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Forward-Looking Statements and Disclaimers

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995, as amended, including, without limitation, statements regarding plans,
timing and expectations related to: development timelines and anticipated milestones for Xilio’s programs; the timing and receipt of future payments under Xilio’s collaboration or partnership agreements
with AbbVie and Gilead; the ultimate safety, efficacy, and potential benefits of any of Xilio’s current or future product candidates in any indication; the potential for plasma-based TMB as a predictive
biomarker for response; the sufficiency of, and the period in which Xilio expects to have, cash to fund its operations; the availability of additional capital including the timing and potential receipt of cash
proceeds upon the exercise of common stock warrants; and Xilio’s strategy, goals and anticipated financial performance, milestones, business plans and focus.

The words “aim,” “may,” “will,” “could,” “would,” “should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,” “predict,” “project,” “potential,” “continue,” “seek,” “target” and similar expressions are
intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words. Any forward-looking statements in this presentation are based on management’s
current expectations and beliefs and are subject to a number of important risks, uncertainties and other factors that may cause actual events or results to differ materially from those expressed or implied by
any forward-looking statements contained in this presentation, including, without limitation, general market conditions; risks and uncertainties related to ongoing and planned research and development
activities, including initiating, conducting or completing preclinical studies and clinical trials and the timing and results of such preclinical studies or clinical trials; Xilio’s ability to regain and maintain
compliance with the Nasdaq listing standards; the delay of any current or planned preclinical studies or clinical trials or the development of Xilio’s current or future product candidates; Xilio’s ability to obtain
and maintain sufficient preclinical and clinical supply of current or future product candidates; Xilio’s advancement of multiple early-stage masked T cell engager programs; initial, preliminary, interim, or
retrospective preclinical or clinical data or results, which may not be replicated in or predictive of future preclinical or clinical data or results; Xilio’s ability to successfully demonstrate the safety and efficacy
of its product candidates and gain approval of its product candidates on a timely basis, if at all; results from preclinical studies or clinical trials for Xilio’s product candidates, which may not support further
development of such product candidates; actions of regulatory agencies, which may affect the initiation, timing and progress of current or future clinical trials; Xilio’s ability to obtain, maintain and enforce
patent and other intellectual property protection for current or future product candidates; Xilio’s ability to obtain and maintain sufficient cash resources to fund its operations; Xilio’s need to obtain additional
cash resources to fund its operations, including to advance its pipeline of tumor-activated I-O molecules; the impact of international trade policies on Xilio’s business, including U.S. and China trade policies;
and Xilio’s ability to maintain its collaboration or partnership agreements with AbbVie, Gilead and Roche.

” o« » o« ” o« " o« ” o« ” ” o« » o« ” .

These and other risks and uncertainties are described in greater detail in the sections entitled “Risk Factor Summary” and “Risk Factors” in Xilio’s filings with the U.S. Securities and Exchange Commission
(SEC), including Xilio’s most recent Quarterly Report on Form 10-Q and any other filings that Xilio has made or may make with the SEC in the future. Any forward-looking statements contained in this
presentation represent Xilio’s views only as of the date hereof and should not be relied upon as representing its views as of any subsequent date. Except as required by law, Xilio explicitly disclaims any
obligation to update any forward-looking statements.

Certain information contained in this presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and Xilio’s own internal estimates and research.
While Xilio believes these third-party studies, publications, surveys and other data to be reliable as of the date of this presentation, Xilio has not independently verified, and makes no representation as to
the adequacy, fairness, accuracy or completeness of, any information obtained from third-party sources. In addition, no independent source has evaluated the reasonableness or accuracy of Xilio’s internal
estimates or research and no reliance should be made on any information or statements made in this presentation relating to or based on such internal estimates and research.

