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Therapeutic ceiling in IBD

Multiple pathways drive the immune-mediated inflammatory process

« Limited remission rates for advanced therapies when used as single agents

* Mechanistic failure can develop over time for a single advanced therapy agent

» Advanced therapies used in succession tend to be less effective

« Emerging evidence from ulcerative colitis suggest that dual blockade of IL-23 and TNF was
superior to either agent alone’

1. Feagan BG et al. Lancet Gastroenterol Hepatol 2023

3 ueg.eu



Orally Delivered, Protease-Resistant Single Domain Antibodies (VHHSs)
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Oral SOR102 Delivers Anti-TNFa + Anti-IL-23 VHHs Directly to Gl Tissue

*+ SOR102 combines two monomers (SOR101 Centrllysine
and SOR103) of anti-TNFa and anti-IL-23 SOR101 ¢ SOR103
cpe eis . . Anti-TNFo. U Anti-IL-23p19 SOR102
specificities into a single molecule Anti-TNFo/IL-23p19
- SOR102 binds TNFo, and IL-23p19 with high oy 21

affinity, without interference from one another

* Endogenous trypsin cleaves the linker, K R
releasing active monomers in small intestine Cterminal  N-terminal
Extension Extension

(Gas)K (G4s),

SOR102-TNFa SOR102-IL-23
(13.4 kDa) (13.9kDa)

Design Benefits

* Increased efficacy through simultaneous blockade of two clinically validated pathways of IBD
» A single product for manufacture, formulation, and development

* No requirement for both targets to be co-located within tissue

* Anticipated minimal systemic immunosuppression, enabling long-term treatment
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Study Design and Objectives

SOR102-101 (NCT06080048) is a Phase 1, first in human study that consists of 3 parts.
Parts 1 and 2 enrolled healthy subjects (HS) age 18-55 years and evaluated single
ascending (SAD) and multiple doses (MD) of SOR102, respectively.

Part 1 Part 2 Objectives of Parts 1 and 2:

SAD, healthy volunteers — safety, MD, healthy volunteers — safety, tolerability, .
tolerability, PK (serum & faeces) PK (serum, urine & faeces) * To evaluate the Safety and tolerab|l|ty of

SAD (Part 1) and MD (Part 2) of SOR102

« Single center, subjects confined + Single center, subjects confined
e N=32 *« n=10 . . .
+ 4 cohorts (8 pts/cohort) + 1 cohort - SOR102 x 7days To evaluate the concentration of intact
+ Males and females + Males and females SOR102 and its monomers (SOR102-
. BIinéjggkeloazcebo-controlled . Rar;dso(rjrgfgg, blinded, placebo-controlled TNF and SOR102-IL-23) in serum and
. 2PLB . 2PLB faeces (Parts 1 and 2) and urine (Part 2)"

Cohort 1  To evaluate the incidence of anti-drug

Goort 2 antibodies (ADA) (Part 2).
SRC 405mg Cohort 3
SRC Cohort 4
SRC=safety review committee
SRC

SRC
6 1. PK method: antigen-binding ELISA (detects active SOR102 and monomers) ueg.eu



SOR102 is Safe and Well-Tolerated

No safety or tolerability concerns noted at single doses up to 3,645mg or multiple doses
of 1,215mg BID

-No serious adverse events

-No clinically significant laboratory, ECG, vitals, or physical exam findings
-No subjects discontinued

Part 1: One TEAE considered related to study drug (Cohort #1)

C1/135mg Diarrhea ~17 hours Mild Probably related
C1/135mg Dysmenorrhea ~2.5 days Moderate Not related
C1/135mg Flatulence ~12 hours Mild Not related
C2 / Placebo Headache ~4 hours Mild Not related
C2 / Placebo Catheter site pain ~5 hours Moderate Not related
C2/405mg Dysmenorrhea ~12 hours Moderate Not related

Part 2: No adverse events

7 TEAE: treatment-emergent adverse event ueg.eu



Systemic Exposure Of SOR102 And Its Monomers Was Not
Observed; Low-Level ADA Signal in 3 of 40 Samples Tested

Serum PK
 No detectable levels of SOR102 or monomers in serum in Parts 1 and 2

Immunogenicity
* Most samples negative for ADA

* Low level assay signal detected in:
« 2 0of 20 samples for SOR102-IL-23 (1 pre-, 1 post-dose from a single subject)
« 1 of 20 samples for SOR102-TNF (1 post-dose in a different subject)

o ADA= anti-drug antibodies
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SOR102 Is Efficiently Separated Into Active Monomers After Oral
Dosing, Resulting in High Monomer Concentrations in Stool

Stool: Part 1 - Single ascending dose — SOR102 and Monomer Faecal Concentrations
* Intact SOR102 stool concentrations were approximately 1000x lower than SOR102 monomer concentrations

* Monomers were detected in stool in all dose cohorts

* Monomer concentrations increased with each ascending dose, peaking on Day 2 and 3 after administration;
furthermore, in this time period, most stool samples tested showed detectable monomer levels

1,000+ -~ SOR102
= 100 -8 SOR102-IL-23
3
= 107 - SOR102-TNF
=) 1+
©
£ 017 z / A e, MLD SOR102-1L-23
8 001 o MLD SOR102-TNF
c
8 0.001+ > MLD SOR102
0.0001
1 | | || || 1 1 1 ||
Day: 1 2 3 4 1 2 3 4
MLD = Minimum Level of Detection
Cohort 1 Cohort 2 Cohort 3 Cohort 4
(135mg) (405mg) (1215mg) (3645mg)
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High, Sustained Concentrations of Active Monomers Observed in
Stool During Repeat Dosing of SOR102

Stool: Part 2 - Multiple dose (1215mg BID for 7 days)

« Similar to Part 1, low levels of intact SOR102 and high levels of SOR102 monomers confirm SOR102 is
efficiently cleaved after oral dosing

* Mean concentrations rapidly increase after initiation of dosing, and remain high and stable through Day 7

» After Day 3, all stool samples tested in subjects receiving SOR102 demonstrated detectable levels of monomers

1,000 - -- SOR102

s 1004 -8 SOR102-IL-23
-
= 107 - SOR102-TNF
O 1=
©
E 0.1+ MLD SOR102-IL-23
8 0.01- MLD SOR102-TNF
c
8 0.001+ MLD SOR102

0.0001 -

MLD = Minimal Level of Detection

1 1 ] 1 I 1 ] 1
Day: 1 2 3 4 5 6 7 8
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Conclusions

SOR102 was well tolerated at all tested doses.

Systemic exposure of SOR102 and its monomers was not observed, supporting its
gut selectivity.

Low levels of intact SOR102 and high levels of active SOR102 monomers in faeces
confirm that SOR102 is efficiently cleaved and maintains activity after oral dosing, as
designed.

Monomer faecal concentrations were observed at all doses in Part 1 (SAD) and
generally increased with each ascending dose, peaking between Day 2 and 3 after
administration.

In Part 2 (MD), monomer faecal concentrations peaked after Day 2 and were
detected in all stool samples tested after Day 3.

Low-level ADA positive signal observed in 2 subjects
Part 3, a Phase 1b study in patients with mild to severe ulcerative colitis, is ongoing.
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