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This presentation contains forward-looking statements that involve substantial risks and uncertainties. All statements, other than statements of historical facts, 

contained in this presentation, including statements about our expectations regarding the potential benefits, activity, effectiveness, and safety of our product candidates, 

our expectations with regard to the design and results of our research and development programs, preclinical studies, and clinical trials, including the timing and 

availability of data from such studies and trials, our preclinical, clinical, and regulatory development plans for our product candidates, including the timing or likelihood of 

regulatory filings and approvals for our product candidates, our cash position and anticipated cash runway, and our ability access additional capital to advance our 

clinical programs, our expectations with regard to our ability to license, acquire, discover, and develop additional products candidates and advance such product 

candidates into, and successfully complete, preclinical studies and clinical trials, the potential market size and size of the potential patient populations for our product 

candidates and any future product candidates, our ability to maintain existing, and establish new, strategic collaborations, licensing, or other arrangements, the scope of 

protection we are able to establish and maintain for intellectual property rights covering our initial product candidates and any future product candidates, our business 

strategy, and our future results of operations and financial position, and our anticipated cash runway are forward-looking statements. The words “anticipate,” “believe,” 

“estimate,” “expect,” “intend,” “may,” “might,” “plan,” “predict,” “project,” “target,” “potential,” “will,” “would,” “could,” “should,” “continue,” and similar expressions are 

intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words. These forward-looking statements are 

subject to a number of risks, uncertainties and assumptions. Risks regarding our business are described in detail in our Securities and Exchange Commission filings, 

including in our Annual Report on Form 10-K for the year ended December 31, 2025, and our other filings with the SEC, which are available on the SEC’s website at 

www.sec.gov. We may not actually achieve the plans, intentions or expectations disclosed in our forward-looking statements, and you should not place undue reliance 

on our forward-looking statements. Actual results or events could differ materially from the plans, intentions and expectations disclosed in the forward-looking 

statements we make. The forward-looking statements contained in this presentation reflect our current views with respect to future events, and we assume no 

obligation to update any forward-looking statements except as required by applicable law. 

This presentation also contains estimates and other statistical data made by independent parties and by us relating to market  size and growth and other data about our 

industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates. Industry publications and third-

party research, surveys and studies generally indicate that their information has been obtained from sources believed to be reliable, although they do not guarantee the 

accuracy or completeness of such information. In addition, projections, assumptions, and estimates of our future performance and the future performance of the 

markets in which we operate are necessarily subject to a high degree of uncertainty and risk.

This presentation contains trademarks, service marks, trade names and copyrights of Tvardi and other companies which are the property of their respective owners.
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Disclaimer and Forward-Looking Statements



1. KOL review of ulcerative colitis: the evolving treatment landscape and the case for targeting 

STAT3

2. TTI-109: an oral prodrug of TTI-101 and the rationale for UC as its initial indication

3. Proposed TTI-109 proof-of-concept trial design

4. KOL perspective on the potential clinical role of STAT3 inhibition in UC
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Ulcerative Colitis: Overview

• Chronic, continuous mucosal inflammation of the large 
intestine

• Pathogenesis: interplay of multiple factors

• Clinical Features
• Location: begins in rectum, extends proximally
• Symptoms: bloody diarrhea, urgency, cramping, 

weight loss, fever
• Diagnosis: history, labs, endoscopy

• Treatment
• Goal: induce and maintain remission; manage flares

• Medical: 5-ASAs, steroids, immunomodulators, 
biologics, JAK inhibitors

• Surgical: colectomy if refractory or complicated; can 
be curative

Endoscopic sample of  A=normal; B=mild; 
C=moderate; D=severe UC1

1. Ordás I, Eckmann L, Talamini M et al. Ulcerative colitis. The Lancet, 2012; 380, 1606-1619



Ulcerative Colitis: Disease Biology and Pathogenesis

PATHOPHYSIOLOGICAL FEATURES

1 Disease phenotype
Chronic, relapsing-remitting 
inflammation limited to colon 
and rectum; mucosal and 
submucosal involvement

2 Immune dysregulation
Aberrant Th1, Th17, and 
humoral responses; dysbiosis-
driven pathogenic T and B cell 
activation

3 Genetic & environmental
Complex genetic predisposition 
+ environmental triggers (diet, 
microbiota, infections)

1. Xavier RJ, Podolsky DK. Unravelling the pathogenesis of inflammatory bowel disease. Nature. 2007;448(7152):427 -434.
2. Kaser A, Zeissig S, Blumberg RS. Inflammatory bowel disease. Annu Rev Immunol. 2010;28:573-621.



