Developing Innovative Cell
Therapies Against Cancer
William Blair Growth Stock Conference

Corporate Presentation
November 2021

Forward Looking Statements
This presentation may contain forward-looking statements, within the meaning of applicable securities laws, including
the Private Securities Litigation Reform Act of 1995. Forward-looking statements may involve known and unknown risks
and uncertainties which might cause actual results, financial condition, performance or achievements of Celyad
Oncology to differ materially from those expressed or implied by such forward looking statements. Such risk and
uncertainty include the duration and severity of the COVID-19 pandemic and government measures implemented in
response thereto. A further list and description of these risks, uncertainties and other risks can be found in Celyad
Oncology’s U.S. Securities and Exchange Commission (SEC) filings and reports, including in its Annual Report on Form
20-F filed with the SEC on March 24, 2021 and subsequent filings and reports by Celyad Oncology. These forwardlooking statements speak only as of the date of publication of this document and Celyad Oncology’s actual results may
differ materially from those expressed or implied by these forward-looking statements. Celyad Oncology expressly
disclaims any obligation to update any such forward-looking statements in this document to reflect any change in its
expectations with regard thereto or any change in events, conditions or circumstances on which any such statement is
based, unless required by law or regulation.
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Redefining Next Generation Allogeneic CAR T Development

Leveraging a
Differentiated Approach
to Allogeneic CAR Ts
• All-in-One vector approach
• Two proprietary allogeneic
technologies
• shRNA – short hairpin RNA
• TIM – TCR Inhibitory Molecule
• Armored CAR T franchise focused
on IL-18 cytokine

Industry Leader in
Allogeneic CAR Ts for
Solid Tumors
• To our knowledge, first company to
report clinical data in solid tumor
indication with allogeneic CAR T
(CYAD-101)
• Clinical collaboration with MSD
(Merck & Co.) will evaluate
CYAD-101 with KEYTRUDA®

Robust Intellectual
Property Estate
• Eleven foundational U.S. patents
associated with allogeneic CAR T
for the treatment of cancer
• Strong IP for NKG2D receptorbased cell therapies

• Broad expression of NKG2D
ligands across several indications
drives “pipeline in a program”
strategy

mCRC: Metastatic colorectal cancer; Interleukin-18; NKG2D: NKG2DL: Natural killer group 2D: r/r MM: relapse / refractory Multiple myeloma.
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Evolution of CAR T Landscape Towards Off-the-Shelf Approaches

Allogeneic CAR Ts offer several benefits compared to autologous CAR Ts
Quality of Therapy
• Derived from healthy donor
T cells
• Opportunity to optimize
manufacturing process to
decrease variability between
therapies

Speed / Access

Cost Effective

• Faster turnaround time from
cancer treatment decision to
infusion – days vs. months

• Scalability of manufacturing to
generate dozens of treatments
vs. single patient treatment

• Improved intent-to-treat
metrics given therapy is
“on demand”

• Potential to improve
pharmacoeconomic benefits

• Potential to address larger
patient populations with less
logistical hurdles
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Differentiated Pipeline of Next-Generation CAR T Candidates
Allogeneic

TARGET

INDICATION

CYAD-101

NKG2DL

mCRC

CYAD-203

NKG2DL +
IL-18

Solid tumors

CYAD-211

BCMA

r/r MM

PRECLINICAL

PHASE 1

PHASE 2

PHASE 3

PRECLINICAL

PHASE 1

PHASE 2

PHASE 3

DISCOVERY PROGRAMS

Autologous
CYAD-02

TARGET

INDICATION

NKG2DL

r/r AML / MDS

AML: Acute myeloid leukemia; BCMA: B-cell maturation antigen; IL-18: Interleukin-18; mCRC: Metastatic colorectal cancer; MDS: Myelodysplastic syndrome; NKG2DL: Natural killer group 2D ligands; r/r: relapse/refractory.
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CYAD-101
Allogeneic TIM-based
NKG2D CAR T for mCRC

CYAD-101 – Leading Allogeneic CAR T Candidate for mCRC
Background on CYAD-101
• NKG2D receptor-based CAR, TCR Inhibitory Molecule (TIM)
and selection marker
• All-in-One vector approach based on TIM technology
• Single transduction

• Avoids multiple genetic modifications and cost
associated with additional GMP grade materials
• TIM inhibits CD3ζ and reduces signaling of TCR complex
• Believed to reduce potential for GvHD

• alloSHRINK Phase 1 trial evaluated CYAD-101 with
preconditioning chemotherapy for the treatment of refractory
mCRC
• KEYNOTE-B79 Phase 1b trial will evaluate CYAD-101 with
KEYTRUDA® for the treatment of refractory mCRC

• Clinical trial collaboration with MSD (Merck & Co.)

