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CLINICAL VIGNETTE

Ribociclib-induced Vitiligo in a Patient with Metastatic Breast Cancer

Anabella Pascucci, MD and Geena Conde

Case

A 61-year-old woman with metastatic breast cancer presented
to Dermatology with two-months of rash on the chest, arms, and
legs. The rash started after four months of treatment with
ribociclib. Associated symptoms include intermittent redness,
itching, burning, and skin tightness.

Her medical history was notable for both left-sided ductal
carcinoma in situ and right-sided breast cancer
(HR+/PR+/HERZ2-) treated with bilateral mastectomy, anastro-
zole, and exemestane. Nearly two years after diagnosis imaging
detected metastatic disease to the liver and bones. She started
fulvestrant and ribociclib therapy. The patient had no personal
or family history of autoimmune disease.

Physical exam was notable for well-demarcated erythema and
scaling affecting the mid-chest, arms, and lower legs (Figure
1). Skin punch biopsy of the left upper arm found lichenoid/
interface dermatitis with papillary dermal pigment incontinence
and associated histiocytes. The clinical and histologic findings
supported the diagnosis of a drug-related eruption, likely
secondary to ribociclib. She was started on clobetasol 0.05%
ointment and daily antihistamine treatment.

At her one-month follow-up visit, the patient’s initial lichenoid
drug reaction rash had resolved. However, dermatological
examination revealed several well-demarcated, hypopigmented
macules and patches on the hands as well as bilateral upper and
lower extremities, which progressed to fully depigmented
macules and patches (Figure 2A and 2B). These were con-
firmed on Wood’s light examination.

The examination was consistent with vitiligo-like lesions. The
patient was initially started on phototherapy NB-UVB three
times per week and clobetasol 0.05% ointment. After two
months of treatment, the patient still had depigmentation.
Phototherapy was continued, and her topical regimen was
adjusted to clobetasol ointment on weekends only with week-
day triamcinolone 0.1% ointment. At return examination two
months later, she reported slight improvement of extremity
pigmentation, with new vitiligo-like forehead lesions. Hydro-
cortisone 2.5% ointment was prescribed for new forehead
lesions. She reported only slow improvement and was sub-
sequently tapered off all topical steroids and phototherapy and
started topical ruxolitinib 1.5% cream with continued improve-
ment and faster re-pigmentation. The patient discontinued

ribociclib recently after significant improvement due to worsen-
ing gastrointestinal side effects.

Discussion

The use of CDK 4/6 cyclin inhibitors in combination with
hormonal therapy—in this case, ribociclib and fulvestrant—is a
standard treatment option for women with hormone receptor-
positive, human epidermal growth factor receptor 2-negative
(HR+/HER2-) advanced or metastatic breast cancer. The
MONALEESA-7 clinical trial assessed the clinical efficacy of
ribociclib plus endocrine therapy. The most common adverse
events reported were neutropenia, leukopenia, fatigue, nausea,
alopecia, diarrhea, and headache.! There was no report of
vitiligo-like lesions as an adverse event. However, an in-
creasing number of case reports have reported vitiligo-like
adverse events.?” Similarly, another CDK 4/6 cyclin inhibitor,
palbociclib, has also been associated with vitiligo-like lesions
in case reports.>811

Some studies have evaluated cutaneous adverse events associ-
ated with CDK 4/6 cyclin inhibitors. A recent single-center
retrospective study of 12 patients reported five of the 12
patients (41.7%) experienced a rosaceiform face rash, four
reported an eczematous rash, and three reported vitiligo.
However, more severe cutaneous adverse events have been
reported, including Stevens-Johnson syndrome, toxic epider-
mal necrolysis, radiation recall dermatitis, histiocytoid sweet
syndrome, bullous skin rash, and ashy dermatosis.*?

The exact pathophysiological mechanism leading to vitiligo-
like lesions in the context of ribociclib therapy remains unclear.
Reported theories include immune-mediated destruction of
melanocytes induced by UV radiation* and disruption in the
retinoblastoma ubiquitination process of keratinocytes leading
to neighboring melanocyte dysfunction.® Interestingly,
vitiligo-like lesions have been associated with favorable
outcomes with melanoma.® This case report also contributes to
the current body of data that these lesions tend to occur on sun-
exposed areas of the body.241%:15

Management of vitiligo-like lesions poses a clinical challenge,
as discontinuation of an effective cancer therapy like ribociclib
for dermatologic side effects must be carefully weighed against
the benefits of ongoing treatment for metastatic breast cancer.
In this case, various treatment modalities were tried, including



antihistamines, topical steroids, and phototherapy, with ruxo-
litinib ultimately demonstrating good clinical improvement.
One study has presented ruxolitinib cream as a potential
treatment for vitiligo-like lesions induced by CDK 4/6 cyclin
inhibitors, and this case supports its use.'

In conclusion, this case demonstrates the importance of
vigilance for cutaneous adverse events in patients undergoing
targeted CDK 4/6 cyclin inhibitor cancer therapies such as
ribociclib. While rare, the development of vitiligo-like lesions
supports the need for close interdisciplinary collaboration and
individualized treatment approaches to optimize therapeutic
outcomes.

Figures

Figure 2A. Multiple well-demarcated hypopigmented
macules and patches on the left upper extremity.

"

Figu'r'e.i. Well-demarcated erythematous and photo-distributed
rash on the left upper extremity.

Figure 2B. Progressign to fully depigmented macules
and patches on the left upper extremity.
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