aceuticals Manufacturing Technology

) /'
2021.11.16 A Conferencé’c '“.,-q,..‘\

:; xylonix.io

Future landscape on post-COVID19
oncology product development



2021.11.16 A Conference on Complex Pharmaceuticals Manufacturing Technology

I Summary

= Xylonix is a Singapore company developing chemo-immune agents for treating solid cancers
= COVID19 pandemic caused lasting damages to current & developing cancer treatments
- Clinical sites (hospitals) stretched thin — diagnosis and treatments disrupted
- Escalated risk of COVID19 deaths in cancer patients — expanding trial contamination from COVID19
- COVID-reprogramming of immunity suspected to reduce cancer treatment effectiveness and patient survival

= Xylonix view and strategy on the COVID19 pandemic

Pipeline change-up to CO10DS-Zn-liposome to effectively treat cancer patients with COVID history

R&D logistics up to Phase 2a consolidated between TW and SG to minimize cross-border risks

PET-CT-based companion diagnostic to enable Phase 0 in-human PK study : shortened-minimized trial risk

Pandemic clinical risk further reduced by Accessible-Clarified-Shortened-Minimized (ACSM) early trial design

2 xylonix.io
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Post-COVID19 oncology R&D : what changed?

7

xylonix.io

December 2019 -SARS-CoV-2

Now being made into ENDEMIC

Negative (-) changes

I Distress on R&D logistics I Approach
» =  Unpredictable site lockdowns = Reduce cross-border ops
x = Supply chain / shipping disruptions = Supply chain consolidation

= Main disruptions in clinical operations

I Distress at clinical sites (US data)?!:2 I Approach details on pg.4

- Healthcare resources drained to the pandemic
- Hospital and patient access challenges - trial disruptions
- Declining patient interest / participation in trials

I Aggravated cancer post-COVID19 I Approach details on pg.5

= 1 tumor burden at initial MCRC diagnosis® / 1 brain metastasis in NSCLC#
= 1 risk of death in COVID19-recovered cancer patients (2020Jan-2021Feb) 7
= COVID19-reprogrammed immunity suspected as a cause5®

D

Positive (+) changes

I Aggressive uptake on new technologies

= mRNA drugs

= Liposome formulations

= Set precedents of accelerated drug approvals / global harmonization
= Better acceptance of novel science

= Improved novel drug production / distribution capacity
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Distress at clinical sites — based on US and UK data

nature I COVID19 impact on clinical trials in US

Explore content ¥  Journal information ¥ Publish with us v Subscribe . . . . .
= Diagnostic — treatment disruptions from overwhelmed hospitals

= 43% less oncology US clinical trials in 2020 (mainly early trials)?

= 20% reduction in patient trial participation- slower patient uptake?
= 8X COVID19 deaths in cancer patients - overall HR 7.76,

NEWS | 28 June 2021 (95%CI:5.78-10.40). Worse for hematological and metastatic

The COVID pandemic’s lingering cancer”
impact on clinical trials | Avproach

Medical researchers are beginning to shift their focus away from COVID-19 — but the
pandemic could continue to affect studies focused on other diseases.

nature > news ” article

* Simplify clinical trial designs - minimize actions/interventions
=  Adopt formulations for less frequent dosing (ER, liposomes, etc.)
= Early trials — design with smaller size & shorter follow-up

« o . . 99 oge o
Itis like time StC’pped — Dr. Emilia Bag'e”a = Late-phase trials - delay entry until further COVID19 discoveries
A) Cox model Fatalities Among " . N ) C) Distant metastasis HRs of COVID19

