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Intro to Engitix

Intro to ECM, its development and applications
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ECM assays development
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Engitix aims to transform the therapeutic landscape for fibro-
inflammatory diseases and solid tumors by decoding the ECM

>35% of deaths are due to
fibrosis and solid tumours’

ECM biology is a novel
therapeutic opportunity

The ECM is impacted in
almost all chronic diseases

FIBROSIS SOLID TUMOURS

INFLAMMATION AGING

(1) Mutsaers et al., Journal of Translational Medicine (2023; (2) Frantz C et al., J Cell Sci (2010)

The ECM is a dynamic, 7‘%:{
bioactive environment?2 008

ECM is comprised of ~300 \‘/
proteins (matrisome) | L

ECM environment modified
by >1000 secreted proteins ..-Ff.-_

Changes to ECM alter cell

function & organ physiology _

ECM is a largely untapped \:

source of innovative targets = 8

The ECM company
Founded 2016
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World's largest human
diseased-ECM dataset
from decell'ed tissues

Patient-centric approach
>2000's of samples with data

Proprietary pipeline
3x assets H2L/LO stage

Partnerships worth
> $800m biodollars

Multidisciplinary team
55 people in 13,000 sqft
London-based facility

>$30MM raised to-date

from seed & Series A
Access to $28MM
work-for-equity with Dompe

%
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Track record of successfully identifying and validating novel
therapeutic targets using state-of-the-art ECM discovery platform

Sample
collections |

Bioarchive _

Prospective
collection with
access to longitudinal
samples and clinical
data

All discovery efforts start | = | |
with well characterized | v
patient samples

Multidimensional
samples access

Deep clinical and e
pathological evaluation - S
- W |
Multiple sites with
ethics in place

..i 5

>1000s

i

Ibiospecimens|

ECM -omics
for target ID

Matrisome

Proteomic analysis of
tissue-specific and
disease-specific
human ECM

-

RNA-seq

Biology of ECM in
modulating cell phenotype

o 2

Volcano piot

'000 targets

In silico
target triage

Target Report -

Proprietary software
to automate target
review and scoring

L

B Biology: NCBI/ENSEMBL
Single cell expression: PANGLAO DB
B Gene expression: Protein Atlas
) Genetic validation: Open Targets
@ PPI: STRING
B oMM
7] Pubmed
Competitive landscape: Informa
) Druggability: canSAR
B Engitomix: Target score

'00 targets

Very high rate (>80%) of
confirming targets in
e large patient cohorts
Our proprietary platform

has identified 100’s of
novel biological MoAs

confirmation in
large pts cohorts

| Target

Spatial
expression
]

<7 .

Disease progressions
measurements and target
engagement BM

SPAT

Histology IHC

50 targets

screening platform|,

Target validation | validated targets ‘

in 3D ECM selected for drug

discovery

ECM biology |
Selective target KD and
phenotypic readouts in 3D
ECM culture

- siRNA

--

CRISPR

Pipe]ine.

A

>20 targets

> 20 high-value targets
validated for internal &
external programs

(ie, functional effects in vivo
&/or 3D ECM assays)

>5targets /

ENGITIX

THERAPEUTICS

Several validated target
programs are progressing
within external partner &
internal pipelines




transform the therapeutic landscape v,
by decoding the ECM ZENGITIX
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Multiple assets in our discovery pipeline targeting fibro-inflammation, fibrosis and

solid tumors
Programs Indication(s) Target Discovery Upcoming Commercial
Validation milestones rights

Inhibition of matricellular
E NGITIX
EGTX001 target driving fibrosis Pan-anti fibrotic DC 1Q26
EGTX003 !nhlbltlon of inflammatory Ipflan']matron/ — DC 2026 ? ENGITIX
intra- cellular target fibrosis
Targeted-delivery by Solid tumours and _ -,
: : 2 ; 6
EQTX004 anchoring on ECM protein advanced fibrosis BCaq< F EG XN
Confidential ~Confidential covencedMASH D covficential Takedd)
Confidential Confidential FSCD - Confidential Takedd®

DC: Development Candidate
MASH: Metabolic Associated SteatoHepatitis
FCSD: Fibrostenotic Crohns’ Disease
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ECM: development and
applications
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The extracellular matrix at a glance ENGITIX

