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vaccibody

Vaccibody Product Pipeline

PROGRAM DISCOVERY PRE-CLINICAL PHASE| PHASEIl  PHASE Il
MELANOMA | | | | |

LUNG (NSCLC) ‘
BLADDER | VB10.NEO
RENAL ; i i ;

HEAD AND NECK

-------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

HEAD AND NECK VBlO.NEO + NKTR -214 | I\EKI'AR

PRECANCEROUS
CERVICAL LESIONS VBlO 16

---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

CERVICAL VBlO.16 + Atezolizumab (CPI)*
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vaccibody

Vaccibody 1 Proprietary Vaccine Technology Platform

The Vaccibody Technology Platform was developed based on the concept of targeting antigen to APC In order to create
more efficacious vaccines.

Target to Antigen
Presenting Cell

In vivo expression

— — Dimerization for
crosslinking target
receptor
Antigen moiety
Exchangeable Vaccibody
DNA Cassette DNA Vaccine Plasmid

Vaccibody in

Protein Format
VB10.NEO
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vaccibody

Mechanism of action: the multiple effect of MIP-1U as targeting unit

Adiministration nvivo  protein Target 1 Attract 1 Mature 1 Deliver 1
(i.m. ) of DNA expression CFOSS _ present
plasmid and secretion
MIP -1h* Skewing the immune system to a CD8+ killer T - Cell response

Deltoid
Muscle

The Vaccibody uses the muscle
cell as a factory

>

Direct targeting & attraction of antigen presenting cells, high local
vaccine concentration

Enhanced T cell immunity obtained with fewer and lower doses
Faster and longer lasting immune responses
Stronger potential to kill cancer cells

I h I I‘I :lm

Tumour

Targeting is elicited by the MIP -1U chemokine
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vaccibody

VB10.NEO 1T A Robust Vaccine Format

-
3
s
-
-

VB10.NEO -X VB10.NEO -XX
VB10.NEO -XD

A >90 differentVB10.NE@onstructswith >450 neoepitopesconstructedto date with up to 40

neoepitopes
A Order or positionof neoepitopeggenerallydo not affecttheir immunogenicity

Non - confidentia




vaccibody

VB10.NEO generates a broader immune response profile dominated by CD8 * T
cells than competing technologies

Pepl Pep2 Pep3 Pep4d4d PepS Pep6 Pep7 Pep8 Pep9 Pepl0 (816
melanoma
Peptide * CD4 model
CD8
RNA* CD4

Non -targeted CD4 nt nt Nt nt
DNA cD8 ]
VB10.NEO CD4

cD8 ]

Peptide and RNA vaccines induces primarily CD4 T cell responses , while VB10.NEO
Induces strong , and dominating CD8 responses to the identical neoepitope sequences

Non-targetd DNA vaccines Iinduced a CD8 response towards 2 of 6 tested neoepitopes

A Castle et al., 2012 and Kreiter et al., 2015
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Confirmation

neoepitope -specific CD8 responses

of VB1 0. NHRmues ability to induce strong

vaccibody

MC38 colon carcinoma

Yadav etal., 2014

VB10.NEO Peptide + poly I:.C +anti -CD40 mAb
2500 - ™
e &
B C Ad+Pep
@ 20007 CD4 responses — 5 7 Ad
o Bl CDS8 responses ﬁ : -
S 1500 5 4 e
2 L
o> 1000- E S
- i
> E N &
= 500 - 0
g % -
i = i -': !-‘iii#
0- g
O O N O o> O Raps1 Aall Adpgk Ingg Cpnel Dpagh
Q v bQ A\ N\ fb.o"
¢ v R R Prediction + - - - - -

-VB10.NEO Induces a strong CD8T cell response , combined with a CD4 response to 5 of 6 MC38
neoantigens.

-3 of these neoepitopes have been shown to be non -immunogenic
- Confirmation

delivered as peptide + adjuvant
of VB10. NE é&bdity to induce stronger CDS8 responses to neoantigens
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Neoepitope -specific CD8 T cells are crucial for tumour

vaccibody

protection

3
Tumor volume (cm )

Individual growth curves

VB10.NEO

Average , all groups
2.5 7 -~ P8BS
-~ VB10.NEO -
2.0 4 =&— VB10.NEO + anti-CD4
%= VB10.NEO + anti-CD8 ~ 90+
£
1.5 £
< 151
[0)]
1.0 o
101
o
€
0.5 >
51
0.0 A T T 1 0 T
0 10 20 30 40 0 7
Days posttumor injection

14 21 28 35

Days posttumor injection

VB10.NEO + anti -CD4 VB10.NEO+ anti -CDS8
25"
25"
= 204
1S [ 20
E :
< 151 = q5d
? a 15
o o
. 101 : 104
o o
£ £
g 5 £ 54
0 T 1 T T T T | 0 T
42 49 0 7 14 21 28 35 42 49 56 0 7 14 21 28 35 42 49

Days posttumor injection Days posttumor injection

Depletion of CD8 T cells prohibit tumour

protection

In VB10.NEO vaccinated mice, indicating

a crucial role of neoepitope -specific CD8 T cells for anti -tumour

efficacy
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VB10.NEO proven to induce an effective antli-tumour response

VB10.NEO induce
unigue neoepitope - T cells traffic to the

Creates «hot» T cells intumor are Complete tumour
iImmune signatures in

tumor -bearing mice

able to kill tumor cells
in vitro

regression is observed
in vivo

specific CD8+ T cell tumor
responses

/ Neoepitope -specific \ / Neoepitope -specific \ ﬁﬂux of cytotoxic Tcellsh /TlLS recognize and Kkill \ ﬂumor protective immune\

CD8+ T cell T cell response in tumor (TILS) tumor cells responses elicited in
response in spleen tumor vaccinated mice

Control VB10.NEO VB10.NEO
+CPI

N -
L
0
160:1 80:1
0 T T T T T T T T
Effector:target cell ratio 0 7 14 21 28 35 42 49 56

K / K Days posttumor injection /
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25001
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1000
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Development of NeoRANK ™

—

In vivO mouse
experiments

NeoRANK ™

,\ VB10.NEO
IFN - A ELISpot

Patients
(CD8/CD4) Neoantigen filtering and ranking

U > 350 neoantigens Trained and verified on invivo mouse data
(i 2 mouse strains .

U 4 tumour models

Anti -tumour efficacy +++ criteria rel. for clinical response +++
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