Cancer Cases® COID19 4 COMD1 - Hazard Ratio of Fatalities by COVID-19 Infection oo associated death
Cancer: (ICD-10 prefix)  Total COVID-19 + (%) (%) Mean HR FDR 95% Confidence Interval among patient
Melanoma (C43) 248 15 27 2 2844 16x10°5 -+ > .
Leukemia (C91-85) 201 22 50 3 2023 2.6x107° _— z 0.75 with cancer and
Lymphoma (C81-86,C884) 314 23 43 4 19.83  28x101? —_—— -2. Swat types of cancer
Uterine cancer (C54-55) 114 7 29 4 1162  8.3x107° & E aa . .
Kidney cancer (C64-65) 147 9 22 4 1035 2.3x1072 = 2 050 - mvfdﬂ after multivariate
Plasma cell neoplasm (C90) 166 8 25 4 914  1.5x1072 - 4 covid=1 Cox modeling (UK
Esophageal cancer (G15) 134 8 38 8 824 61x107° - - = q
Prostate cancer (C61) 952 87 13 2 822 BOx107 — . E 0.25 B|0ban k data)
Ovarian cancer (C56) 125 10 30 4 735 83x107° - & p <0.0001
Lung cancer (C34) 303 18 39 9 699  1.5x107° —_— .
Bladder cancer (C67) 4as 29 14 3 534 7.4x107° - 6.00 Li H, et al. BMJ
Colorectal cancer (G18-20) 589 31 16 4 460 39x107° —_—— 3 3 ) = 0 Health Ca re Inform
Breast cancer (C50) 722 42 5 2 289 1.7x107" L Days
Distant metastasis 918 53 38 9 508 4.1x107" —— Number af risk 202 1;28.‘6100341.
Localized cancer 3688 235 19 2 985 <107"° —— s i :
T —— i — = . o i E 865 851 833 811 796 FIOI. 10.1136/bmjhc
Non-Cancers® 4606 275 16 2 954 <10 —_—— 53 51 49 36 34 i-2021-100341
T T T T T T 1
05 1 2 4 8 16 a2 64 0 5 10 15 2

Days
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Aggravated cancer post-COVID19

Case of COVID19 infection Case of advanced cancer

I Aggravated cancer post-COVID19

= 6.9x Increased tumor burden at initial diagnosis of

metastatic CRC vs pre-pandemic3
= 40% brain metastasis in S4 NSCLC patients at diagnosis,

up from 25% historical*

Circulating monocytes Tit ident/circulati Circulating monocytes Ti: ident/circulati . .
S ractophages o racrophages = 76% Increased death risk in COVID-recovered cancer
patients during the 1-year study (HR 1.76, adj for sex,
) ) ’ ) o age, comorbidities, tumor characteristics, cancer
Long-lived y Tumor recruitment and polarization A
reprogramming by SARS-CoV-2 infection toward M2-like state producing IL-6 (TAM) treatment, and COVID19 seventy)8
= COVID-reprogrammed macrophages/neutrophils
Common macrophage state observed in suspected as a cause5,6

advanced cancer patients and COVID19 convalescents

I Approach
M2-like macrophages producing
IL-6, IL-10, TGFB, MMP9, VEGF-A, SPP1, etc. . . .

=  Assume 1 cancer aggressiveness — aim for higher potency
= Countermeasure for the COVID-reprogrammed immunity

M2-like macrophage mediated M2-like macrophages driven agg ravating cancer progression

pathologies: acute & post-COVID19 cancer progression . . . .
= Consider macrophage-relating biomarkers in development data sets

= Late-phase trials - delay entry until further COVID19 discoveries

Effects to COVID19 and its convalescents Effects to cancer progression

; COVID19 effects . .
Acute cytokine storm/ organ damage Cancer metastasis promotion

Acute endothelial damage and thrombosis TS Cancer relapse
post-COVID19: neuroinflammation (brain fog) E « Cancertreatment resistance development
post-COVID19: MIS-A, MIS-C &
post-COVID19: autoimmune myocarditis Cancer effects
to COVID19?
. T « . . o . o opgp o 9
Functional similarities between COVID-reprogrammed macrophages This virus will find you - it will infect you eventually
and Tumor-Associated Macrophages in aggressive cancers — Michael Osterholm

Chung JF. EC Pharmacology and Toxicology 2021; 9(8): 67-72
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Pandemic ride out @Xylonix

¢ xylonix.io

I Xylonix capture on the pandemic challenges

* Singapore incorporated & operated - Consolidate & Integrate
Minimize development risks from cross-border R&D
= Focus: 1st-in-class chemo-immuno cancer drugs
- Drastically improve PK for less frequent dosing & higher potency

" Lead pipelines: C005D-Zn, C010DS-Zn-lipo Minimize hospital/patient load during clinical trials

= Techs involved: immunology, polymer, liposome, . ) . o
metals - Early trials must be Accessible - Clarified — Shortened — Minimized

Minimize site risks & pandemic effect contamination

eRGDIK

‘1 I Xylonix strategy around COVID19 pandemic — Duke-NUS/CITI Programme

- Liposome formulation development for improved PK
DS TU U o Less frequent dosing, and improved drug delivery to solid tumor sites

- Pipeline change-up from C005D-Zn to CO10DS-Zn-lipo
For anti-macrophage activity & higher potency (req. for liposome formulation)

