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expression to consistently
modulate inflammation and
fibrosis across preclinical models
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Obefazimod Restores Immune Balance and Reduces Fibrotic Progression
Obefazimod’s anti-fibrotic effect in Crohn’s Disease Models

Medical Need

Fibrosis can be induced in
Crohn’s Disease driven by chronic
inflammation mediated by cytokines

IL-17/IL-23

Clinical Evidence

Obefazimod targets overlapping
pathogenic pathways in UC and
CD

Obefazimod showed strong
efficacy in moderate to severe
ulcerative colitis at week 52 with a
highly desirable safety profile’

50mg dose
51.3% CLINICAL REMISSION

64.1% ENDOSCOPIC IMPROVEMENT

@ Pathogenic Axis Target Validation

Obefazimod in Fibrosis

Obefazimod increases miR-124
expression which helps restore
immune balance

miR-124 could also rebalance
key drivers of fibrosis

Inflammatory
mRNAs
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TGF-B regulation & Anti-fibrotic Effect

Week 52 assessment includes 8 weeks of induction + 44 weeks of maintenance treatment. | Clinical remission is defined as SFS = 0 or 1, and RBS = 0 and MES = 0 or 1 (MES of 1 modified to exclude friability) | Endoscopic improvement is defined as MES = 0 or 1 (MES of

ueg

1 modified to exclude friability); Endoscopic remission is defined as MES = 0 | CD: Crohn’s disease; IL: interleukin; TNF: tumor necrosis factor; CCL2: C-C motif chemokine ligand 2; UC: ulcerative colitis; TGF: transforming growth factor
1. Sands et al., Efficacy and Safety of Obefazimod in Patients with Moderately to Severely Active Ulcerative Colitis: Results from the Phase 3, Randomized, Double-blind, Placebo-Controlled, 44-week Maintenance Trial (ABTECT-Maintenance), UEGW 2026



Obefazimod Directly Attenuates Profibrotic Activity in Human Intestinal Fibroblasts in
vitro

Fibrosis Study Design
Omipalisib
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*p<0.05, ** p<0.01, *** p<0.001, **** p<0.0001 one-way ANOVA with Dunnet's for multiple comparison testing used | Upadacitinib marketed as Rinvoq for UC, CD, & other inflammatory disorders; Omipalisib (GSK2126458) in development for IPF & oncology indications. |
ueg Pro-C3: proprietary marker of Collagen lll cleavage by Nordic Biosciences; a-SMA: alpha-smooth muscle actin



Obefazimod Directly Attenuates Profibrotic Activity in Human Intestinal Fibroblasts in
vitro

In Vitro Inflammatory and Fibrotic Activity

% 3k %k k %k %k %k k
159 4x * ns 20+
104
*okk *okkok ns *okokok
8 3 3 154
— [le} o
E S 10+ S
(o) (o))
w - < <
i 6 3 8
& S T S 10
£ 4 § S @ Omipalisib
. o o s
% S 57 S @ Upadacitinib
2 =]
< X t 5 @ Obefazimod
0 0-
@ [0)
3 b ‘ ‘ ‘ 3 Q ; ; = Q ‘
é E 10 0.625 1000 62.5 250 62.5 7.81 S A 10 0625 1000 625 % & 250 625 781
- Concentrations (nM) > @ m > @ Concentrations (nM)
Collagen Remodeling Fibroblast Activation
PRO-C3 a-SMA

Obefazimod demonstrates dual anti-inflammatory and anti-fibrotic activity, with broader effects than single-mechanism comparators:

Up to 50% reduction in PRO-C3 (fibrogenesis marker) | ~30% reduction in a-SMA (fibroblast activation marker)

*p<0.05, ** p<0.01, *** p<0.001, **** p<0.0001 one-way ANOVA with Dunnet's for multiple comparison testing used | Upadacitinib marketed as Rinvoq for UC, CD, & other inflammatory disorders; Omipalisib (GSK2126458) in development for IPF & oncology indications. |
ueg Pro-C3: proprietary marker of Collagen lll cleavage by Nordic Biosciences; a-SMA: alpha-smooth muscle actin



Chronic TNBS Colitis Provides a Translational Model to Assess Antifibrotic Activity in

Crohn’s Disease (CD)

Repeated TNBS exposure induces sustained intestinal inflammation and progressive fibrotic remodeling

