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TECHNOLOGIES

In-vitrotranscribed Stromal vascular Multivirus-specific T- Point-of-care CAR-T

EUEEEDS SR 2 RNA fraction (SVF) cells cells (starting 2024)
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RNA PRODUCTION FLOW

Starting material Drug substance Drug product

MRNA-LNP

Quality
control
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RNA PRODUCTION FLOW

Open reading
frame (ORF)
5' UTR 3'UTR Target protein
17 promoter N :Jer:tqnuce" o coding sequence
5’ UTR 3’ UTR
A
Lineaiisation and T7 promoter 2% Poly(T) tail
purification
Circular plasmid DNA Linear plasmid DNA
. + T7 polymerase
+NTPs
ﬁ E’ In vitro transcription + capping analogue
# + reaction buffer
ﬁ ;,« > — 4 DNAse s 2
digest < 5 'llllllllllllllIlllllllllllllllllllll MM 3
mRNA
Filling Purification
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RNA PRODUCTION FLOW

S Tangential flow filtration Fiter
Microfluidic mixing (buffer exchange and volume sterilization
“““““““ reduction)

Jil
4 lipid components

B ) — . C%
+ adjuvant
Storage at -80°C I

Fill and finish
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Translation to Clinical Trial

- Phase | dinical tnal
GNp Apolication submission :

Type: ATMP (somatic celi therapy)

SRS, Type: ATMP (somatic cell therapy)

[ORIX
I'q[ll.u

Type: ATMP (somatic cell therapy)

na- 1ype: ATMP (gene therapy)
Type: Profylactic Vaccine

e

Type ATMP (gene therapy)

—_——

Stromal  Type: ATMP (samatic cell therapy)

yascular
fraction —
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PRODUCTION OF AUTOLOGOUS DENDRITIC CELLS

s = . . GM-CSF A\ MPLA 4
' o S IL-4 " IFNy -
LEUKAPHERESIS MONOCYTES IMMATURE DC

PRODUCTION OF NEOANTIGEN ENCODING MESSENGERRNA

MIDRIXE,Q

« VAN o
f&‘:"‘““’“ WA
o.‘.- ) ’ Tcusscmccm ) > VWA . ) » 4
TUMOR + WES + RNAseq NEOEPITOPE PRODUCTION OF
(S BLOOD SAMPLE MS-BASED PREDICTIONAND NEOANTIGEN ENCODING
IMMUNOPEPTIDOMICS SELECTION TMG mRNA

Intrapatient dose escalation
Dose 1 ->Dose 5
10x108 DC -> 100x10°6 DC

Brabants et al. Cytotherapy 2018
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M I D R I X 4 L U N G immunomagnetic monocytes

isolation . GQ'Q ¢ edifferentiation

GM-CSF/IL-4 |3 days

immature DCs ¥
@

leukapheresis 4 synthetic ‘.

CTAG-mRNAs

= -

o electroporation dactivation
H

MPLA/IFN-y
1 day

13_‘. maturation
X

factors
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GALSOM E-NEO

Lipid nanoparticle Lipid nanoparticle (LNP) for co-delivery of:

Nucleoside-modified mRNA
N1-methylpseudouridine

i B ) o el Y

* nucleoside modified neo-epitope-encoding mRNA
immunosilent -> Limited type | IFN activity
Increased stability and translation capacity

= a-galactosylceramide (adjuvant)
Glycolipid antigen presented in CD1d pathway
Recognized by Natural Killer T cells (iNKT cells)

HO OH

HOég\ HNJK/\/\/\/\/\/\/\/\/\/\/\/\

' O A OH

Glycolipid embedded in \/j\/\/\/\/\/\/\/\
lipid nanoparticle as HO

smart adjuvant (a-GalCer)
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A B: Therapeutic vaccination with
2.0- o 2 0.6+ relevant mRNA encoded antigen
® 1.5 e - * (TRP-2) results in strong tumor
8 - 3 % growth reduction
205 302 = bl
e & ﬁ £ e B16-FO melanoma
0.0- = 0.0- __ 800 -+
i (TRP-2 mRNA)
C12-200 mRNA-LNP £ ,
Rl - C12-200 mRNA-LNP + aGC £ 600 -
c D £
= 400 -
g3 . :
: 204 o : 10+ ® 6
5 15 .- B . . g 200 ;
s 10+ <= @ s 54 _— -
g 54 = ; Ij' I I 0 m el
e A . 0 3 6 9 12 15 18
aGC(ng) . 15 - 75 - 15 Days after + *

