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Personalised, non-immunogenic organ replacement products
for orphan indications



TISSUE ENGINEERED PRODUCT - CORE TECHNOLOGY

No immunosuppression required

Decellularised + Autologous — Personalised
[ |
organ scaffolds stem cells organ replacement
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Donor cells Patient cells expanded
removed and reseeded onto
scaffold
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PRODUCT PORTFOLIO AND TARGET PATIENT POPULATION

PHASE I/l
CLINICAL

DEVELOPMENT! PRECLINICAL

19,000

TRACHEA q> Severe tracheal stenosis

caused by cancer, trauma,

REPLACEM ENT Congenita| disease. patients
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5 26,500
REPLACEMENT SRES

patients

AIRWAY

MUCOSA LINING CD Severe airway diseases 32,000

patients
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BOWEL :D Short.bowel §yndrome-(S-Bs)
REPLACEIVI ENT associated with necrotising

enterocolitis and Crohn’s disease.

44,000
patients

LIVER Liver diseases, e.g. Hepatitis A, B,

211,000
C, D and E, alcohol, : '
REPLACEMENT & & DandE, alcohol, cancer

patients
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TISSUE ENGINEERED TRACHEA - ATMP PRODUCT

The product is a human-derived mesenchymal stromal cells (MSCs)-seeded
trachea which comprises two components:

e Starting material comprising a human allogeneic decellularised tracheal
scaffold from a cadaveric donor (Tissue Product)

* Autologous bone marrow (BM)-derived MSCs (Drug Substance)

Donor cells Patient cells expanded
removed and reseeded onto
scaffold
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GMP MANUFACTURING PROCESS FLOW - mafwf?‘rate

Autologous
MSC harvesting,
isolation and expansion

GMP
decellularisation

GMP
recellularisation

Decellularised trachea MSC recellularisation
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Transportation GMP QC and product release

Transplantation
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CHALLENGES — From First-In-Man To Market

Non-Clinical & Clinical

* Appropriate models of safety and performance that translate to human experience
* Orphan indication —low nhumbers

e Statistical power of defined endpoints

 No formal control group — use of historical data

* Approval route and when to define/commit

Chemistry, Manufacturing and Controls
* Biologic tissue scaffold — natural variability — difficult to correlate chemical, biological
and physical characteristics to clinical performance

e Autologous MSC’s
» Donor/patient variability — effects of age on cell characteristics
» ldentity, purity, viability, genetic stability, potency (correlation to clinical performance?)

* Final product testing & release
» Short shelf-life limits pre-release testing
» 1 trachea/organ =1 batch — limits sampling/testing
» Challenge to correlate quality/test data to clinical performance or risk
» Product quality evolves over time from release to patient

Reimbursement
* Engagement with HTA’s, reimbursement model and data set required
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Leaders in the development
of autologous tissue engineered products -

FOR FURTHER INFORMATION PLEASE CONTACT

D Dr Steve Bloor, CEO Q Our Location
+44 (0) 7775 525 741 Liverpool Science Park
131 Mount Pleasant
@ Email and website Liverpool
stevebloor@videregen.com L3 5TF
www.videregen.com United Kingdom
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