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Forward-Looking Statements

This presentation contains forward-looking statements. All statements other than statements of historical facts contained in this presentation, including without limitation statements regarding our future
results of operations and financial position, future revenue, timing and progress of our current clinical trials, the expected results of our clinical trials, business strategy, prospects, research and
development costs, timing and likelihood of success, the size of the market opportunities, as well as plans and objectives of management for future operations, are forward-looking statements. These
statements involve known and unknown risks, uncertainties and other important factors that are in some cases beyond our control and may cause our actual results, performance or achievements to
be materially different from any future results, performance or achievements expressed or implied by the forward-looking statements. The words ““may,” “would,” “should,” “expects,” “plans,”
“anticipates,” “could,” “intends,” “target,” “projects,” “contemplates,” “believes,” “estimates,” “predicts,” “potential” or “continue” or the negative of these terms or other similar expressions are intended to
identify forward-looking statements, although not all forward-looking statements contain these identifying words. The forward-looking statements in this presentation are only predictions and represent
our views as of the date of this presentation. Although we believe the expectations reflected in such forward-looking statements are reasonable, we cannot guarantee that the future results,
advancements, discoveries, levels of activity, performance or events and circumstances reflected in the forward-looking statements will be achieved or occur. The forward-looking statements are
subject to a number of risks, uncertainties and assumptions, which are more fully described in our periodic and other reports filed with the Securities and Exchange Commission (SEC), including in the
section titled “Risk Factors.” Any forward-looking statement speaks only as of the date on which it was made. Pyxis Oncology undertakes no obligation to publicly update or revise any forward-looking
statement, whether as a result of new information, future events or otherwise.
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Accordingly, readers should not rely upon forward-looking statements as predictions of future events. Except as required by applicable law, we undertake no obligation to update publicly or revise any
forward-looking statements contained herein, whether as a result of any new information, future events, changed circumstances or otherwise. No representations or warranties (expressed or implied)
are made about the accuracy of any such forward-looking statements. We operate in a very competitive and rapidly changing environment. New risks emerge from time to time, and it is not possible for
our management to predict all risks, nor can we assess the impact of all factors on our business or the extent to which any factor, or combination of factors, may cause actual results to differ materially
from those contained in any forward-looking statements we may make. In light of these risks, uncertainties and assumptions, the forward-looking events and circumstances described in this
presentation may not occur and actual results could differ materially and adversely from those anticipated or implied in the forward-looking statements contained in this presentation.

Market & Industry Data

This presentation contains estimates, projections and other information concerning our industry, our business and the markets for our product candidates. This information is based on estimates,
forecasts, projections, market research or similar methodologies is inherently subject to uncertainties, assumptions and limitations, and actual events or circumstances may differ materially from events
and circumstances that are assumed in this information. Unless otherwise expressly stated, we obtained this industry, business, market and other data from our own internal estimates and research as
well as from reports, research surveys, studies and similar data prepared by market research firms and other third parties, industry, medical and general publications, government data and similar
sources. While we are not aware of any misstatements regarding any third-party information in this presentation, their estimates, in particular, as they relate to projections, involve numerous
assumptions and limitations, are subject to risks and uncertainties and are subject to change. You are cautioned not to give undue weight to any such information, projections and estimates.

Trademarks

This presentation contains references to trademarks and service marks belonging to other entities. Solely for convenience, trademarks and trade names referred to in this presentation may appear
without the ® or ™ symbols, but such references are not intended to indicate, in any way, that the applicable licensor will not assert, to the fullest extent under applicable law, its rights to these
trademarks and trade names. We do not intend our use or display of other companies' trade names, trademarks or service marks to imply a relationship with, or endorsement or sponsorship of us by,
any other companies.
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Intentionally Built Organization
with Substantial Functional
Expertise and Proven Drug
Development Experience

Total prior
drug approvals/
launches

Prior Oncology drug
approvals/ launches

Number of prior biotech/
pharma companies

Decades of biotech/
pharma experience
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Source: Onboarding Survey of Pyxis employees

Significant Industry Contributions
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Executive Leadership Team Steeped with Industry Expertise and Proven Track

Record

Lara Sullivan, MD
President and CEO

7 SpringWorks

@ Pﬁzer
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Pam Connealy, MBA Jay Feingold, MD, PhD Charlie Gombar, PhD  Martina Molsbergen