This presentation contains trademarks, trade names and service marks of other companies, which are the property of their respective owners. TECENTRIQ is a registered trademark of Genentech USA
Inc., a member of the Roche Group.
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Xilio’s Clinically-Validated Platform Technology is Being
and Architectures

T Cell
Engagers

Vilastobart Efarindodekin Alfa (XTX301) XTX501 Masked T Cell Engagers

Tumor-activated Tumor-activated IL-12 Bispecific PD-1 / masked IL-2 PSMA, CLDN18.2, STEAP1
Fc-enhanced anti-CTLA-4 and AbbVie program

Clinically Validated Platform Technology and Capabilities Top-Tier Pharma Partnerships and Collaborations
v" Proprietary masking libraries and custom computational design workflows giggggg:tgiglggn%%ﬁiloiuvpvﬁg ;?;Z?;Z;;f trial of
v" Clinically validated protease cleavage elements showing tumor-selective
activation of molecules (~300 patients to date across clinical programs) w GILEAD  Option to license IL-12

v" Proprietary preclinical and clinical translational models

Multi-program collaboration and option to license

v Highly developable architectures with low immunogenicity in clinic and aobbvie masked cell engagers

excellent stability

XI ll( PSMA: prostate-specific membrane antigen; CLDN18.2: claudin 18.2; STEAP1: six-transmembrane epithelial antigen of prostate 1
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Vilastobart’s Differentiated Clinical A
Significant Opportunity in MSS

Vilastobart: Tumor-Activated, Fc-Enhanced
High Affinity Binding Anti-CTLA-4
v" Phase 1 monotherapy activity and demonstrated
tumor-selective activation with >70% activated molecule
in tumor and <15% activated molecule in periphery

v 26% ORR in Phase 2 for combination of vilastobart and
atezolizumab in MSS mCRC without liver metastases

= Heavily pre-treated patients (80% of patients 3L+)

Cleavage Sites
= Deep and durable responses

v Differentiated safety and tolerability profile as a
monotherapy and in combination in Phase 1/2, consistent
with tumor-activated design

Inactive (Masked) State v Low incidence of colitis and other imAEs, which have
limited the potential for administration of other anti-CTLA-4

High affinity binding, 10x potency of ipilimumab in preclinical studies (") agents In combination

Fc mutations for enhanced effector function (ADCC),
improved T cell priming and Treg depletion

Data cutoff date: May 12, 2025
- 1. Ipilimumab analog used for preclinical studies. 6
XI l|1 3L: third-line; ADCC: antibody-dependent cell-mediated cytotoxicity; AE: adverse event; imAE: immune-mediated adverse event;
rwerareuTicss  mMCRC: metastatic colorectal cancer; MSS: microsatellite stable; ORR: overall response rate; Treg: regulatory T cells Presented in poster presentation at ASCO on May 31, 2025



Approved I-O Therapies Have Minimal Efficacy in MSS mCRC, While Next C
anti-CTLA-4 Combinations Show Promising Clinical Efficacy

Incidence of Colon Cancer . . . Next Generation anti-CTLA-4 Agents
is Increasing; Nearly All Colon App rovec_:! Ther_ap ies Have Minimal in Development Show Promising
Cancer is MSS CRC Efficacy in MSS mCRC Clinical Efficacy in MSS mCRC
« ~1.9M new CRC cases globally per yr. In patients with MSS mCRC: In patients with MSS mCRC without liver
metastases:

« CRC is currently 2"din cancer-related Standard of care in 3L+ provides

deaths in the US minimal benefit (1-6% ORR) () m
due to AEs

« By 2028, CRC is projected to be the * Immune checkpoint inhibitors I\‘;Zasskgba;:_enhanced
leading cause of cancer-related approved in MSI-H CRC have no anti-CTLA- @
deaths in men and women <50 yrs. meaningful efficacy in MSS mCRC Bot/Bal 8-19% Up to ~30%
old in the US (0-3% ORR) 2) Non-masked, Fc-enhanced
anti-CTLA-4 )
* ~95% of mCRC patients are MSS  Atezolizumab (PD-1) monotherapy Muzastotug 17-29% Up to ~10%

