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|O Biotech: Break Boundaries. Ignite Change.

At 1O Biotech, we are pioneering a new era of immune-modulatory, off-the-shelf therapeutic cancer vaccines
with the potential to redefine the immuno-oncology (IO) treatment paradigm, amplifying treatment effects
across the spectrum of melanoma and other tumor types.

Our goal is to improve patient outcomes in hard-to-treat cancers by achieving deep and durable efficacy
without adding systemic toxicity.

T-win® platform

The T-win® platform provides a new therapeutic strategy with the potential to improve clinical outcomes

for patients with cancer by targeting both tumor cells and immune-suppressive cells in the tumor
microenvironment (TME). The TME is regulated by various cell types including tumor cells and a range of
immune-suppressive cells such as tumor-associated macrophages (TAMs), myeloid-derived suppressor cells
(MDSCs) and regulatory T cells (Tregs). These cells express proteins such as indoleamine 2,3-dioxygenase 1
(IDO1), programmed cell death ligand 1 (PD-L1), arginase 1and transforming growth factor beta (TGF[3), which
contribute to establishment and maintenance of immune suppression.?*

Naturally-occurring cytotoxic T cells against these proteins are found in the blood of cancer patients.?™"
Therefore, targeting of tumoral immune escape mechanisms by a vaccination approach to augment these
T cells offers a generalizable and innovative approach to treat cancer!*®

Cancer vaccines designed to target Induction of potent immune response within Potential to overcome limitations of previous

immune-suppression-associated TME proteins | the TME to enhance killing of tumor cells approaches

(e.g., IDO1, PD-L1, arginase) * Direct killing of both tumor and immune-suppressive cells

* Modulation of the TME into a more pro-inflammatory environment, potentiating anti-tumor activity
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Subcutaneous injection with T-win® cancer vaccine activates T cells attack both target- The modulated and inflamed TME
T-win® cancer vaccine, once T cells with a dual mechanism expressing tumor cells and becomes immune permissive, enabling
every 3 weeks* of action immune-suppressive cells further tumor cell killing by the T cells

* An additional loading dose is administered on Day 8 of Cycles 1and 2.

APC, antigen-presenting cell; IDOT, indoleamine 2,3-dioxygenase 1; MDSC, myeloid-derived suppressor cell; PD-L1, programmed cell
death ligand 1; TAM, tumor-associated macrophage; TME, tumor microenvironment; Treg, regulatory T cell.
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T-win® immune-modulatory therapeutic cancer vaccines are designed to be an off-the-shelf treatment,
engaging critical antigens expressed by both tumor cells and immune-suppressive cells across different tumor
types. Therefore, they have the potential to be effective across a broad range of tumor types and settings. This
avoids the need for personalization and therefore provides immediate access to treatment %"

Pipeline and clinical trials

The T-win® platform with three product candidates in multiple cancer indications

Product

) Line of therapy/ indication Pre-clinical Phase 1 Phase 2 Phase Takeaways and next steps’
candidates Pyl 3 Y P

¢ 10202-10203 demonstrated clinical
improvement in PFS, narrowly
missed statistical significance

* Plans to discuss data with FDA in fall
2025; potential US BLA submission

10B-013/KN-Da8:
First-line advanced melanomax

10202-10203 |10B-022/KN-D38:

First-line solid tumorsx*
TargetS: —
R ¢ Lung (NSCLO)

SCCHN: Primary endpoint met
NSCLC: Encouraging data

¢ Head & neck (SCCHN)
10B-032/PN-E40: Neoadjuvant/
adjuvant solid tumors=

* Melanoma

* Head & neck (SCCHN)

Enrollment completed in
January 2025

Initial data available 2Hz2s5;
presenting in 2026

10112

Solid tumors
Target: ¢ Indications TBD
Arginase 1

¢ Next pipeline candidate expected
to enter clinical development

Solid tumors
* Indications TBD

Early-stage pipeline candidate

*In combination with pembrolizumab; T Milestones include forward-looking statements regarding future events that are based
on current assumptions and expectations; actual outcomes may differ materially due to various risks and uncertainties.

BLA, Biologics License Application; FDA, Food and Drug Administration; IDO]1, indoleamine 2,3-dioxygenase 1; NSCLC, non-small cell
lung cancer; PD-L1, programmed cell death ligand 1; PFS, progression-free survival; SCCHN, squamous cell carcinoma of the head and
neck; TBD, to be decided; TGF(1, transforming growth factor beta 1.

10102-10103

Our lead product candidate, IO102-10103, is an investigational, immune-modulatory, off-the-shelf therapeutic
cancer vaccine designed to kill both tumor cells and immune-suppressive cells in the TME by stimulating
activation and expansion of T cells against IDO1+ and PD-L1+ cells.

