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Incorporer de nouveaux ADCs dans la stratégie
thérapeutique des cancers du sein triples négatifs:

- Pour guérir plus de patientes au stade localisé

- Pour améliorer le pronostic et offrir de nouvelles opportunités
thérapeutiques au stade métastatique



TroFuse-012 Study Design

A Phase 3, Randomized, Open-label, Study to Compare the Efficacy and Safety of Adjuvant MK-2870 in Combination with Pembrolizumab (MK-3475) Versus
Treatment of Physician’s Choice in Participants With Triple Negative Breast Cancer (TNBC) Who Received Neoadjuvant Therapy and Did Not Achieve a Pathological
Complete Response (pCR) At Surgery

Arm 1
= Centrally confirmed TNBC (ER<1%, PR<1%, _— Pembrolizumab 400 mg q6w x 5 doses
HER2-) - N
= Non-pCR after at least 5 cycles of 2 MK-2870 4 mg/kg q2w x 12 doses
pembrolizumab and chemotherapy, including )
1 cycle of anthracycline-based neoadjuvant » 2 Arm 2
therapy N :
= Randomization within 12 weeks of definitive ) =
surgery 8 Treatment of Physician’s Choice (TPC)
= Adjuvant RT if indicated, completed before 2 Pembrolizumab 400 mg qéw x 5 doses
randomization g or
/ Pembrolizumab 400 mg g6w x 5 doses and
capecitabine 1000 mg/m2 to 1250 mg/m2 BID on Days

: 1-14 and Days 22-35 every 42 days x 4 (2 weeks on, 1
. Stratification factors
1. Residual tumor and lymph node status: week Off)
a. [Tumor < 1 cm (ypT1mi—T1b), ypNO] (capped at ~15%)
Vs
b. [Tumor 2 1 cm (ypT1c+), ypNO] or [No tumor or tumor < 1 cm (ypTO — T1b), ypN1]
Vs
c. [Tumor 21 cm (ypT1c+), ypN1] or [No tumor or any tumor size (ypTO0+), ypN2+]
2. TROP2 expression per IHC (low vs medium vs high).

‘3. Intention to use capecitabine (yes [capped at ~60%] vs no)

Etude Ouverte CHU
° Besancon CGFL




Proprietary

TroFuse-032 Study Design s TroFuse

Neoadjuvant Treatment Phase
{C}"E|E length - Gweeks)

Neoadjuvant Treatment 1 MNeoadjuvant Treatment 2 Adjuvant Treatment
Cycle 1-2 Cycle 3-4 30 weeks (5xQ6W )*

Participants without residual diseasa:

Primary Endpoints

ite (ypTO/Tis ypND)

+  Pembrolizumab (400 mg gbw or 200
mg g3w )

Participants with residual disease:

+  Pembrolizumab (400 mg qgéw or 200
mg g3w )

Optional additional treatment per
physicians’ choice:

T

Capecitabine
Olaparib (if gBRCAm )
AC/EC (only in Treatment Arm A)

Stratification Factors:
Initially Stratified by Breast cancer subtype (THBChadfHer2BC)

* FactordorsubsequenstratificatiowithinHBE-Low + Her2 BCsubgroup:
O TROP2 expression per IHC (low vs medium vs high)

*» Factors for subsequent stratification BB subgroup anl ) . . .
O Modal _.._tan,;l vs -) gtk ony * - Adjuvant radiotherapy is permitted after surgery
O Tumor size (T)/T2vs T3T4) concurrently with pembrolizumab. XRT must be completed

O TROPZ expression per IHC {low vs medium vs high) . e .
O PD-L1expression (CPS<10, CPS 210) before Elptlﬂnﬂf additional TPC {lf USEd}.

6 CONFIDENTIAL S8 03 MSD




Phase 1b Exploratory Efficacy Study Schema

Open for Enrollment
Safety Lead-in
» Phase 1b Exploratory for combo cohorts
Efficacy cohorts
« First subject treated DE1001 + sacituzumab
Septem ber 2024 govitecan-hziy (TRODELVY)
pooled safety lead-in

= Enrollment ongoing
for HR+/HER2- mBC
and HERZ activated
NSCLC in mono and
combination cohorts

Jragonfly

IMERAFPEUTICY

N =5 pts for breast cancer +
NSCLC combaos

MSCLC HER2-activating definition: HERZ-
overexpression (IHC 2+ or 3+4), ar erbb2
amplified by FISH, or docurmented activating
HERZ mutation

Breast HR+ HER2- definition: =1% positivity for
HE by IHC, and HERZ IHC 0, 1+, ar 2+ with erbf2?
not amplified by FISH

Etude Ouverte CGFL

DF1001 Monotherapy
Breast Cancer: HR+/HERZ negative
N = 20 pts total

DF1001 + sacituzumab govitecan-hziy
Breast Cancer: HR+/HER2 negative
M = total 40 with safety lead-in

DF1001 + sacituzumab govitecan-hziy
MNSCLC: HER2 Activated
M = total 40 with safaty lead-in

DF1001 + sacituzumab govitecan-hziy
Breast Cancer: HER2 positive
M = total 40

DF1001-001_Training Slides for Protocol W13

DF1001 Monotherapy
MSCLC: HERZ2 Activated
M = 20 pts total

May be opened in the
future

Safety
and
Anti-Tumor
Activity

16



Etude Ouverte CGFL

DF1001 Is a First-in-Class Molecule that Potently Stimulates NK Cells,
yo T Cells and CD8 T Cells

DF1001 TriNKET®

2. Trigger NK cell
mediated killing

DF1001 sustainably activates the immune system:
Enhancing NK cell lysis of HER2-expressing cancer cells

+ Stimulating chemokine and cytokine production that recruits
additional effector cells to the TME

* Enhancing CD8* T cell and v& T cell lysis of cancer cells

DF1001 also inhibits HER2-signaling and friggers CDC + ADCP activity.