Ulcerative Colitis Treatment Pathway

Induction and maintenance of remission by disease severity

Confirmed 
UC

Assess severity, 
extent and 

prognostic risk 
before choosing 

therapy

MILD TO
MODERATE

Proctitis
Rectal 5-ASA; add 

topical steroid if no 
response

Inadequate response
Immunosuppressants, then oral systemic 

steroids

MAINTENANCE
Oral 5-ASA; No 

steroids

MODERATE
TO SEVERE 

(Naïve)

Corticosteroid 
bridge

Oral systemic steroids 
to induce — induction 

only

Advanced therapy
TNFα inhibitors, Anti-integrins, IL-23 inhibitors

MAINTENANCE
Continue the agent 

that induced 
remission. Taper 

steroids

MODERATE
TO SEVERE 
(Refractory)

MAINTENANCE
Continue the agent 

that induced 
remission. Taper 

steroids

ACG guideline recommendations; Therapy choice also reflects extent, prognostic risk, prior therapy exposure and shared decisi on-making. Reassess mild-to-moderate disease within 8 weeks; 
target endoscopic improvement (MES 0–1) and steroid-free remission. 5-ASA, 5-aminosalicylic acid · MMX, Multi Matrix System · TNF, tumor necrosis factor · IL, interleukin · JAK, Janus kinase · 
S1P, sphingosine-1-phosphate

Alternative 
classes

IL-23· JAK· S1P

Alternative 
classes

IL-23· JAK· S1P



Therapeutic Classes: Mechanism and Clinical Evidence

Three broad therapeutic classes — with different mechanisms, efficacy profiles and practical tradeoffs

1. Turner D, et al.  ECCO consensus on biologics and small molecules for IBD and IIM. J Crohns Colitis. 2023;17(5):645-720.

2. Harbord M, et al.  Third European Evidence-based Consensus on Diagnosis and Management of Ulcerative Colitis. J Crohns Colitis. 2017;11(6):649-670.

3. Feagan BG, et al. Risankizumab for Active Ulcerative Colitis. N Engl J Med. 2022;387(22):2025-2034.

Therapeutic class Mechanism and clinical considerations
CONVENTIONAL THERAPIES

5-ASAs Topical anti-inflammatory; uncertain mechanism in oral formulations

Immunosuppressants Broad immune suppression; slow onset, steroid-sparing

Corticosteroids
Non-selective anti-inflammatory; effective induction but poor long-term efficacy; 
significant toxicity

BIOLOGIC AGENTS

TNFα inhibitors Moderate efficacy, variable durability

IL-23 inhibitors IL-23p19 targeting; emerging loss-of-response concerns

Anti-integrins Gut-selective, tolerable

ORAL SMALL MOLECULES

JAK inhibitors
Broad JAK targeting; rapid responses observed; black-box warning and 
immunosuppression concerns

S1P modulators Peripheral lymphocyte sequestration; cardiac monitoring required



Persistent Unmet Needs Despite Therapeutic Advances

1 Secondary loss of response

2
Heterogeneity of disease 
biology

3 Safety and tolerability
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Placebo-Adjusted Remission (%)

THERAPEUTIC
CEILING

~30%
response / remission

~70%
remain unmet



Disease Complexity: Rationale for Multi-Driver Targeting

Interconnected pathogenic drivers of UC

1 Immune dysregulation
Th17, Th1, follicular helper T cells, pathogenic B 
cells; abnormal IL-6, IL-23, TNFα signaling

2 Inflammation
IL-17A, IL-23, TNFα, IL-6 drive mucosal 
inflammation and effector cell differentiation

3 Tissue remodeling & fibrosis
Chronic inflammation leads to structural 
changes, stricture formation, potential 
progression to complicated disease

pSTAT3
CONVERGENT

SIGNALING
HUB

Rather than 
targeting individual 

upstream pathways, 
therapies targeting 

convergent signaling 
hubs may offer 

broader efficacy

1. Neurath MF. Cytokines in inflammatory bowel disease. Nat Rev Immunol. 2014;14(5):329-342.

2. Jiang W, et al. IL-22 is Increased in Patients with Primary Biliary Cirrhosis and IL-22 Primes Hepatic Cells to Produce Chemokines and IL-6. J Hepatol. 2011;54(3):489-498.

3. Zenewicz LA, et al. Homeostasis and inflammation in the intestine. Cell. 2012;140(6):859-870.



Potential Role of STAT3 in the IBD Landscape

FRONT-LINE UC (ADVANCED-
THERAPY NAÏVE)

Current standard: IL-23 
and TNFα inhibitors

STAT3 
inhibitor 
opportunity

BIOLOGIC-EXPOSED / 
REFRACTORY UC CROHN’S DISEASE

Oral multi-driver 
alternative to 
single-pathway 
IL-23 or TNFα; 
potentially more 
durable

Current standard: TNFα, 
IL-23 inhibitors; JAK if 
refractory

Current standard: Switch 
to alternate pathway
(TL1A, JAK, S1P)

STAT3 
inhibitor 
opportunity

STAT3 blockade 
addresses the 
escape biology 
rather than 
switching to 
another single 
target

STAT3 
inhibitor 
opportunity

Shared STAT3-
driven biology 
supports cross-
indication 
expansion in 
transmural, 
fibrostenotic 
disease
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Targeting STAT3: a Convergence Point of Inflammatory and Proliferative Disease

