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CLIPP2 site CGFL:
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Responsable médical : F Ghiringhelli
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Techniciennes de laboratoires

1 responsable administrative )
Pharmacie

1 cadre de santé - 1 cadre adjointe de
santé
1 ARC coordinatrice



Une unité:
Unité de Médecine Personnalisée et d’acces a
’Innovation thérapeutique (UMPI)

Unité de lieu et d’expertise en recherche clinique : 20 places (10 lits, 10
meéridiennes), 3 chambres scopeées

Phase 1,2et 3

Equipe médicale experte

Equipes paramédicales et ARC formées
Uniformisation des procédures
Technologies innovantes de soutien




Nos missions

Quantitatif Qualitatif
* Plus d’inclusions * Moins de déeviations
* Plus rapidement * Moins de données

manquantes



ACTIS oncology

Un moteur de

recherche Des résultats Un adressage
simplifiés automatisé _ Unisde phase precoce
complet 8

Oncollic Oncollic * Oncollic * :
1) fr umon > CBNPC > Sans Driver > Métastatique 2L . E 67
ACCUEIL ACCUEIL X  Adresser un patient E
j2]
Chercher un essai clinique : FILTRES CENTRE GEORGES FRAN... §
MORPHEUS LUNG 8 44
[
Q, nom de I'essai, anomalie moléculaire g
>
Centre Georges Frangois Leclerc v g
IMMU 132-11 £ 2-
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Chercher un essai clinique au centre Centre Georges
Francois Leclerc :
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OncoBoard : Solution de télé expertise en oncologie

EE]OncoBoard 2 Activité de Dr. Jean-david Fumet

7 derniers jours ~
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B Téléexpertise Nombre de Téléconsultation Nombre de Téléexpertise
1.0 20

BN Téléconsultation 08 18

038 16

RCP 07 14
06 12

) 10

Messagerie 05 '
04 08
06

Mes patients 03 '
02 04
02

Réseaux o1

0

06/02/2025 07/0212025 08/02/2025 08/02/2025 10/0272025 1110212025 12/02/2025 13/02/2025

»*

K

e =

06/02/2025 0710212025 08/0212025 09/02/2025 1000212025 110212025 12/02/2025 13/02/2025

H|| Annuaire ,
I ombre de Téléconsultation [ Moo TE recues N NO de TE envoyces
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Plus bas nombre de cas Plus haut nombre de cas
soumis: soumis:

[ ‘ Dr. Jean-david Fumet 0 cas 0cas
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OncoBoard : Un questionnaire d’adressage
rapide <1min

Patient Histoire de la maladie

Patient Etape 1sur 2

Statut OMS *
Oo
@
Oz
Os
O s
Sélectionnez une catégorie oncoclic
Digestif

Sélectionnez une sous-catégorie

Colon

Sélectionnez une sous-catégorie

Métastatique 3L

e



OncoBoard : Centralisation des documents
et imageries

%Oncoaoard

BE  Tableau de bord

K Teléexpertise

B Téléconsultation
% RCP
Messagerie

Mes patients

Réseaux

B o

Bl Annuaire

° ‘ Dr. Roger Oncoclic

Médecin Oncologie

Informations administratives

Correspondants

Description clinique

Examens paracliniques

€— Annuler & retourner & |a liste

Examens paracliniques

Partager les document relatifs au cas.

Fichiers Depuis les notes + Ajouter +

Fichiers acceptés : PDF, JPEG, PNG, MP4, TXT, PPT, XLS, ZIP

(uniguement des dossiers, consultez la marche a suivre en cas d'envoi depuis un CD/clef

USB ici)

Aucun document

Enregistrer le brouillon Publier =

Récapitulatif
Informations patient Voir #
Prénom Nom
Gérard Pica
Date de naissance ID de sécurité sociale
05/08/1954 NC

Editer le questionnaire

Correspondants Voir #
P Dr. Jean-david Fumet
-

Médecin Oncologie



OncoBoard : Réponse rapide / Interconnecteé

avec ACTIS onco

@OncoBoard )

