The long and winding road:
Building a small biotech

Eric van der Veer PhD
Oprichter van Hybridize Therapeutics

Klinische studies

Nieuw
geneesmiddel

Pre-klinisch data

Zoeken naar investering

Bedrijf beginnen




11 jaar fundamentele onderzoek naar een eiwit met de mooie naam “Quaking”
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Quaking, an RNA-Binding Protein, Is a Critical Regulator
of Vascular Smooth Muscle Cell Phenotype
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Quaking promotes monocyte differentiation
into pro-atherogenic macrophages by controlling
pre-mRNA splicing and gene expression
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Emerging roles for RNA-binding proteins as
effectors and regulators of cardiovascular
disease
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Eureka: Nieuwe ideeen moeten van ver (en dichtbij) komen!

ATAg VsSpt ANF1  AEts-1 ANFxB

A AA A v A A & & a4 A A
0(142 bp) | Pesbp) [a@ebp)| Re3bp) | sE3bp) |
I_f I U u L
ORI CRE TRE TATA-like I—bE‘/PRE
TATA elements ERE
box H
SEssEEsNEEEEEESAEEREESEEREREREEREEEEE ! lllllllllllllllllllllllllllllllllll -

VP3

Early Late
coding circular dsDNA coding
region (~5 kb) region

VP1

: -truncTAg

3p-miRNA <<« 55.miRNA

& [eciden ™ () Californie ¢ & |eciden ™



Remmen van BK virus: Sleuteleiwit uitschakelen voor virus vermindering
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Sources: 1) Helle et al. 2017. Biology of the BKPyV: An Update. Viruses MDPI, 2) Saade et al. 2020. BK virus infection in allogeneic hematopoietic cell transplantation. Journal of Infection
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Remmen van BK virus: Sleuteleiwit uitschakelen voor virus vermindering
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Wat heb je nodig om een geneesmiddel te ontwikkelen: GELD!

DUTCH KIDNEY FOUNDATION
Application form
Call Innovation Grant
Version & December 2015

Dwtch Kidney Foundation
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+31 (0) 35 607 8011
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2. Applicant
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RNA therapeutica & de nier: Ze komen, blijven en werken daar
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Waar begin je: Veel literatuur lezen en bioinformatica toepassen HYBRIDIZE
13 digonudectides across the First tests in HK-2 Further testsin PTEC Final tests to select the
viral pre-mRNA string were human cell lines showed (primary kidney cells) lead compound are
developed and screened 3 lead candidates validated efficacy almost finished
Pre-miRNA

T-Antigen (T-Ag)
Bon Intron Bon

QL1000 LY

Deze dingen heten:
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Eerste tests van ons idee: Cel-gebaseerd activiteit metingen van ASOs
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lead compound are
almost finished

Log10 Fold Change
0.00

-0.25
-0.50
075

-1.00

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only 1 6



Een therapie ontwikkelen: Het leren van een nieuwe vak(gebied)

I Leids Universitair
2 Onze visie T &N Endlish
mg Medisch Centrum oen & Nu nglis

Leiden Regenerative Medicine Platform

7 . | |
Regeneratieve Geneeskunde i ot | | “Valey of Death” ——>
Het LUMC staat als innovator voor de verbetering van de gezondheidszorg en de gezondheid van mensen door /- A\l
regeneratieve geneeskunde. Regeneratieve geneeskunde is één van onze drie maatschappelijke speerpunten. \
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Intellectuele eigendom en valorisatie:
Stappen die nodig zijn om een geneesmiddel te ontwikkelen

Belangrijke momenten:

* November, 2017: Begonnen als bedrijfsontwikkelaar (LRMP)

mmmmmmmmmmm

{0 O 0O O O March, 2018: Provisioneel octrooi aan gevraa gd

B EPO commentaar: Innovatieve nieuwe aanpak — meer bewijs nodig

= « March 2018: Deelname aan Health-Holland Venture Challenge

Academisch Ziekenhuis Leiden h.o.d.n. LUMC

Communication

The extended European search report is enclosed.

