
Updated Data from the alloSHRINK Phase 1 First-in-Human Study Evaluating CYAD-101, an Innovative Non-Gene-Edited Allogeneic 
CAR-T, in Metastatic Colorectal Cancer

alloSHRINK STUDY
● The ongoing Phase I alloSHRINK study (NCT03692429) design is

presented in Figure 2.

● A total of 15 refractory unresectable mCRC patients were treated in the dose
escalation segment of the study with three dose levels (DL) of CYAD-101
(1x108, 3x108, 1x109 cells/infusion) infused after FOLFOX preconditioning.
Previously reported data for primary and secondary safety and clinical activity
(RECIST 1.1 criteria) endpoints (SITC 2019 – Poster 330, ASCO 2020 –
Poster 3032) showed:
o 2 patients with partial response (PR) including 1 KRAS mutated patient,
o 9 patients with stable disease (SD) including 7 SD ≥ 3 months,
o Absence of GvHD,
o No treatment-related adverse events ≥ Grade 3,
o The dose of 1x109 CYAD-101 cells/infusion was defined as the

recommended dose for further development in a new cohort with
FOLFIRI (folinic acid, fluorouracil and irinotecan) as preconditioning.

CONCLUSIONS
● At the highest CYAD-101 dose level, six of nine patients have shown some

evidence of tumor control by RECIST 1.1 criteria.

● Within this limited dataset, in the patients achieving SD or PR, there was evidence
of new T-cell clones entering the hyper-expanded TCR repertoire post-treatment.
Moreover, an interesting elevation of Luminex score was observed in the patient
with durable partial response after first and second infusions of CYAD-101.

● Pre-clinical studies2,3 have shown that CAR T-cell treatment employing the NKG2D
receptor-based CAR utilizes both direct anti-tumor activity and elicits the host
endogenous immune response. Our observations imply that modulation of the
endogenous immune response may be an important mechanism of action of
CYAD-101 in mCRC patients. Further testing will be pursued in the on-going
expansion phase of the alloSHRINK clinical study to confirm our findings.

● The clinical evaluation of CYAD-101 with therapeutic modalities possessing
complementary mechanisms of action, such as checkpoint inhibitors, is strongly
warranted and is now being pursued in the KEYNOTE-B79 clinical study due to
initiate in 2021.
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BACKGROUND
● Effective therapeutic options for patients with refractory unresectable

metastatic colorectal cancer (mCRC) are limited.

● Chimeric antigen receptor (CAR) T-cell treatment has shown clinical efficacy
in patients with advanced B-cell malignancies but, to date, it has failed to
deliver a clinically relevant impact on solid tumor indications.

● Most CAR T-cell therapies use the patients’ own T-cells (autologous) as the
source material which brings major operational and medical issues.
Allogeneic CAR T-cell treatments using healthy donor T-cells provides an ‘off
the shelf’ solution that circumvents many of these challenges.

● CYAD-101 is a first in class, non-gene edited, allogeneic CAR T-cell product
that uses a NKG2D receptor-based CAR, co-expressed with a peptide (T-cell
receptor [TCR] inhibitory molecule [TIM]) which competitively inhibits
signaling of the T-cell receptor thus avoiding graft-versus-host disease
(GvHD), the main potential toxicity associated with allogeneic CAR T-cells.

● NKG2D binds eight different stress induced ligands (MICA/B and ULBP1-6)
that are over-expressed in a large variety of malignancies including colorectal
carcinoma but are largely absent from normal tissues.

RESULTS
● The waterfall plot of patients in the alloSHRINK study shows the relative change of target

lesions from baseline by RECIST 1.1 criteria (Figure 1A).

● The median progression free-survival and overall survival were 3.94 months (range: 1.2-8.1
months) and 10.58 months (range: 1.9-18.7 months), respectively.

● Four patients treated with the CYAD-101 dose of 1x109 cells/infusion but showing differential
responses by RECIST 1.1 criteria (patient 08: PR; patients 14 and 16: SD for 5 months; patient
15: progressive disease [PD]) were assessed for changes in their peripheral blood TCR
repertoire and cytokine and chemokine (Luminex) profiles (Figure 1A).

● TCR repertoire (baseline versus 3 to 4 months post CYAD-101 treatment) (Figure 1B):

o For patients 08 (PR), 14 and 16 (SD), there was evidence of changes in the overall TCR
repertoire post-treatment as determined by CDR3 amino acid (aa) length frequency
analysis. For patient 15 (PD), pre- and post-treatment curves largely overlap suggesting no
change in clone frequencies between both timepoints.

o The changes in frequency of CDR3 aa length for patients 08, 14 and 16 were mirrored in
the analysis of hyper-expanded TCR clones (frequency >0.1%) where the number of new
clone entries post-treatment was 11 for patient 08, 21 for patient 14 and 14 for patient 16.
By contrast, there was only 1 new clone observed for patient 15 (PD).

● Luminex profile (Figure 1B)

o Patient 08 (PR) showed a Luminex score peak approximately 4 days after the first and
second CYAD-101 infusions with a reduced peak after the third one. These peaks appear
to be concomitant with a relative increase in the contribution of inflammatory cytokines.

o For patients 14 and 16 (SD), no clear peaks in Luminex score were seen. However, both
patients presented apparent changes in the relative contribution of chemo-attractive
cytokines after each CYAD-101 infusion.

o There was little evidence of change in the Luminex profile after each CYAD-101 infusion for
patient 15 (PD).

● Luminex profile across all patients (Figures 3 and 4)

o There was high variability in the baseline Luminex profile among patients, with a higher
contribution of stimulatory cytokines compared to healthy donors (driven predominantly by
higher concentrations of IL-7; Figure 4). While the two PR patients both showed a high
baseline Luminex score, the high degree of variability among patients means that greater
numbers of patients are required to determine if this is of validity (Figure 4).

o The time-course Luminex score showed variability across CYAD-101 dose levels
(Figure 3). Patient 08 (PR; DL: 1x109 cells/infusion ) stood out with clear peaks after the
first and second CYAD-101 infusions (Figure 3C).
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Figure 3. Luminex score evolution per dose‐level
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TRANSLATIONAL ANALYSES
● TCR repertoire workflow

● Luminex profile analyses workflow

Figure 4. Luminex profile at baseline
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