§ Tableau de bord

®

Téléexpertise

Téléconsultation

RCP

(I

Messagerie

Mes patients

B ©

Réseaux

Bl Annuaire

‘ ‘ Dr. Jean-david Fumet

1 Oncologie

€— Retour & la liste
Téléexpertise

Créée le 11/02/2025 par Dr. Roger Oncoclic

Date d'échéance : 13/02/2025
Patient: PICA Gérard - Age: 70 ans

Etudes cliniques o

TASKIN

ELVN-002 (inclusions suspendues)

logy

Correspondants

Dr. Roger Oncoclic (créateur)

Medecin

Dr. Jean-david Fumet

Médecin Oncologie

Publication Résolue

Publié le 11/02/2025

Derniére modification le 11/02/2025 15:33
Résolue par

Dr. Jean-david Fumet

Medecin

i Générer un compte-rendu
> Télétransmettre

Créer un nouvel acte pour ce patient



Et Uaspect QUALITATIF ?

OWLIA, le nouvel assistant |IA en recherche
clinique

lectronic Data Capture
linical Trial Management Software




() Patient : 000C = Date ; I T Timepoint - C30 00:00:00 ./ Start
Step 1 . e
Stage Title 00:00:00 ( Start
° Stop 2 Blood pressure :
X mmHg Complete
Audit Trail

Pulse :

min Complete Incomplete

Oxygen :

Complete | Incomplete

Trial template management

Template 1

i kg m

Screening

Pulse

Body Temperature
Respiratory Rate
Saturation

Pain

Weight

Height

CT scan

+ Add

+ Create

ciD

Respiratory Rate
Saturation

Pain

Weight

Height

+ Add step

Timer

+ Add visit




Activité clinique site CGFL

nombre d'études

nombre d'inclusions

nombre d'échecs

nombre de
consultations

2019 35 47 79 137
2020 34 82 51 165
2021 35 103 89 201
2022 37 111 95 278
2023 38 126 60 197
2024 35 97 45 178




Une interaction forte avec la recherche locale

[S—

Oncodesign INSERM 1231

.. . Plateforme de transfert o
Plateforme d’imagerie : .
en biologie du cancer

Clinical trials

I

IRAFU Exodiag IMK-RUN2
TASKIN



Une interaction avec Uindustrie
pharmaceutique

INSERM 1231
Plateforme de transfert
en oncologie biologique
Clinical
trial

MEDITREME GUIDTOREPAIR IMMUNOSBRT

INDUSTRIE




Immunothérapie et cancers digestifs



Ciblage de UIL-1 pour le cancer du colon
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Ciblage de UIL-1 pour le cancer du colon

= XB2001 is a True Human monoclonal antibody, developed by XBIOTECH in Austin, Texas, which neutralizes IL-1a. Role

of IL-1a: Inflammation Protein Increased in colorectal cancer Inducing the proliferation of cancer cells Resistance to

-

treatments Angiogenesis Accumulation of inflammatory myeloid cells

2 3 4
| ] ]

Transcripts Per Million (TPM)

1
]

CRC ' Healthy
(N=275)  (N=349)



Ciblage de UIL-1 pour le cancer du colon

[Assessed for eligibility (n = 24) ]

Excluded (n = 7)
Not meeting inclusion criteria (n = 6)
Declined to participate (n = 1)

Follow up

0

% change in tumor size from baseline

[ Enrolled (n = 17) ]
|

[Level 12 (n = 3)] [Lavel 3(n= 3)] [Lavel 4a(n= 7)] [Level 5(n = 4)]

-100

Data and blood & tumor samples analyses:

- PK/PD (D1 before and after treatment, D2;
D5, D8, D15, D29)

- Biomarlers analyses (C1D1, C1D12, C3D1,
C5D1 , EOT or progression)

- Biopsies at baseline and C3D1

l

[ Follow-up for 12 months or until death ]

Safety and toxicity analyses
Efficacy evaluated by ORR? PFS and OS

Immunological effects of treatment:
- Cytokine/Chemokine assays

- Flow cytometry

- Immunohistology

- T-cell specific response

== CR(n=1)
= PR (N =3)
[————] sD (n =9)
== PD(n=4)
* 250 mg
o 500 mg
o 1000 mg
-

b

1000 mg + bevacizumab

Level 1/2

XB2001 250 mg
(CONCOMITTANT)

Level 3

XB2001 500 mg
(CONCOMITTANT)

Level 4

XB2001 1000 mg
(CONCOMITTANT)