THERAPEUTICS

2 ECM structure and function

‘Wounded or fibrotic

Loss of apical-basal polarity

e iale
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Frentz C et al. J of Cell Sci (2010)




End-to-end platform established to decode

composition and biology of ECM

Established tissue collection for both healthy
and diseased tissues

Proprietary decellularization protocols
Agitation: wedge tissue resections, biospies
Perfusion: whole organs

Established QC panel for confirming tissue
decell efficiency by assessing cellular material
removal and ECM preservation

Multiple application of resultant ECMs

Target ID: i) ECM composition by matrisome
analysis, and ii) ECM biology by mics analysis
of reseeded cells in different ECMs

ECM-based assay to study ECM lifecycle

Biomarkers: i) ECM-enhanced biomarkers
discovery in serum, and ii) targeted-mass spec

Mazza et al, Sci Rep (2015)

Mazza et al, Sci Rep (2017)
Mangione, et al, J Proteomic (2017)
Giuffrida et al, IBD (2019)

Mazza et al, Cells (2020)

Al-Akkad et al, Cells (2022)
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HEALTHY AND DISEASED
TISSUE COLLECTION

?ENGITIX

HEALTHY AND DISEASED
TISSUE DECELL (ECM)

AGITATION*

high-shear stress
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low RPM

»

PERFUSION*

*Worldwide granted
patents

HEALTHY AND DISEASED
ECM APPLICATIONS

1) QC ANALYSIS

2 TARGET ID:
2a MATRISOME

B +\."_| +AE!

2b OMICS post-CELL RESEEDING

3) ASSAYS
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Human whole organ decellularisation E NG ITIX

T'_{E 1%*“ ‘(_,,4

Healthy whole human liver Healthy whole human pancreas Healthy whole human kidney

[(e]

. p< 0.0001

DNA content
(ng/mg wet tissue)
g

200 *

0 FL DL A 200 um .50_urv| ) i : ’ ‘ 3
Mazza et al, Sci Rep (2015)* Al Akkad et al, Cells (2022) Unpublished
* First ever human liver ECM publication

Sirius Red




Human tissue agitation-decellularisation

ENGITIX

THERAPEUTICS

Healthy human liver

H&E

ALTC

o

LR
-

DNA content
(ng/mg wet tissue)
o3 uy 8
B

FL ALTC

Cirrhotic human liver

Fresh Decell Fresh
Tissue Scaffold Tissue

Decell
Scaffold

0

DNA content (nalma)

Healthy Scaffolds  Cirrhotic Scaffolds

Fresh Cirrhotic  Decell. Cirrhotic
Tissue Scaffold

Mazza et al, Cells (2020)

Healthy human intestine

R-a protocol

Native R-a Native R-a

Giuffrida et al, Cells (2019)

Amyloid human heart

untreated ) decellularised

anti TTR

- -—
@) (i) - @ (i)
Mangione, et al, J Proteomic (2017)




Established one of the world’s largest gastrointestinal and ENGITIX

hepatopancreatic biliary human matrisome dataset THERAPEUTICS
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Matrisome

+ The extracellular matrix has long been
considered as a structural component of
tissue organization

* In 1984, Martin and colleagues coined the
term “matrisome” in the context of basement
membranes to define “supramolecular
complexes of matrix components which are
the functional units of the forming
extracellular matrix”

* In 2016, Naba and colleagues -curated
manually the lists obtained computationally
and, based on structural or functional

features, distinguished core matrisome
proteins from matrisome-associated
proteins.
+ Recent development of experimental
techniques (e.g tissue decell) have triggered
a thorough characterization of ECM

composition by proteomic and other “omic”
approaches to provide new insights into
understanding of the enduring fascinating
mysteries of ECM biology

A.

1. Core Matrisome:

- ECM Glycoproteins: fibronectins, laminins, tenascins, thrombospondins, fibrillins, fibulins etc.
- Collagens (including transmembrane collagens)

- Proteoglycans

2. Matrisome-associated proteins

- ECM-affiliated proteins:
- Proteins that may be considered as ECM proteins (e.g., mucins, C-type lectins, syndecans, glypicans)
- Proteins viewed as secreted factors but which also associate with solid-phase complexes (e.g.,
phorins and their h receptors, plexins, collagen-related proteins and homologs)
- Proteins that appear in ECM- (eg. {
- ECM Regulators:
- ECM-c

