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Pancreatic Cancer Immunotherapy




Pancreatic Cancer Immunotherapy

5-year Survival Rates ) [e—_
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Pancreatic Cancer Immunocytokine
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IL-2 pleiotropy

High-affinity Intermediate-affinity

Receptor Receptor
(Tregs) (CD8 & NK)

HIGH Immune suppression
POOR Safety

LOW  Anti-cancer effect
SHORT Half life
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Global Big-pharma

[M ED I CEN NA] ;: : . ) e — o pM affinity and bivalent binding to FAP (4B9)

¢ : 4 Inert heterodimeric Fc part with PG LALA
cis-Binding to IL-2R and PD1 on Same CD8* T Cell ¥ _mutation&KiH
gl _— e Abolished FcyR binding (inert Fc)
i ; }_— o No C1q binding
Anti-PD1-MDNAL09FEAA (MDNA223) 2 e Retained FcRn binding

Monomeric IL2v with abolished IL-2Ra

’—® ) Simlukafusp alfa f—
Synchronized ; (FAP-IL2v)  IL-2RBy binding only
X "

No preferential activation of Tre:

. . 3 reduced L do- didled d
IL-2R Activation e Reduced clearance & better pharmacokinetics

e Better tumor targeting
PD1 Blockade  Expansion of NK and CD8+ T cells

_
® ‘ Superior High affinity for
tumor antigen
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CD8' T cell fee Activity Inert heterodimeric
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. (FAP-IL2v)

is a Humanized IgG1 Monoclonal with abolished IL-2Rd
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Program Tools

# Visualization - Discovery Studio

IL-2Rb - IL-2 interaction
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Program Tools

# AlphaFold2 / PyMOL / Discovery Studio

F42A, L85V + E62V




1] variant A& M4 2] variant 22X OIS 3] docking

IL-2 variant
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(dimeric (trimeric
receptor) receptor)




Discovery Studio 2] variant /12 Ol =
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Discovery Studio

VALS1
Ay AP0

ColabFold.adv

IL-2 variant

F 7
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Discovery Studio ColabFold.adv ZDOCK, PyMOL ZDOCK
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Final Variant

human IL-2

858.722

1509.907

39ng/mL
(1uf)

0.66ng/mL
(1tf)

MDNA1 1
(MEDICENNA)

F42A, E62A, L8OF, R81D,

L85V, 186V,

192F

1232.963

1172.037

4.27ng/mL
(98 1)

6.00ng/mL
(98 |)

Variant_1.11

F42A, D84E,
S87Y, N8SE,

L85V,
V91D

1236.18

4.20ng/mL (9tH
1)

15.90ng/mL
(244} |)

Variant_2.7.1

D20E, K35A,
K43A, L85V,

F42A,
S87D

1372.551

1024.032

1.97ng/mL (20
HY 1)

13.67ng/mL
(21t )

Variant_3.1.5

Variant_3.1.7

D20E, K35A,
EG1A, L85V,

D20E, F42A,
E6G1A, L85V,

F42A,
S87E

K43A,
S87E

1340.16

1419.641

676.602

1052.429

2.35ng/mL (17
b 1)

1.51ng/mL (26
HY 1)

94.45ng/mL
(1434l |)

11.67ng/mL
(188 1)




wild type IL-2 IL-2 variant
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Variant Sequence

4

MDNA11

(MEDICENNA)
(AP 545)

APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTAKFYMPKKATELKHLQCLEEALKP
LEEVLNLAQSKNFHFDPRDVVSNINVFVLELKGSETTFMCEYADETATIVEFLNRWITFCQSISTL
T

V1.11
(MEHF7)

APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTAKFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPREVIYE INDIVLELKGSETTFMCEYADETATIVEFLNRWITFCQSIISTLT

Ve.7.1
(ML 518)

APTSSSTKKTQLQLEHLLLELQMILNGINNYKNPALTRMLTAAFYMPKKATELKHLQCLEEELKP
LEEVLNLAQSKNFHLRPRDVIDN INVIVLELKGSETTFMCEYADETATIVEFLNRWITFCQSHISTLT

V3.1.5
(ML 522)

APTSSSTKKTQLQLEHLLLELQMILNGINNYKNPALTRMLTAKFYMPKKATELKHLQCLEAELKP
LEEVLNLAQSKNFHLRPRDVIEN INVIVLELKGSETTFMCEYADETATIVEFLNRWITFCQSIISTLT

V3.1.7
(MY 523)

APTSSSTKKTQLQLEHLLLELQMILNGINNYKNPKLTRMLTAAFYMPKKATELKHLQCLEAELKP
LEEVLNLAQSKNFHLRPRDVIEN INVIVLELKGSETTFMCEYADETATIVEFLNRWITFCQSIISTLT
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*Mechanism of Action — o

( Cytokine-antibody conjugate

k (Immunocytokine)
o7

/ﬁ_f‘_ ___ Immunocytokine
e\ M
o

Cold Tumor

Activation,
proliferation,
migration

>

CD8+ T cell, **.*  Cancercell
NK cell death
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