Level 5

XB2001 1000 My
(CONCOMITTANT)

l XB2001

| Trifluridine/Tipiracil

- Bevacizumab

1 8

dayt z3+a

A -— s

s 1 ] | 1
dayt 2345 88101112 15 17345 meioi112 15
| | |

dayrz3 45

days 23408
yA

| |

8801112 15

|

wsrorrez 15

DLTs evaluation period

12345 eerwirtiz 15

1
HHHHHHH—

ootz 15

-
Until progression
or unacceptable toxicities

-
unitil progression
or unacceptable toxicities

Until progression
or unacceptable toxicities

-
Unttil progression
or unacceptable toxicities

Progression-free survival proportion (%) e

50

o

T T 1
0o 5] 12 18
Months
Number at risk
17 10 3 o

Thibaudin STTT2025



Ciblage de UIL-1 pour le cancer du colon

© O
17 mCRC patients qlp Good tolerability

@ and safety
Standard of care
(TAS-102 +/-

Bevacizumab)
76% disease
control rate

Anti-IL-1a @&3 9.4 months PFS
immunotherapy -@

BIOLOGICAL o8
Randomised phase EFFECTS .°° Decreased IL-6
2 clinical trial B levels

Biomarkers of . .
response

Immune system
activation

Thibaudin STTT2025



Etude de phase /Il

Ciblage de UIL-1 pour le cancer du colon

Phase |l - Dose escalation

Validation
of phase I
dosing

Safety after Efficacy after
10 patients 26 patients
In each ARM in each ARM

IDMC

Phase ll - Randomised

XB2001
Trifluridine/Tipiracil

Bevacizumab

DLTs evaluation period

Level 1 | Same Patients
XB2001 250 mg alone day 1 15
Level 2 l l l '
KB2001 250 mg day12365 gom1112 15 12345 50NN 15 i
(CONCOMITAN"’) or unacceptable toxicities
Level 3 ] ! ! J
XB2001 500 mg 4 m‘
12345 gp01i2 1 3 011 1.
(CONCOMITANT) e ® Fies s 3 orunaseeptabi tsiies
Level 4 ] [ ] 1 1
XB2001 1000 mg ST
(CONCOMITANT) day1z3¢5 sommzis 12345 300112 15 Untilprogressien
or unacoeptable toxicities
L] [} L] L]
Level 5 1 1 1 1
XB2001 MTD a T’
(CONCOMITANT) dY1235¢5 sprwrineis 12345 FOI09TIZ 45 a:‘:ﬂ:ﬁ’“&‘“" .
pisble foxicities

Trifluridine D1 -= D5 D1-> D5 D1-= D5 D1-=D5  D1-=D5  DL-=D5 |yl disssse
Tipiracil 08 -= D12 D8 -= D12 D8 -= D12 D& -= D12 D& -= D12 D8 -= D12 .
L Twice a day Twice aday  Twice a day Twice aday  Twice aday  Twice a day progression
+J-
Bevacizumab
Cyde (C) 1 2 3 4 5 Cn
Day 1 12 1 15 1 15 1 15 1 15 15 1 15
28 days (d)
o - D1 -= DS D1 -= D5 D1 -= DS D1l -= D& Dl -> D5 D1 -= D5
Trifluridis Until disease
uricine DE8--D12 DB-»Di2 DE->D1Z DE--D12 DE-»DI2  DE-= Di2 .
Tipiracil Twice aday  Twiceaday  Twice a day Twice aday  Twice aday  Twice a day progressicn
+/-
Bevacizumab

Thibaudin STTT2025




Association de chimioimmunotherapie

oIS Jowin|

Oxaliplatin \

Ghiringhelli et al. Nat Med. 2009 ATP
Dosset et al. Oncolmmunol. 2018

Capture of
dying tumor cells

\K/incent et al. Cancer Res. 2010

Bruchard et al. Nat Med. 2013
Limagne et al. Cancer Res. 2016



nature medicine

Article https://doi.org/10.1038/s41591-023-02497-z

First-linedurvalumab and tremelimumab
withchemotherapyin RAS-mutated
metastatic colorectal cancer:aphase1b/2trial

Received: 9 December 2022 Marion Thibaudin®'%*® -, Jean-David Fumet'**®, Benoist Chibaudel®,