IL-23 IL-1βIL-6 IL-21 IL-17A/F IL-12TNF-α

direct STAT3 activation

indirect STAT3 activation

TGF-βHGF

Immune dysregulation Inflammation Proliferation

Extracellular

Cytosol

Nucleus

P

Diverse Disease Signaling Pathways Converge on STAT3
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Targeting STAT3: a Convergence Point of Inflammatory and Proliferative Disease

IL-23 IL-1βIL-6 IL-21 IL-17A/F IL-12TNF-α

direct STAT3 activation

indirect STAT3 activation

TGF-βHGF

Immune dysregulation Inflammation Proliferation

Extracellular

Cytosol

Nucleus

P

Current Therapies Target Individual Pathways

Single-pathway inhibition fails to suppress STAT3 due to 

redundant signaling cascades



15

Targeting STAT3: a Convergence Point of Inflammatory and Proliferative Disease

Diverse Disease Signaling Pathways Converge on STAT3

IL-23 IL-1βIL-6 IL-21 IL-17A/F IL-12TNF-α

direct STAT3 activation

indirect STAT3 activation

TGF-βHGF

Immune dysregulation Inflammation Proliferation

Selective inhibition of STAT3 nuclear function blocks three drivers of disease from a single target

Extracellular

Cytosol

Nucleus

Tvardi’s oral small 

molecules inhibit STAT3 

nuclear function…

…With no impact on 

STAT3 mitochondrial 

function1

1. Kasembeli et al. Biochem Pharmacol. 2021

https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf


1. Tsimberidou et al. Clin Cancer Res. 2025; 2. Tvardi Press Release: January 8, 2026; Pooled results; TTI-101 vs placebo baseline-weighted percent change in fibrosis score; 3. Kasembeli et al. Biochem Pharmacol. 

2021; 4. FDA requires warnings about increased risk of serious heart-related events, cancer, blood clots, and death for JAK inhibitors that treat certain chronic inflammatory conditions; pY-STAT3: activated STAT3 

induced by phosphorylation of tyrosine residue 705; SD: stable disease

TTI-101 Clinical Foundation for Development of TTI-109
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biopsies n=8

All SD patients with 

paired biopsies n=3
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0%

↓79% 
Among 
Stable 

Disease

↓55% 
Overall

Decline in pY-STAT3

pY-STAT3 Target Engagement

Oncology Phase 11

IL-6 & Fibrosis Reduction

REVERT IPF Phase 22
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Decline in IL-6
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Pooled TT I-101
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7% difference 

in weighted 
fibrosis score

4.5-fold 

difference 
in slope

100% of patients with elevated 

baseline pY-STAT3 demonstrated a 

decrease within ~6 weeks 

Overall TTI-101 Safety

In over 300 subjects 

treated with TTI-101:

Mitochondrial toxicities observed with 

other STAT3 inhibitors3 not observed with 

TTI-101:

• Peripheral neuropathy

• Lactic acidosis

Safety signals observed with JAK 

inhibitors4 not observed with TTI-101:

• Major cardiovascular events

• Malignancy

• Cytopenias

Most commonly reported adverse event 

with TTI-101: diarrhea1

https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data
https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC8478865/pdf/nihms-1725171.pdf
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death


1. Tsimberidou et al. Clin Cancer Res. 2025; SD: Stable Disease; 2. Tvardi Press Release: January 8, 2026; pY-STAT3: activated STAT3 induced by phosphorylation of tyrosine residue 705; STAT3 IC50: in a controlled 

system where proliferation is driven by pY-STAT3, TTI-101 inhibits cell growth with an IC₅₀ of approximately 1.5µM (707ng/mL)

We Believe TTI-109 Advances TTI-101's Clinical Profile Across PK, GI 

Tolerability and Immune Modulation
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TTI-101 Clinical Observations1,2 

✓ Target Engagement

↓ pY-STAT3

✓ Inflammation

↓ IL-6

✓ Proliferation

↓ Fibrosis

TTI-109 Clinical Observations 

✓ PK

Rapid conversion with dose-proportional exposure >STAT3 IC₅₀

✓ GI Tolerability

Similar to placebo and improved over TTI-101

✓ Immune Modulation

↓ Cellular and ↓ humoral disease related immune 

populations in UC

+

TTI-109 is designed to enhance delivery & 

improve tolerability while preserving 

mechanism of action
P

https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data


-80%

-60%
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-20%

0%

20%

40%

60%

80%

Adj %Δ D1 Adj %Δ D2 Adj %Δ D3 Adj %Δ D4

Th17

T follicular helper cells

B cells

TTI-109 by dose paired %Δ = (Post−Pre)/Pre; placebo-adjusted (n=8 per dose). Cell population changes assessed by f low cytometry (FACS) on peripheral blood mononuclear cells (PBMC) collected from subjects in 

the Phase 1 multiple ascending dose (MAD) cohort; values shown represent percentage change from baseline, normalized to placebo, for each active dose cohort. Th17, T follicular helper (Tfh), and B cell populations 

identified by surface marker immunophenotyping
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TTI-109 Selectively Reduced Immune Cell Populations Driven by 