GvHD: Graft-versus-Host Disease.
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alloSHRINK – CYAD-101 Following FOLFOX Showed Encouraging ORR
Key Takeaways

Best Tumor Burden Response

• Fifteen mCRC patients with MSS disease enrolled
across three dose levels of CYAD-101 following
preconditioning with FOLFOX chemotherapy
• Favorable tolerability profile with no DLT nor GvHD
observed from dose escalation segment
• Two patients with partial response and two patients
with durable stable disease
• DCR of 73%
• mPFS of 3.9 months

• mOS of 10.6 months
• Tumor burden decrease observed in eight out of 15
patients
• Recommended dose of 1x109 cells per infusion

DLT: Dose-limiting toxicity; FOLFOX: Combination of 5-fluorouracil, leucovorin and oxaliplatin; GvHD: Graft versus Host Disease; mCRC: metastatic Colorectal cancer; MSS: Microsatellite stable.
DCR: disease control rate; mPFS: median Progression Free Survival; mOS: median overall survival; ORR: Overall response rate; PR: Partial response; SD: Stable disease; PD: Progressive disease.
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KEYNOTE-B79 Trial – CYAD-101 with KEYTRUDA® in Refractory mCRC
Study Background

Expected Complementary MOAs

• CYAD-101 following FOLFOX preconditioning
chemotherapy with KEYTRUDA® (pembrolizumab) in
refractory mCRC patients with MSS / pMMR disease

• NKG2D CAR T cells may convert the TME from
immunosuppressive to immunostimulatory

• Three CYAD-101 infusions administered Q2W
48 hours post FOLFOX preconditioning
chemotherapy
• Pembrolizumab (200 mg Q3W) initiated three
weeks post third (and last) CYAD-101 infusion

• Anti-PD1 treatment blocks the co-inhibitory interaction
of cancer cells with immune cells thereby restoring the
immune response
• KEYTRUDA® could enhance the CYAD-101-sculpted
TME, thereby driving a more durable anti-tumor
response in solid tumors

• Initiation of Phase 1 trial anticipated in fourth quarter
2021
Treatment Schedule

FOLFOX: Combination of 5-fluorouracil, leucovorin and oxaliplatin; MOA: Mechanism of action; MSS: microsatellite stable; pMMR: mismatch-repair proficient; Pembro: KEYTRUDA® (pembrolizumab);
TME: Tumor microenvironment.
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CYAD-211
Allogeneic shRNA-based
Anti-BCMA CAR T
for r/r MM

CYAD-211 – Novel Allogeneic CAR T Candidate for r/r MM
Background on CYAD-211
• First allogeneic CAR T candidate utilizing our
All-in-One vector approach based on shRNA
technology
• CYAD-211 co-expresses:
• CAR with a BCMA-specific engager
• Allogeneic technology – single shRNA
targeting CD3ζ component of TCR complex
• Selection marker – truncated cell surface
tag allows for positive cell enrichment
during manufacturing

shRNA CD3ζ
BCMA: B-cell maturation antigen; r/r MM: relapsed/refractory multiple myeloma.
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IMMUNICY-1 Phase 1 Trial
• Open-label, Phase 1 dose-escalation trial to determine the recommended dose in relapsed or refractory multiple
myeloma patients
• Single administration of CYAD-211 following non-myeloablative preconditioning chemotherapy of cyclophosphamide
(300 mg/m²) and fludarabine (30 mg/m²) given for three consecutive days
• Evaluating three dose levels, including: 30x106, 100x106 and 300x106 cells
• Enrollment in the trial is ongoing
• Plans to explore higher doses of preconditioning regimens in future cohorts

• Additional clinical activity data from dose-escalation expected by year-end 2021
Treatment Schedule

BCMA: B-cell maturation antigen; shRNA: short hairpin RNA.
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CYAD-211 – Preliminary Safety, Tolerability and Cell Kinetic Data
Favorable Tolerability Profile

CYAD-211 Cell Engraftment

• Data from the first seven patients enrolled in the Phase 1
IMMUNICY-1 trial demonstrated:

• One cytokine release syndrome (CRS) Grade 1
(fever) reported at dose level 1
• One patient experienced an anemia adverse event
(Grade 3) and neutropenia (Grade 4) possibly
related to CYAD-211

