
Introduction
• Ozanimod, an oral sphingosine 1-phosphate (S1P) receptor modulator selectively targeting S1P1 

and S1P5, prevents lymphocyte migration from lymphoid tissues; this results in decreased levels 
of circulating lymphocyte subsets1-3

• Ozanimod is approved in the United States and European Union for the treatment of moderately 
to severely active ulcerative colitis (UC)2,3

• The pivotal phase 3 True North trial (NCT02435992) demonstrated ozanimod efficacy and 
tolerability over 52 weeks in patients with moderately to severely active UC4

• Patients with high inflammatory burden may be more challenging to treat, so disease- 
related factors (eg, disease extent, inflammation severity) and patient-related factors  
(eg, preferences, cost, comorbidities) are considered when selecting therapies for patients  
with UC5,6

Objective
• This post hoc analysis from the phase 3 True North trial assessed the impact of baseline 

endoscopic disease activity on clinical outcomes with ozanimod treatment in patients with 
moderately to severely active UC

Methods
• True North was a 52-week, randomized, double-blind, placebo-controlled phase 3 trial  

(Figure 1)

Figure 1. True North study design4
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maintenance treatment was defined as a reduction from baseline of ≥1 point or absolute score of ≤1 point in rectal bleeding score, plus a reduction of ≥2 points and 
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• This post hoc analysis from True North evaluated ozanimod efficacy at Weeks 10 and 52  
in 2 subgroups of patients based on baseline endoscopic disease activity (Mayo endoscopic  
score = 2 [moderate disease] vs Mayo endoscopic score = 3 [severe disease])

• Multiple clinical efficacy endpoints were evaluated in this analysis 

• Odds ratio (ozanimod/placebo), treatment difference, 2-sided 95% Wald CI, and P-value for 
comparison between the ozanimod and placebo groups were evaluated based on the  
Cochran-Mantel-Haenszel test

 — Induction phase: results were stratified by corticosteroid use at screening and prior  
anti–tumor necrosis factor use 

 — Maintenance phase: results were stratified by remission status at Week 10 and corticosteroid 
use at Week 10

Results
• Of the total True North population (N = 1012), a higher proportion of patients had severe disease 

(n = 609, 60.2%) than moderate disease (n = 403, 39.8%) at baseline

• Baseline demographic and disease characteristics in patients with moderate and severe disease are 
shown in Table 1

 — Disease duration was similar in both subgroups

 — Endoscopically severe disease at baseline was associated with greater proportions of prior 
medication use, endoscopically extensive disease at baseline, and higher Mayo scores at 
baseline than endoscopically moderate disease at baseline

 — Endoscopically severe disease at baseline was associated with higher C-reactive protein and 
fecal calprotectin (FCP) levels at baseline than endoscopically moderate disease at baseline

• The treatment effects of ozanimod were similar for all evaluated efficacy endpoints at  
Week 10 in patients with UC with moderate and severe disease (Figure 2)

• At Week 52, the treatment effects of continuous ozanimod were similar for most evaluated 
efficacy endpoints in patients with UC with moderate and severe disease (Figure 3)

Table 1. Baseline demographic and disease characteristics by disease activity

Characteristic

Patients with  
moderate disease

(n=403)

Patients with  
severe disease

(n=609)

Age, y, median (Q1, Q3) 40 (30.0, 53.0) 40 (31.0, 52.0)

Male, n (%) 221 (54.8) 381 (62.6)

Race, n (%)

White 375 (93.1) 523 (85.9)

Asian 11 (2.7) 54 (8.9)

Black or African American 11 (2.7) 17 (2.8)

Other 6 (1.5) 15 (2.5)

Age at diagnosis, y, median (Q1, Q3) 33.0 (25.0, 44.0) 32.0 (25.0, 44.0)

Years since diagnosis, median (Q1, Q3) 4.7 (1.7, 9.9) 5.3 (2.3, 10.5)

Extent of UC disease, n (%)

Left-sided 279 (69.2) 360 (59.1)

Extensive 124 (30.8) 249 (40.9)

Mayo score

9-point Mayo scorea (mean ± SD) 5.8 ± 1.1 7.3 ± 0.91

Total Mayo scoreb >9, n (%) 32 (7.9) 355 (58.3)

Partial Mayo scorec (mean ± SD) 5.9 ± 1.2 6.7 ± 1.2

Fecal calprotectin, mg/kg, median (Q1, Q3) 859.0 (273.7, 2031.1) 1452.9 (516.4, 3334.3)

C-reactive protein, mg/L, median (Q1, Q3) 3.0 (1.0, 7.0) 5.0 (2.0, 12.0)

Concomitant medication use, n (%)

Systemic corticosteroids 99 (24.6) 214 (35.1)

Oral aminosalicylates 359 (89.1) 512 (84.1)

Prior medication use, n (%)

Prior anti-TNFs (based on IRT) 97 (24.1) 257 (42.2)

Prior immunomodulators 134 (33.3) 299 (49.1)

Prior biologicsd 52 (12.9) 178 (29.2)

aSum of RBS, SFS, and endoscopy subscore. bSum of RBS, SFS, endoscopy subscore, and Physician’s Global Assessment subscore. cSum of RBS, SFS, and Physician’s Global 
Assessment subscore. dIncludes all biologics that are not anti-TNF biologics. 
IRT, interactive response technology; Q, quartile; RBS, rectal bleeding subscore; SD, standard deviation; SFS, stool frequency subscore; TNF, tumor necrosis factor.

• At Week 10, ozanimod was more effective than placebo for all evaluated efficacy endpoints in 
patients with UC with moderate and severe disease (Figure 4)

Figure 4. Efficacy by baseline endoscopic disease activity in the True North 
induction period (Week 10) 
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• Week 10 clinical responders to ozanimod who were rerandomized to ozanimod in the 
maintenance period achieved greater efficacy at Week 52 for all evaluated endpoints than  
those who were rerandomized to placebo in both the moderate and severe disease subgroups 
(Figure 5)

Figure 5. Efficacy by baseline endoscopic disease activity in the True North 
maintenance period (Week 52) 
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CS, corticosteroid.

• Reductions from baseline in FCP levels were significantly greater in patients receiving  
ozanimod compared with placebo in both the moderate and severe disease subgroups at  
Week 10 (Figure 6)

Figure 6. Mean percent changes from baseline in FCP levels by endoscopic disease 
activity (induction period)
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• In the moderate and severe disease subgroups, Week 10 responders who were rerandomized to 
ozanimod had significantly greater reductions from baseline in FCP levels at Week 52 compared 
with those who were rerandomized to placebo (Figure 7)

Figure 7. Mean percent changes from baseline in FCP by endoscopic disease 
activity (maintenance period)
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Conclusions
• Compared with placebo, ozanimod demonstrated significantly superior efficacy in most 

clinical outcomes in patients with moderate and severe endoscopic disease

• Regardless of baseline moderate or severe disease activity, ozanimod efficacy was 
demonstrated by the objective endpoint of significant reductions in FCP levels at Weeks 10 
and 52

• Ozanimod is efficacious regardless of baseline endoscopic disease activity
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Figure 2. Treatment effects by baseline endoscopic disease activity in the True North induction period 
(Week 10)

Figure 3. Treatment effects by baseline endoscopic disease activity in the True North maintenance period 
(Week 52) 
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