STAT3 in Phase 1 MAD Cohort

At active doses, downregulation of STAT3-

driven immune populations observed:

✓ Effects sustained across active dose 

range

✓Reduced Th17, Tfh and B cell populations 

✓Reductions across 16 cellular and 

humoral immune subsets recognized as 

pathologic markers of inflammatory and 

proliferative diseases 

125 mg 250 mg 375 mg 500 mg

Active dose range 250mg-500mg BID 

downregulated key markers by up to 60%
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MAD

TTI-109 modulated STAT3-driven cellular 

(T cell) and humoral (B cell) immune 

populations



*Placebo-adjusted % change (%Δ)= TTI-109 dose-group mean − pooled placebo mean (per-subject % change). Paired n: D2=8, D3=8, D4=8; pooled placebo n=8. 1. Wen Y, et al. Therap Adv Gastroenterol. 2024; 2.  

Meitei HT, et al. iScience. 2025; 3. Sun L, et al. Gastroenterol Res Pract. 2021; 4. Paroni M, et al. J Crohns Colitis. 2026
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TTI-109 Reduced Th17 Cells Implicated in UC Pathology

Cell Type %Δ UC Rationale

Th17 cells (core) -54%
Central pathogenic effectors in UC 

and drive mucosal inflammation.1

CD4 T cells CCR6+ -47% Enriched in active UC biopsies.2

CD4 T helpers

CCR6+
-51%

Drive IL-21-mediated B cell activation 

and pathogenic antibody production in 

UC.2

CD4 Central Memory CCR6+ -43%
Expanded in UC patients and drive 

pathogenic Th17 differentiation2

CD4 Transitional Memory 

CCR6+
-35%

Enriched in UC mucosa and contribute to 

the sustained Th17 cytokine milieu 

driving colonic inflammation.1

CD4 Effector Memory CCR6+ -76%

Accumulate in inflamed UC mucosa and 

are a major source of pathogenic IL-17 

and IFN-γ.1

CD4 Central Memory

CXCR3+CCR4−CCR6+ (pTh17)
-76%

Strongly associated with mucosal 

destruction and treatment-refractory 

UC.1,4

CD4 Transitional Memory

CXCR3+CCR4−CCR6+ (pTh17)
-34%

Co-produce IL-17 and IFN-γ, 

accumulating in IBD mucosa and 

sustaining tissue-destructive 

inflammation.1

MAD

Broad suppression of pathogenic 

Th17-associated immune populations

https://doi.org/10.1177/17562848241230896
https://doi.org/10.1177/17562848241230896
https://doi.org/10.1177/17562848241230896
https://doi.org/10.1016/j.isci.2025.114385
https://doi.org/10.1016/j.isci.2025.114385
https://doi.org/10.1016/j.isci.2025.114385
https://doi.org/10.1155/2021/9621738
https://doi.org/10.1155/2021/9621738
https://doi.org/10.1155/2021/9621738
https://doi.org/10.1093/ecco-jcc/jjag055
https://doi.org/10.1093/ecco-jcc/jjag055
https://doi.org/10.1093/ecco-jcc/jjag055


*Placebo-adjusted % change (%Δ)= TTI-109 dose-group mean − pooled placebo mean (per-subject % change). Paired n: D2=8, D3=8, D4=8; pooled placebo n=8. 1. Sun L, et al. Gastroenterol Res Pract. 2021; 

2. Long Y, et al. Front Immunol. 2020; 3. Xue G, et al. Medicine. 2019
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TTI-109 Reduced T Follicular Cells Implicated in UC Pathology

Cell Type %Δ UC Rationale

T follicular helper cells (Tfh) -34%

Drive UC through humoral 

autoantibody production and direct 

cellular Bcl6-dependent mucosal 

inflammation.1,2

CD4 T cells CXCR5+ -38%
Track with UC disease activity and 

provide IL-21-driven B-cell help.3

CD4 Central Memory 

CXCR5+
-43%

Elevated in active UC, correlating with 

disease activity, memory B cell 

expansion, and plasmablast 

generation.2

MAD

Suppression extended beyond cellular immunity to the Tfh 

immune populations that drive mucosal B cell responses

https://doi.org/10.1155/2021/9621738
https://doi.org/10.1155/2021/9621738
https://doi.org/10.1155/2021/9621738
https://doi.org/10.3389/fimmu.2020.00104
https://doi.org/10.3389/fimmu.2020.00104
https://doi.org/10.3389/fimmu.2020.00104
https://doi.org/10.1097/MD.0000000000014757
https://doi.org/10.1097/MD.0000000000014757
https://doi.org/10.1097/MD.0000000000014757


*Placebo-adjusted % change (%Δ)= TTI-109 dose-group mean − pooled placebo mean (per-subject % change). Paired n: D2=8, D3=8, D4=8; pooled placebo n=8. 1. Uzzan M, et al. Nat Med. 2022; 2. Masaki Y, et al. 