S _ | , DF 1001 maintains the natural selectivity of NK cells for killing tumor cells,
Spare healthy cells ADCP., antibody-dependent cellular phagacytosis CDC, complement-dependent such that non-malignant HER2-expressing cells are spared.

cytotoxicity; TME, tumor microenvironment.
Jragonfly

DF1001-001_Training Slides for Protocol V13 9
THERAPEUTICS



Etude Ouverte CGFL

DF1001 and TRODELVY kill tumor cells via complementary
mechanisms and have strong rationale for combination

Free SN-38 can increase NK cell numbers and
enhance NK cell anti-tumor cytolysis through
upregulation of NKG2D ligands

Trodelvy releases payload SN-38

leading to tumor cell apoptosis
ne Chung Am J Concer Res 2022, Lee J Pothol 2023

Free SN-38 enhances T-cell mediated tumor cell
killing

Do

McKenzie et al. / Notf Canger Inst 2018

Irinotecan/SN-38 reduces Tregs and MDSCs in
TME, induces monocyte-derived DCs, and
decreases HIF1a levels, which should lead to a
less immunosuppressive TME
DF1001 activates intratumoral NK
and CD8'* T cells leading to tumor

cytolysis and antigen uptake

twal Oncotarget 2018, Guerin Molecular Med 2012

Irinotecan enhances antitumor activity of
immune checkpoint blockade in vivo

McKon2ie at al. J Now Cancer Jnsr 2018

Greater antigen uptake may lead to de novo
anti-tumor T cell responses against novel
antigens

Jragonfly -

THERAPEUTICS SIV Slides Version 10 for Protocol V13



Mieux comprendre la biologie des cancers du sein triples
négatifs qui répondent ou non aux ADCs



ISIDE: phase |IIB: étude de biomarqueurs associés a la

réponse sous Sacituzumab Govitecan
+ CHU

Cohorte métastatique: (n=48)

Patient atteint d'un Patient ayant progressé sous CT de
TNBC avancé ou premiére ligne pour un cancer du sein
métastatique métastatique ou inopérable localement
avance. Sacituzumab
Maladie mesurable Govitécan
Suivi jusqu'a
Statut TNBC déterminé par 10mg /kgd J1etJ8 2 ans post-

- = s 2= toutes les 3 semaines inclusion
une biopsie réalisé dans un

contexte avancé / Cohorte rechute précoce: (n=48) Jusqu'a PD

ou toxicité inacceptable
meétastatique

Patient ayant progressé sous CT (néo)-
adjuvante pour un cancer du sein TNBC
précoce ou dans les 6 mois aprés la fin
des traitements curatifs

| UCBG

unicancer
|

ECOG=2




Progresser dans notre connaissance des soins de support
les mieux adaptés lors de la prise en charge des cancers
du sein triples négatifs



N E U ROTAX * OBJECTIF PRINCIPAL:
Décrire le nombre et le taux de neuropathie de grade = 2 a 12 semaines apres le début

de la chimiothérapie par Paclitaxel dans les deux bras.

» Schéma de l'étude

SIGNATURE INCLUSION
CONSENTEMENT RANDOMISATION FIN D’ETUDE
T Screening T e ® | Ol‘lLl'fEe'f T _T
4 semaines OnlLife®/Placebo placebo l gl
~ v 5 TRAITEMENT PAR PACLITAXEL
h 12 CURES (Situation (Néo-) adjuvante)
L]
= Bva %,
= 2 L]
4 semaines V2 sk T
Phase Il randomisée 7 semaines V3 3k
monocentrique e -
o W
16 semaines Vs = ®
6 mois Ve ¢
12 mois %k
Pl: Dr Mayeur

% Evaluation des neuropathies
Promoteur: CGFL

m

Bilan biologique: Tube EDTA SmL -> Dosage EPA et DHA

Etude ancillaire: Tube EDTA émL




Détermination des parametres du modeéle PK/PD expliquant la variabilité

E M EG_ ECd d pharmacodynamique du G-CSF et du pegGCSF lors d’une chimiothérapie
par ECdd

Bilan biologique

EC Objectif secondaire:

Proposer un schéma standardisé (basé sur un
EC DDSE-?EHS*?)- {avec) rationnel pharmacologique) d’administration de
sulvl pendant Z cures ——— . . s .
; G-CSF lors d’une chimiothérapie dose-dense
G-CSF (J4 - 17/8)

Signature du
consentement

Inclusion et

randomisation Bilan biologique

EC

EC Dose-dense (avec
suivi pendant 2 cures)

Peg-G-CSF (J2)

Pl: Dr Ladoire/Dr Schmitt
Promoteur: CGFL

_
_

Les cases orangées représentent les bilans biologiques non prévus dans la prise en charge classique des patients




Contact par centre :

* CGFL:
Dr Jean David FUMET (jdfumet@cgfl.fr)

* CHU Besancon :
Dr Laura MANSI (Imansi@chu-besancon.fr)

* CHU Dijon :
Dr Marie CHAIX (marie.chaix@chu-dijon.fr)



mailto:jdfumet@cgfl.fr
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