) and ECM-modifying enzymes

(e.g. lysyl oxid

(e.g.,sulfatases, extracellular kinases)
(e.g., MMPs, cath ) and their i (e.g., TIMPs,
- Secreted Factors (e.g., TGFP, BMPs, Wnts, cytokines)
B.
I Matrisome-associated genes ] I Core Matrisome genes I

Secreted Factors

m: 367

' 04
Regulators ‘

ECM-affiliated

Collagens

K

Proteoglycans

COL4AL
COLaA2
COL15A1
COL12A1
coL3al
COLIAL
CoL1A2
CoL6A3
ColsAl
COL6A2
COL14A1
coL18Al
COL6AS
COL4Ad
COL4AS
COL4AG
coL13a1
COL9A2
COL9A1
COL11A2
COL19A1
COLEA2
COL20A1
COL26A1
COL4A3
COLSA3
coL2a1
COL17A1
COLEAE
oAl
COL16AL
COL21A1
coLsal
COLSA2
COL28A1
COL11A1
COL10AL
coLsal
COL7A1
COL9A3
coL23a
COL24A1
COL25A1
coL7al
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The Pathogenic Matrisome — Unveiling a Key Disease Driver ENGITIX

THERAPEUTICS

ECM COMPOSITION ECM BIOLOGY
~ We use proprietary tissue decellularization techniques Incorporation of FSCD ECM in our 3D assay reveals how changes
1 to study the matrisome (ECM & associated proteins) in the matrisome affect cell behaviour and drive fibrosis
/ Healthy (n=3) !nﬂammatoryfmildy.ﬁbrotic CD (n=4) FSCD (n=3) : . m ‘; ):, ‘ r
= — g g y HEH % | | —a . . = .
’ i % ] I | ' (=
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ECM driving loss of organ function

Skin Eye
Hidradenitis SSc Glaucoma, AMD
Heart
Lung
IPF, COPD, RA, SSc, [ MI, CHF
Asthma
Liver Kidney

MASH, PSC, ALD CKD, Lupus, FSGS

Vascular
Atherosclerosis
PAH

Tendons
Dupuytrens

Gl
Crohns, SSc

Bone Marrow
Myelofibrosis

Established indications at Engitix

Early development activities
(currently not active)

Chronic tissue damage promotes pathogenic changes in

CONFIDENTIAL
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Chronic tissue damage drives fibroblast activation resulting in
ECM remodelling and altered deposition. This forms a
pathogenic matrisome that sustains a chronic fibro-inflammatory
process and organ dysfunction.

The pathogenic ECM/matrisome that fuels fibrosis
progression is characterized by differential:

« Composition
* Quality and Quantity: Enriched with growth factors,
chemokines, and cytokines as well as increased ECM
» Architecture: Modified fibre structures (fibre multiplicity)
» Biology:
+ Activation and differentiation of mesenchymal and
immune cells (e.g., myofibroblasts & macrophages)

Tissue homeostasis can be restored in fibrotic tissues by
activating fibrolytic pathways




Established novel end-to-end ECM life cycle assays to ’
decode fibrogenesis and fibrolysis ’ ENGITIX
Fibrolysis

After Before

ECM
Turnover/
recycling

2D and 3D mono and co-culture myofibroblast
macrophage ECM Disease Platform

+/- Healthy or diseased ECM )

+/- Pro-fibrotic &/or
inflammatory stimuli

+/- Target modulation + fibrolytic cells

(siRNA/shRNA/ antibodies)
ECM *
deposition/proteomics
Collagen * k
degradation (6) Fibre maturation Buc:snsear:;cnl *
(7) Fibrolysis ST, o .
- e 5) Fib h ia:
|, SoeeNS T (5) Fibre gront ECM Deposition
-, - Telopeptide
r o g '_\ - RIS o Fib ™~ bl deposition /\ /
® .(l]Slgnal — b (4) Fibre “..—u'?‘,_y . (44) Sell-assembly e
IHC/Western blot T / N e ot =5 s
= St — L
(4B) Recycling [ =5 L Collagen *
@) ngudnlleh + Signal / - Processing
! signal = -
e e (3)Secretion
I / Luminex/ *
. . == roteomics
Cell activation hideeq ? . ;
pRp—— t Fibrogenesis
CTRL _ToFm Fsco ~ - ) ECM
e 'i_;';: o (2] e Production
_— = HeT »
e ECM life-cycl