Clin Exp Immunol. 2016; 3. Cupi ML, et al. J Immunol. 2014
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Cell Type %Δ UC Rationale

B cells -20%

Mucosal B-cell and plasma cell expansion 

is a hallmark of active UC, contributing 

directly to colonic inflammation and tissue 

injury.1

Memory B cells -46%
Track serum Ig levels and humoral activity in 

active UC.2

Class-switched 

Memory
-56%

Plasmablast-skewed, class-switched humoral 

response correlates with UC disease activity.1

Switched Memory IgG+ -71%

Accumulate in the inflamed colon and generate 

autoantibodies against the gut lining, directly 

linking class-switched IgG B cells to mucosal 

damage.1

Switched Memory IgA+ -42%
Aberrantly express cytotoxic granzyme B, 

contributing to epithelial damage.3

TTI-109 Reduced B Cells Implicated in UC Pathology MAD

Suppression extended to B cell (humoral) immunity 

associated with colonic inflammation and tissue damage

https://doi.org/10.1038/s41591-022-01680-y
https://doi.org/10.1038/s41591-022-01680-y
https://doi.org/10.1038/s41591-022-01680-y
https://doi.org/10.1111/cei.12743
https://doi.org/10.1111/cei.12743
https://doi.org/10.1111/cei.12743
https://doi.org/10.4049/jimmunol.1302238
https://doi.org/10.4049/jimmunol.1302238
https://doi.org/10.4049/jimmunol.1302238


Chronic immune activation and 

perpetuation of intestinal inflammation

Persistent inflammation, tissue injury and 

ulceration
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One Target, Three Mechanisms: pY-STAT3 Drives the Shared Biology of UC

Immune Dysregulation Inflammation 

APC

IL-17A

IL-17F

IL-21

Autoantibodies
Endothelial Activation Immune Cell

Recruitment

Barrier Dysfunction

Macrophage Neutrophil

Epithelial 

Injury

Aberrant Crypt 

Regeneration

Epithelial

Hyperproliferation

↑ ECM Production

(Fibrosis)

Myofibroblast Activation

(TGF-β, PDGF)

Chronic remodeling, fibrosis and increased 

dysplasia risk

TNF-⍺
IL-1β
IL-6
IL-23
IL-

17A/F
INF-γ

Proliferation 



1. Li et al. Gut 2010 ; 2. Schreiber et al Gastroenterology 2021; 3. Verstockt et al J. Crohn’s and Colitis 2025; 4. Figures digitized from Robinson et al. Cancers 2023: dextran sodium sulfate (DSS) model; 5. Tvardi data 

generated with CRO: WuXi oxazolone (OXA) model; n=8 per group statistical comparison using exact Mann-Whitney + Kruskal-Wallis; 6. Tsimberidou et al. Clin Cancer Res. 2025; SD: Stable Disease; pY-STAT3: 

activated STAT3 induced by phosphorylation of tyrosine residue 705;  *p⩽0.05
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pY-STAT3 Reduction Demonstrated in Preclinical Models 

and Clinical Biopsies
pY-STAT3 levels restored to baseline 

after TVRD STAT3 inhibitor treatment

Clinical PoC: 

Reduced pY-STAT3
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8/10 patients had elevated pY-STAT3 at baseline; elevated pY-STAT3 defined as H-

score >30 on a 0-300 scale

↓55% 
Overall

Paired Biopsies after ~6 weeks of TTI-101

100% of patients with elevated baseline pY-

STAT3 demonstrated a decrease within ~6 weeks
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GI model driven by innate immune axis 

(DSS)4

GI model driven by adaptive immune axis 

(OXA)5

Oncology Phase 16

Activated STAT3

pY-STAT3 is associated with 

UC clinical activity

Reduction of tissue pY-STAT3 

correlated with response to 

treatment2,3 

Tissue pY-STAT3 increases with UC activity1

https://gut.bmj.com/content/59/2/227
https://gut.bmj.com/content/59/2/227
https://gut.bmj.com/content/59/2/227
https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920


0

5

10

15

20

25

30

35

40

45

50

Sham TNBS + vehicle TNBS + TTI-101

IL
-1

7
+

 (
T
h

1
7

) 
c

e
ll
s
 p

e
r 

fi
e
ld

1. Zhang el al. European Journal of Inflammation. 2023; 2. Uo et al. Gut 2013; 3. Figures digitized from Robinson et al. J Clin Med 2022: 2,4,6-trinitrobenzene sulfonic acid (TNBS) model; 4. Figures digit ized from 

Robinson et al. Cancers 2023: dextran sodium sulfate (DSS) model; *p⩽0.05 TTI-101 vs vehicle
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STAT3 Inhibition Normalized Preclinical and Clinical 

Pathogenic Immune Cell Populations
Th17 restored to homeostatic levels 

after TVRD STAT3 inhibitor

Clinical PoC: 