Jaafar Bennouna’, Christophe Borg®, Jerome Martin-Babau®, Romain Cohen'®,
Marianne Fonck", Julien Taieb", Emeric Limagne'??, Julie Blanc®,

Published online: 10 August 2023 Elise Ballot'??, Léa Hampe'??®, Marjorie Bon'%?, Susy Daumoine'??,

Morgane Peroz"*?, Hugo Mananet'??, Valentin Derangére'*?, Romain Boidot®",
Henri-Alexandre Michaud', Caroline Laheurte'®, Olivier Adotevi®’,

Aurélie Bertaut', Caroline Truntzer'***" & Francois Ghiringhelli ® 343"

Accepted: 11 July 2023

" Check for updates

. 10pepartment of Medical Oncology, Saint Antoine, Hospital, Paris, France



OBJECTIF: Evaluation de la sécurité et de Uefficacité de association
Durvalumab plus Tremelimumab et FOLFOX

Mains Inclusion criteria

3 months PFS 6 months PFS 12 months PFS
mCRC with no curative intend

RAS mutated l l l

MSS

No prior treatment (adjuvant

accepted)

ECOG<2

FOLFOX Q2W 6 cycles

Treatment plan __é

Folinic acid 400mg/m?2
5-fluorouracil (bolus 400mg/m2 Tremelimumab Q4W (4 injections)

followed by 2400mg/m2 46h ﬁ

Oxaliplatin 85mg/m2 every 14 days
for 6 cycles

Dur.valumab ?SOmg every 14days Durvalumab Q2W until progression or toxicity
until progression
Tremelimumab 75mg every 28days —— a

for 4 doses

Thibaudin Nat med 2023



60% ORR - durée de reponse importante

63% CR + PR

]

Evaluation

8 malades sans récidives a 3 ans de follow up (15%)

Thibaudin Nat med 2023



FOLFOX-durvalumab-tremelimumab
65 — (MEDITREME)
=
60 — XELOX-bev (CAIRO2)
55 = FOLFOX-cetux g B FOLFOX-bev (BECOME)
(GOIM) B FOLFOX-pembro (KEYNOTE-651)
XELOX-cetux
50 — Fre2) FOLFOX (OPUS) o
2 FLOX-cetux B FOLFOX-bev-Pmab (PACCE)
E 45 " B (NORDIC VII)
o FOLFOX-cetux XELOX-bev-cetux B FOLFOX-bev (PACCE)
(@] (FUTURE) (CAIRO2)
40 —
FOLFOX-cetux (OPUS) FLOX
o (NORDIC VII)
35 — FOLFOX (BECOME)
T FOLFOX t- (CECOG) TR
-cetux
UFOX-cetux (FUTURE) B Chemo + Targeted agent
25 — H
| ! | I | I | I | I | ! | I | I |
9 6 7 8 9 10 11 12 13

Thibaudin Nat med 2024

Median PFS (months)



Ciblage de TIGIT et CTLA-4

P 2 1 3
BRI IR IR rine | il «ras
N N N e

| Bl Wicms

Gene expression KRAS
[ Mut
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2 BRAF
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Cholangiocarcinome arrivée de nouvelles
Immunothérapies
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waecuan Cholangiocarcinome arrivée de nouvelles

immunothérapies (FAP-CD40 DART)

MP0317 3mg/Kg day 1, every 3 weeks

N=50 Durvalumab (day 8) Durvalumab (day1) Durvalumab
1500 mg/kg/3 weeks 1500 mg/kg/3 weeks 1500 mg/kg

Gemcitabin and Cisplatin (days 1/8) Gemcitabin and Cisplatin (days 1/8) 3 weeks

every 3 weeks every 3 weeks (until progression)
5 cycles 3 cycles
N=75

Durvalumab (day 1) 1500 mg/kg/3 weeks Durvalumab
Gemcitabin and Cisplatin (days 1/8) every 3 weeks 1500 mg/kg

3 weeks

N=25

8 cycles (until progression)