*96-well assay format




Proprietary assays and readouts to study ECM life ’ ENGITIX
cycle to decode fibrogenesis and fibrolysis 4

Fibrogenesis assays

Fibrogenesis assay format (10 days):

« 3D ECM co-culture (fibroblasts + macrophages)

 Stimuli: disease ECM (vs healthy) and/or pro-
fibrogenic stimuli (vs healthy)

ECM synthesis Gene expression (e.g
RNAseq, scRNAseq)

ECM secretion ELISA, Luminex,
proteomic

ECM deposition High content imaging of

ECM fibers, proteomic

CONFIDENTIAL

Fibrolysis assays

1- ECM-acellular: assessing protease activity in
pathophysiological ECM

AR
o rMMm‘ : .
2- ECM-cells: assessing macrophages activity in clearing
pathogenic ECM

Multi targets perturbation by siRNA/CRISPR coupled
with following readouts:

High content imaging of ECM fibers

scRNASeq to ID drivers of fibroblast/macrophages
reprogramming
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Extensive Biobank and Clinical Network Offering Access
to Well-Characterized Matched Tissues and Serum for #Z ENGITIX
Longitudinal Studies on Fibrosis Progression in IBD

IBD Bioarchive IBD tissue characterization IBD clinical data

Matched patient full-thickness surgical Access to medical, histology, and imaging reports,
resections and serum samples available to allowing for longitudinal follow-up.
study the progression of intestinal fibrosis.

A \\N

Crohn’s Disease - SUrgica| > 50 Age: 46y Disease behavior: stricturing Date of last CRP: 30/10/2018
o Gender: Male CRP reading: 7
resections CTRL Inflamed Infl/ FSCD* FSCD Ethnicity: White-British
Diagnosis: CD Date of resection: 11/07/2019 Biologics/immunomodulators/steroids at collection:
Inflixmab and Azathioprine
Serum Samples > 80 % Age at diagnosis: 17y MRE/MRI available: 08/01/2019 Previous medications:
o
Pentasa, Amlodipine, Ramipril, Bisoprolol
| S . S S W 150, R o Yo g < N HE, i s Disease duration: 29y Imaging data summary: Refractory to TNFa therapy:
_ NS active disease in distal and terminal Symptoms unchanged despite maximal therapy
FFPE — FSCD/Inflamed and >100 A = ileum with skipped lesions and strictures.
matched controls o 3 Site of disease: Previous resection: No
I terminal ileum and caecum  Previous balloon dilation: No
% Prospective collections established in 2023 e e el o o e o e I o e e e A - o
| . .
* Longitudinal samples access ) MRI: 07/2017 Surgery: 03/2018 CT: 05/2019
* Matched tissue available o \ / \v/ 4
+ Clinical data available including lifestyle = ; At -_——— i i = = — -
medications, medical treatment (e.g. - ; b g Ry Retrospective Longitudinal
incretins), etc. (= S P RN 757l i LA It follow-up CT: 1012017 CT: 03/2018 follow-up
% Expanding network of clinical sites ¥ FFPE block

CONFIDENTIAL

Prof Marco Lenti




Engitix’s ECM-Centric Strategy Integrates Matrisome, Transcriptomics,

Spatial Profiling, Digital Pathology, and a Novel 3D FSCD ECM In Vitro EN G IT | X
Platform for Target and Biomarker Discovery THERAPEU
Matrisome reveals progressive changes in ECM
composition in IBD
‘ v
e » Healthy (n=3) Inflammatory/mildy fibrotic CD (n=4) FSCD (n=3)
Matrisome ‘ R H 'iiEEllal:jf
- /‘I —
ﬂg 4
erum proteomics
and ECM 3D FSCD ECM
fragment analysis platiorm 1| KRR T | e o (e
. 4 \/
ECM-centric approach to target ID et Crrt o
and biomarker discovery FF T T T T TR T e e e
-
Integration of Al Patient bulk
digital pathology RNAseq
| v ————
A Spatial |
Transcriptomics | e