Reduced key immune cell populations

*

Phase 1 Healthy Volunteers

TTI-109 Dosage
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GI model driven by innate immune axis 

(DSS)4

Cellular (Th17) and Humoral (B cell) 

dysregulation in UC patients

GI model driven by adaptive immune axis 

(TNBS)3

*

Downregulation of STAT3-driven immune 

populations observed with TTI-109

Immune 

dysregulation

Th17 cell frequency increases with UC 

disease severity (p<0.01). Th17 positively 

correlated with Mayo score (p < 0.001)1

B cells/plasma cells heavily infiltrate the 

inflamed mucosa of UC patients2

CD138+ (Plasma cells)

Normal UC
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https://journals.sagepub.com/doi/10.1177/1721727X231167028
https://journals.sagepub.com/doi/10.1177/1721727X231167028
https://journals.sagepub.com/doi/10.1177/1721727X231167028
https://gut.bmj.com/content/62/12/1734.info
https://gut.bmj.com/content/62/12/1734.info
https://gut.bmj.com/content/62/12/1734.info
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
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1. Fu et al. World J Gastrointest Surg. 2025; aP < 0.01; bP < 0.001; 2. Figures digitized from Robinson et al. Cancers 2023: dextran sodium sulfate (DSS) model; 3. Figures digitized from Robinson et al. J Clin Med 

2022: 2,4,6-trinitrobenzene sulfonic acid (TNBS) model; 4. Tvardi Press Release: January 8, 2026; *p⩽0.05 TTI-101 vs vehicle
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STAT3 Inhibition Reduced IL-6 and Inflammation Preclinically 

and in Patients
Colonic inflammation significantly 

attenuated with TVRD STAT3 inhibitor

Clinical PoC: 

Reduced IL-6

*

GI model driven by innate immune axis 

(DSS)2

GI model driven by adaptive immune axis 

(TNBS)3

IPF Phase 24

Greater decrease in IL-6 slope among 

pooled patients treated with 

TTI-101 vs placebo

IL-6: a key pro-inflammatory cytokine that signals via STAT3

TTI-101 vs Placebo Decline in IL-6

IL
-6

 S
lo

p
e

4.5-fold 

difference in 

slope

Placebo

n=23

Pooled TTI-101

n=15

*

Inflammation 

Inflammatory cytokine IL-6 correlates 

with UC severity

Increases in serum levels of inflammatory 

marker IL-6 significantly associated with 

worsening disease activity1

https://pmc.ncbi.nlm.nih.gov/articles/PMC12754426/
https://pmc.ncbi.nlm.nih.gov/articles/PMC12754426/
https://pmc.ncbi.nlm.nih.gov/articles/PMC12754426/
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data
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1. Vespa et al. J. Clin Med. 2022; 2. Figures digitized from Robinson et al. Cancers 2023: dextran sodium sulfate (DSS) model; 3. Tvardi Press Release: January 8, 2026; *p⩽0.05 TTI-101 vs vehicle 26

STAT3 Inhibition Reduced Proliferative Signaling and Fibrosis 

Preclinically and in Patients
Preserved tissue integrity and colon 

length with TVRD STAT3 inhibitor

Clinical PoC: 

Reduced fibrosis

GI model driven by innate immune axis 

(DSS)2

Vehicle

5% DSS

5% DSS + TTI-101

*

Greater decrease in fibrosis score 

(improvement in fibrosis) among pooled 

patients treated with TTI-101 vs placebo
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7% difference 
in weighted 

fibrosis score

IPF Phase 23

Proliferation

Proliferation and fibrosis correlate 

with UC severity

Disease severity indices integrate histologic 

architecture1
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https://pmc.ncbi.nlm.nih.gov/articles/PMC8880199/
https://pmc.ncbi.nlm.nih.gov/articles/PMC8880199/
https://pmc.ncbi.nlm.nih.gov/articles/PMC8880199/
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data


QD: once daily dosing; BID: twice daily dosing; SNP: single nucleotide polymorphisms; Subject to IND submission and the availability of additional funding

Proposed Clinical Trial Designed to Address Key Challenges in UC

Dose 4 (BID)

Dose 3 (BID)

Placebo

Dose 2 (QD)

Dose 1 (QD)

R

Treatment Period
(Induction 12 weeks)

Maintenance Period
(12 weeks)

Study Design

Key Challenges in UC Why Target STAT3 with TTI-109?