1500
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• No DLTs, no GvHD and no CAR-T-cell-related
encephalopathy syndrome (CRES)
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• CYAD-211 cell levels detected by PCR-based
methods in all patients
• Even with relatively modest doses of lymphodepletion,
there is evidence of a dose dependent increase in cell
engraftment
DLT: Dose limiting toxicity; GvHD: Graft-versus-Host disease;
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CYAD-211 – Encouraging Initial Clinical Activity
Duration of Best Response to Treatment

• Two patients achieved partial response (PR)

• Three additional patients presented with stable disease (SD)

Patient bar stopped at the first documented progression of the disease or * when the patient discontinued follow-up on study prior to disease progression.
Data from uncleaned database (May 24, 2021).
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CYAD-203
Allogeneic shRNA-based,
IL-18-armored NKG2D CAR T
for Solid Tumors

CYAD-203 – Armored Allogeneic CAR T for Solid Tumors
Background on CYAD-203
• CYAD-203 is a novel allogeneic, armored CAR T
candidate using shRNA technology within our
All-in-One vector approach
• CYAD-203 co-expresses:

• NKG2D-based CAR
• Allogeneic technology – single shRNA
targeting CD3ζ component of TCR complex
• Active form of IL-18

• Selection marker – truncated cell surface
tag allows for cell purification during
manufacturing
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Armored CAR Ts Using Interleukin-18 (IL-18)
IL-18 Influence on CAR T Cells Local Environment
Autocrine effect –
CAR T function

CAR

Paracrine effect –
Impact the tumor
microenvironment

• IL-18 is a proinflammatory cytokine that directly
potentiates the anti-cancer activity of CAR T cells
while also altering the balance of pro- and antiinflammatory cells within tumor

Cytokine
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Next Steps for Armored CAR T Franchise

CYAD-203 Program

Additional Armored CAR Ts

• Investigational New Drug (IND) enabling studies
ongoing

• Currently evaluating the co-expression of IL-18 in
multiple discovery stage next-generation, shRNAbased allogeneic CAR T candidates

• Anticipate submission of IND application in mid-2022
• To our knowledge, CYAD-203 on track to be first IL-18
secreting allogeneic CAR T candidate

• Opportunity to drive series of differentiated candidates
for both solid tumors and hematological malignancies
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CYAD-02
Autologous NKG2D CAR T
for r/r AML and MDS

CYAD-02 – Next-Generation Autologous NKG2D CAR T

Background on CYAD-02

CYCLE-1 Phase 1 Trial

• CYAD-02 incorporates shRNA technology to silence
the expression of the NKG2D ligands MICA and MICB

• Ongoing Phase 1 CYCLE-1 dose-escalation trial
currently evaluating CYAD-02 following CyFlu
preconditioning for the treatment of patients with r/r
AML and MDS

• Targeting MICA and MICB with a single shRNA
leads to decrease of ligand expression on T-cells
and enhanced in vitro expansion compared to
first-generation autologous NKG2D candidate

• Preliminary data from dose level three shows:
• CYAD-02 was generally well-tolerated
• Initial clinical activity observed which appears
greater than that previously reported from the
first-generation autologous NKG2D candidate

• Additional data expected at ASH in December 2021

AML: Acute myeloid leukemia; MDS: Myelodysplastic syndrome; r/r: relapse/refractory; CyFlu: Cyclophosphamide (300 mg/m²) and fludarabine (30 mg/m²).
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Milestones & Financials

Upcoming Anticipated Milestones

Second Half 2021

2022

CYAD-101 for mCRC
• Initiate Phase 1b KEYNOTE-B79 trial with KEYTRUDA®
in patients with MSS / pMMR disease
CYAD-211 for r/r MM
• Report additional clinical activity data from
dose-escalation IMMUNICY-1 trial
CYAD-02 for r/r AML/MDS
• Report additional clinical activity data from
CYCLE-1 study
CYAD-203 for Solid Tumors
• Submit IND application

AML: Acute myeloid leukemia; MM: Multiple myeloma; mCRC: Metastatic colorectal cancer; MDS: Myelodysplastic syndrome; MSS: Microsatellite stable; pMMR: Proficient mismatch repair; r/r: relapse/refractory.
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Financial Snapshot

• Cash, cash equivalents and short-term investments of €6.1 million ($7.1 million) as of September 30, 2021
• Current cash combined with access to the $40 million purchase agreement with Lincoln Park Capital should
be sufficient to fund operations into the third quarter of 2022
• Basic Shares Outstanding: 16 million
• Total Diluted Shares: 17.9 million
• Ticker: Nasdaq (CYAD) and Euronext Brussels & Paris (CYAD.BR)
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