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To the editor, 72 

 73 

Upadacitinib, a selective Janus kinase 1 inhibitor, is among the most effective systemic 74 

therapies for moderate-to-severe atopic dermatitis (AD), approved at daily doses of 15mg and 75 

30mg.1 However, a subset of patients fails to achieve or maintain adequate disease control at 76 

these doses. A potentially accessible and cost-effective strategy is an off-label dose escalation 77 

to 45mg, supported by its approved induction use in Crohn’s disease and by data from 78 

inflammatory bowel disease flares.2,3 79 

We conducted a multicenter retrospective study (September 2021–January 2025), including 80 

patients with severe AD who received upadacitinib 45mg. The primary objective was to 81 

evaluate clinical response tolerability; secondary endpoints included treatment duration, 82 

dose modifications, and reasons for reduction or discontinuation. Applying a last observation 83 

carried forward approach, efficacy was assessed using the last observation obtained at 45mg. 84 

The study was approved by the QuirónSalud Ethics Committee (2025-36-DERM-HUSC), and 85 

written informed consent was obtained due to the off-label use. 86 

Twenty-one patients were included (71% male; median age 31 years; BMI 26 kg/m2; Table 1). 87 

Most (76%) had atopic comorbidities, and 10% presented with autoimmune or cardiovascular 88 

risk factors. Seventeen (81%) had previously received biologics or JAK inhibitors (median 2), 89 

including upadacitinib in 24% (n=5) and tralokinumab + upadacitinib in 5% (n=1). Eighteen 90 

(86%) started at standard doses (84%, 30mg; 16%, 15mg) and required escalation after a 91 

median of 266 days (IQR 138–682), mostly for secondary failure (77%). The remaining three 92 

(14%) started directly on 45 mg, two for disease severity and one as reintroduction after prior 93 

biologic failure. 94 

Before updosing, mean EASI was 16±7.3, BSA was 26±13.4%, and IGA was 3.3±0.6. Patients 95 

received 45mg for a median of 120 days (IQR 95–150), during which 90% (n=19) improved 96 

(Figure 1, Supplementary Figure 2). Adverse events were mild and occurred in 38% (n=8), 97 

including herpes simplex recurrence (18%), acne (18%), asymptomatic lymphopenia (6%), and 98 

hypercholesterolemia (12%), although none led to discontinuation. Overall, 67% (n=14) 99 

successfully de-escalated to 30mg while maintaining disease control, including the three 100 

patients who had started at 45mg. Of the remaining seven, four showed good response but 101 
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could not taper due to disease severity, two did not achieve adequate control, and one had 102 

only 16 weeks of follow-up with ongoing response. 103 

The 45mg upadacitinib dose escalation provided marked improvement in most patients with 104 

refractory AD. The strategy was generally limited to a few months, suggesting a favorable 105 

tolerability profile, although long-term data are lacking. The incidence of adverse events was 106 

consistent with that reported for standard dosing. Notably, in the pivotal Crohn’s disease 107 

phase III trial, 45mg induction dosing did not result in higher adverse event rates than 30mg.3 108 

Our findings highlight two clinical contexts in which this approach proved beneficial. First, 109 

30% of patients previously treated with upadacitinib improved upon reintroduction at the 110 

higher dose, possibly reflecting JAK-inhibitor resensitization,4 and second, one patient on 111 

combination therapy achieved disease control after discontinuing the biologic and increasing 112 

the JAK-inhibitor dose.5 113 

In conclusion, short-term 45mg upadacitinib dosing appears to provide clinical benefit with 114 

good tolerability for patients with refractory AD, including those with suboptimal response to 115 

standard upadacitinib dosage. Although limited by a small sample size, retrospective design, 116 

heterogeneous prior treatments, and short follow-up, these findings suggest that temporary 117 

upadacitinib dose escalation represents a practical rescue strategy for difficult-to-treat AD 118 

cases, warranting further investigation. 119 
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Figure legends. 183 

Figure 1. Mean EASI (black) and BSA (dark grey) evolution following upadacitinib 45mg 184 

intensification. 185 

 186 

Supplementary Figure 2. Mean NRS-pruritus and DLQI evolution following upadacitinib 45mg 187 

intensification. 188 
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Table 1. Overall clinical, demographic, and therapeutic characteristics. 224 

 225 

Variable Total (n=21) 

Age (years, Q1 Q3) 33 (26, 38) 

Patient sex, n (%) 

Male 

Female 

 

15 (71%) 

6 (29%) 

BMI (kg/m², Q1 Q3) 26 (23.4, 29) 

Atopic comorbidities n (%) 

Food allergy 

Asthma 

Rhinitis 

Eosinophilic esophagitis  

16 (76%) 

8 (38%) 

14 (66%) 

10 (47%) 

1 (5%) 

Autoimmune comorbidities n (%) 

Crohn’s disease 

Areata Alopecia 

2 (10%) 

1 (50%) 

1 (50%) 

History of neoplasia (last 5 years) n (%) 

Basal cell carcinoma 

Conjunctival squamous metaplasia with low-grade dysplasia 

2 (10%) 

1 (50%) 

1 (50%) 

Predominant clinical subtype of AD n (%) 

Generalized 

Flexural 

 

11 (53%) 

10 (47%) 

Involvement of special areas n (%) 

At least one  

Hands 

Face and/or neck 

Genitalia 

 

21 (100%) 

16 (76%) 

21 (100%) 

9 (43%) 

Patients previously treated with biologics/JAKi n (%) 

Number of treatments (median, Q1 Q3) 

Prior upadacitinib exposure with switched therapy n (%) 

Prior combination therapy JAKi + biologic n (%) 

Prior combination therapy JAKi/biologic + systemic therapy n (%) 

17 (81%) 

2 (1–3) 

5 (24) 

1 (5) 

5 (24) 

Previous systemic treatments, n (%) 

Dupilumab n (%) 

Tralokinumab n (%) 

Lebrikizumab n (%) 

Nemolizumab n (%) 

Upadacitinib n (%) 

Baricitinib n (%) 

Abrocitinib n (%) 

Methotrexate n (%) 

Cyclosporine n (%) 

Phototherapy n (%) 

21 

15 (71%) 

7 (33%) 

4 (19%) 

0 (0%) 

5 (24%) 

4 (19%) 

6 (30%) 

5 (24%) 

20 (95%) 

10 (47%) 
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