TNBS Colitis Model Study Design

Inflammation

Inflammation-Induced Fibrosis

Day Day

Obefazimod Early Fibrosis (Preventative)

Obefazimod (or Thalidomide) Late Fibrosis (Therapeutic)

Analyses

0 Clinical Parameters 9 Histological Analysis 9 Tissue RNAseq & Proteins
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TNBS Murine Model

Sustained, deep transmural inflammation mimics
key features of human CD and drives intestinal
fibrosis

Submucosal fibrillar collagen deposition marks
the onset of fibrosis

Early Obe treatment — preventive: tests Obe’s
potential to control inflammation and prevent
fibrosis

Late Obe treatment — treatment: tests Obe’s
potential to halt ongoing inflammation and
fibrosis



Obefazimod Rebalances Intestinal Immunity, Reducing Clinical

Disease Activity and Histologic Inflammation
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Obefazimod maintains anti-inflammatory activity across early and established stages of
fibrotic disease:

* Reduction in Disease Activity Index (including weight loss protection)
* Improved colon length with both early and late treatment
* Reduction in histologic ulceration and inflammation scores

ueg *p<0.05, ** p<0.01, *** p<0.001, **** p< 0.0001 one-way ANOVA with Tukey’s multiple comparisons testing used



Obefazimod Demonstrates Broad Antifibrotic Activity With Both Preventive and

Therapeutic Treatment

Concordant reductions in collagen deposition and remodeling, fibroblast activation, and histologic fibrosis

Obefazimod Antifibrotic Activity
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TNBS Colitis Model Obefazimod demonstrates substantial antifibrotic activity in both fibrosis prevention &
treatment settings:
e + Obefazimod reduced collagen deposition and fibroblast activation by ~50%, demonstrating a
Q substantial antifibrotic effect

Obefazimod

Obefazimod (or Thalidomide) Late Fibrosis (Therapeutic)

*p<0.05, ** p<0.01, *** p<0.001, **** p< 0.0001 one-way ANOVA with Tukey’s multiple comparisons testing used | SR: Sirius Red; a-SMA: alpha-smooth muscle actin
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« ~60% & ~90% reduction in histologic Fibrosis Score with late and early treatment, respectively



Obefazimod Substantially Attenuates Intestinal Fibrosis, Demonstrated by Reduced
Sirius Red-Positive Collagen Deposition

Histological Analysis (Day 35)
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Histologically, TNBS produced substantial submucosal collagen deposition, demonstrated by Sirius Red staining.
Obefazimod markedly reduced this collagen accumulation with both early and late treatment.
ueg Importantly, the effect with late treatment indicates that the observation is not limited to prevention during the initial inflammatory phase.



Obefazimod Rebalances the TGF-3 Pathway to Control Matrix Remodeling

Obefazimod Antifibrotic Activity
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TGFb1 signaling

Obefazimod rebalances TGF-B signaling to control matrix remodeling in in vivo models:

Fibrogenesis (PRO-C6)

(Concentration at Day 35)

* Reduction of TGFb1R transcript and ~50% reduction in TGFbR1 protein with both late and early treatment
* Reduction of expression of additional collagen processing and matrix remodeling pathways
* Reduction of PRO-C6 (COL6a3/endotrophin), a biomarker of ongoing remodeling of the extracellular matrix

p< 0.0001 one-way ANOVA with Tukey’'s multiple comparisons testing used | PRO-C6: proprietary marker of Collagen VI by Nordic Biosciences



Conclusions

» Obefazimod enhances miR-124, an endogenous
regulatory node that rebalances immune
responses and links immunoregulation with tissue

remodeling _ 1 i
miR-124 Immune Restored ~J,
« Reduced intestinal inflammation & disease activity Induction Rebalancing Intestine tissue

+ Broad antifibrotic activity across collagen k\
deposition, fibroblast activation, & histologic C’ ob @[\
e *> immune

fibrosis

responses
 Consistent effects with early & late treatment, l —_— =
consistent coordinated miR-124-mediated ® T ‘—’\ —>
rebalancing of immune and TGF-B-related 1 .
pathways m tissue

remodeling

« NEXT STEP: Translational analyses in
ENHANCE-CD will further characterize
obefazimod'’s anti-fibrotic and anti-inflammatory
effects in patients with Crohn’s disease
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