. . i- -4 (6)
demonstrated no meaningful efficacy Masked anti-CTLA-4

in MSS mCRC (2% ORR) ©)
mMSS CRC (with liver metastases)
~30% mMSS CRC (without liver metastases)
MSI-H

0-6% ORR 26% ORR

1. Current standard of care for approved therapies includes regorafenib, fruquintinib, lonsurf, lonsurf + avastin. 2. Sahin et al, Immunotherapy for Microsatellite Stable Colorectal Cancers: Challenges and
Novel Therapeutic Avenue. Am Soc Clin Oncol Educ Book. 2022: Apr:42:1-12. 3. Eng et al, Lancet Oncol. 2019 Jun;20(6):849-861. 4. Data presented in poster presentation at ASCO on May 31, 2025. Data
1 l o cutoff date: May 12, 2025. 5. Phase 2 response data and Phase 1 safety data reported by Agenus Inc. for the combination of botensilimab (anti-CTLA-4) and balstilimab (PD-1). 6. Phase 2 data reported by 7
XI IC Adagene Inc. for the combination of muzastotug (anti-CTLA-4) and pembrolizumab (PD-1).
I-O: immuno-oncology; MSI-H: microsatellite instability-high
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Plasma-Based TMB Assays Provide Meaning
Patients With MSS mCRC

Tissue-Based TMB Assays

Historical data for tissue-based TMB assays
have suggested <10% of patients with MSS
MCRC have high TMB tumors (=10
mutations/Mb)

TMB has demonstrated potential as a biomarker
predictive of response to immunotherapy, but
tissue-based TMB has not demonstrated
predictive utility in MSS mCRC

1. ~55% of non-MSI-H CRC patients were plasma TMB high (>10 mut/Mb) based on an analysis of the GuardantINFORM real-world clinical-genomic database in ~8,000 patients who

Xl llE received the Guardant360 Liquid (Infinity) assay and who had non-MSI-H disease and a reportable TMB result.
Mb: megabase; TMB: tumor mutational burden
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Plasma-Based TMB Assays

Real-word plasma-based TMB data from
Guardant indicate ~55% of patients with MSS
MCRC have high plasma TMB tumors (>10
mutations/Mb) ()

New Phase 2 data for vilastobart support
potential for plasma-based TMB as a biomarker
predictive of response in MSS mCRC




Plasma TMB Dat
for Vilastobart (a

in MSS mCRC

Presented in Late-Breaking Presentation
at SITC Annual Conference on November 7, 2(

Katarina Luptakova, M.D.
Chief Medical Officer




40% ORR for Combination of Vilastobart and Atezolizumab in Patients with MSS mCRC

Without Liver Metastases and High Plasma TMB

200% [l PlasmaTMB-H (210mut/Mb) MSS mCRC
—_ Without Liver Metastases
80% - B Plasma TMB-L (<10mut/Mb)
Total n (%) PR
. PlasmaTMB status non-evaluable (n=27) (n=7)

80% A

Plasma TMB-evaluable 24 6 18
% 40% High Plasma TMB-H 9
40% - (210 mut/Mb) 15 (63%) 6 9
Low Plasma TMB ©
oo Lo IO R O mm o 20% (<10 muymp) 9 (38%) C g
10% 10% 9% gy 7% Plasma TMB non-evaluable 3 1 2

0% 1

* To be eligible to enroll in the Phase 2 trial,
patients were required to be MSS based on
local assessment (V)

-20% A
----------------------------------------------------------------------- - -30%

Diameters of Target Lesions

-40% A

* MSS status for each patient was centrally
confirmed using the Guardant-Infinity Liquid
Assay to assess baseline plasma samples

Best % Change from Baseline in Sum of

-60% A

. 1%
-80% - .

* 63% (n=15) of plasma TMB-evaluable patients had high plasma TMB (2 10 mutations/Mb), including all TMB-evaluable responders
» Correlation between plasma TMB status and response was statistically significant (p=0.05)

e Data cutoff date: May 12, 2025. Waterfall plot showing plasma TMB status for all patients with MSS mCRC without liver metastases. 10
Xl llC 6 confirmed PRs, 2 of which were confirmed after the data cutoff date (#), and 1 unconfirmed PR (*).