Overcoming persistent disease biology STAT3 integrates multiple mechanisms of disease modification

A differentiated oral therapy with targeted exposure 
Favorable safety profile, target-specific design with rapid biologic 

effect

Enabling precision medicine
Targeting STAT3 offers a distinct opportunity to develop a STAT3-

mediated response signature

Endpoints

• Primary: Safety

• Secondary: Efficacy

• Clinical remission at 12 weeks

• Exploratory: Pharmacodynamics

• Serum biomarkers 

• Tissue analysis

• Genetic SNPs

Key inclusion 

criteria:

• Moderate to 

severe UC

• Inadequate 

response to prior 

advanced 

therapies

27



UC Murine Models 

with TTI-101/109
↓ Pathogenic Th171,2 ↓ Colonic inflammatory score1,2,3 Preserved colon integrity1,2,3

Human Data 

with TTI-101/109
↓ Key immune cell populations ↓ Inflammatory cytokine IL-64 ↓ Fibrosis score4

28

Overcoming Persistent Disease Biology

IL-23 IL-1βIL-6 IL-21 IL-17A/F IL-12TNF-α

direct STAT3 activation

indirect STAT3 activation

TGF-βHGF

ProliferationImmune dysregulation Inflammation 

1. Robinson et al. J Clin Med 2022; 2. Robinson et al. Cancers 2023; 3. Tvardi data generated with CRO; 4. Tvardi Press Release: January 8, 2026

Single-pathway inhibition 

fails to suppress STAT3 

due to redundant 

signaling cascades

Targeting STAT3 integrates multiple mechanisms of UC

https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC9736649/pdf/jcm-11-07020.pdf
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://www.mdpi.com/2072-6694/15/11/2977
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data


1. FDA requires warnings about increased risk of serious heart-related events, cancer, blood clots, and death for JAK inhibitors that treat certain chronic inflammatory conditions; 2. Ozanimod Prescribing Information; 3. 

Etrasimod Prescribing Information; 4. Robinson et al. Int. J. Mol. Sci 2025; 5. Tsimberidou et al. Clin Cancer Res. 2025; 6. Based on confirmed partial response rates and median time to treatment failure for patients 

with hepatocellular carcinoma; 7. Tvardi Press Release: January 8, 2026; MACE: major adverse cardiovascular event  
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A Differentiated Oral Therapy with Targeted Exposure

Safety concerns

• Class-related safety 

risks with JAK inhibitors1 

and S1P2,3 modulators:

• MACE, venous 

thromboembolism, 

malignancy, 

immunosuppression

Exposure & durability 

limits

• Often require loading or 

extended induction 

periods

• Loss of response

Differentiated safety 

profile

• Established clinical 

safety database

• Differentiated from JAK 

inhibitors and S1P 

modulators

>8x
colon tissue vs plasma

Tissue-targeted 

exposure

83% 

objective responses 

observed by wk 8; 

durable responses in 

refractory population5,6 

Rapid and durable 

biologic effect

~400 
subjects with up to 

2-year exposure

• Target-dependent 

accumulation in colon 

tissue (vs plasma) in UC 

models4

• ↓ key immune subsets 

by day 21 (Ph 1 HV)

• ↓ fibrosis by week 12 

(Ph 2 IPF)7

Favorable safety profile, target-specific design with rapid and durable biologic effect

https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-risk-serious-heart-related-events-cancer-blood-clots-and-death
https://packageinserts.bms.com/pi/pi_zeposia.pdf
https://labeling.pfizer.com/ShowLabeling.aspx?id=19776
https://www.mdpi.com/1422-0067/26/21/10808?utm_source=chatgpt.com
https://www.mdpi.com/1422-0067/26/21/10808?utm_source=chatgpt.com
https://www.mdpi.com/1422-0067/26/21/10808?utm_source=chatgpt.com
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://doi.org/10.1158/1078-0432.CCR-24-2920
https://ir.tvarditherapeutics.com/news-releases/news-release-details/tvardi-therapeutics-announces-further-phase-2-revert-ipf-data


1. Schreiber et al Gastroenterology 2021; 2. Verstockt et al J. Crohn’s and Colitis 2025; 3. Zhang et al Plos One 2014; 4. Wang et al Genet Mol Res. 2014; pY-STAT3: activated STAT3 induced by phosphorylation of 

tyrosine residue 705
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Enabling Precision Medicine

pY-STAT3 associated with 

clinical activity1,2Limited Molecular Insight

• Broad, unselected patient 

populations

• Unpredictable response

• Molecular profiling remains an 

unmet need

• Reduction of pY-STAT3 

correlated with clinical response

• Non-responders demonstrated 

little or no reduction of pY-

STAT3

We believe targeting STAT3 offers a distinct opportunity to develop a 

STAT3-mediated response signature and may inform future patient enrichment strategy

STAT3-associated genetic & 

immune signatures

Elevated UC risk3,4

Immune signatures

STAT3 polymorphisms

rs744166 | rs2293152 

Pathogenic 

Th17

Inflammatory 

macrophages
CD4+ 

Tfh

pY-STAT3 

Reduced 

pY-STAT3

Clinical 

response

https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://www.sciencedirect.com/science/article/pii/S0016508521004674?utm_source=chatgpt.com
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://academic.oup.com/ecco-jcc/article/19/5/jjaf063/8115425?utm_source=chatgpt.com&login=false
https://pubmed.ncbi.nlm.nih.gov/25286337/
https://pubmed.ncbi.nlm.nih.gov/25286337/
https://pubmed.ncbi.nlm.nih.gov/25286337/
https://pubmed.ncbi.nlm.nih.gov/24781989/
https://pubmed.ncbi.nlm.nih.gov/24781989/
https://pubmed.ncbi.nlm.nih.gov/24781989/