CFO
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World Class Board of Directors and Scientific and Technical Advisory Boards

Board of Lara Sullivan, MD John Flavin Tom Civik, MBA Darren Cline, MBA Rachel Humphrey, Freda Lewis-Hall,
Directors  President & CEO Co-founder MD L MD
& Founding Chairman Fi r G/\I X||.|C
ivePrime i
PYXIS : - G;a;t—ech — . s @ pﬁze,-
. DIAMOND
ONCOLOGY lnnOVOtlonS A member of the Roche Group bseagen JUEIERSEEUTICS

Scientific Thomas Gaje\_/vski, MD, Michael Atkins, MD Lisa Butterfield, PhD Alan Korman, PhD Jason Luke, MD, Christoph Rader, PhD Anthony Tolcher, MD
Advisor PhD SAB Chair Deputy Director VP of Research Center Co-Inventor and FACP Professor Dept. of CEO, Founder, and
y . .
Board Professor of Pathology & . developer of nivolumab Director of Cancer Immunology & Director
Medicine; Co-Founder, and ipilumab Immunotherapy Microbiology of Clinical Research
Jounce LW ( TP We sae whats
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Technical Morris Rosenberg, DSc Robert Baffi PhD, V. Bryan Lawlis, PhD Chris O’Donnell, PhD Michael Sun, PhD
Advisory TAB Chair MBA Director, Aeglea Vice President, WRDM Crux CMC Consulting
Founder & Consultant, President of Global BioTherapeutics, and and Partner at Pfizer A
Board MRosenberg BioPharma Manufacturing & Director, Geron Corp. Ventures A
Y Consulting Technical Operations VELOSBIO
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Pipeline Prioritization Hones Focus on Most Advanced Programs While Maintaining
Financial Flexibility to Strategically Pursue BD Opportunities

Pausing Development of Earlier-
Stage Pipeline to Enhance

Focus on Assets with Potential

Near-Term Catalysts

$207M

Cash available to progress a
refocused pipeline with continued
advancement of potential first-in-
class and/or best-in-class programs
to improve the lives of patients with
difficult-to-treat cancers
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Reprioritized Pipeline & Resources with Potentially Significant Near-Term
Clinical Milestones

Program Proposed Indications Discovery Preclinical Phase 1 Phase 2 Next Milestone

Antibody-Drug Conjugates (ADC)

Immuno-Oncology (I10)

Anti-Siglec-15 Thyroid, Head and

(PYX-106) Neck, NSCLC IND: 2H22

Multiple Modalities

Internal Discovery & Solid and Heme
Joint Ventures Tumors

Deprioritized Programs

Anti-DLK1 ADC (PYX-202) SCLC, STS Stopped
Ani-CD123 ADC (PYX.203)  AML, MDS T paused
Anti-KLRG1 mAb (PYX-102) Solid Tumors - Paused
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Anti-EDB (PYX-201): Overview

Novel non-internalizing ADC with a well characterized linker/payload designed to induce
immunogenic cell death

Targeting Antibody Used for Tumor Imaging Studies Showed Highly Tumor Restricted EDB
Expression

Designed to have Bystander Effect Targeting Tumor Cells and TME with Potential for
Checkpoint Inhibitor Combo

Designed with Linker-Payload and Conjugation Chemistry that has Exhibited Clinical Activity

Designed to have Activity Independent of Tumor Cell Surface Expression

PYXIS
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Targeting

Anti-EDB (PYX-201) binds to EDB-fibronectin,
an integral component of extracellular matrix in
the tumor

Payload Release
Cathepsin cleaves anti-EDB (PYX-201)’s
plasma membrane permeable auristatin payload

Direct Cell Killing

Auristatin directly attacks cancer cells and other
components that form the supportive tumor
infrastructure, including fibroblast and tumor
vasculature

Strong Bystander Activity
Auristatin traffics into and kills adjacent tumor
cells

Immunogenic Activity

Auristatin induces immunogenic cell death and
dendritic cell maturation for subsequent T cell
priming to elicit an antitumor immune response

Anti-EDB (PYX-201):
Mechanism of Action
A Holistic Antitumor Strategy

/ Fibronecti

‘ Cathepsin

n @ EDB

CD8+
T Cell

‘ Payload

Cancer
Cell

¥

Fibroblast

Dendritic
cell




EDB is a Differentiated Target with High Expression Profile

Pancreatic
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Source: Pyxis Oncology data, other than as indicated.
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Comparison of Tumor vs. Normal Expression of EDB+FN mMRNA

Indications where tumor expression is significantly higher than normal tissue expression
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Broader Comparison of Tumor vs. All Normal Expression of EDB-FN mRNA
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Source: Pyxis Oncology data.