1. Patients with MSI-H and deficient mismatch repair (dIMMR) tumors were excluded from enroliment in the Phase 2 trial. Presented in late-breaking presentation at SITC on November 7, 2025
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Combination of Vilastobart and Atezolizumab Demonstrated Mea
Safety and Tolerability Compared to Other Anti-CTLA-4 Agents

All Phase 2 Patients Dose Reduction and Treatment Discontinuation
(n=44)

TRAEs 210% incidence (any Grade) or  Any grade Grade 3

Vilastobart dose reduction due to TRAE* 1(2%)

Grade 3/4 TRAEs with 2 5% incidence n (%) n (%) Treatment discontinuation due to TRAE* 2 (5%)
Fatigue 13 (30) 0
+ Dose reduction of atezolizumab is not permitted per protocol
Infusion related reaction 10 (23) 2 (5) # Reflects discontinuation of both vilastobart and atezolizumab
related to vilastobart 9 (21) 2 (5)
related to atezolizumab 2 (5) 0
Diarrhea or colitis 9 (20) 2 (5) - No Grade 5 TRAEs and 2 Grade 4 TRAEs
Diarrhea 8 (18) 0 (reversible laboratory abnormalities)
Colitis 3(7) 2 (5) + 3 patients (7%) experienced colitis
AST increased 6 (14) 2 (5) * 11 patients (25%) required steroids or other
immunosuppression for imAEs
ALT increased 5 (1) 2 (5)
Pruritus 5 (11) 0
Pyrexia 5 (1) 0
WBC decreased 3(7) 2 (5)

TRAES are related to vilastobart or atezolizumab

o= 11
. l Data cutoff date: May 12, 2025 . . .
Xl I( ALT: alanine aminotransferase; AST: aspartate aminotransferase; TRAE: treatment-related AE; WBC: white blood cell count Presented in late-breaking presentation at SITC on November 7, 2025

TTTTTTTTTTTTT



Clinical Perspectives on Plasma TMB Data and Opportunity in MSS mCRC
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Significant Opportunity for Vilastobart in Combination with PD-(L)1 and/or F

Patients with MSS CRC and Other Tumor Types with High Plasma TME

Promising clinical efficacy
in patients with high
plasma TMB

* 40% ORR for vilastobart in combination with atezolizumab in patients with MSS mCRC
without liver metastases and high plasma TMB, including deep and durable responses

- Statistically significant correlation (p=0.05) between plasma TMB status and response

* 63% of plasma TMB-evaluable patients had high plasma TMB in Phase 2 trial for
vilastobart in combination with atezolizumab, including all TMB-evaluable responders

* Real-word data show ~55% of patients with MSS CRC have high plasma TMB(),
substantially higher than historically reported with tissue-based TMB assays

* Treatment-related AEs primarily Grade 1 or 2, consistent with the tumor-activated

Differentiated and well- design for vilastobart

tolerated safety profile
 Low discontinuation rate (56%) and only 7% of patients experienced colitis of any grade

Based on the differentiated profile demonstrated by vilastobart as a combination therapy, Xilio is actively seeking a partner

to continue to develop vilastobart in combination with PD-(L)1 and/or PD1-VEGF in MSS CRC and other tumor types

Data cutoff date: May 12, 2025. Phase 2 data presented for vilastobart in combination with atezolizumab in late-breaking presentation at SITC on November 7, 2025.

