N ¢

Case Letter

Ritlecitinib rescues exacerbated vitiligo during the JAK1
inhibitor therapy: More than a coincidence?

Dear Editor,

Recently, JAK inhibitors demonstrated promising effects in
vitiligo treatment by targeting the IFN-y-CXCL10 cytokine
pathway, therefore reducing the production of CXCL10.!?
Moreover, a case-control study revealed the significant
overexpression of JAK1 and JAK3 in the skin of vitiligo
patients compared to normal control, demonstrating the
potential effect of JAK1 and JAK3 inhibitors in treating
vitiligo.* Based on the current JAK expression profile
observed in vitiligo, it seems that targeting JAK1 and JAK3
might be a potential treatment option for vitiligo. However, we
present here a patient with exacerbated vitiligo after starting
abrocitinib (a JAK1 inhibitor) for severe atopic dermatitis
(AD) and with effective improvement after switching the
therapy to ritlecitinib (a JAK3 inhibitor).

A 67-year-old male patient with severe AD presented to
our department accompanied by white patches spreading
over his back. Physical examination revealed several white
patches with irregular shapes and blurred margins distributed
across his chest and back. Additionally, pruritic erythematous
patches with scales on both the trunk and extremities were
noted: Eczema Area and Severity Index (EASI) =26.4; Peak
Pruritus Numerical Rating Scale (PP-NRS) = 9 [Figures la
and 1b]. Laboratory test results showed a significant elevation
in both immunoglobulin E (IgE) and eosinophil count.
After excluding all the contraindications of JAKI inhibitor
and obtaining complete informed consent, treatment began
with abrocitinib 100 mg daily; meanwhile, he was advised
to enhance skin care. Pruritus disappeared within 24 hours
after initiating abrocitinib (PP-NRS = 0) and lesions showed
continuous improvement over the four months. Unexpectedly,
although abrocitinib rapidly improved the symptom of AD,
the existing vitiligo lesions expanded and depigmentation
progressed, the white patches expanded rapidly and became
clinically conspicuous, especially on his face [Figure Ic
and 1d] (Total-Vitiligo Area Scoring Index [T-VASI] = 35;

Facial-Vitiligo Area Scoring Index [F-VASI] = 16) [Table 1].
On suspicion of vitiligo exacerbated by abrocitinib, we
performed a Wood lamp examination, revealing fluorescent
achromatic patches, and a biopsy on his back demonstrated
the absence of melanocytes in the basal layer of the epidermis
along with perivascular infiltration of lymphocytes in
the dermis. Besides, the Naranjo Adverse Drug Reaction
Probability Scale yielded a score of 4, indicating a possible
relationship between the vitiligo exacerbation and the use
of abrocitinib. Thus, the JAK1 inhibitor was discontinued.
Meanwhile, considering the potential effect of targeting
JAK3 in vitiligo lesions, the patient switched the therapy from
abrocitinib to ritlecitinib, a JAK3 inhibitor. At the two-month
follow-up visit, the physical examination suggested that no
new white patches appeared and there was repigmentation on
his face and trunk (T-VASI = 28; F-VASI = 5). Additionally,
no recurrence of AD lesions has occurred [Figures le and 1f]
and the patient is still under follow-up [Figure 2].

Given recent advancements in our understanding of
vitiligo pathogenesis, JAK1 inhibitors are increasingly
recognised as promising therapeutic candidates.” To our
best knowledge, our case appears to be the first report in the
literature of exacerbated vitiligo during the therapy of JAK1
inhibitor. Notably, the curative effect was observed after the
administration of JAK3 inhibitor, vitiligo stopped progressing
after treatment and gradually repigmented. This observation
suggested that diverse factors may interplay together to affect
the clinical outcome of this disease. Despite the upregulation
of JAK1 and JAK3 observed in the skin of active vitiligo
patients, the imbalanced expression of JAK may contribute to
the variation in therapeutic efficacy among patients receiving
JAK inhibitors. While the molecular drivers of exacerbated
vitiligo occurring during JAKI1 inhibitor treatment remain
unclear, further research is needed to elucidate the mechanism
of vitiligo progression in patients undergoing JAK1 inhibitor
therapy.
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Figure 1: Clinical photographs of the patient during the follow-up (a,b) before the initiation of the treatments, (c,d) after 1 month
treatment of abrocitnib, (e,f) after 2 month treatment of ritlecitinib.

Table 1: Four scores of the patient during the follow-up

cores
Time

Scores of atopic dermatitis Scores of vitiligo

PP-NRS score T-VASI score F-VASI score

2023.10.12
2023.11.12
2024.01.09

9 20 2
1 35 16
2 28 5

EASI: Eczema Area and Severity Index; PP-NRS: Eczema Area and Severity Index; T-VASI:
Total-Vitiligo Area Scoring Index; F-VASI: Facial-Vitiligo Area Scoring Index.

Atopic dermatitis improved,
maintaining stable statue
2023.9.20 2023.10.12 2023.11.12 2023.11.16 2024.01.09
Atopic dermatitis
exacerbated,
Vitiligo mainted
stable statue
Atopic dermatitis and Abrocitinib 100 mg qd Vitiligo exacerbated, Ritlecitinib Vitiligo improved
Vitiligo diagnosed Discontinuation of Abrocitnib 50 mg qd

Figure 2: The timeline of the disease course.
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