The extended European searoh report includes, pursuant to Rule 52 EPC, the European search report « e . . . .
(A 61 EPC) o the partial European search report/ declaration of no search (R. 63 EPC) and the. Y °

arc : Definitief indiening van octrooi
Gopies of documents cited in the Eurapean searoh report are altsched ’

A Aanvullende bewijs voor geneesmiddel en nieuwe geneesmiddelen

The following have teen approvec
B Abstract & e

[0  The Abstract was madified and the definitive text is attached to this communicatian,

The following figure(s) will be pubished together with the abstract:

Refund of search fee
 applicable under Article 9 Rules relating o fees, & ssparats communicaton from the Recsiving Section
on the refund of the search fee will be sent later

U wish to further prosecute t

L G o e BV * Februari, 2023: Nieuw patent ingediend met nieuw BKV-remmende

of publication of the European search report has been mentined in pean
1), R. 70(2) EPC).

R geneesmiddelen

—— * Tot op de dag van vandaag, constant vragen aan het beantwoorden over ons
geneesmiddel

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only
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HH Venture Challenge: De ‘business-kant’ van een idee tot een geneesmiddel

Building future Life Sciences,

business leaders
Global Scaling Up Program
Razor-sharp mentoring programme pushing the

Paul Janssen Futurelab
g ; global business strategy of scale-ups to successful
An international learning program with various ket haaiich:

blended courses for graduated biomedical
professionals with an entrepreneurial spirit.
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BioBusiness Summerschool

Intensive bootcamp-like programme to introduce
the main business topics of the life sciencesindustry
to young life scientists.

TAP Biobusiness
An intensive eight month Talent Accelerator Programme

8 Master stugdents PhDstudantsand postdocs A
& Sdus s s for biobusiness professionals in commercial roles.
:.: l i Ventu reChaIlenge & Ertreg S5 M Wit oficers Seprcilruys's

& waw bobusinesssummarschod

l Coaching programmefor scientists to build a start-up
business case based on theirresearch results,

© Entrepreneunl Masciencesresaarchers with an invention
© 1adays{penod ot 1 0weeks)

@cC

% T

© www |5 acesatwarkn

Health~Holland

MAR 0

Hanna Groen - 1st
Programme Coordinator bij Health~Holland

Leiden, South Holland Province, Netherlands
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Herben Kohnen



DUTCH KIDNEY FOUNDATION
Application form

Call Innovation Grant
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Dwtch Kidney Foundation
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subsidisfinierstichting.n

@D

NIERSTICHTING

Wat heb je nodig om een geneesmiddel te ontwikkelen: GELD!

Health~Holland

Fapetnd

Application date: 2 September, 2018

Title: BK-away: A novel, RNA-based anti-viral approach to limit BKV propagation during
immunosuppressive therapy following kidney transplantation

Acronym: BK-away

Applicant, Principal Investigator

Name (M/F)

Eric P van der Veer

Position

Assistant Professor

Name of organization,

Leiden University Medical Center

Department Internal Medicine (Nephrology)

Address: Leiden University Medical Center

Name Institute, Department of Internal Medicine (Nephrology)
Department Room K5.40

Room number Albinusdreef 2

Street name 2300RC, Leiden
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Telephone

+31 715262500

Email
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Project code:
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3. Project
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DKF contribution €250,000 ﬁ'muw
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Strategic Advisory Board
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(ex-CEO)

Galapagos

Dr. John Maraganore
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Daniel de Boer
(CEO)

\
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Dr. Andre Hoekema
(CBO)

MD Michael Hodges
(ex-CMO)

amplyx

Wanneer je denkt dat je er bent...: Geneesmiddel nog verder verbeteren!

Scientific Advisory Board

Dr. Annemieke Aartsma-
Rus
(Prof. Human Genetics)

L Leids Universitair
C Medisch Centrum

Dr. Troels Koch
(ex-CTO)
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RNA Medicines for the 2Ist Century

Dr. Gerard Platenburg
(clo)

THERAPEUTICS

Dr. Ben Laskin
(As. Prof. Pediatrics)

' Washington University in St.Louis

SCHOOL OF MEDICINE
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Poging 2 voor verbetering: Terug naar de computer en nieuwe testen van ASOs

T-Ag mRNA L

Leids Universitair

0 . . ° C Medisch Centrum
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Scamblediily 02 g 04 05 06 07 06 09 10 Qg 12 13 4 Mean reduction compared to scrambled control (%)
Virus production
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Nog verder sleutelen: De zoektocht naar maximale remming van BK virus

Werken niet heel goed E
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AiCuris

Anti-infective Cures

. Virus production




@ AiCuris
Heel belangrijk: Bewijs dat je geneesmiddel werkt zoals je denkt dat het werkt!