BH-adjusted p-value <0.05.
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ADC PYX-201 (EDB-Auristatin) Target De-risking:
EDB-targeted Radio-conjugate Accumulates in Malignant Lesions

PET imaging using radiolabeled target-antibody shows accumulation in hepatic and CNS lesions

A) PET image 24 hours p.i., showing a
hepatic lesion with high antibody
uptake.

B) Corresponding transaxial, sagittal, and
coronal projections PET/CT fusion
Images.

\/ Poli GL et al 2013, Cancer Immunol Res; 1(2); 134-43
PYXIS
ONCOLOGY

C) FDG PET image of a lesion in the cerebellar
region (transaxial, sagittal, and coronal
projections).

D) Corresponding PET images from the diagnostic
phase with radio-labeled antibody (24 hours p.i.).

E) SPECT images posttherapy from the use of
radio-labeled antibody (24 hours p.i.).

13



Anti-EDB (PYX-201): Summary of Key Data

PYX-201 is highly active in patient-derived xenograft (PDX) PYX-201 induces immunogenic cell death &
models of NSCLC and Pancreatic Cancer* T cell infiltration (CD3)
. . A
NSCLC PDX Pancreatic PDX Vehicle PYX201 CD3 Positive Cell Density
s 1500+ E 2500+ o 12001 p = 0.0004
% [0p] ‘5 1000 I
- 12004 1' H&E g 800+
F ™ 3 600
£ 9001 E 3
1S — > 4004
.g 6007 H S 200
n O ({_) "
S 300g RSSO v =] B Vehicle PYX201
£ h‘_‘_‘ E F¥—r7F—7F 2 CD3 Positivity
g, 0000008 = 0 4 8 12 16 20 24 28 32 cD3
0 8 16 24 32 40 48 56 64 72 80 88 96 Days (q4dx4) 1 p = 0.0004
Time (Days) -O- Vehicle -
Dosed Day 0.4, 8,12 # PYX201, 0.75 mg/k £
I Vehicle T 9ikg 2 o
O Control-ADC, 3 mg/kg & PYX201, 1.5 mg/kg ; o
4 PYX201, 0.3 mg/kg & PYX201, 3mglkg PD-L1 3
- PYX201, 1 mg/kg -V~ Control-ADC, 1.5 mg/kg o
-® PYX201, 3 mg/kg < Control-ADC, 3 mg/kg Vehicle Pyxzol

PYXIS

ONCOLOGY Note(s):* Select tumor models shown.



Anti-EDB (PYX-201): Suboptimal EDB-ADC Doses Synergistically Reduced Tumor
Growth EMT6 Syngeneic Model when Combined with Anti-PD-L1 and/or Anti-4-1BB

Vehicle Negative ADC EDB-ADC
Monotherapy 2500 2500 2500~
T " ol o]
£ 2000 £ 2000 £ 2000+
g E E™
g 1500- £ 1500 g 1500
3 - 3 - 2
2 1000- S 1000- 2 1000-
|- — 3
] h o - o o
§ 500~ E 5004 E 5004
[ ] [ . = .
0 1 T T 1 1 T 1 0 I 1 1 I 1 1 1 0
0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Days Days Days
PDL1 Negative ADC + PDL1 EDB-ADC + PDL1
PD-L1 Treatment saal _ 2500~
© 4 i
E 2000 E 20004
g 1500 g 1500
3 E -
2 1000- < 1000-
5 5
E 500 E 500
[ 4 = |
0 0 T 1
0 0 5 10 15 20 25 30 35

PYXIS
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Note: Lines represent responses of individual mice

Days
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PYX-201-101 Study Overview