. High plasma TMB = =210 mutations/Mb

XI llc 1. ~55% of non-MSI-H CRC patients were plasma TMB high (>10 mut/Mb) based on an analysis of the GuardantINFORM real-world clinical-genomic database in ~8,000 patients who 13
received the Guardant360 Liquid (Infinity) assay and who had non-MSI-H disease and a reportable TMB result.
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Additional Data
SITC

Highlighting Breadth and Degp
Leadership in Masked Immu

Chris Frankenfield
Chief Financial and Operating Offi




Efarindodekin Alfa (Tumor-Activated IL-12) Demonstrated Promising

Generally Well-Tolerated Safety Profile in Phase 1 in Patients wit

* Two PRs in patients with advanced solid

. tumors (1 confirmed, 1 unconfirmed)
Promising

clinical efficacy * Translational data demonstrated robust

immune cell infiltration and PD-1, PD-L1
upregulation in patient tumors

* Induced sustained, dose-dependent
interferon gamma (IFNy) signaling without
evidence of tachyphylaxis throughout
treatment cycles

* Administered at doses more than 100-fold
greater than the MTD of (rh)IL-12

* Generally well-tolerated at dose levels up
to RP2D, with treatment-related AEs
primarily Grade 1 or 2

Well-tolerated
safety profile

Data cutoff date: September 2, 2025.

XI lIE HPV: human papillomavirus; HNSCC: head and neck squamous cell carcinoma; MTD: maximum tolerated dose;

(rh): recombinant human; PR: partial response; RP2D: recommended Phase 2 dose
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66-year-old male with HPV-negative HNSCC

Baseline 2 months follow-up

Images show decrease in size of target lesion

15
Presented in poster presentation at SITC on November 7, 2025



Radiographic Responses to Treatment With Combination of Vilastobart and Atezolizumab

Were Accompanied by Deep Reductions in ctDNA

Association Between Best % Changes in ctDNA and Best Overall Response in Patients with MSS
mCRC Without Liver Metastases Treated with Vilastobart in Combination with Atezolizumab

M Changes in sum of diameters Spearman’s Rho=0.62; p-value=0.0016 p=3.1e04

) 100 B . . P p=4.5¢-03
! Changes in ¢tDNA score “ | —
200% Best Overall Response
@® PR
® sD

2100 -
@ FD )

g

50

Best % Change in ctDNA TF Score
°
Best % Change in ctDNA TF Score

&

8

-50

in Sum of Diameters
wolj abueys o, 1sog

2109G YNQI2 Ul sulj@seg

Best % Change from Baseline

= =100 -50 0 50 100 PR sD PD
-80 Best % Change in Sum of Diameters of Target Lesions

+ Demonstrated potential for ctDNA as a biomarker predictive of early response to treatment with vilastobart in
combination with atezolizumab

+ ctDNA reductions were significantly associated with best overall response
+ Two patients with endoscopic complete responses (CRs) and reductions in ctDNA to undetectable levels

Data cutoff date: May 12, 2025. In Phase 2, among 27 patients with MSS mCRC without liver metastases, 25 had evaluable ctDNA

kinetics and response data for association analysis, and 23 had post-baseline target lesion and ctDNA data for correlation analysis.

wy.— Left: Dodged waterfall plot showing best % change from baseline in the sum of diameters of target lesions (left y-axis; purple bars) and 16
Xl llo best % change from baseline in ctDNA score (right y-axis; yellow bars). Each pair of bars corresponds to the same patient (x-axis).

ctDNA: circulating tumor DNA Presented in poster presentation at SITC on November 7, 2025
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Potential Best-in-Class Masked T Cell Engager Programs and Platform Technology Drive

Potent Anti-Tumor Activity with Favorable Tolerability Across a Diverse Range of Targets

