Letter to Shareholders

Christian Homsy
CHIEF EXECUTIVE OFFICER

Dear Shareholders,
As we close 2017, I would like to review this year’s main achievements
and share with you our strategy for the coming years.
2017 has been a very fruitful year for our company.
Since the initiation of our THINK1 trial a year ago, we have achieved
some great successes. The primary objective of THINK is to evaluate
the safety of CYAD-01, Celyad’s NKG2D CAR-T cell-based therapy.
Mission accomplished, as we are happy to report that no critical
toxicity events related to the product have been observed to date.
Additionally, in the hematologic arm of the THINK trial, we observed
last October a complete response in a patient with refractory and
relapsed acute myeloid leukemia (AML), an extremely aggressive
and deadly blood cancer. This was and still is a world’s first for a
CAR-T therapy. This result is even more noteworthy because it was
obtained without preconditioning chemotherapy or other treatments
combined with CYAD-01.
Importantly, clinical activity has been observed in all AML patients
dosed so far, with all patients seeing a reduction in their blast counts
in the bone marrow and improvements in their hematological parameters. We anticipate completing the last dose levels of the study in
the next few months, and reporting the data at one of the scientific
meetings in 2018. If the upcoming data confirm the level of responses we have seen so far, we anticipate proceeding to an expansion
phase of 14 additional patients. During the expansion phase we will
add a second cycle of treatment to further increase durability and
potentially converting more patients into complete response.

In the solid tumor arm of the THINK trial, two out of three colorectal cancer (CRC) patients dosed to date had demonstrated Stable
Disease three months after receiving one cycle of treatment of
CYAD-01. This result is encouraging and bodes well for future
development and dosing levels. We look forward to completing dose
level 3 during the first quarter of 2018.
In summary, data thus far from the THINK trial confirms the safety
profile of CYAD-01 and validates activity of the NKG2D receptor.
For 2018, we plan to complete the dose escalation segment of the
THINK trial and confirm data obtained to date. Additionally, we will
focus our efforts on AML and CRC as a result of the encouraging
signals seen to date, keeping in mind that the
ubiquity of NKG2D will allow us to address many other cancers
in due time. We also plan to explore the boundaries of clinical
activity and safety, and assess if we can further improve the efficacy
without compromising safety using more conventional
approaches, such as pre-conditioning lymphodepletion, combination
with standard of care for specific cancers, and multiple injections.
This, together with the completion of the THINK protocol, will be the
focus of 2018 and early 2019.
In October amended our Chemistry, Manufacturing and Controls
(CMC) package to optimize the manufacturing process. This amendment was filed with regulatory agencies and I am pleased to report
that the FDA accepted our amendment and new patient enrollment
has resumed in the U.S. We are awaiting official confirmation from
the Belgian authority, which we anticipate shortly, and will plan to
resume enrollment of patients in Belgium once it is received.

1. THerapeutic Immunotherapy with NKG2D
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Celyad’s allogeneic CAR-T technology, TIM®, is the subject of an
ongoing collaboration with ONO Pharmaceuticals. We aim to submit
our request for a first clinical trial (IND, Investigational News Drug) in
the spring of 2018 and expect to enroll patients in Q3 2018.
In addition to the progress in our clinical trials, we have made
significant progress this year on our IP position. Celyad’s position
has been further strengthened in 2017, following the announcement
of a non-exclusive agreement with Novartis limited. We also were
granted three new patents covering the allogeneic CAR T approach,
derived from primary cells, that are TCR inhibited through whichever
method.