First-in-Human, Open-label, Multicenter Study Evaluating PYX-201 in Subjects with Advanced Solid Tumors

Select Tumor Types Dose Escalation Analysis
Tckg]rfé? HNSCC B £ -
Evaluate safety, tolerability and Regular follow-ups Xpansion
Ovarian Soft Tissue pharmacokinetics of PYX-201
Cancer Sarcoma Phase 1
I oAc > Analysis of paired expansion
_ _ biopsies from a cohort in select
—— Determine n_1aX|mum Folerate.d dose subset of tumor types
Cancer TNBC (MTP) using Bayesian thlmal subjects pre/post
. interval (BOIN) design ) treatment
enal
HCC
Cancer
Objectives:
* Determine recommended dose(s) of PYX-201
« Evaluate safety and tolerability
* Characterize the pharmacokinetic profile
* Evaluate ORR, DOR, DCR, PFS, and OS
« Evaluate immunogenicity of PYX-201
PY\,{ I S NSCLC: Non-small cell lung cancer; HNSCC: and neck squamous cell carcinomas; PDAC: Pancreatic ductal adenocarcinoma; TNBC: Triple negative breast cancer.
, . * The expansion phase will be triggered by a protocol amendment. The indications, dosing schedules, and assessment timepoints planned for the expansion phase will be determined based on clinical

ONCOLOGY safety, efficacy, biomarker, and pharmacokinetic (PK) data obtained during the dose escalation phase.
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Anti-Siglec-15 (PYX-106): Potential Best-In-Class, Highly Differentiated Fully
Human Antibody in NSCLC and Solid Tumors

Higher binding affinity leads to enhanced T cell responses at higher dose levels, empowering the
Immune system to kill and fend off cancer cells

Demonstrates 6-fold higher affinity to human Siglec-15 than benchmark in development

Potent, dose-dependent reversal of Siglec-15-mediated T cell suppression ex vivo

Well-tolerated in preclinical studies with half-life of 7 days resulting in less frequent dosing

Potential for better exposure and no evidence of anti-drug antibody

Potential to combine with anti-PD-(L)1 or another immunotherapy

PYXIS

ONCOLOGY 17



Target expression
Siglec-15 is expressed on M2 macrophages also by
tumor cells

Siglec-15 is critical to osteoclast differentiation and
regulation and has also been identified as a T cell
inhibitory molecule

Essentially mutually exclusive expression with PD(L)-
1, implying Siglec-15 may be a critical immmune
evasion mechanism in PD-L1-negative patients

Binding
Binding of Siglec-15 to an unknown receptor on T cells
leads to suppression of T cell proliferation and function

Inhibition

This inhibition reduces IFN secretion, which may
further promote Siglec-15 expression

PYX-106 may synergize with and rescue

) PD(L)-1 targeted therapy activity, with the

PYXIS

ONCOLOGY

potential for sequential drug administration
for enhanced anti-tumor activity

Anti-Siglec-15 (PYX-106):
Mechanism of Action

' ’
‘ “Stromal / Epithelial

Hematopoietic
Tumor cells
(]
P (]
M-CSF & ©
: )
Siglec-15 °o %

_Tecell

Sialyl-Tn Receptor
el — F-kB/NFAT
/ Siglec-15

Receptor

Siglec-15

Tumor Cell ~

Macrophage Tumor Cell

Sun et al., Clin Cancer Res 2021; Wang et al., Nat Med 2019; Biosion Corporate Presentation;
GlobalData; Citeline Informa




Siglec-15 is Upregulated in Multiple Solid Tumor Indications

Overall expression is lower in normal tissues than in tumor

SIGLEC15 expression in tumor vs. normal

thyroid uterus rectum bile duct colon nead and neck kidney bladder lung liver pancreas breast adrenal gland stomach prostate
Ld
e - N/ N

( N
Y o e
.
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ONCOLOGY Source: Pyxis Oncology data 0 sig group
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PYX-106 Reverses Siglec-15 Mediated T Cell Suppression Which Upregulates the
Immune System and Prevents Tumor Growth

