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SARomics Biostructures at a glance

Hybrid business model since 2006

— Independent and founder owned
— (RO generating revenues
— Internal discovery projects (currently 2 oncology projects: NIK & BRD4)

Proprietary discovery platform
— Unique expertise in protein structure determination
— Hit identification using proprietary WAC™ fragment screening
technology

Delivered hundreds of crystal structures to pharma, biotech

and academic clients worldwide
— Protein/small-molecule complexes
— Antibody/antigen complexes
— Industrial enzymes

Experienced and skilled team of 25 (22 PhDs)

Sales representatives in Boston & Japan

November 2019



Broad spectrum of protein structure related services

e FastLane™ Premium
e FastLane™ Standard

Gene-to-structure Platform
NMR Services

Antibody-antigen Structures

DOO0CO

Structure-Based Drug Design

Fragment-Based Hit Generation

Integrated Drug Discovery

Industrial Enzymes

Protein Shop



State-of-the-art Crystallization Lab

SARomics Biostructures performs high-throughput low volume
crystallization using liquid handling, crystallization and imaging robotics

Crystallization robotics
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Microlitre robotics
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Plate hotel/imaging robotics



Synchrotron Access

» Our lab is located 2 km away from the
world-leading MAX IV synchrotron

» Currently collecting data twice per month
at DESY (Hamburg), Diamond (Oxford),
Swiss Light Source or MAX IV, Lund




Our Local Light Source /\N\AXTV

» The MAX IV Laboratory is the new Swedish national synchrotron facility
» SARomics is in a very advantageous position for access to MAX IV (no need to ship crystals)

» Access to one of the world’s most advanced synchrotron source substantially increases our
competitiveness and shortens turnaround times

» We benefit from a smaller, more coherent and more brilliant beam and are thereby be able to
collect superior data on smaller crystals




Our Local Light Source




Antibody-antigen complex structures

ANTIBODY-ANTIGEN
STRUCTURES




Fab-antigen Structures

Don’t work in the dark!

Access to structural information increases your understanding
and enables you to execute projects faster.

Use structural information for:

» Epitope definition to file stronger IP » Antibody engineering: affinity

. maturation
» Understanding MoA

Antibody engineering: humanization
» Structure-based design g y eng g

o » Antibody engineering: ADC
» Structural characterization of

protein drugs (HOS)




MM-131 - Antigen Structures
Case Study

Client project: Bispecific anti-Met/EpCAM mAb MM-131 in complex with its antigens

Collaboration with Merrimack Pharmaceuticals, Cambridge, MA

"
MM-131, a bispecific anti-Met/EpCAM mAb, inhibits
HGF-dependent and HGF-independent Met signaling
through concurrent binding to EpCAM
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Published in PNAS!
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Casaletto et al., 2019, PNAS, 116,7533-7542.



Davoceticept (ALPN-202) - An engineered
CD80 variant fusion therapeutic

Client project: ALPN-202 in complex with PD-L1

Collaboration with Alpine Immune Sciences, Seattle, WA

Tumor cell

ALPN-202
™ CD80 vigD
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The engineered CD80 variant fusion therapeutic ¢ >K [
davoceticept combines checkpoint antagonism 5/
with conditional CD28 costimulation for anti-tumor CD28 v CTLA4 —
immunity PD-1 ? T XY PD-L1 IgV
Mark F. Maurer@ '™, Katherine £ Lewis', Joseph L Kuljper', Dan Ardourel’, Chelsea J. Gudgeon’ V | i
Siddarth Chandrasekaran', Shermi L Mudni’, Kayla N. Kleist!, Chris Navas™, Martin F. Woltson', : ' :
Mark W. Rixca® ', Ryan Swanson', Stacey R Olion ", Steven D. Levin'*, Yergo Raymond Kimbung ® M Provide PD-L1 . PD-L1 1aC
Masato Akutsi?, Derek T. Logan® %, Bjden Wale @ 2, Kristine M. Swidarek™® & Stanked L Perg Block PD-1 dependent Block CTLA-4 i hisos g
dependent CD28 costimulation dependent CD80 viaD
checkpoint facilitating T cell checkpoint vig
T cell inhibition responses inhibition

The three mechanisms of action of ALPN-202:

* Blockade of PD-1-PD-L1 interaction

* PD-L1-dependent CD28 costimulation

* Blockade of CTLA-4-CD80/CD86 interactions.

PD-L1 IgV

PD-L1 IgC

X-ray structure of ALPN-202 CD80 vigD in
complex with PD-L1

Published in Nature Communications! PDB code: 7TPS Maurer et al., 2022, Nat Comm, 13:1790.



Structural basis of activation and antagonism of
receptor signaling mediated by interleukin-27

Client project: SRF388 Fab in complex IL-27

Collaboration with Surface Oncology, Cambridge, MA

Cell Reports @ CelPress .

Structural basis of activation and antagonism
of receptor signaling mediated by interleukin-27
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X-ray structure of SRF388 Fab in complex with IL-27

PDB code: 7ZXK

Skladanowska et al., 2022, Cell Reports, 41, 111490.

gp130
recruitment
+

signaling

IL-27

signaling

» |IL-27Ra interacts both with the p28 and EBI3
subunits of IL- 27

» SRF388 and IL-27Ra occupy mutually
exclusive binding sites on IL-27

* IL-27 mediates receptor assemblies distinct
from IL-12 and IL-23



Activin ligand trap

Client project: ActRIIB-Alk4-Fc in complex with activin A and anti-ActRIIB Fab

Collaboration with Acceleron Pharma, Cambridge, MA

iScience @ CelPress i Increased ligand specificity can be accomplished by using the

L extracellular domains of both the type | and type Il receptor to
Structures of activin ligand traps using natural sets ! ] mimic the naturally occurring signaling complex.
of type | and type Il TGFB receptors

ActRIIB Alk4
Activin Ligands @ @
] Fe-fusion of natural

receplor paiw
specificially binds
actvin class ligands
to inhibit signaling

1 Structures of GOF 11 and ActA
in complex with ACtRHNB-Alk4-Fc

ol

Smad2/3 Signal
Transduction

‘ W - Structure of ActA/ActRIIB:
s { Alk4/anti-ActRIIB Fab complex

PDB code: 70LY Goebel et al., 2022, iScience, 25,103590 .



