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Tumor -targeted Immune Cell  Agonist ™
Targeting Nectin -4 and Agonizing CD137
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Forward -looking statement

This presentation may contain forward -looking statements made pursuant to the safe harbor provisions of the Private Securities L itigation Reform Act of
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looking statements. All statements other than statements of historical facts contained in this presentation are forward -looking statements, including
statements regarding: our future business performance, conditions, plans, prospects, trends or strategies and other business matters; our current and
prospective product candidates, planned clinical trials and preclinical activities, current and prospective collaborations and the timing and success of our
development of our anticipated product candidates.

Forward -looking statements are neither historical facts nor assurances of future performance. Instead, they are based on our cur rent beliefs, expectations
and assumptions regarding the future of our business, future plans and strategies, our development plans, our preclinical and clinical results, our plans to
initiate clinical trials and the designs of the planned trials and other future conditions, and are subject to a number of risks and uncertainties that could

cause actual results to differ materially and adversely from those set forth in or implied by such forward -looking statements. T  hese risks and uncertainties
include, but are not limited to, the risk that any one or more of our product candidates will not be successfully developed or commercialized, the risk of

cessation or delay of any ongoing or planned clinical trials, the risk that we may not realize the intended benefits of our technology, including that we may

not identify and develop additional product candidates for our pipeline, the risk that our product candidates or procedures in connection with the

administration thereof will not have the safety or efficacy profile that we anticipate, the risk that prior results will not be replicated or will not continue in

ongoing or future studies or trials and the risk that we will be unable to obtain and maintain regulatory approval for our product candidates. For a

discussion of these and other risks and uncertainties, and other important factors, any of which could cause our actual results to differ from those

contained in the forward -looking dE, ET 61 +Eda di1 1 EYI d1 £ZEay=+ | +EAEiTE enadi -®,fiEwitdtledecaritiessnd ¢ mé

Exchange Commission on May 4 , 2023 , as well as in other filings we may make with the SEC in the future, as well as discussions of potential risks,
uncertainties and  other important factors in our subsequent filings with the Securities and Exchange Commission. New risks and uncertainties ma

emerge from time to time, and it is not possible to predict all risks and uncertainties. Except as required by applicable law, we do not plan to publicly

update or revise any forward -looking statements contained herein, whether as a result of any new information, future events, changed ci rcumstances or
otherwise .

This presentation does not constitute an offer to sell or a solicitation of an offer to buy securities, nor shall there be an y sale of any securities in  any state or
jurisdiction in which such offer, solicitation or sale would be unlawful prior to registration or qualification under the sec urities laws of any such state or
jurisdiction
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Bicycle therapeutics
Founded by Sir Greg Winter & Prof. Christian Heinis

2018 Nobel Prize in Chemistry
g “for the phage display of peptides
; and antibodies”

UK & US based (Cambridge, UK; Boston, USA)

O Bicycles are short peptides chemically constrained with a central scaffold

O Bicycles combine the advantages of small molecules and antibodies

Short linear peptide < :? > So¢
X X "

Small size Yes - 1.5-2kDa Yes - <0.8kDa No - >150kDA
+
Specificity High Low Multiple

Chemical
synthesis (NCEs) Lo Yes No
Scaffold Raz':t::f:: Yes Yes No
Chemical modification o

with scaffold Complex protein o
targets druggable Yes Limited Yes

Route of Renal Liver Liver
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Bicycle ®platform delivers a toolkit of building blocks to
create novel medicines

Peptide & Medicinal

Bicycl®Phage Display Discovery Chemistry
Potential Bicyclé&
Linear peptide Bicyclé C_'_) Medicines
\\'\(h;/ C{Pp ° Build and Monomeric
Protein Il =) } OptimizeBicycle® Optimize _ Bicycles
;H H, monomers o ‘@ T_herapeutlc
Bicycles
Bicyclo DNA > ‘ ' > Targeted Drug
Gene lll ) Cherm%;ggézigaﬁm Nor]-natural EaSy Conjugates
| —— Amino Acids ® conjugation
of Linkers and
\/ \_/ ¢ Payloads Targeted/
Ph o Divlefgfzﬁécsyc(:léiggage MUIU —SpeCIfIC
” Bicycles
O C-(D Cr) m Tumor Targeting and Effector
Bicycles