CLDN18.2-ATACR Demonstrated Protease-Dependent CLDN18.2-ATACR Elicited Significant CLDN18.2-ATACR Elicited Significant
Activity in Primary T Cell Assay Anti-Tumor Activity in GSU /In Vivo Model Anti-Tumor Activity in OE19 In Vivo Model
2 " Emo o Vehoe E’;sooo : \éir;z?BZATACR
e £ 8- ¥ a0 = CLDN18.2-ATACR + 2500 -2
« Xilio’'s masked T cell engager ke E E 20
& s L 102x, Y 2 15004 TCI%=108
molecules demonstrated 3 g ) T oowezaor £ w £
. . . £ oJ...mn @ EETT B CLDNI82-ATACR: Activated g g
potent anti-tumor activity 5 S0 e
H - T T T T 1 2 T T T T T 1 2 T T T 1
WIth eV|dence Of reduced m 0.01 1 100 10000 1000000 T 5 10 15 20 25 T 5 10 15
t - t - _t d 0 Concentration (pM) Days Post-Treatment Start Days Post-Treatment Start
systemicC toxiCity an <
I H 11 l— PSMA-ATACR Demonstrated Protease-Dependent PSMA-ATACR Demonstrated Dose-Dependent PSMA-ATACR Induced 95% Reduction in Plasma
pOtentIaI to SIg n Iflcantly < Activity in Primary T Cell Assay Anti-Tumor Activity PSA, a Clinically Relevant Biomarker
expand the therapeutic o = 200071+ Vonie g w
- . . .g’ [ n d go
window in murine models S EEETE MO >§ e
® £ &
% :: 200x, E 1000 & 50 K
H N g oo
® |nCOI'p0ratIOn Of CO- I : - PSMA-ATACR ‘§ 500 8 100 e BN . 2
H = = = S . é‘- . : -0 PSMA-ATACR: Activated 5 o TGI%=95 = ;’;2 Reduction
stlmulatory s|gna||ng in 0 g;l e i R N, . ST 5 s

T 1 T T . T T T T
0.01 1 100 10000 0 5 10 15 20 Vehicle 0.01mpk 0.1mpk 1mpk
S E E C R fo rm at e n h a n ced Concentration (pM) Days Post-Treatment Start " PSMA-ATACR

anti-tumor activity compared
with T cell engager molecules STEAP1-SEECR Confirmed Protease-Dependent Activity STEAP1-SEECR Drove Complete Saiﬁzcefffrg': '2:::;1 izi?:i‘j’_ii"t
that lacked co-stimulation inPrimary T Gell Resay Tumor Regressions In v

-e- Vehicle

-# Masked STEAP1 TCE (no co-stim)

14 e . <
2 FptaAs 3 K
o = g [ + -e- STEAP1-SEECR % 104
Lu ; e -= Masked STEAP1 TCE (no co-stim) E g
° -3- Masked STEAP1 TCE (no co-stim, activated) Y - o — 5
I.IJ S a0 - STEAP1-SEECR 5 [[61% =45 =
(D E 20 -0+ STEAP1-SEECR: Activated § g, )
Z PO bl g TGI% =112 i Normal Range
P—er— T T T 1 L -1 J ! 1 3 T T 1
01 1 10 100 1000 10000100000 0 5 10 15 o 0 5 10 15
Concentration (pM) Days Post-Treatment Start Days Post-Treatment Start

L] ll — 1 7
2&1!“!,&)5( ATACR: advanced tumor-activated cell engager; SEECR: selective effector-enhanced cell engager Presented in poster presentation at SITC on November 8, 2025



Milestone

Vilastobart (tumor-activated anti-CTLA-4)

Anticipated
Timing

Report updated Phase 2 data in combination with atezolizumab in metastatic MSS mCRC

XTX301 (tumor-activated IL-12)

1H 2026

Deliver Phase 1/2 data package for potential opt-in by Gilead (n=40 Phase 2 patients)
XTX501 (bispecific PD-1/ masked IL-2)

Undisclosed

IND submission

Masked T cell engager programs

Mid 2026

Nominated development candidate for PSMA
Nominate development candidate for CLDN18.2
Nominate development candidate for STEAP1

IND submissions for at least two masked T cell engager programs

Q3 2025

Q4 2025

1H 2026
2027

Anticipate cash runway into Q1 2027. Estimated cash runway includes $17.5 million development milestone received under Gilead license in Q4 2025 and does not include (i) any potential
future contingent payments under AbbVie and Gilead agreements or (ii) up to $100.0 million in additional gross proceeds by 2H 2026 if all common stock warrants issued in connection with

June 2025 equity financing are exercised in cash at their initial exercise price of $0.75 per warrant.
IND: investigational new drug application
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