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Icotrokinra Demonstrated Superior Responses Compared With Placebo and Deucravacitinib in the

Treatment of Moderate-to-Severe Plaque Psoriasis: Results Through Week 24 of the Phase 3 ICONIC-
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Introduction & Objectives: Icotrokinra (ICO), a first-in-class targeted oral peptide, selectively binds the IL-23–
receptor and inhibits IL-23 pathway signaling. In Phase 3 studies, ICO demonstrated significantly higher skin

response rates and similar adverse event (AE) rates vs placebo (PBO) in adults and adolescents with moderate-to-

severe plaque psoriasis (PsO; ICONIC-LEAD [NCT06095115]) and in plaque PsO involving high-impact sites

(ICONIC-TOTAL [NCT06095102]).1,2 Here, the efficacy and safety of ICO vs PBO at Week (W)16 and ICO vs

deucravacitinib (Deucra) at W16 and W24 in the first ICO active-comparator trials, ICONIC-ADVANCE (ADV) 1 &

2, are reported.

Materials & Methods: In these Phase 3, randomized, double-blind, PBO- and Deucra comparator-controlled

studies, adults with moderate-to-severe plaque PsO (≥10% PsO body surface area; PASI ≥12; IGA score ≥3) were

randomized (ADV-1, 2:1:2; ADV-2, 4:1:4) to once-daily (QD) oral ICO 200mg, PBO (PBO→ICO at W16), or Deucra

6mg through W24. Co-primary endpoints were IGA score of clear/almost clear (IGA0/1) and PASI90 for ICO vs

PBO at W16. Key secondary endpoints, including ICO vs Deucra at W16/W24, were multiplicity-controlled.

Analyses were performed using nonresponder imputation.

Results: ADV-1&2 randomized 774/731 participants (pts) to ICO (N=311/322), PBO (N=156/82), or Deucra

(N=307/327). Co-primary endpoints were met: 68/70% of ICO- vs 11/9% of PBO-treated pts in ADV-1&2,



respectively, achieved IGA0/1; 55/57% vs 4/1% achieved PASI90 (all p<0.001). In both studies, ICO showed early

separation from PBO for achievement of PASI90 (ADV-1&2 at W8: ICO 20/25% vs PBO 1/0%; both adjusted

p<0.01; Fig 1) and demonstrated significantly higher rates of complete skin clearance vs PBO at W16 (ADV-1&2:

IGA0 37/37% vs 2/1%; PASI100 31/32% vs 1/1%; all adjusted p<0.001; Fig 2).

ICO was also superior to Deucra, as shown by significantly higher proportions of ICO vs Deucra-treated pts

achieving IGA0/1 (ADV-1&2: W16 68/70% vs 50/54%; W24 74/68% vs 52/55%) and PASI90 (ADV-1&2: W16

55/57% vs 30/34%; W24 66/65% vs 41/43%); all adjusted p<0.001 (Fig 1). Importantly, ICO demonstrated

significantly higher rates of completely clear skin vs Deucra at W16 (ADV-1&2: IGA0 37/37% vs 16/17%; PASI100

31/32% vs 11/14%; all adjusted p<0.001). The differential effects of ICO vs Deucra on complete skin clearance (2-

fold or greater rates at W16) were maintained through W24 (all adjusted p<0.001; Fig 2).

Proportions of pts with ≥1AE through W16 in ADV-1&2 were: ICO 46/49%, PBO 59/54%, and Deucra 56/57%. The

most common system organ class was infections and infestations (ADV-1&2: ICO 21/25%, PBO 34/26%, Deucra

28/36%; the most commonly reported AEs were nasopharyngitis and upper respiratory tract infection). In the ICO

group, AEs through W24 were consistent with W16.

Conclusion: In ICONIC-ADV 1&2, ICO showed superior skin responses vs PBO and Deucra. The AE profile of ICO

was similar to PBO. ICO AE rates were numerically lower vs Deucra, primarily due to fewer pts with infections.

Findings to date from Phase 3 ICO PsO trials suggest that this selective targeted oral peptide may provide high

rates of skin clearance and favorable safety with QD oral dosing for adults and adolescents with moderate-to-

severe plaque PsO.
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