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• This ongoing platform study is designed for operational efficiency and 
scientific rigor in evaluating multiple interventions.

• Study includes an open-label Part A and a randomized, placebo-controlled 
Part B (Figure 1) that begins seamlessly enrolling after enrollment of Part A 
with flexibility on cohort enrollment period given platform design.

• Shared placebo and monotherapy comparators minimize overall trial size 
and patient exposure to placebo.

• A master protocol defines common elements, including eligibility criteria and 
assessment schedules.

• Key eligibility criteria include:
- Adults (≥18 years) with a confirmed diagnosis of moderately to severely 

active UC for ≥3 months prior to enrollment
- Active disease at screening, defined by modified Mayo score 5–9, rectal 

bleeding subscore ≥1, and endoscopic subscore ≥2
- Inadequate response, loss of response, or intolerance to at least one 

conventional or approved advanced UC therapy
• Participants may be eligible for participation in a long-term extension (LTE) 

study based on protocol-defined criteria.
• Additional evaluations include pharmacokinetics, immunogenicity, and 

exploratory biomarker assessments.

• SPY001, SPY002, and SPY003 are investigational, half-life extended monoclonal antibodies to ⍺4β7, TL1A, and IL-23, respectively (Figure 2).1,2,3

• Interim Phase 1 data from each antibody suggest the potential for Q3M or Q6M maintenance dosing.1,2,3

• Preclinical data suggest additive-to-synergistic efficacy for the pairwise combinations of these mechanisms in mouse models of colitis.4,5

• The aim of this study is to assess the efficacy and safety of SPY001, SPY002, and SPY003 as single agents & in pairwise combinations (SPY120 [SPY001 & SPY002], 
SPY130 [SPY001 & SPY003], SPY230 [SPY002 & SPY003]) in UC.

Evaluate the efficacy and safety of investigational long-acting antibodies, including 3 monotherapies and 3 
advanced combination therapies, for moderately to severely active UC in adults

Background

Methods

Part Primary Endpoint Key Secondary Endpoints
A Change in RHI at W12 Clinical remission at W12

Endoscopic improvement at W12
Change in mMS at W12

B Clinical remission at W12 Endoscopic improvement at W12
Clinical response at W12
Histological improvement at W12
HEMI at W12
Clinical remission at W48

Figure 2: Mechanisms of action

Figure 3: Planned study locations
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a Countries with planned or active investigational sites participating in the SKYLINE-UC platform study. Status in some geographies is pending 
final regulatory and ethics approval. See https://clinicaltrials.gov/study/NCT07012395 for the most up-to-date information.

Clinical remission: stool frequency ≤1 and rectal bleeding = 0. Clinical response: ≥2-point and ≥30% decrease from baseline 
in modified Mayo score and ≥1-point decrease from baseline in rectal bleeding subscore or absolute rectal bleeding subscore 
≤1. Endoscopic improvement: Mayo endoscopic subscore ≤1 (excluding friability). Histological improvement: improvement in 
histologic disease activity by validated histologic scoring criteria. HEMI: concurrent endoscopic and histologic improvement. 
RHI: Robarts Histopathology Index. mMS: modified Mayo score.

Objective

For more information, scan the QR code or go to https://clinicaltrials.gov/study/NCT07012395

Table 1: Key endpoints

Part A: Open-label monotherapy evaluation (N=~100)

SPY001 (α4β7) DR1 & DR2*
SPY002 (TL1A) DR1 & DR2
SPY003 (IL-23) DR1 & DR2

SPY120 (α4β7+TL1A)
SPY130 (α4β7+IL-23)
SPY230 (TL1A+IL-23)

Placebo
W12

Seamless enrollment 
after completion
of enrollment in 

Part A

SPY001 (α4β7)
SPY002 (TL1A)

SPY003 (IL-23)

INDUCTION MAINTENANCE

Part B: Placebo-controlled factorial combination evaluation (N=~550) 
INDUCTION MAINTENANCE

Monotherapy POC

Monotherapy dose optimization
Combination POC compared to 
placebo & monotherapies

OBJECTIVES

Figure 1: Platform Study Design

SKYLINE-UC evaluates complementary mechanisms targeting key inflammatory pathways in 
ulcerative colitis. SPY001 targets α4β7 to inhibit immune cell trafficking to the gut, SPY002 targets 
TL1A to modulate T-cell activation and fibrosis-associated pathways, and SPY003 targets IL-23 to 
inhibit T-cell differentiation, proliferation, and downstream inflammatory signaling. These mechanisms 
act at distinct points in the inflammatory cascade, allowing combination strategies that target multiple 
pathways responsible for intestinal inflammation.

Conclusions
• Evaluating 6 interventions as a platform study is predicted to reduce sample 

size by 45% vs. investigating the same hypotheses in 3 separate 
combination studies.

• Part A data are anticipated to be available in 2026; Part B data are 
anticipated to be available in 2027.
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Note: * Dosing Regimen 1 and 2 (DR1 and DR2)
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