Dose-sparing effect
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* Academic developed CAR T product

« Ex vivo prepartion of CAR Ts — autologous — but
with RNA in LNPs

 The GMP unit produced the RNA/LNP
formulation for this partner

» Clinical trial ongoing 2025-2027
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VIB-KUL COLLABORATION

At

See presentation Prof. Dr. Dieter Lambrechts
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/ PERSONALIZED CANCER VACCINE
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/ PERSONALIZED CANCER VACCINE

« |PCEIl Med4Cure selected project

« Head and neck cancer

« Synthetic DNA

* RNA production is individualised as a pool (compared to concatenated)

« Because there is no limitation in termes of neoantigens numbers, the patented
technology enables the production of more than 100 neoantigens (vs. max 20/30
with Plasmids)

 Phase 1 expected 2026

i Cliniques universitaires
'ﬂ =) SAINT-LUC
UCL BRUXELLES
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SIDE NOTE ON PROPHYLACTIC VACCINES
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Center for Vaccinology

GMP unit Cell Therapy
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clinical trial

Clinical trials
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Flessenhals 1: ontwikkeling en Flessenhals 3: capaciteit

productie RNA-vaccin Figasehnals-toxkatertosts klinische tests  Enable fast and local vaccine
oo i s . - - production in case off
Uitbreiden capaciteit om vragen Snelle toegang mogelijk maken Uitbreiden capaciteit om sneller . . .
van industrie en kennisinstellingen voor biotech en kennisinstellingen en meer Klinische studies te pandemlC SItU atIOnS and
op te vangen =>» yermijden tot 1,5 jaar wachttijd kunnen realiseren biO-Safety
Ontdekking & : Kiinisch * Public settin
greﬁmnggh o Pilootproductie b val:gt')sue b PRI Op g .
onderzoek i o mensen o « Warm-ready facilities

 Build-on and enforce excisting
Complementair met infrastructures and expertise

*."." Vaccinopolis

VirusBank VirusBank «  Institute

w"‘ T——*
e Urdt &
- T GENT W

4

https://vaxadvance.com/
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Ecosystem

- cover academic needs
- cover patient needs
- integration in Flemish ecosystem

- UZGent (Prof. Verhasselt and Prof.
Rottey)
- External parties

Advisory board

“|»»|UHASSELT
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Conclusions

« Small batch GMP production is possible in a hospital
setting

* RNA-derived products — vaccines and ATMPs - are a
focus on UZ Ghent

* Bringing innovations faster and cost-effective to patients

* On-site production of lentivirus and CAR T in the coming
years

 Important expansion of the facility expected by end 2026

* Challenging to do this within the constraints of funding
channels
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Thank you — any
questions?
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ACADEMIC COLLABORATIONS IN ATMP
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GENT

neogenes

Projectacronym Project status promotor
ATMP-XB \Vlaams-Nederlande competentiecluster ingediend
VaxAdvance Oprlchtln.g |r?st|tuut voor (pre)-kllnlsc.h veiligheidsonderzoek lopend
\van vaccins in het kader van pandemic prepardeness
Europees consortium: CD19 CAR-T (ARI-001) in pediatrische |_4. Susana Rives, Barcelona,
Attract 2°" ronde .
ALL Spain
UM-VAC Thera?p?eunc vac.cmes targeting multiple shared .tumor- Negotiatie (o} L.t:mtz, Institut Curie,
specific neoantigens related to the dark transcriptome. Paris France
Mission Europe call 2025 Multinational clinical study targeting Ewing Sarcoma negotiatie Olivier Delattre, Institut

Curie

DURACAR

Durability and Upgraded resilience inadvanced CAR-T cell
Therapies

rebuttal sent

Linos Vandekerckhove

Bart Neyns, Liang Goa

GD2-IL18 CAR-T GD2 CAR-T Glioblastoma negotiation Miltenyi, Sandra Tuyaerts
. . i Locatelli, Rome ltaly;
CD19 CAR-T CD19 CAR-Tin pediatric ALL, negotiation . .
Miltenyi
Belgian to become part of the European Research Infrastructure |, .
IRI call FWO EATRIS - focus on translational medicine in preparation \VUB, UA, KUL, UGent...
NKI - TILs academic development - uterine cancer after clinical trial - EMA Nederlands Kanker Instituut

KUL- VIB Dieter Lambrechts
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CliniMACS Prodigy”

Taking your cell and gene therapy from bench to bedside with a flexible and adaptable approach — www.gmp-unit.be