- PET-CT-based companion diagnostic (cDX) - radiolabeled 010DS-Zn-lipo
Enabling Phase O — in-human PK study strategy: eliminate early trial risks,
New indication strategy built-into cancer diagnosis

’"J s ’il el _:’i-jnﬁ%&u Vool
R { '{ % s e gtd e - One-stop development through PO, P1, and P2a trials in Singapore
Easy and reliable medical access for patients + working regulatory relationship
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I Pre-pandemic ( - 2020)

API synthesis
Taiwan

Formulation
Korea

In vitro tests
China / Singapore

In vivo tests
US / Singapore

IND data workup
China

Clinical
USP1

o MEEBIHTRAT + main reagent

KriSan Biotech Co., Ltd. from China

SAMSUNG
BIOLOGICS

INVITROCUE"®
. Transforming bioanalytics
CrownBio
‘ Agency for
®cC H?Nt‘-}?t!g NS Science, Technology
and Research

SINGAPORE

V& %L X

INW” PHARMARON

US party
undecided

R&D logistics consolidation @Xylonix

¥ xylonix.io
I Pandemic (2020 - )
API synthesis , BEARRAGRAT  + main reagent
Taiwan KriSan Biotech Co., Ltd. sourcing within Taiwan

Formulation

Singapore
BioSpectiim
ASIA EDITION
Singapore to revolutionise therapeutics
In vitro tests for cancer & infectious diseases
Singapore 14 October 2021 | News

Duke- NS, Xylonsx Jo4n $000es 8 ATprove eSecoveness of Xylonix cancer Snugs

Scientists from Duke-NUS
Medical School have
partnered with Singapore
biotechnology

company Xylonix to optimise
liposome drug formulations

In vivo tests

Singapore and develop companion
diagnostics for Xylonix’s
novel cancerimmunity drug,
called 010DS-Zn.
w @ DukeNUS /7 r&lationaSI_Cancer
Centre Singapore
lND data workup Medical School ‘/ SingHealth
Singapore
CANCER IMMUNOTHERAPY IMAGING “CITI” PROGRAMME
Clinical “A fully integrated platform for development,
SG PO, P1, P2a

GMP-formulation, radiolabel, and clinical study”
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Pipeline improvements targeting post-COVID cancer @Xylonix

NEWS . Daily News

Autopsy Study Finds Most I Post-COVID macrophages in M2-like state with cancer-promoting potential

COVID-19 Patients Have Common msrphege e saerved
Macrophages in Myocardium

More studies will be needed to understand what the white blood

i - i M2-like macrophages producing
cells are doing and whether they pose long-term risk. L6, 1L e e e et

M2-like macrophage mediated M2-like macrophages driven
pathologies: acute & post-COVID19 cancer progression

by L.A. McKeown | OCTOB

U2, 2020

American Academy
of Pediatrics

Q_ Search AllAAP

S Effects to COVID19 and its convalescents Effects to cancer progression
DEDICATED TO THE HEALTH OF ALL CHILDREN®
COVID19 effects .
Home News Membership CareerResources Research Philanthropy Aboutthe AAP + Acute cytokine storm/ organ damage t0 cancer? +  Cancer metastasis promotion
Acute endothelial damage and thrombosis N « Cancerrelapse
. . «  post-COVID18: neuroinflammation (brain fog) => Cancer treatment resistance development
Multisystem Inflammatory Syndrome in v pos-COVIDTS MIS-A, MIS-G ===
Children (MIS-C) Interim Guidance « post-COVID19: autoimmune myocarditis Cancer effects
to COVID19?

Home / Critical Updates on COVID-19 / COVID-1g Interim Guidance / Multisystem
Inflammatory Syndrome in Children (MIS-C) Interim Guidance

