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Challenging Cases
3 

4 6 Hypopigmented Lesions in a Patient With 7 

Metastatic Breast Cancer8 

Clinical history9 

Q2 A 50-year-old woman with no relevant dermatologic history was 10 

diagnosed with a retroareolar right breast infiltrating ductal carcinoma, 11 

stage T2N3M1, grade II, hormone-receptor positive (HR+), human 12 

epidermal growth factor receptor 2 negative (HER2−), with a Ki-67 13 

proliferation index of 40%. Staging studies showed multiple hepatic 14 

metastases and a bone metastasis in the right lateral 8th rib. The Oncol­15 

ogy Department initiated treatment with leuprorelin, letrozole, and 16 

ribociclib. The patient exhibited a good response and adequate treat­17 

ment tolerance. However, 14 months after treatment initiation, she 18 

developed hypopigmented lesions on the face and neck, for which she 19 

was referred to Dermatology for evaluation.20 

Physical examination21 

Examination revealed acral macules with well-defined borders 22 

located on the posterior neck, as well as periocular, frontal, and preau­23 

ricular regions of the face (Figs. 1 and 2). The lesions became more 24 

evident under Wood’s lamp examination (Fig. 3).25 

Additional tests26 

A blood test, including thyroid function profile and antithyroid anti­27 

bodies, showed no abnormalities.28 

Fig. 1. 

Fig. 2. 

Fig. 3. 

What is your diagnosis?
29

https://doi.org/10.1016/j.ad.2025.104534

0001-7310/© 2025 AEDV. Published by Elsevier España, S.L.U. This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-
nc-nd/4.0/).

Please cite this article as: J.F. Orts PacoQ1 , J.P. Serrano Serra and B. Rebollo Caballero, Hypopigmented Lesions in a Patient With Metastatic Breast 
Cancer, ACTAS Dermo-Sifiliográficas, https://doi.org/10.1016/j.ad.2025.104534

https://doi.org/10.1016/j.ad.2025.104534
https://www.sciencedirect.com/journal/actas-dermo-sifiliograficas
https://www.actasdermo.org
https://doi.org/10.1016/j.ad.2025.104534
http://creativecommons.org/licenses/by-nc-nd/4.0/
https://doi.org/10.1016/j.ad.2025.104534


AD 104534 

J.F. Orts PacoQ1 , J.P. Serrano Serra and B. Rebollo Caballero Actas Dermo-Sifiliográficas xxx (xxxx) 104534

Diagnosis30 

Ribociclib-induced vitiligo.31 

Disease progression and treatment32 

Since stable oncologic response achieved, ribociclib was continued. 33 

Topical tacrolimus ointment and controlled sun exposure were initiated, 34 

with partial improvement.35 

Commentary36 

Vitiligo is a multifactorial acquired autoimmune disease character­37 

ized by circumscribed depigmented macules and patches due to selective 38 

melanocyte destruction.1−3 Its etiology is unknown, and in some cases 39 

it has been associated with different drugs, especially tumor necrosis 40 

factor inhibitors (anti-TNF), immune checkpoint inhibitors (PD-1 and 41 

CTLA-4 inhibitors), and more recently, cyclin-dependent kinase (CDK) 42 

inhibitors.4 CDKs are a large family of kinases essential for cell-cycle 43 

regulation. CDK4/6 inhibitors selectively block CDK4 and CDK6, pre­44 

venting CDK4/6-mediated phosphorylation of the retinoblastoma (Rb) 45 

protein. As a result, the cell cycle is arrested between the G1 and 46 

S phases, halting cell division.1−3 The 3 CDK4/6 inhibitors approved 47 

by the European Medicines Agency (EMA) and the U.S. Food and 48 

Drug Administration (FDA) are ribociclib, palbociclib, and abemaciclib. 49 

Along with hormone therapy, these agents constitute first-line treat­50 

ment for HR+/HER2− locally advanced or metastatic breast cancer – 51 

the most common subtype of breast cancer.1−3,5,6 The most frequent 52 

adverse effects include hematologic abnormalities (neutropenia and 53 

leukopenia), GI symptoms (nausea, vomiting, diarrhea), and fatigue. 54 

Cutaneous adverse effects account for approximately 15% of cases, 55 

the most common being alopecia, pruritus, and morbilliform erup­56 

tions.1−3,5,6 Most are mild, but severe reactions such as toxic epidermal 57 

necrolysis, Stevens–Johnson syndrome, and acute generalized exanthe­58 

matous pustulosis have been described. Other less frequent but more 59 

specific dermatologic adverse events include vitiligo and cutaneous 60 

lupus erythematosus.2 Recently, cases of vitiligo have been reported pri­61 

marily in association with ribociclib therapy. The mean time to onset is 62 

approximately 9 months.2 Exacerbations in patients with pre-existing 

vitiligo have also been described. Lesions may appear in localized 63

areas – particularly photo-exposed sites – or may be generalized. Most 64

patients show involvement of >25% of the body surface area. Regard­ 65

ing etiopathogenesis, it has been hypothesized that apoptosis induced by 66

CDK4/6 pathway inhibition may lead to widespread melanocyte apopto­ 67

sis.1−3,5,6 The prognostic significance of vitiligo in these patients remains 68

unclear and is generally not associated with an improved oncologic 69

response. Even after treatment discontinuation, lesions may persist. 70

Management is challenging and may include topical corticosteroids, 71

topical tacrolimus, narrow-band UVB phototherapy, or oral corticos­ 72

teroids.1−3,5,6 73
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