I}

i

{I I

Dataset acquired

F|brostenot|c Inflamed Healthy

Fibrosis progression

SR

Dataset acquisition on-going; delivery September 2025




Loss of Tissue Homeostasis: The Pathogenic FSCD Matrisome —

Unveiling a Novel Central Disease Driver

Incorporation of FSCD ECM in our 3D assay reveals how changes

in the matrisome affect cell behaviour and drive fibrosis

! -

Milling Digestion Gelation
L
5 fresi =
A _. -y
r=) X i
g @ W -
. =
Native De-cell ECM ECM ECM
Tissue Tissue Powder Solution Gels
Treatment CTRL TGFp1 FSCD
E] Healthy (H) ol ——
. EE 0 SN 0 N 0 W Baich
[+] HeToFp1 . : e .
FSCD O C R
3 b : y
3 \ W
. i 0 T
‘e =
1 2 Baen
. I [
- .
®£ . . T
5 Ofeeememeegge fennaas R £---
o L AN
£ o /
[ i
|/
3 ] -
6
3 4 0 4 8 RSy S
Dim1 (41.5%) )

Secreted proteins Transcriptomics

% ENGITIX

THERAPE

In Vitro FSCD ECM Induces a Patient-Derived Disease Signature Validated
by Bulk RNA-Seq of FFPE Tissue, Highlighting Its Clinical Relevance
FSCD (n =10)

T

Inflamed CD (n = 8) Infl FSCD (n =13)

Y
&~ \.‘* < %
W e O
. h

Control (n =17)

32805

e

,{"{a IR B o }.
k""‘ 1 AT E s {
Control Inflamed Infl_FSCD FSCD
e sample
- = E I 4
FFPE signature - & ﬁ: = H _: g E = 2
! C1_inflamed C2_fibrostenotic - i 55k :_ | |
= = = i
I :: = : | Bt 0]
: k= _—§ 1=
‘ P- == K
: = == == —F
. E B = |
| ! 2 = b

C3 inf fibrostenotic

FSCD disease signature genes upregulated
in TGFpB1 stimulated ECM assay

FSCD disease signature genes upregulated
in FSCD ECM assay

e
»

enrichment score
o
enrichment score
o
n

0 - i |

0 2000 4000 6000 8000 10000 12000 100 2000
rank.
TGFB — Healthy ECM; Enrichment Score = +0.42 (p = 4.06e2)

4000 6000 8000 10000 12000 1400
rank

FSCD ECM — Healthy ECM; Enrichment Score = +0.49 (p = 1.88e%9)
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Tumors with high ECM content are a significant unmet
need and offer unique therapeutic opportunities

High tumor stromal and ECM content is associated

with poor survival across multiple solid tumors

10 p< 0.0001
8
©
=
=
I
w
= Stroma-low
(]
g
o 4
>
o3
z .
g, Stroma-high
w
E
2
(3]
1]
0 S 10 15
Time (years)
ol PDAC
100+
754
'! —— Low Col 1
; High Col 1
5
o
H
25

o

24

% 48 60 T2 84 96 108

Time (months)

Overall survival

Disease free survival(%)

Log rank p < 0.001

NSCLC

‘.. Stroma-low

Stroma-high

T T T ¥ T T
"0 x » © © L
Time(months)

Breast

Stroma-low

Stroma-high

Log-rank P=0.000; N=240

0

10 20 30 40

Time (months)

50 60

?ENGITIX

Targeting tumor ECM can offer advantages
over other ADC strategies

* Anchoring to the tumor ECM as opposed to
‘ tumor cell surface antigen will reduce
incidence of resistance caused by antigen
depletion due to tumor cell death

* Human malignancies have common ECM
responses, which would enable a broader

Current ADC strategies . .
target population than conventional ADCs
® u’ e

ca ellz
Cancer cells Y

W Driver oncogene
X s
Mg 1 ‘
Proteoglycans J

B
Collagen

Extracellular release of ADCs’ cytotoxic
payloads is clinically effective

CAFs

Target antigens in
tumor vasculature

Target antigens in
tumor stroma

References: Mesker et al Cell Oncol 2007; Huijbers et al Ann Ocol 2013; Zhang et al Int J Clin Exp Pathol 2015; Whatcott et
al Clin Cancer Res 2015; Yan et al BMC Cancer 2022; Pearce et al Cancer Disc 2018; Mascharak et al Cell Rep Med 2023;
Fu et al Sig Trans Targ Ther 2022; Tsao et al Nat Comm 2025;
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Strategy for identifying ECM-anchoring targets

