A Phase 1b KEYNOTE-B79 trial evaluating non-gene edited allogeneic CAR T-cells, CYAD-101, post FOLFOX preconditioning, followed by
pembrolizumab, in refractory metastatic colorectal cancer patients
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CYAD-101 BACKGROUND

Approved chimeric antigen receptor (CAR) T-cell therapies use the patients’ own T-cells (autologous) as the source
material which brings major logistical and just in time manufacturing challenges. Allogeneic CAR T-cell treatments
using healthy donor T-cells provide an ‘off the shelf’ solution that circumvents many of these challenges.

Most of the clinical experience with allogeneic CAR T-cells is based on gene editing to eliminate T-cell receptor (TCR)
to mitigate the risk of graft versus host disease (GvHD) associated with the allogeneic origin of the cells. While clearly
effective, the downsides of gene editing include multiple manufacturing steps but also safety risk related with ‘off-
target’ genome cutting during gene editing.

The TCR inhibitory molecule (TIM) peptide-based allogeneic CAR T-cell treatment CYAD-101 utilizes an NKG2D
receptor that targets eight ligands expressed on tumor cells and non-malignant stromal cells of many cancer types.

The co-expressed TIM peptide interferes with the signaling potential of the T-cell thereby to eliminate the potential risk
of GvHD.

CYAD-101 CLINICAL DEVELOPMENT BACKGROUND

In a first segment of the first-in-human phase 1 alloSHRINK trial (NCT03692429), CYAD-101 was administered with
FOLFOX (folinic acid, fluorouracil and oxaliplatin) preconditioning chemotherapy to 15 patients with metastatic
colorectal cancer (MCRC) at three dose levels (DL1: 1x108, DL2: 3x108, DL3: 1x109° cells/infusion) in three Q2W
cycles.

o The treatment was well tolerated with no evidence of GvHD, no treatment-related adverse events = Grade 3 and

only two patients with cytokine release syndrome (CRS) grade 1.

o Encouraging clinical activity was observed including two partial responses (PR) and 9 patients with stable disease
(SD) including 7 SD = 3 months per RECIST 1.1 criteria.

o The dose of 1x10° CYAD-101 cells/infusion was defined as the recommended dose.

Expansion of the overall peripheral blood T-cell receptor (TCR) repertoire and modulation of the cytokine and

chemokine profile were observed post-treatment with CYAD-101 (see Figure 1).

Figure 1. Tumor imaging, TCR repertoire analysis and cytokine profile of the patient in partial response at
dose-level 3
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The patient in DL3 received three CYAD-101 infusions (¥ ) and presented a partial response (PR) at week 10 post-infusion which
lasted more than 8 months post first CYAD-101 infusion. Six months post the first CYAD-101 infusion (week 24), there was evidence
of changes in the overall T-cell receptor (TCR) repertoire post-treatment as determined by CDR3 amino acid (aa) length frequency
analysis (A) and mirrored in the analysis of hyper-expanded TCRf clone diversity (frequency > 0.1%) where 11 new clones were
evidenced post-treatment (B). The Luminex score peaked approximately 4 days after the first and second CYAD-101 infusions with a
reduced peak after the third one (C). These peaks appear to be concomitant with a relative increase in the contribution of
inflammatory cytokines (D).

KEYNOTE-B79 TRIAL RATIONALE

e Pembrolizumab is a potent humanized immunoglobulin G4 (IgG4) mAb with high

specificity of binding to the programmed cell death 1 (PD-1) receptor, thus inhibiting its
interaction with PD-L1 and programmed cell death ligand 2 (PD-L2), blocking both
immune-suppressing ligands from interacting with PD-1 to help restore T-cell responses
and immune responses driving clinical improvement in cancer patients.

e Antibodies directed against PD-1 protein have delivered impressive clinical responses

in certain malignancies through interference of inhibitory checkpoint signaling exploited
by tumors.

e In colorectal cancer, clinical responses with checkpoint inhibitors were mostly observed

in patients with mismatch repair-deficient/microsatellite instable-high (dMMR/MSI-H)
tumor status while clinical response rates induced by PD-1 based therapies in patients
with microsatellite stable (MSS) status remain stubbornly low.

e Apparent increases in the peripheral T-cell repertoire after CYAD-101 treatment

administered after FOLFOX preconditioning suggests that a modulation of the
endogenous adaptive immune response occurred.

e Should tumor specific T-cells reside within this expanded repertoire, we hypothesize

that PD-1 checkpoint inhibition would facilitate their activity and thus drive an increase
in the durability of clinical responses observed after CYAD-101 treatment.

Figure 2. Rationale for the combination between CYAD-101 and an anti-PD1
antibody (pembrolizumab)
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Beside direct cytotoxicity against cancer cells, CYAD-101 mode of action also involves modulation of the
immunosuppressive tumor microenvironment, an anti-angiogenic activity and induction of new T-cell clones
expansion priming the adaptive immune system against tumor antigens. The potential consecutive boost of the
adaptive immune response by subsequent initiation of the pembrolizumab treatment could favor the
occurrence of delayed objective clinical responses and increase the durability of clinical responses .

KEYNOTE-B79 TRIAL SUMMARY

e The KEYNOTE-B79 ftrial evaluates the safety and clinical activity of multiple infusions of CYAD-
101, administered post FOLFOX preconditioning chemotherapy, followed by a pembrolizumab
treatment.

e Treatment schedule (Figure 3):

o Three CYAD-101 infusions administered Q2W at the dose 1x10° cells/infusion post
preconditioning FOLFOX chemotherapy

o Pembrolizumab (200 mg Q3W for a maximum two years total treatment duration) initiated
three weeks post third CYAD-101

Figure 3. Treatment schedule in KEYNOTE-B79
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e Trial design:

o Recruitment in two consecutive segments according to a Simon’s two stage trial design
o Up to 34 patients will be recruited in the trial
e Patient population:
o mCRC with recurrent/progressing disease after at least one line of systemic therapy for
metastatic disease which must include FOLFOX chemotherapy
o microsatellite stable/mismatch-repair proficient (non-MSI-H/pMMR) tumor status
e Trial objectives:
o Co-primary objectives: Safety (GvHD, cytokine release syndrome, CAR-T cell-related
encephalopathy syndrome) and clinical activity
o Secondary objectives: Additional safety and clinical activity indicators

o Exploratory evaluation: CYAD-101 engraftment, cytokine and chemokine profile, TCR
repertoire analysis, ...

CONCLUSIONS

The KEYNOTE-B79 clinical trial is due to initiate in Q4-2021.

The underlying premise of the trial is that endogenous adaptive immune responses
modulated after treatment CYAD-101 with FOLFOX preconditioning could benefit from
sequential checkpoint inhibition (pembrolizumab) to drive more durable clinical responses in
a microsatellite stable (MSS/non-MSI-H)/mismatch-repair proficient colorectal cancer patient
population.
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