IDO1+ and PD-L1+ cells can comprise largely distinct cell populations within the TME. 10102-10103 can
therefore target two separate immune-resistant pathways, and the combination of 0102 and 10103 may lead
to more enhanced anti-tumor activity compared to either vaccine alone**

I0102-10103's mechanism of action demonstrated proof-of-concept in combination with anti-programmed
cell death protein 1 (anti-PD-1) antibody (nivolumab) as first-line therapy for metastatic melanoma in the
MM1636 Phase 1/2 trial 3%
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Here, I0102-10103 in combination with an anti-PD-1 antibody demonstrated clinically meaningful tumor
regression and an established, durable anti-tumor response in patients with metastatic melanoma, regardless
of unfavorable prognostic baseline characteristics!® There was no increase in the incidence of systemic adverse
events when combining 10102-10103 with anti-PD-1 therapy when compared with historical safety profile

of anti-PD-1 alone " Based on results from this trial, (O102-10103 in combination with pembrolizumab, was
granted Breakthrough Therapy Designation in 2020 by the FDA for the treatment of unresectable/metastatic
melanoma.”

MM1636 trial data (N=30)""®

ORR 80% (confirmed ORR 73.3% per RECIST 11) with CR 50%'®
mPFS 25.5 months'™
No increase in systemic toxicity versus anti-PD-1 monotherapy'>'®

CR, complete response; mPFS, medium progression-free survival; ORR, objective response rate; PD-1, programmed cell death protein
1; RECIST, Response Evaluation Criteria in Solid Tumors.

Ongoing clinical trials
IOB-013/KN-D18: Pivotal Phase 3 trial

IOB-013/KN-D18 is a Phase 3 trial investigating the efficacy and safety of I0102-10103 in combination with
pembrolizumab versus pembrolizumab alone as first-line therapy in patients with advanced melanoma.®

Clinical trial design

Eligibility criteria Stratification Endpoints

Planned 380 PRIMARY ENDPOINT

P VRO S 5 - 10102-10103 and * PFS by central review
isease Stage embrolizumab 200 mg q3w
o Unresectable stage lll (Low vs high risk)* ! i o SECONDARY/EXPLORATORY

o Metastatic stage IV For up to 2 years ENDPOINTS

+ >6 months after neoadjuvant/ _ « ORR, DRR, CRR, OS, DoR, TTR,
adjuvant anti-PD-1 Pembrolizumab 200 mg q3w DCR

* Measurable disease (RECIST 1.1) *Stage Il and IV Maa-b vs. stage IV Mac-d * Incidence of AEs and SAEs

* ECOG performance status o-1 * Quality of life

* Stable CNS disease is allowed >100 sites enrolled patients in Europe, Australia, * Biomarkers in blood and tumor

South Africa, Israel and the United States i ¢
tissue will also be assessed

AE, adverse event; CNS, central nervous system; CRR, complete response rate; DCR, disease control rate; DoR, duration of response;
DRR, durable response rate; ECOG, Eastern Cooperative Oncology Group; mut, mutation; ORR, objective response rate; OS, overall
survival; PD-1, programmed cell death protein 1; PFS, progression-free survival; g3w, once every 3 weeks; RECIST, Response Evaluation
Criteria in Solid Tumors; SAE, serious adverse event; TTR, time to response; WT, wild-type.

The trial is fully recruited with 407 patients.® An Independent Data Monitoring Committee (IDMC) review
in August recommended the trial continue without modification and noted no new safety signals were
observed.? The latest data from the primary endpoint readout will be presented at the European Society
for Medical Oncology.*

*Milestones include forward-looking statements regarding future events that are based on current assumptions and expectations;
actual outcomes may differ materially due to various risks and uncertainties.
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I0B-022/KN-D38: Phase 2 basket trial in advanced solid tumors

IOB-022/KN-D38 is a Phase 2 basket trial investigating the safety and efficacy of I0102-10103 in combination
with pembrolizumab as first-line treatment in patients with metastatic non-small cell lung cancer (NSCLC) or
unresectable/metastatic squamous cell carcinoma of the head and neck (SCCHN).?

Clinical trial design

PRIMARY ENDPOINT

* Previously untreated A: NSCLC _ * ORR
TRt ERC L OIS NPD"zl T:ilzs:;f:) SECONDARY/EXPLORATORY
=37 (31 evaluable
* No prior first-line therapy FIAS 10102-10103 and ENDPOINTS
. B: SCCHN (HPV +/-) PO C I A G * PFS (RECIST 1.2)
* Measurable disease
PD-La CPS 220 For up to 2 years * DoR
* ECOG performance status 0-1 N=21 (18 evaluable) B * DCR
Cohort A = Non-small cell lung cancer adenocarcinoma * 05
Cohort B = Squamous cell carcinoma of the head and neck R/M disease * Safety

CPS, combined positive score; DCR, disease control rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group;
HPV, human papillomavirus; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD-L1, programmed
cell death ligand 1; PFS, progression-free survival; g3w, once every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; R/M,
recurrent/metastatic; SCCHN, squamous cell carcinoma of the head and neck; TPS, tumor proportion score.