The bispecific 4-1BB x 5T4 agonist, ALG.APV-527, mediates
strong T cell activation and potent anti-tumor activity

Client project: ALG.APV-527 (Fab1618) in complex with 4-1BB (CD137)

Collaboration with Alligator Bioscience, Lund, Sweden

MOLECULAR CANCER
THERAPEUTICS

Aol © BESEARCH ART NOVEMBER 07 2022

The bispecific tumor antigen-conditional 4-1BB x 5T4 agonist,
A ALG.APV-527, medi g T cell activation and p
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X-ray structure of Fab1618 in complex with 4-1BB

PDB code: 7YXU

Nelson et al., 2022, Mol. Cancer Ther., 22-0395.

Anti-4-1B8 Ao 5T4-dependent T cell
scFv

Modified Fc to
reduce effector
functions

N fee 3. Cytotoxic
// \\ [ JLGAPVSZT tumor el killing

Anti-5T4
scfv

* ALG.APV-527 directs the stimulation of T
cells and NK cells to 5T4+ tumors and is
designed to minimize the toxicity observed
with other 4-1BB therapeutics

* Binding sites of ALG.APV-527 and the
4-1BBL on 4-1BB are distinct




Targeting platelet GPVI with glenzocimab: a
novel mechanism for inhibition

Client project: Glenzocimab Fab in complex with platelet glycoprotein VI

Collaboration with Acticor Biotech, Paris, France
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Glenzocimab inhibits fibrin-
induced platelet aggregation
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X-ray structure of glenzocimab in complex with GPVI

Sumoaatrite this the Madler o€ glensoeised o thé 02 dimaln of SIVE indotas stecie hisdeuned. * GPVI binding to vascular collagen initiates thrombus
Confiiot of satamst: 01 declared < ses sots formation and GPVI interactions with fibrin promote

O a8 4t w17 dre oumders ang sciasnitie advisnss fos Mevions-bistash 56, 13 avd 67 ar PDB code: 7R58 the growth and stability of the thrombus.
Propeian sorver moi » Crystal structure information enables the

Auther ceatributions and disclosure:

elucidation of a novel mechanism for the powerful
y 4 vpt anti thrombotic effect of glenzocimab, in which both
s o ligands are blocked through a combination of steric

Risasiaah, o ki bl b anai b ne, B A b o et Aa - hindrance and structural change.
strustace faciors (708 10 codas 7A51) have been deposited in the Trotain Sute Bank few.vpde.ocy Billiald et al., 2022, Blood Adv.,007863R2.




DutaFabs - engineered Fab’s that bind two
antigens simultaneously

Client project: DutaFab (Roche) in complex with its antigens PDGF and VEGFA
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fablibraryl (% ' a2 Fab library 2 The DutaFab concept of
ARTICLE —— (mcfaf::d?;;:;igc; Sv_~3 & Ls::cﬂr;l‘nr?,fnnrm s.eparating paratopes on a
DutaFabs are engineered therapeutic Fab y ¥ O single Fab

fragments that can bind two targets simultaneously

Reland Beckmann® '™, Keistian Jensen'®, Sebastian Fean', Janina Speck’, Katrin Krausa!, Anastasia Meier'
Melarie Rith'. Sascha Fauser”, Raymond Kimbung?, Derek T. Logan”, Martin Steegmaler’ &
Hubeet Kettenberger'

X-ray structure of the DutaFab in complex
with PDGF-BB dimer and VEGFA dimer

PDGF-BB complex VEGFA complex
Published in Nature Communications! PDB code: 6T9E 6T9D Beckmann et al., 2021, Nat Comm, 12:708.



Dusquetide modulates innate immune
response through binding to p62

Client project: Dusquetide in complex with p62 (SQSTM1) ZZ domain

Structure @ CelPress .

Dusﬁue’dde modulates innate immune
response through binding to p62
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Collaboration with Soligenix, Princeton, NJ

X-ray structure of dusquetide in complex with p62,,

PDB code: 7R10

Zhang et al., 2022, Structure, 30, P1055.
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Dusquetide

* Next-generation IDR dusquetide penetrates
the cell membrane

* Dusquetide targets the ZZ domain of p62

» Treatment of cells with dusquetide, which
mimics arginylated ligands of p624, leads to
stabilization of the p62-RIP1 complex and an
increase in p38 phosphorylation and CEBP/B
expression



Bjorn Walse

CEO
SARomics Biostructures AB

bjorn.walse@saromics.com
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SARomics

Headquarters
Medicon Village ¢ SE-223 81 Lund ¢ Sweden

US branch '
245 First Street.» Cambridge MA 02142 « USA
Tel: +1 857 44474570

Japanese distributor

Carna Biosciences. Inc.

BMA 3F « 1-5-5 Minatojima-Minamimachi ¢ Chuo-ku
Kobe 650-0047 « Japan

Tel: +81 78 302 7091




