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Key Takeaways

• Plasma, colonic, and fecal exposure
increased with dose, with no apparent
accumulation in plasma
through Week 28.

• Icotrokinra achieved substantially higher
exposure in colonic tissue than in plasma,
supporting drug delivery to the site of
inflammation and consistent with
preclinical findings¹.

• Recovery of intact icotrokinra in feces
confirms gastrointestinal stability,
overcoming a key hurdle for oral
peptides prone to GI degradation 2.

Background
Icotrokinra is a first -in-class investigational targeted 
oral peptide that selectively binds the interleukin -23
(IL -23) receptor and precisely inhibits IL -23 proximal
signaling

In ulcerative colitis, plasma pharmacokinetics may 
not fully reflect drug exposure at the site of 
inflammation within the colonic tissue.

Quantification of drug concentrations in colonic 
tissue and feces enhances understanding of target -
site exposure and gastrointestinal stability of oral 
peptide therapies.

Methods
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Plasma, Colon Tissue, and Fecal Pharmacokinetics of Icotrokinra in ANTHEM -UC: Results Through Week 28
From a Phase 2b Dose -Ranging Study in Ulcerative Colitis

ANTHEM -UC (NCT06049017): 
Randomized, double -blind, 
placebo -controlled, multicenter 
Phase 2b dose -ranging study.

Enrolled adults with moderately to 
severely active ulcerative colitis 
defined  by a Modified Mayo score 
(mMS ) of 5 –9, inclusive with a 
Mayo endoscopic subscore  (MES) 
≥2 per central review of screening 
video endoscopy .

Randomized 1:1:1:1 to icotrokinra 
100 mg, 200 mg, 400 mg, or 
placebo, each given once daily.

• Concentrations were measured using
validated (plasma) or qualified (colonic and
fecal) LC -MS/MS assays.

• Plasma samples were collected 12 to <36
hours after the last dose

• PK assessments for tissue and fecal samples
are reported irrespective of collection
window.

• PK parameters are summarised  descriptively.

• Plasma samples were collected to evaluate
PK from Week 2 through Week 28

• Colonic mucosal biopsy PK samples were
collected at Week 12 and Week 28

• Fecal PK samples were collected at Week 12

Results

Objective
To characterize the plasma, colonic mucosal, and 
fecal pharmacokinetics of icotrokinra in adults with 
moderately to severely active ulcerative colitis 
enrolled in the Phase 2b ANTHEM -UC study.

Week Matrix 100 mg 200 mg 400 mg

Wk 12 Plasma (ng/mL) 0.29 (0.19; 0.46) 0.75 (0.35; 1.58) 1.40 (0.80; 3.24)

Wk 12 Tissue (ng/g) 37 (0; 195) 190 (21; 992) 370 (41; 1480)

Wk 12 Fecal (µg/g) 311 (76; 470) 773 (450; 1140) 1600 (908; 2500)

Wk 28 Plasma (ng/mL) 0.33 (0.17; 0.59) 0.77 (0.42; 1.92) 1.58 (0.70; 2.75)

Wk 28 Tissue (ng/g) 35 (0; 350) 347 (26; 2320) 1080 (211; 4664)
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Plasma

Trough concentrations increased with dose and were 

generally consistent between Weeks 2 and 28, indicating 

early steady state with no apparent accumulation. Median 

Week 12 troughs were 0.29, 0.75 and 1.40 ng/mL in the 

100, 200 and 400 mg once -daily groups.

Colonic tissue

Tissue concentrations increased with dose and were 

consistent between Weeks 12 and 28. Exposure was 

substantially higher than plasma, with median Week 12 

values of 37, 190 and 370 ng/g across the 100, 200 and 

400 mg dose groups.

Fecal

Concentrations also increased with dose (median Week 12: 

311, 773 and 1600 µg/g). Recovery of a significant amount 

of intact icotrokinra in feces indicates stability during 

gastrointestinal transit, a recognized challenge for orally 

administered peptides.
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Icotrokinra Concentrations by Matrix

at Week 12 (log scale)
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Over Time Through Week 28
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Median (IQR) icotrokinra exposures in plasma, colonic tissue and feces at Week 12 and Week 28 

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
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