« Toxicshock syndrome-like features with hemodynamicinstability and poor heart

I C010DS-Zn : anti-tumor & anti-macrophage agent for post-COVID cancer

M2-like macrephages

function Cytokine storm/macrophage activation or hyperinflammatory features T cells (% CD11b+)
3 EE+ 20
CT26 tumor growth in vivo _ =
0 I Vshicle contral (ned) P CE+2 -
EMBO @ EMBOpress - . ’ E zzE+s *
Molecular 20 T v p T 20E+ o] =
Medicine CURRENTISSUE ABOUT %\ INFORMATION \+ ARCHIVE ALERTS 5 i: ZmaiZniiig sach (n=g) AL E L iEee o R
N / i 10%
£E R o
£ © 52 5% o
s ¥ s -
Article | 16 June 2021 [z c 0 0E+D -
0 2 4 L] 8 10 12 14
. . )
Long-lived macrophage reprogramming e s esimani T cells e P8
. . . . )
drives spike protein-mediated n 74 tumr growh i v i 50%
. . . . vehiciesontrolin=d) 5 B 500
inflammasome activation in COVID-19 = |0 £ e *
e £z 40%
B 10E+4
Sebastian J Theobald, Alexander Simonis, Thecdoros Georgomanclis, £ E‘ 15 E Z0E+2 0%
L 3 BOE+2 20%
EMBO Mol Med (2021) 13: 14150 s Z i oEen .
://doi ° 20E+3 10%
https://doi.org/10.15252/emmm 202114150 . s o

Days post trestment (days)
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Performing body

De-risked cDX-guided clinical development strategy @Xylonix

010DS-Zn

TW: KRISAN Biotech I

manufacturing

Liposome packaging

SG: Duke-NUS/CITI Program 010D5-Zn-lipo

7

xylonix.io

Development tasks

Legend

Manufacturing

US: TBD

GMP therapeutic

010DS-Zn-lipo

Safety tests

IND filing data

&

In-human data

(safety & dosing)
P1/P2a clinical P
(=) Optimized
trial design

(solid cancer)
P1/P2b clinical

(SG+US)

Investigative
R&D

GMP diagnostic

010DS-Zn-lipo (radioX)

Regulatory filings

SEISVACHS

PO: clinical PK

Minimized single-injection study
study

NDA (SG + US): solid

cancer diagnostic

NDA (SG + US):
cancer treatment
(detected cancer)

NDA (SG + US):

indication cDx for
010DS-Zn
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Graphic summary of pandemic response @Xylonix
2021 2022 2023 2024 2025
Q3 Q4|1 Q1 Q2 Q3 Q4|1 Q1 Q2 Q3 Q4 | Ql Q2 Q3 Q4|1 Q1 Q2 Q3 Q4

010DS-Zn liposome manufacturing Development Manufacturing

010DS-Zn liposome preclinical Y

Diagnostic 010DS-Zn clinical PO Registration application for diagnostic use

Therapeutic 010DS-Zn clinical P1/2a-SG P1/2b-USA

T Updated COVID19 vaccine rollout
COVID19 ending — US/EU trial site stabilization

Pandemic challenges Xylonix action Changes Added benefits
Suboptimal drug GMP liposome drug Acquisition of low-risk
packaging packaging diagnostic pipeline
US-based P1 & P2 SG-based PO & P1 SG-grant opportunities 1:1
clinical trial clinical trials to offset clinical costs match
CITl program
China-based preclinical collaboration SG-based preclinical Lower clinical costsin

validation validation SGvs US

Manufacturing

TW-5G manufacturing

dependency on China

I Made possible by the aggressive uptake on pandemic developments

Liposome formulations

Set precedents of accelerated drug approvals / global harmonization
Better acceptance of novel science

Improved novel drug production / distribution capacity

10
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) xylonix.io
Very special thanks
I Xylonix pandemic response made possible by
= KRISAN Biotech (Tainan, Taiwan) - Complex polymer conjugation
= Duke-NUS/CITI Programme - Fully integrated preclinical-clinical translation platform
, BIEERRERAT ] ukeus ()] Seisnss,
KnSan Biotech Co., Lid. Medieatseneol Singtleakth
CANCER IMMUNOTHERAPY IMAGING “CITI” PROGRAMME
= GM Dr. Yu Pei Wang Special provisions = Prof. Ann-Marie Chacko Program co-chair
= Dr. Bret Wu Synthesis science = Prof. Subramanian Venkatraman Liposome science
= Mr. Elvis Yu API dev/synthesis = Dr. SuYin Chaw Formulation / testing

Dr. Tina Yen KSB-X2 Liason

11
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Abstract

Despite the rapid deployment of effective COVID19 vaccines that were designed against the original Wuhan
strain of SARS-CoV-2, viral mutations that led to the Delta and other variants are now fueling another round of
global pandemic. As the world seeks to find an exit scenario from the pandemic, better understanding on the viral
evolution that shaped the Delta variant and its possible future course would be invaluable Of particular
significance, vaccinated individuals have been reported to mainly experience milder or asymptomatic infection by
the Delta vanant with paradoxically high viral titers at similar level to those without vaccination. Analysis on this
paradox of symptomatic reduction without viral neutralization raises worrisome possibilities of its future evolution
into becoming a chronic macrophage-inhabiting pathogen in the likes of HIV. Careful considerations are required
in adopting endemic or with-COVID approaches, as the infection case number is the driver of the viral evolution,
and since the measures remove the initial contact barrier to the public in the event of another lethal variant
emergence Anti-pandemic measures need to focus mare on the case number reduction for preventing further
pandemic risks.