Pre-mRNA
T-Antigen (T-Ag)

Bon Intron Bon

GAACCTGGAGTAGCTCAGAGGTTTGTGCTGATTTTCCTCT _ _

Qigonudectide#1
Qigonudectide#2
Qigonudectide. ..

v

\ 4

*pRP cells constitutively express the BKV early coding region mRNA as these mouse fibroblasts have been stably transformed with the BKV early coding region DNA. This is evidenced by abundant expression of the
large T (product 1) and small t antigen mRNAs (product 3) (Megrini, M. et al., Cancer Research, 1992)




Geld: De constant zoektocht naar investeerd
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AiCuris: Een geweldige partner om mee samen ons geneesmiddel naar de patient te brengen

AiCuris and Hybridize sign
licence agreement for BK virus
therapy

According to the agreement, Hybridize is eligible to receive upfront,

N B T\ =g
milestone and royalty payments from AiCuris. Y ‘__,,_‘,;1_-"7:‘-4 > o B 3
February 10, 2022 y 1. ‘ :
Share < Jf'ﬁ /
2 : J‘L
Bas aoe o Wuppertal
' ' ‘ 5 GERMANY

FRANCE

- 2 . =&
Hybridize's BKV programme is based on a new RNA-based treatment approach. Credit: © Hybridize Therapeutics.




Vervolg traject na uitlicenseren: Vele stappen naar klinische studies

2019 Patent

2021 Candidate
selection

Mechanism of action

AiCuris

Binding site conservation “ Anti-infective Cures
in different subtypes of BKV

Off-target screening

Maximum tolerated dose rodent

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only

Program

Kidney virus

2025 Clinical POC

2024 Phase |

2023 Tox and safety
pharmacology

2023 ADME

2022 Primary Pharmacology

Non-human primate
Pharmacokinetics




Een frisse wind: Een nieuwe locatie om verder te groeien
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Complexe omschakeling: Van ‘Academisch Onderzoek’ naar ‘Pharma deugdelijkheid’

New team New partner

R

f
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O lJurrien Prins



Academisch experimenten: Bewijs genereren dat ons geneesmiddel werkt

Remove 300 uL
PTECs Infect Supplement 300 uL
Day -1 0 3 5 Activity readouts:
| | | | 1. Protein ->VP1 expression
N | 2. Virus DNA
2h 3. Infectious virus (our method)

Remove virus

Carrier-mediated ASO delivery

[ASO]:
50 nM

Legal caution: This document contains confidential information; sharing is strictly prohibited unlszs par=issicn is granted by Hybridize Therapeutics on




@ AiCuris

Pharma experimenten: Uitvoerig bewijs genereren dat het geneesmiddel werkt
Infect & remove Remove 300 ulL T
PTECs virus Supplement 300 uL Activity readouts:
1. HELISA -> intracellular [ASO]
Day -3 -1 0 2h 1 3 5 | 2. Cellviability

| | r | | | 3. Protein -> VP1 expression

1 1 1 4. Virus DNA
5. Infectious virus

Carrier-free Carrier-mediated
[established [ASO]: [ASO]: [established
anti-viral]: 0 uM 0nM anti-viral]:
0nM 0.3 uM 0.3nM O0nM
10 nM 1uM 1nM 10 nM
30 nM 3 uM 3nM 30 nM
100 nM 10 uM 10 nM 100 nM
300 nM 30 uM 30 nM 300 nM
1000 nM 60 uM 60 nM 1000 nM
100 uM 100 nM

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only




AiCuris

Complexe omschakeling: Van ‘Academisch Onderzoek’ naar ‘Pharma deugdelijkheid’ e
BKV
infection
@ 2 Day -1 0 5
— = | | / |
I
PTECs T 2h (remove virus) l

Scrambled (lipofect.)
AlC263029 (lipofect.)
Brincidofovir

Cell viability
Virus yield release

Large T Antigen positive cells (biological n=5) VP1 positive cells (biological n=5)
BCV BCV

14 144 —_—
— o
X iz 12 I 81
RUREURE ol Il T e T e T T = . N
B s 81 é i -, ew! - T
8 61 6 9 47
*g 4 4 8 .
e 21 £
B e 0 - 0-

oholoNoNe) o o o o o o o o Coooo o o ™M o o o o o o
i L
- Brincidofovir - AlC468 D Scramble ASO

