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Dear Editor,

Systemic sclerosis (SSc) is an autoimmune connective tissue disease mainly characterized by
endothelial dysfunction, aberrant immune activation, and excessive extracellular matrix deposition
affecting the skin and visceral organs.! SSc exhibits marked clinical heterogeneity, with an estimated
prevalence of 7.2-44.3 per 100,000 individuals and a strong female predominance (female-to-male
ratio 3:1-8:1).!? Based on the extent of cutaneous involvement, SSc is classified into limited and
diffuse forms.! The limited subtype typically progresses slowly and affects distal acral areas, whereas
the diffuse form is characterized by rapid, widespread proximal and truncal involvement with early
internal organ fibrosis.!-?

Pigmentary skin alterations are common in SSc and include diffuse hyperpigmentation, vitiligo-like
depigmentation, and mixed hyper- and hypopigmented areas, often producing the characteristic “salt-
and-pepper” appearance.! Although not life-threatening, the diffuse and conspicuous nature of these
pigmentary changes often causes relevant cosmetic concern. Thus, targeted dermatologic
interventions may improve psychological well-being and support adherence to treatments for
associated comorbidities.

A 36-year-old female patient presented with a two-year history of progressively spreading vitiligo-
like lesions on the trunk (Figures 1 A, B) associated with Raynaud’s phenomenon. The patient also
showed areas of hyperpigmentation with a salt-and-pepper appearance. Past medical history included
former smoking and allergies to nickel and house dust mites (Dermatophagoides spp.). Laboratory
investigations revealed positive antinuclear antibodies (ANA 1:1280, centromere pattern), positive
anti-topoisomerase 1 (Scl-70) antibodies, and reduced C3 levels. Pulmonary function tests were
within normal limits (forced vital capacity [FVC] 84%, forced expiratory volume in 1 second [FEV1]
88%). Nailfold capillaroscopy showed findings consistent with an active scleroderma pattern, with
numerous giant capillaries and microhemorrhages, with focal areas of capillary loss and
neoangiogenesis. Cutaneous biopsy of a vitiligo-like depigmented lesion confirmed scleroderma,
showing dermal fibrosis with thickened collagen bundles, adnexal atrophy, and a mild perivascular
inflammatory infiltrate. The modified Rodnan Skin Score (mRSS) was used to assess cutaneous
sclerosis and totaled 18/51, consistent with moderate involvement. To estimate depigmentation
extent, we arbitrarily adapted the total Vitiligo Area Scoring Index (T-VASI),? which was 29, while
the Dermatology Life Quality Index (DLQI) was 21. The patient started hydroxychloroquine 200 mg
daily and amlodipine. After 6 months, her general condition stabilized but cutaneous lesions
worsened, with a significant psychological impact. For the cutaneous lesions, she had previously used

topical clobetasol propionate 0.05% cream, pimecrolimus 1% cream, tacrolimus 0.1% ointment, and



systemic ciclosporin (250 mg/day) without improvement. Accordingly, upadacitinib 30 mg once
daily was initiated. Hydroxychloroquine and amlodipine were continued throughout upadacitinib
treatment at unchanged doses. After six months of treatment, a decreased incidence of newly
developed lenticular vitiligo-like macules was observed, accompanied by enhanced repigmentation.
After 12 months, new vitiligo-like areas had ceased to appear, and repigmentation was more evident,
with more homogeneous skin color and a reduction in hyperchromic areas and of the salt-and-pepper
appearance (Figures 1 C, D). The T-VASI decreased to 14 (=52%, i.e., T-VASI50), the DLQI to 6,
and the mRSS to 4. No treatment-emergent adverse events were reported, and the patient expressed
satisfaction with the therapeutic response.

To date, only one report has described the use of upadacitinib in SSc, documenting improvement of
refractory sclerotic skin involvement without pigmentary changes.* Other reports suggest that Janus
kinase (JAK) inhibitors, including tofacitinib and baricitinib, may be safe and effective in SSc with
cutaneous, vascular, musculoskeletal involvement, and SSc-associated interstitial lung disease.>”’
However, to the best of our knowledge, no previous reports have addressed vitiligo-like
depigmentation in this patient population.

In SSc, pigmentary alterations have been linked to immune-mediated melanocyte damage and
microvascular dysfunction, with cytokines such as interferon (IFN)-y and IFT-y-induced protein 10
(CXCL10) playing a role in melanocyte loss and the development of vitiligo-like and “salt-and-
pepper” depigmentation.®!® Upadacitinib is effective for non-segmental vitiligo and, by reducing
inflammatory cytokines such as IFN-y and interleukin (IL)-6, may modulate immune pathways
implicated in melanocyte destruction in vitiligo and fibroblast activation in SSc.® For this reason and
according to the specific mechanism of action, upadacitinib may be considered for vitiligo-like
depigmentation in SSc, with the aim of improving both sclerosis-related skin changes and
depigmentation, as observed in our patient.

Although the temporal association between upadacitinib initiation and clinical improvement is
suggestive, a definitive causal relationship cannot be established. Delayed effects of prior therapies
or spontaneous disease stabilization, particularly regarding pigmentary changes, cannot be excluded.
However, the patient had shown a two-year progressive course refractory to multiple treatments, with
sustained clinical improvement observed only after upadacitinib initiation. Given the patient’s young
age and the chronic nature of SSc, long-term safety monitoring is particularly relevant. During
upadacitinib treatment, regular clinical and laboratory assessments were performed, including
surveillance for infections, lipid profile alterations, and thromboembolic risk, with no adverse events
observed during follow-up.

While this is a single case, it supports further evaluation of upadacitinib as a therapeutic option under



appropriate clinical supervision. Addressing conspicuous cutaneous manifestations, particularly in

young women, as in this case, may also favor long-term adherence.
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Figure 1. A) Vitiligo-like depigmentation in the chest; B) dyschromic hyperpigmentation associated
with vitiligo-like depigmentation and perifollicular hypopigmentation; C) improvement of the
vitiligo-like depigmentation after 12 months of treatment with upadacitinib 30 mg/day; D)
improvement of the dyschromic hyperpigmentation associated with vitiligo-like depigmentation after

12 months of treatment with upadacitinib 30 mg/day.