Keywords: COVID19, Macrophage, Endemic, Vaccine, Immunity; Defta with-COVID

https://www.ecronicon.com/ecpt/pdf/ECPT-09-00670.pdf
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DISCLAIMER

This document and the accompanying verbal presentation (together the “Presentation”) has been prepared by and is the sole responsibility of the directors of Xylonix Pte Ltd (“Xylonix” or the
“Company”) who have taken all reasonable care to ensure that the facts stated therein are true to the best of their knowledge, information and belief.

This document is being furnished on a confidential basis, in order for readers to consider an offering from Xylonix, and may not be used for any other purpose. The information contained in this
document is confidential and has been compiled from sources believed to be reliable. The disclosure of any of the information contained herein or supplied in connection herewith or the use
hereof for any purpose is prohibited, except with the prior written consent of Xylonix. These materials may not be reproduced in whole or in part without Xylonix's prior written consent.

The information contained in this Presentation is selective and is subject to updating, expansion, completion, revision, amendment and verification. It does not purport to contain all the information
that a prospective investor may require and the Company does not guarantee the accuracy or completeness of such information.

This printed presentation is incomplete without reference to the oral presentation, discussion and any related written materials that supplement it. Statements in this document are made as of the
date of this document unless stated otherwise, and neither the delivery of this document at any time, nor any sale hereunder, shall under any circumstances create an implication that the
information contained herein is correct as of any subsequent date.

Prospective investors should conduct their own independent investigation and analysis of Xylonix and of the information contained in this Presentation and they are advised to seek their own
professional advice on the legal, financial and taxation consequences of making an investment in Xylonix. Nothing in this Presentation constitutes the giving of investment advice by Xylonix or any
of its directors, officers, partners, employees, agents, advisers, affiliates or representatives.

These materials may contain forward-looking statements and may include, for example, business plans and strategies, projects under development, competitive position, growth opportunities,
management's plans and objectives and predictions of future operating results, and other matters relating to Xylonix. These forward-looking statements include matters that are not historical facts
and speak only as of the date of the Presentation. The forward-looking information contained herein is based upon certain assumptions, intentions, beliefs or expectations about future events or
conditions and is intended only to illustrate hypothetical results under those assumptions (not all of which will be specified herein). Actual events or conditions or results may differ materially from,
those assumed. In addition, not all relevant events or conditions may have been considered in developing such assumptions. Accordingly, actual results may vary and the variations may be
material and adverse. Xylonix and its advisers are under no obligation, and do not intend, to release publicly any revisions to these forward-looking statements to reflect events, circumstances and
unanticipated events occurring after the date of this Presentation.

The information in this Presentation is presented as is without any representation, warranty or other assurance, express or implied, as to its accuracy or sufficiency, and contains only preliminary
partial information and is not intended as an offer or recommendation to buy, sell or call on any security or investment and to the fullest extent permitted by law no responsibility or liability is
accepted by Xylonix or its directors, officers, partners, employees, agents, advisers, affiliates, representatives or any other person for any such information or opinions or for any errors, omissions,
misstatements, negligence or otherwise for any other communication written or otherwise or for any loss, cost or damage suffered or incurred howsoever arising, directly or indirectly, from any
use of this Presentation or its contents otherwise in connection with the subject matter of this Presentation or any transaction.

Neither this Presentation nor any copy of it may be taken or transmitted into or distributed, directly or indirectly, in the United States, the United Kingdom, Singapore, Australia, Japan, Canada or
the Republic of South Africa, or any other jurisdiction which prohibits the same except in compliance with applicable securities laws. Recipients of this presentation should inform themselves
about and observe any applicable legal requirements in their jurisdictions. Accordingly, such recipients represent that they are able to receive this presentation without contravention of any
applicable legal or regulatory restrictions in jurisdiction in which they reside or conduct business.

By attending this Presentation and/or accepting a copy of this document, you agree to be bound by the foregoing limitations and, in particular, will be taken to have represented, warranted and
undertaken that you have read and agree to comply with the contents of this notice including without limitation the obligation to keep this Presentation and its contents confidential.
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