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Objective: Assess the clinical & molecular effects of TD-1473 in subjects with moderately-to-severely active 
UC
Patient population: Moderately-to-severely active UC intolerant or refractory to conventional therapy or 
biologics 
Endoscopy and histology (Robarts Histologic Index) were centrally read
Colonic tissue biomarker protein levels (by ELISA) and transcriptomics (by RNAseq) were measured at 
baseline and at Day 28

TD-1473 Phase 1b 4-Week Exploratory Study in Patients 
with Ulcerative Colitis (UC)

QD, once daily; RB, rectal bleeding; Tx, treatment; SF, stool frequency; IBD, inflammatory bowel disease; UC, ulcerative colitis.
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Screening Randomized Tx Follow-Up

RB Score 
≥1, SF ≥1, 
& Centrally 

Read 
Endoscopic 

Score ≥2

Safety Labs and 
AEs

Day −28 to −1 Dosing Daily for 28 Days

History & Labs Sigmoid/Colonoscopy & Biopsy Sigmoidoscopy & Biopsy

TD-1473 270 mg : Placebo QD (11:3)

TD-1473 20 mg : Placebo QD (10:3)

TD-1473 80 mg : Placebo QD (10:3)

End of Study
6 Weeks

End of Treatment
4 Weeks

First Dose
Week 0

TD-1473 is an oral, once-daily, potent pan-JAK (JAK1, 2, 3, Tyk2) inhibitor designed to act selectively in 
the gut to treat IBD with minimal systemic exposure



Trends for Higher Rates of Clinical Response, Mucosal 
Healing, and Improvement in Endoscopy & Rectal 
Bleeding after 4 Weeks of Treatment with TD-1473
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tMS clinical response, ↓ total Mayo score of ≥3 points and ≥30%, with ↓ rectal bleeding subscore by ≥1 or an absolute rectal bleeding subscore of ≤1; 
mucosal healing, endoscopic subscore of ≤1; improvement: reduction by ≥ 1 point
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Reductions in Histologic Activity after 4 Weeks of 
Treatment with TD-1473
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• Higher reductions in RHI for TD-1473 20 mg and 270 mg compared to placebo 

RHI, Robarts Histopathology Index; SD, standard deviation
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Placebo (n = 9)                TD-1473 20 mg (n = 10)                TD-1473 80 mg (n = 10) TD-1473 270 mg (n = 11)

Trends for Reductions in Disease Surrogate Biomarkers 
with TD-1473 Treatment

6

CRP, C-reactive protein; LS, least-squares.

C-Reactive Protein Fecal Calprotectin

N
at

ur
al

 L
og

-T
ra

ns
fo

rm
ed

 L
S 

M
ea

n 
C

ha
ng

e 
fr

om
 B

as
el

in
e 

(m
g/

L)

N
at

ur
al

 L
og

-T
ra

ns
fo

rm
ed

 L
S 

M
ea

n 
C

ha
ng

e 
fr

om
 B

as
el

in
e 

(m
g/

kg
)

−1.5

−1.0

−0.5

0.0

0.5

1.0

Day 1 Day 14 Day 28 Day 1 Day 28

−1.2

−0.8

−0.4

0.0

0.4

0.8



Trends for Higher Reductions in Activated STAT Protein 
Levels after 4 Weeks of Treatment with TD-1473
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• Phosphorylated (p)-STAT is a downstream regulatory protein in the JAK-STAT signaling pathway
• Higher reductions in pSTAT1 and pSTAT3 levels for TD-1473 20 mg and 270 mg compared to placebo

CI, confidence interval; pSTAT, phosphorylated signal inducer and activator of transcription.

Placebo (n = 9)               TD-1473 20 mg (n = 10)             TD-1473 80 mg (n = 10) TD-1473 270 mg (n = 11)
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TD-1473 Reduces Transcript Levels of Genes 
Upregulated in Active Inflammation
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• Colonic tissue RNA profiling demonstrated trends in reductions in expression 
levels of upregulated UC disease profile genes* with TD-1473 treatments at all 
doses compared to placebo

*Gene list includes S100A12, MMP7, IDO1, SOCS1. For details, please refer to Li et al., ECCO 2019. A-1714



This translational medicine study demonstrated clinical and molecular activity, 
as evidenced by the totality of data, after 4 weeks of TD-1473 treatment:

— Trends for higher rates of relevant clinical outcomes and for higher 
reductions in disease surrogate biomarkers, relative to placebo

— Histologic and pSTAT assessments demonstrated trends for reduction at 
20 mg and 270 mg, suggesting modulation of JAK signaling

— RNA expression profiling data are consistent with local modification of 
the UC-transcriptomics signature by TD-1473

These signals of clinical and biomarker activity, which are suggestive 
of localized target engagement, led to the decision to initiate a Phase 2 
POC Study in CD and Phase 2b/3 Induction and Maintenance Studies in 
UC

Conclusions
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UC, ulcerative colitis.
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