x.
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with strong perivascular staining for fibrinogen and
IgA within the superficial dermal blood vessels, also
consistent with vasculitis (Figure 1). Staining for C1q,
(3, IgM, and IgG were negative.

At two-week follow-up, palpable purpura self-
resolved and no new lesions appeared in the interim
period. Fecal occult and urine analysis were negative
for blood in the stool and microscopic hematuria,
respectively. Given the temporal relationship
between the onset of leukocytoclastic vasculitis
following palbociclib coupled with rash resolution
with discontinuation, the patient was diagnosed
with palbociclib-induced IgA vasculitis.

Chawla et al. [1] note that the rate of adverse effects
is greatest when palbociclib is combined with
fulvestrant and overall incidence may be
understated due to self-resolving pathology. The
pathologic mechanism behind this association has
not been elucidated. CDK4/6 inhibitors may act as
haptens themselves or generate an abnormal
immune response by interfering with cell cycle
progression, resulting in apoptosis of tumor cells or
other rapidly replicating cells [2]. Additionally,
certain human leukocyte antigen (HLA) genes,
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particularly HLA-B*41:02, have been identified as
susceptibility markers for the development of IgA
vasculitis. Since HLA genes code for molecules that
present antigens to T cells, resulting in T cell
activation, these processes may be involved in
autoimmune disease pathogenesis [3]. In support of
this theory, short-term pharmacologic use of CDK4/6
inhibitors has been shown to favor T cell proliferation
and T cell recruitment [4]. Thus, the role of genetics
and T cell activation in promoting IgA vasculitis may
require further investigation.

With increasing reports of cutaneous toxicities with
targeted therapies such as palbociclib, clinicians
must maintain a high index of suspicion and obtain
histopathology to establish a diagnosis. Herein, we
highlight a unique example of IgA vasculitis
associated with palbociclib and suggest that the
pathologic mechanism may involve a complex
interplay between T cell activation and the
histocompatibility complex factors.
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