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only



AiCuris

Complexe omschakeling: Van ‘Academisch Onderzoek’ naar ‘Pharma deugdelijkheid’ T Anitecive Cures
AlC263029 (nM) Scrambled ASO (nM) Controls
Ladder (bp) 0O 0.3 1 3 10 30 60 100 o0 0.3 1 3 10 30 60 100 RT NTC H,O
%k
600 — small t
Lipofectamine- 500 *
Mediated 400 N
ASO 300
transfection *
— large T
200 *

AIC263029 (uM) Scrambled ASO (uM) Controls
Ladder (bp) 0 03 1 3 10 30 60 100 0 03 1 3 10 30 60 100 RT NTC H,O
600
500
Gymnotic 400
ASO
delivery 300

200

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only
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Klinisch Programma en perspectief

Licensing
approval

Kidney transplant patients

(en eventueel HSCT patienten)
© Niertransplantatie patienten

(klein/middelgroot cohort)

Gezonde vrijwilligers
-> SAD/MAD started Oct. 2024

Klisch: Toekomst: Fase 1 klinische studie in Oktober 2024 gestart
: " Fase 2 / 3 studies in niertransplantatie patienten worden gepland

® AiCuris

Anti-infective Cures



Een waardevolle reis: Een idee is een geneesmiddel geworden

1. Durf: Anders te denken
2. Durf: Een uitstap te maken wat geen garantie voor de toekomst met zich meebrengt
3. Durf: Alles op alles te zetten om een doel voor ogen te realiseren

4. Droom: Dat patienten nooit meer last hebben van BK virus na een niertransplantatie

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only



Ons team (2024):

Hybridize leadership team

Eline van Beest
(CEO)

NightBalance

Dr. Eric vd Veer
{C1O & Founder)

L Leids Universitair
C Madisch Centrum

Alex Mentink
(Chief of staff / 8D)

(Head of cMC)

BAIN & COMPANY ()

Dr. Miranda de Jager

3D PHARM 020 CHANGE

Prof. Dr. Tim Johnson
(cso)

ol MESTAG

L THERAPCUTICS

Dr. Jessica Sipkens
(coo)

BiOMARIN

Patricia Biasutto

‘ @w:mnums

(Head of Translational Science)

I @ THERAPEUTCS

Hybridize lab team

e

Dr. Falk Wachowius
{Sr. Scientist)

B UNIVERSITY OF
¥ CAMBRIDGE

Barbara Cambi
{Scientist)

Galapagos

Iris van Wissen
(Researcher)

Galapagos

Chaja Hudepol

{Researcher)

Jurrien Prins
(Scientist)

L Leids Universitair
C Medisch Centrum

Dr. Rob de Jong

8 (Principal technician)

L Leids Universitair
C Medisch Centrum

Janneke Kouwenberg
{Researcher)

L Leids Universitair
C Madisch Centrum

} Loes Wiersma
| [Scientist)
i

L Leids Universitair
' C Madisch Centrum

GD [E]%] tharfish AiCuris

N I E R s T l C H T I N G Anti-infective Cures

INNOVATIONS

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only



Een zeer grote dank aan onze ‘Partner’ and ‘VRIENDEN’ bij AiCuris

AiCuris

e

Anti-infective Cures

e Larry Edwards (Chief Executive Officer)

* Cynthia Wat (Chief Operating Officer)

e Jacques Dumas (Chief Scientific Officer)

* Holger Zimmermann (Chief Research and Development Officer)
 Tamara Pfaff (Head of Pre-Clinical Development)

e Peter Lischka (Senior Director Virology)

e Susanne Bonsmann (Associate Director — Laboratory Head Pharmacokinetics)
 Marouane Zarrouk (BKV Project Lead)

* Andreas Kiuhbacher (Senior Manager Innovation and Alliance)
 Silvia Riffel-Friedrich (Head of Regulatory Affairs)

* Helmut Buschmann (Head of CMC)

* Dr. Alexander Birkmann (Head of Project, Portfolio Management and Strategy)
e Sabrina Kuttruff-Coqui (Chief Financial Officer)

* and many more...

Legal caution: This document contains confidential information; sharing is strictly prohibited unless permission is granted by Hybridize Therapeutics only
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