STAT3: Highly Validated 
Convergent Node

Translational 
Proof-of-Concept

STAT3: central mediator in 

inflammatory and proliferative 

disease

Our STAT3 Inhibitors are Designed to Address the Unmet Need in 

Inflammatory and Proliferative Diseases

IL6IL17 IL23

TTI-109 Validation in P1 
Healthy Volunteers

TTI-109 
Lead Indication

Ulcerative Colitis (UC)

• Targeting a single 

convergent node

• Oral therapy with 

targeted tissue exposure

• Assessment of STAT3-

mediated inflammatory 

response signature

Preclinical

↓ pY-STAT3 

↓ immune dysregulation 

↓ inflammation

↓ proliferation

Clinical

Confirmed in patients

31pY-STAT3: activated STAT3 induced by phosphorylation of tyrosine residue 705; PK: pharmacokinetics

↓ pY-STAT3 

↓ immune dysregulation 

↓ inflammation

↓ proliferation

Immune 
dysregulation

Inflammation Proliferation

✓ PK

✓ GI tolerability

✓ Immune modulation

P

TTI-109



*Tvardi’s ability to initiate these programs is subject to clearance of Investigational New Drug (IND) application and the availability of additional funding 32

Our Pipeline

Program Indication Preclinical Phase 1 Phase 2 Phase 3 Anticipated Milestones

TTI-109
Ulcerative Colitis

(UC)
• Study initiation expected 2027* 

TTI-101

Hepatocellular 

Carcinoma

(HCC)

• Phase 1b/2 topline data 

4Q:2026
Phase 1b/2

IND submission expected 2027*



Perspective: The Potential Clinical Role of STAT3 Inhibition

Randy Longman, MD, PhD
Director, Jill Roberts Center for IBD
Jill Roberts Institute for Research in IBD
Associate Director, Tri-Institutional MD-PhD program
Program Director, GI T32 training program
Associate Professor of Medicine
Division of Gastroenterology and Hepatology
Weill Cornell Medicine



Appendix A.

Preclinical Support



Tvardi data generated with CRO: WuXi; Comparative targets in the IBD space and select therapies approved or developed for IBD used for demonstrative purposes; DSS: dextran sodium sulfate ulcerative colitis (UC) 

model; TNBS: 2,4,6-trinitrobenzene sulfonic acid Crohn’s disease (CD) model; OXA: oxazolone ulcerative colitis (UC) model
35

TVRD STAT3 Inhibition Demonstrated Activity Across Multiple Validated 

IBD Immune Axes

Model Systems and Select Therapies 

Approved or Developed for IBD TVRD 

STAT3i
Anti-TNFα

Anti-

IL12/23
Anti-TL1A Anti-IL-6 JAK1i JAK2/3i TyK2i S1P1m

Model Immune Axis / Key Cytokines

DSS

(UC)

• Innate → Th1/Th17

• IL-6, IL-1ß, IL-17
✓ ✓ ✓ ✓

TNBS

(CD)

• Adaptive (Th1)

• IFN-Ɣ, TNF-α, IL-12
✓ ✓ ✓ ✓ ✓ ✓ ✓

OXA

(UC)

• Adaptive (Th2/NKT)

• IL-13, IL-4
✓ ✓

Unlike single-axis competitor mechanisms, TVRD STAT3-inhibitors demonstrated 

biologic activity across multiple, validated immune axes underlying IBD disease

https://wuxibiology.com/resource/animal-models-of-inflammatory-bowel-disease/
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1. Figures digitized from Robinson et al. Cancers 2023: dextran sodium sulfate (DSS) model 36

TVRD STAT3 Inhibitors in the DSS-UC Model

5% DSS UC Model with TTI-1011

Colon Morphology and Length

*p ⩽0.05 for all TTI-101 arms relative to DSS + vehicle

*

pY-STAT3

*

Colonic inflammation Diarrhea Colonic IL-17+ Cells

*
*

TTI-101 treatment in DSS model normalized all hallmarks of UC
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1. Figures digitized from Robinson et al. J Clin Med 2022: 2,4,6-trinitrobenzene sulfonic acid (TNBS) model 37

TVRD STAT3 Inhibitors in the TNBS-CD Model

TNBS CD Model with TTI-1011

Sham

TNBS + vehicle

TNBS + TTI-101

Colon Morphology and Length
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TTI-101 treatment in TNBS model normalized all hallmarks of CD
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1. Tvardi data generated with CRO: WuXi; n=8 per group statistical comparison using exact Mann-Whitney + Kruskal-Wallis 38

TVRD STAT3 Inhibitors in the OXA-UC Model

OXA UC Model with TTI-1091

Colon Morphology and Length

pY-STAT3

*

Colonic inflammation
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