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Background: Atopic dermatitis (AD) is one of the most common chronic skin conditions 

worldwide. Nearly half of patients with AD are diagnosed with moderate-to-severe disease, 

for which treatment options are currently limited. As a result, a patient’s quality of life suffers 

and a significant burden is placed on healthcare resources. AD exhibits biological and 

clinical heterogeneity, which emphasizes the need to identify novel treatments capable of 

targeting different mechanisms of disease pathogenesis, in turn providing multiple treatment 

options for patients with AD.  

 Specific targets, including sphingosine-1-phosphate (S1P) receptors and Bruton’s 

tyrosine kinase (BTK), are implicated in AD pathobiology, making these pathways attractive 

targets for AD therapies. As a novel S1P receptor modulator, BMS-986166 is a biased 

agonist of S1P receptor 1, with agonist activity for S1P receptors 4 and 5. Branebrutinib is a 

potent, highly selective, covalent, irreversible BTK inhibitor. Both compounds are currently 

being examined as once-daily oral treatments for moderate-to-severe AD.  

 

Objective: The primary objective of this study (ClinicalTrials.gov: NCT05014438) is to 

evaluate the efficacy of both BMS-986166 and branebrutinib, compared with placebo, in 

patients with moderate-to-severe AD. 

 

Methods: Patient enrollment is ongoing for this phase 2, multicenter, randomized, double-

blind, placebo-controlled, parallel 5-group study to evaluate the efficacy and safety of 3 dose 

levels of BMS-986166 and a single dose level of branebrutinib in patients with moderate-to-

severe AD after 16 weeks of treatment. Enrollment criteria include: age 18–65 years with 

chronic AD diagnosed according to the Eichenfield modification of Hanifin's and Rajka's 

criteria at screening; disease duration of ≥ 24 months since diagnosis; a history of 

inadequate control of AD by a stable regimen (≥ 4 weeks) of topical corticosteroids, 
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calcineurin inhibitors, or biologics within 6 months of randomization, or inappropriateness of 

therapy due to side effects or safety risks leading to prior discontinuation; and application of 

fixed doses of an additive-free, basic bland emollient twice daily for ≥ 7 days before baseline 

visit. Approximately 150 patients will be randomly assigned to one of 5 arms to receive 

placebo, BMS-986166 dose 1, BMS-986166 dose 2, BMS-986166 dose 3, or branebrutinib 

once daily for 16 weeks (Figure 1). The primary efficacy endpoint is mean percent change 

from baseline in Eczema Area and Severity Index (EASI) score at week 16. Secondary 

efficacy endpoints to be examined at week 16 include: proportion of patients exhibiting a 

validated Investigator Global Assessment for Atopic Dermatitis score of 0 (cleared) or 1 

(almost cleared) and a ≥ 2-point reduction from baseline; proportion of patients exhibiting a ≥ 

50% reduction from baseline in EASI score; proportion of patients exhibiting a ≥ 4-point 

improvement from baseline in pruritus numerical rating scale (NRS); mean percentage 

change from baseline in pruritus NRS; mean change from baseline in percentage of affected 

body surface area; and incidence and severity of serious AEs.  

 

 
 
 