Identify ECM proteins that are highly and specifically expressed

EGTX004 may provide a novel therapeutic platform in tumors, and not in histopathologically normal adjacent tissues

addressing multiple unmet clinical needs

PROBLEM

@

2% 2 % 2 2

g & 2 g y 8

High rates of AEs associated Localize therapies in diseased v s> 8§ 5.5 we £ 2 2 Bgﬁ o >
§ S i . % 5 : -5 ax @ s — @ o] £ i =
with anti-fibrosis & anti-cancer tissue by conjugating to S0 o8B 2888 FEECR LTS5t os02RE 2
2550650 ®coCelSa Eo2lPPesles50%5a=T0

5}—3(0}2(mu_OUJIEDEU)SU)Oﬁ.}—D.mEDLUD._IZ>(DU)

therapies are due to systemic
distribution of potent agents

SOLUTION

®

antibodies targeting disease-
specific ECM proteins

Select targets that have no significant expression in healthy organs

EGTX004
ERBB2
TROP2

Tumor vs Matched Background Tissue Matrisome

75

5.0

-Log10(p-value)

25

0.0

DI : . EGTH004

NECTING |

0
Logz Fold Change

1

Low




Established biospecimens’ collection, ECM platform /
and matrisome dataset in multiple solid tumors ZENGITIX

Extensive biospecimens available across Matrisome reveals unique protein signatures in tumor ECM from CRC, CRC-LM, and PDAC

indications and sampling modalities vs background adjacent non-cancerous tissues

Sirius Red Stainii f Decellularized Sirius Red Stainil f Decellularized
| | crRc | CReum PDAC .\ oot e

FFPE >215 >300 >70 e e Natve e FGA POAG matisome
Frozen >80 >40 >25 .

g b CRC BG E 20 PDACBG |
Serum >145 >75 >70 s : _ 8

.: 3 :,:; 0 @ Em
Samples linked to longitudinal EMR data ‘ £ ‘ D g p
extracted and curated by clinicians e = CRG Humor " ol PoAC Tumo
10 LRC lumor
+ Demographics . N A
° Med|Cat|onS . E é e e o FCI‘?BS%) 2 %0 g 20 p-g:as% varla?\ce °
* Labs \‘/ W A .
- Comorbidities i » [ |
 Imaging Reports ]
Sirius Red Staini f Decellularized CRC li tastasi d back: d i
° DX and OUtcomes CRC Liv::ul\:et:stasis"\lllggll.i?rer ;sz;rfaz:d Tissue tissL:;:rh':\?ea:isat?:nsctapnatriascoi?:r'::ﬁl:: '
Native Acelular pcA Normal pancreas and PDAC scRNA have different
Pathologist QC/annotation of histopathology & } . : cell type composition and matrisome expression

to characterize tumor grade and phenotype H b s CRC-MBG

S A o

‘Well Differentiated Moderate Differentiated é —_
- - ° g
TrIIL . Ex 7T ge * 10
v CRC-LM Tumor

. -20

é | 10 o 10

=y PC1(35%)

+ Mora than 95% gland formation

\
: s | S |
Bavaly renied uckl ' [imon | a5 50




strategy

Matrisome PDAC tumor v

Matrisome CRC primary tumor v

matched background pancreas

matched background colon

: : 100 ' '
6 ' ' ' H
; : R : : EGTX004
' : s e 7.5 . : :
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3 s i Doegeetst . 2 . : :
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@® Up-regulated
@ Down-regulated
Unchanged
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(N)-

0
Log2 Fold Change

(T): Tumor; (N): Normal

-Log10(p-value)

Proprietary matrisome data ID’ed a highly tumor-specific
stromal protein (EGTX004) that may provide alternative ADC

10.0
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25
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Matrisome CRC liver metastatic tumor v

matched background liver

- 4-EGTX004

Log2 Fold Change

Gene expression analysis show

increased EGTX004 expression

across multiple solid tumors




Confirming EGTX004 protein expression by IHC
This represents a unique dataset using EGTX004 specific mAbs / E N G | T | X

A \\N

EGTX004 specific mAbs identified to enable confirmation of tumor expression

4000000+ Human EGTX004 epitope binning
EGTX004 All commercial Mabs to EGTX004 found to be