Thérapie vaccinale et cancer du colon

FIRST-IN-HUMAN « BREAK CRC TRIAL »
Phase | (IL MSS) & IIA (1L MSS , 2L MSI-H) CRC stage IlIC/IV

CTA submission: Q3, 2024 (July 2024)
\®) ILIFECONSULTING JRRERZEEIEIE

@ Brenus

9 TOP ONCOLOGY
INVESTIGATING

Phase | Efficocy & Safety results after 6 mos of f.u at RP20 (n=15) : @2, 2026 (July 2026)
Phase 1A Efficacy & Safety results after 6 mos (n=52) and 12 mos (n=15) : @3, 2027 (July 2027)

CENTERS Clinical Study Report, after 24 mos of reatment: Q2, 2029 (June 2029)
PHASE |/"A PHASE IIA Primary Objective/Endpoints : Secondary Endpoints :
Pr F.GHIRINGHELLI E&'%Eg OH‘?JG‘E.R,ON . Phasel: - Progression Free Survival (PFS) at 6,12 and 24 mos
DIJON, FR ‘) - - Maximal Tolerated Dose (MTD) and DLT - Overall Response Rate (ORR), DOR and CBR at 6,12 and 24 mos
TR — - Recommended Phase Il Dose (RP2D) - Overall Survival (OS) at 24 mos )
- Adverse Events (AEs) grade 23 - Delayed-type hypersensitivity response analysis (DTH) at 6 mos, 12 mos and 24
Pr B. YOU Dr E. CHRISTENSON - Serious Adverse Events (SAEs) mos
NONFR .\ BALTIMORE, US
' [\ad JoHS Hoer

Exploratory endpoints on blood: ctDNA, cEA, PBMC reactivity by Immunophenotyping,
(Personalized Elispot and epitope spreading) on tumor bigfgy_ - Tumor necrosis,
immunophenotyping by mass spectometer, TCR seq and clone diversity, WES and

] - Phase Il : Progression-Free Survival Rate at 12 mos (PFSI2 Rate)

Hapitaux de lyo

Dr P. CASSIER transcriptomic
LYON,FR _ws | EON
BERARD PHASE | PHASE | PHASE Il A
- COHORT EXPANSION
DOSE ESCALATION SMALL COHORT EXPANSION
e e Yees frma u;ASI H or LYNCH
ARIS, FR -H or
g%ﬂg‘gﬁ/ g;:’ré';ﬁus'o" MSS PATIENTS MSS PATIENTS MSS PATIENTS SYNDROM PATIENTS
i N= 9-18 N=16 N= 52 N=.20
Pr A. ITALIANO «  Mesurable disease by ® o ®
BORDEAUY, FR SEC|ST 1.t1 . =) - G e -
) jon resectable ND
FiBemne Advanced (stage IlIC, 1STLINE INDUCTION IN COMBO 15T LINE INDUCTION IN COMBO ILNE NBUCTION I PROéRElegllé)ﬁJF{;Eﬁios
Tdb) or metastatic WITH SoC* WITH SoC* COMBO WITH SoC UNDER IMMUNOTHERAPY +
stage IV) colon or - = _SoC* :
Dr D. TOSI iectgf M FPFV: Dec 2024 LPLV: July 2025 FPFV: July 2025 LPLV: April 2026 FPFV: April 2026 LPLV- Jan 2029
MONTPELLIER, FR adenocarcinoma -
® -« ECOGPS0-1
IC '\_1 ) = Not previously treated DL2 DL3
MSS patients STC-1010 + N T T
Pr F.SCLAFANI « MSI patients HiGH DOSE STC-1010 RP2D IMMUNOSTIMULANTS
BRUXELLES, BE progressing (= 4 Cyclo low dose (Cyclo + GM-CSF low dose)
4 n}qnths) %r;ha 1stline + +
5/ of immunotherapy . OM-CSF . : "OX6 + BEVA*
) Yo oncceera STANDARDS OF CARE : MFOLFOX6 + BEVA
« No BRAF mut soC




Thérapie vaccinale et cancer du colon

BreAK CRC TRIAL: PHASE | DOSE ESCALATION & POSOLOGIES OF THE TREATMENTS @Brenus
mFOLFOX6 mFOLFOX6 mFOLFOX6
+BEVA +BEVA + BEVA
3 patients 3 patients s
STC-1010 Low Dose * oour ¥ STC-1010 Low Dose " oour > ?Eh‘i"m
+cyclo Low dose . +cyclo Low dose -
i
: 1
U . : _______ Dose adaptation: Dose
A 4 - v - Frequency 1x1.D - Er
3 DL1 ptation:
o q]:l new patients at ... every 2 weeks [N N - Frequency
=2DLT And/or 11D every 2

- STC-1010
Dase
decrease.