The SCCHN cohort met its primary endpoint of objective response rate (ORR), and encouraging median PFS
(mPFS) was observed in both the SCCHN and NSCLC cohorts.?*# There was no increase in the incidence

of systemic adverse events when combining I0102-10103 with anti-PD-1 therapy.?*?* Longer-term data will be
presented at the European Society for Medical Oncology*

SCCHN data presented at the European NSCLC data presented at the Society

Society for Medical Oncology 2024:% for Inmunotherapy of Cancer 2024:%
ORR 44.4% ORR 48%

mPFS 6.6 months mPFS 81 months

No unexpected safety signals No unexpected safety signals

*Milestones include forward-looking statements regarding future events that are based on current assumptions and expectations;
actual outcomes may differ materially due to various risks and uncertainties.

Page 5



(OBIOTECH

I0B-032/PN-E40: Phase 2 basket trial in neoadjuvant/adjuvant settings

IOB-032/PN-E40 is a Phase 2 basket trial investigating the safety and efficacy of IO102-I0103 in combination
with pembrolizumab as neoadjuvant/adjuvant treatment of patients with resectable melanoma or SCCHN.#

Clinical trial design

Eligibility criteria Neoadjuvant phase Surgery and recovery Adjuvant phase

A: Melanoma Up to12 weeks 15 cycles
Resectable, stage Il
N=15

3 cycles
10102-10103 and
pembrolizumab

(200 mg q3w)

* Resectable melanoma or
SCCHN

* Candidate for surgical
resection with curative intent

10102-10103 and

SCCHN: SoC RT 4/- pembrolizumab q3w

cisplatin

CohortA
CohortB
CohortC, armA
CohortC, arm B (pPR, pNR)

Up to 12 weeks .
Pembrolizumab q3w
Cohort Carm B (MPR)

* Patients in Cohort C with poor pathological response to pen alone in the phase (>10% residual viable tumor) may cross over to receive the combination treatment post-surgery at the
discretion of the investigator.

2-3 cycles
* No prior therapy for the tumor
Arm A. 10102-10103 and
under study :
pembrolizumab q3w
* Measurable disease C: Melanoma
Resectable, stage Il 3cycles
N=60 Arm B. P

Surgical resection

* ECOG performance status o-1

embrolizumab
q3w

Locations: Australia, US, France, Germany, Spain and Denmark

Endpoints

Primary endpoint: Major pathological response Other secondary endpoints: DFS, EFS, safety
Secondary endpoints: Pathological CR, ORR

CR, complete response; DFS, disease-free survival; ECOG, Eastern Cooperative Oncology Group; EFS, event-free survival; MPR, major
pathologic response; NR, no response; ORR, objective response rate; p, pathological; PR, partial response; q3w, once every 3 weeks;
RT, radiotherapy; SCCHN, squamous cell carcinoma of the head and neck; SoC, standard of care.

The trial completed enrollment ahead of schedule and preliminary data are expected in the second half of 2025%*

10112

IO112 is an investigational, immune-modulatory, off-the-shelf therapeutic cancer vaccine candidate from

IO Biotech's T-win® platform that targets both arginase 1+ (Arg1+) tumor cells and immune-suppressive cells

by activating and expanding T cells specific for Argl. IO112 presents a unique immunomodulatory approach,
whereby Argl+ immune-suppressive TAMs are targeted via vaccination to boost T cell immunity.??> Pre-clinical
data demonstrate that the T cells induced by IO112 directly reprogram TAMs, skewing the balance from an
immune-suppressive to a pro-inflammatory TME, leading to effective anti-tumor responses.?# The data strongly
support IO Biotech's plans to submit an Investigational New Drug Application (IND) for IO112 to the FDA in
2026, presenting an alternative approach to other strategies to treat a wide range of cancer indications.?¥%

10170

IO170 is an investigational, immune-modulatory, off-the-shelf therapeutic cancer vaccine against
TGFB-expressing cells based on IO Biotech's T-win® platform. It is currently in pre-clinical development and
showing promising in vivo results: the vaccination led to significant tumor growth inhibition in pancreatic
ductal adenocarcinoma, prostate cancer and triple-negative breast cancer (4T1) models, coupled with immune
responses and changes in the local TME.?*?” The treatment did not cause overt off-target effects.®

*Milestones include forward-looking statements regarding future events that are based on current assumptions and expectations;
actual outcomes may differ materially due to various risks and uncertainties. Page 6
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