Natural Amino Acids
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Diversifying the  Bicycle® platform @/\A

Sahe—
cotsr @ g Targeted ASO/SIRNA
< »,
5 : ¥ Nectin4 dﬂ"\l‘ﬂr‘j‘
Targetin
Bicycle

BT/7455

Targets: EphA2, CD137
PEG linker

Next Bicycle TICA® scheduled 1

(0]

clinic
BT7480
T ts: Nectist, CD137 "
1| e NKTICAC
BT8009
Target: Nectird
MMAE payload
BT5528 ValCitlinker Next—gen BTCS
Target: EphA2 Different targets, linkers and payloads
MMAE- payload
BT17 18 ValkCitlinker :
Target MT1-MMP Rad|0pharm W
DML1 payload
Disulfidelinker
FIH 2018 2019 2020 2021 2023 and beyond
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CD137 (4-1BB) is an immune co -stimulatory receptor with
high therapeutic potential in cancer

O CD137 is expressed on activated immune cells 3 signaling
enhanced function and survival, prevents anergy

O CD137 ligand expressed by APCs provides a co -stimulatory
signal to T cells and NK cells 3 potential in anti -tumor immunity

O Sustained activation leads to exhaustion and AICD 3 transient,
localized action may be the optimal approach

O Urelumab 3 anti-CD137 agonist mAb 3 some clinical activity but
liver toxicity precluded development

Many agents in development now 3 none meets design goals
dictated by the biology 3 we sought to address this by using
the Bicycle® platform:

A Activity localized to the tumor 3 potentiate immune activation
A Rapid onset of action and controllable duration of action
A No Fc interactions to avoid potential liver toxicity

Yonezawa (2015); Melero (2008) TiPS 29, 383; Melero (2007) Nat. Immunol 3, 682; Wilcox (2004) Blood 103, 177; Wilcox (2002) J. Immunol. MHC + Antigen T cell receptor complex
169, 4230; Gomes -Silva (2017) Cell Rep. 21, 17; Segal (2016) Clin. Cancer Res. 23, 1929; Zhengd SITC2020 abstract 812; Chin (20 18) Nat. 9
Comm. 9, 4679; Soderstrom (2018) Atherosclerosis 272, 66
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Biologics: not a perfect match for immune agonists

Blincyto

(CD19/CD3)
MW ~54  kDa
CD137 -HERA
RO6958688 MW ~170  kDa
(CEA/CD3)
(OX40)
MW ~300 kDa
O High MW = low tissue penetration
OF+@ili1aAil [ c¢AYAE] £EE&¢ ]
O Complex manufacturing = $$$ §7 74
x . : .. f Anti-Her2 IgG-
O NQthunabIe PK = not ideal for immune activation anti-CD137
(side effects / tox) ~140R anticalin fusion

O Prone to immunogenicity

Tumor cell
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Bicycle TICA . 3 tumor -targeted immune cell agonists

delivers immune agonism to tumors

Immune cell receptor

engaging Bicycle®
CD137
; ; Tumor- targeted
Immune Cell
W ity Agonists
i + (Bicycle TICA®)
Linker

Tumor Antigen Targeting
Bicycle®
Nectin-4 or EphA2

Activation induced by
clustering of CD137
by trimeric CD137L

3icycle

BT7480
(Nectin-4/CD137)

BT7455
(EphA2/CD137)

Activated
Immune Cell

Immune cell
receptor

CD137 !! !
TICAS @5% .
ﬁicycle

L TICA®

Tumor Antigen
Nectin -4 or EphA2

CD137 clustering induced
by tumor antigen drives
stronger immune cell
potency
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BT7480 (BCY11863) is a fully synthetic, heterotrimeric conjugate
with one Nectin -4 and two CD137 Bicycles . %
£

Bicycle® Hurov K. et al., Journal for ImmunoTherapy of Cancer, 2021;9:e002883



Effect of valency of Nectin  -4/CD137 Bicycles
Better activity with higher ratio of CD137 bicycles

Different hinges synthesized for SAR exploration HT1376/CD137 reporter coculture Assa
Hinge 1 Hinge 2 Hinge 3
(1:2) (1:2, 2:1) (1:3)
Hinge 4
(2:2)

1 ° Upadhyaya P. et al., J. Med. Chem. 2022, 65, 14, 9858 9872 ;
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