ESMO congress, Berlin 17 — 21 october 2025

FIPO23: A First-in-Human Trial of XON7, a Glyco-Humanized Polyclonal Antibody
(GHpA)Targeting Multiple Tumor Antigens in Advanced Solid Tumors

J.Bennouna' MD, PhD; F.Shneiker’ MD; JY.Blay’MD,PhD; M.Brahmi?; F.Bassissi’? DMV,PhD; R.Ratta’ MD;
JP.Delord* MD, PhD; C.Gomez Roca®; C.Jungels®* A.Awada® MD, PhD

1 Suresnes university hospital, France; 2 Xenothera SAS, France. 3 Leon Berard center, Lyon France. 4 Toulouse cancer institute, Franc ; 5 Bordet institut, Belgim. 6 CHIREC

Cancer Institute, Belgium

Background:

Despite the success of monoclonal antibodies , tumor heterogeneity and acquired resistance remain
major therapeutic limitations. XON7 is a first-in-class GH-pAb targeting simultaneously multiple
tumor antigens, among which SLC3A2 (tumor metabolism and ferroptosis), Annexin A2 (-catenin
signaling), and CKAP4 (DKKI1 receptor). In vivo XON7 monotherapy outperformed combinations of
monosepcific antibodies against these targets.

XON7 induces tumor apoptosis and clearance via complement-dependent cytotoxicity and antibody-
dependent cellular phagocytosis , while enhancing antitumor immunity through CD8+ T cell
activation and macrophage polarization.

Methods:

FIPO23 (NCT06154291) is an ongoing multicenter, open-label, phase I/II study including dose-
escalation (ESC) and expansion (EXP) cohorts. Eligible patients have advanced/metastatic solid
tumors (excluding glioblastoma) refractory to standard therapies (<4 prior lines), ECOG PS <2, and
adequate organ function. XON7 is administered IV every 2 weeks for up to 12, 28-day cycles. Dose
escalation (1.5, 3, 6, 12, 16, 20 mg/kg) follows a BOIN design. Phase I primary endpoints:
safety,(CTCAE V5); 1* cycle DLTs, main secondary endpoints : PK/PD, immunogenicity; ORR
(RECIST 1.1)

Results: 18 DLT evaluable patients (median age: 61 years; 66% male) were treated across all planned
doses. Tumor types included colorectal (n=4), NSCLC (n=4), pancreatic carcinoma (n=3) and others
(n=06).

No DLT was observed.

A single moderate and transient infusion reaction was observed among a total of 106 infusions
administered

A total of 139 AE was observed : 12% of grade = 3 and 5% of SAE
XON7 showed a linear PK response, and no accumulation with repeated doses

Preliminary efficacy showed one partial response (colorectal cancer) and four cases of stable disease.
Efficacy data from patients at the 20 mg/kg level are not yet available.

Conclusions:
XON7 demonstrates a favorable safety profile and early signs of antitumor activity in heavily
pretreated patients with advanced solid tumors.
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Background:

XONT is a firstin class glyco-humanized polyclonal

136 antiody (GH-pAb) , it induces tumor cel

apoptosis, promotes the elimination of tumor cells mainly
through CDC (Complement Dependent Cytotoxicity) and
modulates the TME by targeting selectively and
simultaneously muliple epitopes on 3 major tumor
associated antigens :

SLCIA2 (CD98): an amino acid transporter that: promotes
tumor cell metabolism, activate c-Myc, which promotes cell
growth, proliferation, and suriival. It also creates a hostile
TME that makes it dificult for the cytotoxic immune cells to
infitrate the tumors

Annexin AZ: a CaZ+-dependent phosphlipid-binding protein
thatis important for cytoskeletal rearrangement, cel
proliferation, and motiity _ Increased expression of annexin
A2 incancer cells promotes the degradation of the
extracellular mattix-increased angiogenesis, and the invasion
CKAPS: a DKK1 surface receptor, DKK1/CKAPY signaling
promotes cancer cell proliferation through the PI3KIAKT
pathway

Methods:

FIPO23 (NCTOB154291) is an ongoing muticanter, open-label,
phase l study including dose-sscalation (ESC) and expansion
(EXP) cohorts.

