
Background

Objective

Icotrokinra (ICO) is the first and only 
targeted oral peptide that precisely blocks 
the interleukin-23 (IL-23) receptor and 
inhibits IL-23 pathway signaling1

In pivotal Phase 3 studies, ICO provided 
significant skin clearance with a favorable 
safety profile in patients with moderate-
to-severe psoriasis (PsO; ICONIC-LEAD, 
ICONIC-ADVANCE 1&2) and PsO affecting 
high-impact sites (ICONIC-TOTAL)2-4

Because obesity is a common comorbidity 
with PsO and GLP-1–based medication use 
is increasing, concomitant use of GLP-1 
medications with ICO may occur in  
clinical practice
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Key Takeaways
In these pooled post-hoc analyses, ICO 
efficacy, safety, and PK were generally 
consistent regardless of GLP-1 medication use

Despite the potential for GLP-1 medication to 
cause gastrointestinal intolerance and to alter 
oral absorption, there was no apparent impact 
of GLP-1 medication use on the PK or efficacy 
of icotrokinra

Interpretation is limited by small sample sizes 
that limited ability for statistical testing, 
heterogeneity in onset and duration of GLP-1 
exposure, and lack of GLP-1 medication  
dosing details

Effects of Glucagon-Like Peptide-1 (GLP-1)–Based Medications on Icotrokinra Efficacy, 
Safety, and Pharmacokinetics: Pooled Results Across ICONIC Phase 3 Studies

Baseline characteristics of participants exposed to GLP-1 medications

GLP-1 Exposed Participantsa Overall Populationb

(N=31) (N=2187)

Demographics

Age, yrs 55.7 45.1

Male 50% 67%

Race, White 87% 76%

BMI, kg/m2 41.6 29.5

Disease Characteristics ICO (N=20) PBO (N=11) (N=2187)

PsO duration, yrs 20.4 17.4 17.3

% of BSA with PsO 21.1 24.7 23.3

IGA score

Moderate (3) 85% 82% 78%

Severe (4) 15% 18% 22%

PASI (0-72) 17.1 18.7 19.9

	● 31 participants were exposed to GLP-1 medications before W12
	— Most (n=24) initiated a GLP-1 medication prior to W0 (range: 10–1,589 days prior)

	— 7 participants initiated a GLP-1 medication from W1 to W12 (range: 1–75 days)

	● Geographical distribution: Argentina (n=2), Australia (n=3), Canada (n=7), Germany (n=2), Poland (n=3), Spain (n=1), and USA (n=13)

	● Baseline characteristics were generally similar between those exposed to GLP-1 medications and the overall population, except participants exposed to 
GLP-1 medications had higher mean BMI 

Efficacy analysis set (pooled data from ICONIC-ADVANCE 1, ICONIC-ADVANCE 2, and ICONIC-LEAD; ICONIC-TOTAL was excluded due to different enrollment criteria/endpoints). Data shown are means unless otherwise noted. aIncluded participants who received a first GLP-1 medication 
dose prior to W12. bICO and PBO groups combined.  
BMI=body mass index.

ICO demonstrated numerically higher IGA 0/1 response rates versus PBO at W16 regardless of exposure 
to GLP-1 medications
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Pooled data from ICONIC-ADVANCE 1, ICONIC-ADVANCE 2, and ICONIC-LEAD (ICONIC-TOTAL was excluded due to different enrollment criteria/endpoints). IGA 0/1 response defined as an IGA score of 0/1 and ≥2-grade improvement from baseline.

ICO demonstrated numerically higher PASI 90 response rates versus PBO at W16 regardless of exposure 
to GLP-1 medications

PASI 90 Response at W16
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Pooled data from ICONIC-ADVANCE 1, ICONIC-ADVANCE 2, and ICONIC-LEAD (ICONIC-TOTAL was excluded due to different enrollment criteria/endpoints).