CD8+ T cells CD4+ T cells IFNy Release
100 - 100 - 100 -
X
- 80- 80 - 80 -
=
§ 60 - 60 - 60 -
Q2
S 40 40 4 40 4
o
8 20 4 20 - 20 -
10 - 10— 10 -
Anti-CD3  — + + + + + - + + + + + - + + + + +
Siglec-15-Fc  — - + + + + - - + + + + - — + + + +
Isotype control — - — + - - — — - + — - — — — + - -
PYX-106 - - - - + - e e
NC318 Analog — - - - — + — — — — — + - — — — — +
I Anti-CD3 M Siglec-15-Fc M Isotype control M PYX-106 Il NC318 Analog

PYXIS
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PYX-106 Demonstrates 6-Fold Higher Binding Affinity to Siglec-15 Than NC318
Analog, Critical to Enhancing Tumor Cell Adhesion and Invasion

PYX-106 NC318 Analog
RU RU
80 - 70
701 60
60 - 50
» 501 © 40
Human 8 a0 g o
. . 2 304 g 307
Siglec-15-His  § = g o
10 10
0 0+
-10 t t t t t t t t | -10 t t t t t t t t |
-100 0 100 200 300 400 500 600 700 800 -100 0 100 200 300 400 500 600 700 800
Time s Time s
RU
RU 80
70 0 —
60 gg'
NHP 3 8
. . S 30 g 30
SIgIeC-15-HIS § 20 & 20
10 10
0 0
-10 t t t t t T T T | -10 - t - t - + - t - T . t - t - i
-100 0 100 200 300 400 500 600 700 800 -100 0 100 200 300 400 500 600 700 800
Time s Time s
RU RU
60 60
50 50 -
40 40 —
Mouse g a0 g 0 e S —
. . % 20 4 g 20
Siglec-15-His & .. g w0
0+ 0+
-10 t t t t t t t t | -10 . i . ' . + . : . t . i . ' . : - |
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Antibod Human Siglec-15 NHP Siglec-15 Mouse Siglec-15
Y/ ka (1/Ms) kd (1/s) ka (1/Ms) kd (1/s) ka (1/Ms) kd (1/s)

PYX-106 1.88E+06 7.46E-05 3.96E-11 7.08E+05 5.32E-05 7.51E-11 2.24E+06 1.65E-04 7.37E-11
NC318 Analog 2.27E+06 9.55E-04 4.22E-10 1.13E+06 7.81E-04 4.48E-10 5.47E+06 9.31E-04 1.70E-10

PYXIS
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PYX-106-101 Study Overview
First-in-Human, Open-label, Multicenter Study Evaluating PYX-106 in Subjects with Advanced Solid Tumors

Select Tumor Types

Thyroid HR+ Breast

Part 1:Dose Escalation Analysis

Part 2: Expansion®

SEEE SENEE NSCLC Evaluate safety, tolerability and Regular follow-ups
pharmacokinetics of PYX-106 Phase 1
CEnd_omet. éidney Cholangio- | __ Analysis of paired e.xpan3|on cohort
arcinoma ancer carcinoma . . ) _ in select tumor
Determine maximum tolerated dose biopsies from a types
- | | (MTD) using Bayesian optimal subset of patients
HNSCC adder Co o_recta _ _ /
Carcinoma Carcinoma interval (BOIN) design pre/post treatment
Objectives:
* Determine the recommended dose for Part 2
« Evaluate safety and tolerability
» Characterize the pharmacokinetic profile
* Evaluate ORR, DOR, DCR, PFS, and OS
+ Evaluate immunogenicity of PYX-106
PYXIS
,\ * The expansion phase will be triggered by a protocol amendment. The indications, dosing schedules, and assessment timepoints planned for the expansion phase will be determined based on

ONCOLOGY clinical safety, efficacy, biomarker, and pharmacokinetic (PK) data obtained during the dose escalation phase.
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Pyxis Oncology Pipeline Holds Potential Significant Near-Term Milestones

Program Proposed Indications Discovery Preclinical Phase 1 Phase 2 Next Milestone

Antibody-Drug Conjugates (ADC)

Anti-EDB
t IND: 2H22

Immuno-Oncology (I10)

Anti-Siglec-15 Thyroid, Head and Neck,
(PYX-106) NSCLC

IND: 2H22

Multiple Modalities

Intgrnal Discovery & Solid and Heme Tumors -
Joint Ventures

PYXIS

ONCOLOGY
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