ECgo=0.07 nM .
3000000~ / non-selective

RLU Values

" Novel a-EGTX004 tool antibodies were developed
2000000 Mouse EGTX004 and IHC methodology optimised to allow
ECgp=0.06InM assessment of EGTX004 protein levels in different
1000000~ oncology indications
feferbes ipteiats
" Different protocols were required for antigen
ol retrieval in PDAC and CRC suggesting differential

0.0001 0.001 0.01 0.1 1 10 100
Ab concentration (nM)

structure of the EGTX004 in the ECM in various
organs or indications

45 Rabbit mAbs screened for selectivity, potency, cross reactivity, & epitope diversity assessed
5 Abs selected for IHC/Characterisation




EGTX004 expression has a very clean profile with no v,
staining seen in healthy tissue arrays ﬂ ENGITIX
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EGTX004 is expressed in stromal areas of CRC 1ry tumor ¢

CRC

Primary Tumor

Background tissue
(tumour adjacent)
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EGTXO004 is expressed in stromal areas of CRC Liver Mets @ ENGITIX
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Strong positivity of EGTX004 in PDAC tumour cohort [ ENGITIX
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« EGTX004 shows strong immunopositive staining in desmoplastic stroma of PDAC tumours
» 7/7 donors positive for EGTX004

» Findings consistent with transcriptomics and proteomics data, indicating EGTX004 expression increased in PDAC
» Histopathologically normal background tissue shows no staining
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Summary and opportunities: #Z ENGITIX
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EGTX0.04 represents a first-in-class tumor ECM targeted EGTX004 may provide a novel therapeutic platform
cytotoxic therapy addressing multiple unmet clinical needs

EGTXO004 is highly and specifically expressed within the ECM EGTX004 Therapeutic Platform
of many solid tumors, including CRC (1ry & mets)

EGTX004 has a more restrictive tissue expression profile

compared to other tumor stroma-targeted cytotoxic therapies Y4 Y .ﬁ &
- i
@
Engitix has developed mAbs with high affinity and selectivity for Do’ Fammeeid Gowmer sy Heies
EGTX004 across different protein domains Gy Temailc  amdher)

EGTX004 is a platform opportunity that can enable the
development of other oncology and anti-fibrotic therapies




Building towards an Al-powered analysis of multidimensional
data from patients & 3D patient-derived tissue assays

5 i Access to thousands of fibrotic
Biospecimens and solid tumours tissues,
access serum and FFPEs from multiple
hepatic and Gl patients, with
longitudinal access and clinical

é“?]@”/ W & data
[ ]
® <
Histology

Bioinformatics

Pipeline
expansion and Al -l pipeline
Patient |= Engitix Data
; Hx — i Engitix’ workflow
Opportunity to = Science and 9 el
grow imaging Al IHC 9 :
=l areas histopathological,
data acquisition capabilities T cellular, &

molecular
profiles of tissue

. : »| Labs
and integration | @ B .
into analysis .
ipeline to c p
P L specimen across

. ' several fibrotic
; ; : Spatia i
health outcomes Diagnosis Staging transgriptomic diseases

create Al-
processed
Outcomes
!{ | 7 e, o)
— ; Wil o
& REN

3D ECM assays

H ". >
- siRNA

Mgt Fascracin
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Summary Z ENGITIX

The ECM plays a central role in the progression from inflammation to fibrosis to solid tumours, but remains an untapped
area of biology in drug discovery

Engitix 1st and best-in-class human ECM platform aims at decoding biology and composition of healthy and diseased
human ECM

Growing biorepository with longitudinal samples & metadata from N > 2000 patients (indications: fibro-inflammation
and solid tumors)

Integrated analysis of multidimensional patient-level data to drive target selection and confirmation
Patient-derived 3D ECM screening systems to validate target function and therapeutic potential
Validated platform by two exclusive license agreements with Takeda in liver fibrosis and fibrostenotic IBD

>$30MM raised between Seed and Series A + access to up to $28MM work-for-equity + > $45MM revenues to date

Proprietary pipeline of 3 assets (LO stage) in fibro-inflammation (EGTX003), fibrosis (EGTX001) and solid tumors
(EGTX004) progressing through drug discovery campaign

Next inflection points: EGTX001 DC (1Q26), EGTX003 DC (2Q26), EGTX004 DC (3Q26) with FIH studies in 2027

Partnership opportunities: platform target ID/validation deals (liver, gut, skin, lung) and asset deals
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