Among participants exposed to GLP-1 medications, the ICO AE profile was similar to PBO through W16

Pooled safety through W16,a n (%) ICO (N=30) PBO (N=13)

In the overall 
pooled 

population, AEs 
were reported in 
49% (636/1296) 
of participants 

in the ICO 
group and 52% 

(295/568) in the 
PBO group

Mean follow-up, weeks 15.9 15.5
Any AE 16 (53%) 9 (69%)
Most common AEs (≥5% in either group)    

Diarrhea 2 (7%) 1 (8%)
Glucose tolerance impaired 2 (7%) 0
Nasopharyngitis 2 (7%) 0
Psoriatic arthropathy 1 (3%) 1 (8%)
Viral gastroenteritis 1 (3%) 1 (8%)
Bronchitis 0 1 (8%)
Bronchitis chronic 0 1 (8%)
COVID-19 0 1 (8%)
Dysgeusia 0 1 (8%)
Gastroesophageal reflux disease 0 1 (8%)
Headache 0 1 (8%)
Prostatitis 0 1 (8%)
Pruritus genital 0 1 (8%)
Pulmonary mass 0 1 (8%)

Pooled data from all 4 of the ICONIC studies. Participants were counted only once for any given event, regardless of the number of times they experienced the event. AEs are coded using MedDRA version 27.0. Proportions were calculated using the crude pooling method. aIncluded all 
randomized and treated participants who received a first GLP-1 medication dose prior to W12.  
AE=adverse event.

ICO exposures were similar in participants with and without GLP-1 medication use
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Pooled data from all 4 of the ICONIC studies. ICO PK parameters were assessed for all participants exposed to ICO, including those who switched from PBO to ICO at W16 (all studies) and from deucravacitinib to ICO at W24 (ICONIC-ADVANCE 1&2). AUCss refers to the post hoc 
population PK predicated steady state AUC. “Yes” category includes participants who reported using GLP-1 medication during the study; “No” includes participants who did not report using GLP-1 medication during study.

Post-hoc subgroup analyses of the ICONIC phase 3 clinical studies Outcomes & Analyses

Results

Scan the QR code. 
The QR code is intended to provide scientific 
information for individual reference, and 
the information should not be altered or 
reproduced in any way.

Participants were randomized to ICO or PBO from  
W0-W16 in all phase 3 studiesb

Current Analysis
E�cacy and safety were evaluated using pooled 

data from participants with versus without 
exposure to GLP-1 medicationsc through W16 

Week 0 164 8 12

PBO-Controlled Period
W0-W16

2

ICO 200 mg QD

PBO 

R

aAdolescents, n=66. bICONIC-ADVANCE 1&2 also included an active comparator (deucravacitinib) control arm. cDefined as taking GLP-1–based medications prior to study day 84 (W12; 4 weeks prior to the W16 primary endpoint).  
BSA=body surface area, IGA=Investigator’s Global Assessment, PASI=Psoriasis Area and Severity Index, QD=once daily, R=randomization, W=week.

Efficacy analyses used pooled data  
from 3 studies (ICONIC-TOTAL was  
excluded due to different enrollment 
criteria/endpoints)

	● IGA 0/1 with ≥2-grade improvement from 
baseline at W16

	● PASI 90 response at W16

Safety was evaluated across all 4 studies 
through W16

PK assessments included all participants 
exposed to ICO, including those who 
switched from PBO to ICO at W16  
(all studies) and from deucravacitinib to 
ICO at W24 (ICONIC-ADVANCE 1&2)

	● ICO exposure (AUCss)

AUCss=steady state area under the concentration-time curve.

Moderate-to-severe plaque PsO

ICONIC-LEAD2 
(N=684)a 

2:1 (ICO:PBO)
ICONIC-ADVANCE 13 

(N=467) 
2:1 (ICO:PBO)

ICONIC-ADVANCE 23 
(N=404) 

4:1 (ICO:PBO)

Key inclusion criteria
	● ≥12 yrs ICONIC-LEAD 
	● ≥18 yrs ICONIC-ADVANCE 1&2
	● Plaque PsO ≥26 weeks
	● BSA ≥10%, PASI ≥12, IGA ≥3
	● Candidate for phototherapy or systemic treatment for plaque PsO

Co-primary endpoints
	● IGA score of 0/1 and ≥2-grade improvement from baseline (IGA 0/1) versus PBO at W16
	● ≥90% reduction in PASI from baseline (PASI 90) versus PBO at W16

Moderate-to-severe PsO affecting high-impact sites 

ICONIC-TOTAL4 
(N=311) 

2:1 (ICO: PBO)

Key inclusion criteria
	● ≥12 yrs
	● Plaque PsO ≥26 weeks
	● BSA ≥1%, IGA ≥2, ≥ moderate PsO involving scalp, genitals, and/or hands/feet
	● Candidate for phototherapy or systemic treatment for plaque PsO

Primary endpoints
	● IGA 0/1 versus PBO at W16
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