If not AEs at
DL1=>GM-
CSF dose
decrease

weeks

_____ Andfor
- STC-1010
Dose decrease

STC 1010 + IS Regimen

= STC-1010: 1 intradermal {1.D) injection by week during 8 weeks.

11.D boost at 1 month, then 1 1.D at 3 months and 1 1.D every 6 months. . .
Low Dose: 2,3-3.8x1046 cells Standard of Care mFOLFOX6 + Beva According to your local practice
1 - - | |
High Dose: 2x (2,3-3,8x10%6 cells) * 5FU (1.V): Bolus at D1 (400 mg/m?) then infusion (2 400 mg/m?) over 2 days/46h, every 2 weeks.
. . ~ - * Leucovorin Calcium or Leucovorin (LV): (400 mg/m®) over 2 h, every 2 weeks
GM-CSF (L.D) Low dose: 200 pg/week for (2,3-3,8 x10°6) cells of STC-1010. * Oxaliplatin (LV): 85 mg/m? over 2h, every 2 weeks

= Cyclophosphamide (per os) Low dose: 50 mg/day, 3 days before 1st and 5th * Bevacizumab (LV): 5 mgim®, every 2 weeks

vaccine injection, then everytime 3 days before vaccine boost.
= 3 patients will be included at each DL.
- The first patient included at each DL will be the single sentinel patient separated by at least 2 weeks from the next patient.

= Patient 2 and 3 of each dose level must be separated by at least 72 hours.
= All 3 patients in dose level will be followed for 28 days (4 weeks) post first STC-1010 administration for DLT assessment.

= Patient from dose-escalation part who remain on study at the time the RP2D is determined may be able to switch to the RP2D (on day of the next cycle) or remain on their
current dose, as clinically indicated and if the following criteria are fulfilled: the patient has completed at least 1 treatment cycle, the patient did not experience a grade z 2 AEs
at least possibly related to STC-1010, the patient has not required any dose reduction of STC-1010.



Therapie vaccinale et cancer du colon

* Projet ODIMMA therapeutics : personalized vaccine (ODI-2001)

* Academic project : Rectal cancer with peptids targeting KRAS,
common shared Ag (C Borg Epitop CRO1)



ODI-2001 CLINICAL TRIAL DESIGN

Phase | design

» Study population
o Patients with metastatic or locally advanced non-operable colo-rectal cancer
a Responding to first-line chemotherapy (FOLFOX +/- bevacizumab or cetuximab)

* Intervention ODI-2001 .
Clinical Benefit at first Confirmed benefit If progression
CT (Recist < 100%) Chemotherapy stopped Chemotherapy resumed,
=>vaccine preparation Vaccination initiated Vaccination continued up to 1 year

(option: if stable or responding
Introduction of anti-PD1)

o ODI 2001 given weekly for 6 weeks and then every 3 weeks up to 1 year or intolerance

* Outcomes :
o Primary : Safety and Feasibility (CTC-AE 5.0)
o Secondary : Progression free survival, duration of response, immunology, response at
chemo re-introduction, response at anti-PD1 introduction (option), second PFS, OS




EPITOPES RCO1 CLINICAL TRIAL DESIGN
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Locally advanced rectal
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Presence of RAS G12D, T T T T T T i I MRI
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. ination consolidation phase
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akla ) 656 ) ! > Surgery (1 injection/6 weeks for 8
Tumor assessment and fvzzl'(”éezt'g”; %59mg months)
monitorin —
g Vaccine induction phase
DNA and RNA
§ ;iguf,lnscs";fatus Tumor assessment at Tumor assessment at
Neoantigen burden and week 13 week 25, 52
expression
e HLA typing ) e _ Immune monitoring ® ... Immune monitoring
] "= Antigen selection ] Test on PBMC: ] Test on PBMC:
Tes'F on PBMC responses vaccine responses vaccine responses
aga‘lnst the CD4 and RAS and epitope and epitope
_Iiii-l Ct DNA monitoring ﬂ Ct DNA monitoring .Ii-li-l. t onitoring
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