Eligible patients: adults with advanced / metastatic solid tumors
{excluding giioblasioma) refractory to standard therapies (<4
prior lines), ECOG PS =2, and adequate organ function. No
known CNS involvement

ESC part, (up to 45pts): explore 6 dose levels (1.5,3,6,12,16,

20 mghg) of iniravenous XONT monatherapy, @ 2 weeks, curing [+

12 cycles, of 28 days, using a BOIN design, to characterize
- Primarily: Safety,(CTCAE V5), Tst cydle DLTs, and determine
maximum tolerated dose MTD, or recommended dose for
expansion
- Secondariy: PK; Immunogenicity
- Antiumer activities( RECIST 1.1}
Objective Responss Rate - PR=CR
Disease Control Rate - CR+PR+3D
- EXP part (up to 210 pts): evaluate primarily ORR in
prespeciied several tumor types -
Colorectal, Sarcoma, TNBC, Pancreatic, NSCLC,
Gastro-esophageal and Ovarian cancers

Patients:
Presented in this poster are data (cut-off on 23 sept 2025) from 22
patients enrolled to dose cohorts 1,5 to 20 ma/kg ( table 1).

Data from the ongoing backfiling cohort are ot presented

Safety:

+ XONT ata doze 15 to 20 mokg was well wlerated

* NO DLT was observed

+ 90% of AEs were grade 1-2 ( Figure 2)

+ Most common AEs were pain, asthenia, fever ( Table 2)

+ Horelated Gr 2 3 anemia, thrombocytopenia of neutropenia
+ No related renal, cardiac or hepatic toxicty
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Dose Escalation: @y
At the time of data cut-off, 6 dose levels ranging from 1,510 20
maglkg were tested in 22 patients and determined safe.
Inclusion in the 16 ma/kg backfll cohort are ongoing.
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Infusions administration:

Median number of doses received 4 (range 2- 29).

A single moderate and ransient infusion reaction was cbserved
among a total of 147 infusions administered

Mo requited dosing action due to AE.

Mo premedication was administered
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£
No ADA was detected.

Pharmacokinetics:

Dose-dependent increases in PK exposure from 1. 5mg/kg to16ma/kg
Slight accumulation after repeated doses.

Similar PK profil after 16malkg and 20mglkg.
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Anti-tumor activities:

Preliminary efficacy showed one partial response (colorectal)
and five cases of siable disease (colorectal, appendix, pancreaiic
and adencid cysic carcinoma)

Duration of PR - 363 days

Mean duration of stable disease - 152 days ( + 108)

Preliminary Efficacy in Colorectal adenocarcinoma
(n=5 patients)

+ 1 patient out of 5 had Partial response.

Subject 102-001: 73 yio male, stage IV, 2 prior lines of therapy,
refractory to latest ine. RAF/RAS wid type, MS3 .15 mgkg
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+ 2 patients out of 5 had stable disease
Subject 103-005- 59 /o female, stage IV, 3 prior ines of therapy,
KRAS (124, BRAF neg, MSS,16mglk

Subject 103-001: 61 yio male, stage 1V, 4 prior fnes of therapy

KRAS G120, BRAF neg, MSS, 1.5 malkg

Conclusions:
« XONT administered QIW [V is well tolerated at dose up o
20 molkg

Prefiminary data indicate doss-dependent increases in PK
exposure up to 16 mg/kg, and similar P profile betwsen
16 and 20 mg/kg
No dose limiting toxicity was observed at dosss ranging
from 1.5 10 20 mgfkg.

Early signs of anfiumor activity were observed in heavily
pretreated patients with metastatic solid tumors. Notably
an Objective response rate of 20% and a disease control
rate of 6 % in colorectal adenocarcinoma
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