2017 has been an exciting great year, planting the seeds of our IO
platform. I am confident that 2018 will see the beginning of the
harvest ! With your support, we will push boundaries of cancer
treatment and progress in our aim to bring our breakthrough
pioneering treatments to patients.
On behalf of the Board and all the Celyad employees, allow me to
wish you and your loved ones all the very best for 2018!
Christian Homsy

Celyad trials
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Focus on Acute Myeloid Leukemia
In October, Celyad reported the world’s first ever morphologic complete response (MLFS2) with gene-engineered T-cells in a relapsed
refractory acute myeloid leukemia (AML) patient. The uniqueness of this results lies in the fact it was obtained without pre-conditioning
lymphodepletion and without combination treatments, so that efficacy signals obtained that cannot be attributed to another therapy.
To date, CAR-T therapies have only worked when administered after pre-conditioning chemotherapy, which aims to decrease tumor burden
and allow the injected cells to engraft and multiply in the bone marrow of patients.
Celyad’s treatment allowed this patient to benefit from an allograft bone marrow transplant three months after being treated with CYAD01. The patient, who was treated at the H. Lee Moffitt Cancer Center and Research Institute in Florida, is still being followed up in the
hemato-oncology department, and we are thrilled to report that he is now in full complete response, with minimal residual disease negative
(meaning cancerous cells are not detectable anymore by molecular methods in the patient bone marrow), and with a complete recovery of all the
hematological parameters.
Today, three patients suffering from AML have been treated with CYAD-01. For all these patients, blast counts in the bone marrow declined,
and hematological parameters improved.
The results obtained by Celyad confirm both the validity of NKG2D ligands as a CAR-T target and of CYAD-01 as a potential treatment for
relapsed refractory AML, one of the deadliest cancers with a median overall survival for relapsed refractory patients of less than four months.
As we progress through the remaining dose-levels of the THINK trial, we will start planning the expansion phase, in which we will also evaluate
a second cycle of treatment, potentially improving the durability and the completeness of the clinical activity. It is important to note that while
on treatment during the three injections of the first cycle, all patients responded meaningfully, so testing longer administration schemes is
of importance.
In addition to the THINK trial, CYAD-01 will also be evaluated in 3 different studies:
•
AML preconditioning, will start mid-2018. This trial will evaluate the administration of CYAD-01 after a traditional pre-conditioning
regime, similar to other CAR-T therapies.
•
AML Standard of Care (SOC), will start in Q3 2018 and will evaluate CYAD-01 in combination with standard of care treatments with the
intent to reduce tumor burden and enhance ligand expression on tumor cells.
•
SIBLINK will start in the late 2018 and will evaluate CYAD-01 in AML patients that have relapsed after an allogeneic stem cell transplant.

“The results of the CYAD-01 trial provide the first clinical validity of CYAD-01 as a
tumor-specific antigen-receptor and AML as a disease sensitive to gene-engineered
cell therapies. As antigen targeting offers significant challenges in AML, this outcome
brings hope for the further use of gene-engineered T cells for patients with AML that
have run out of therapeutic options. It’s all the more striking that this outcome was
observed without any prior lymphodepletion, highlighting the potential of using a
physiologic antigen-receptor.”
DAVID SALLMAN - ASSISTANT MEMBER IN THE MALGNANT HEMATOLOGY OF MOFFITT CANCER CENTER

What is AML?
AML is a fast-growing disease in which too many myeloblasts (immature white blood
cells that are not lymphoblasts) are found in the bone marrow and blood.
Causes3
•
age
•
environment factors (e.g. smoking, radiation and certain chemicals)
•
previous blood disorders

2. MLFS “Morphological Leukemia-Free Status”
3. Source: http://www.cancerresearchuk.org/about-cancer/acute-myeloid-leukaemia-aml/risks-causes
4. Source: https://seer.cancer.gov/statfacts/html/amyl.html
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Incidence4
AML is the most important cause of leukemia, and affects slightly more men than
women:
•
21 380 were estimated to occur in the US in 2017, 18 500 in Europe in 2008
•
half of diagnosed patients are 67 or older.
•
18th cause of cancer in the US
DECEMBER 2017

Focus on Colerectal Cancer
In June, Celyad announced tumor mass stabilization for two colorectal cancer (CRC) patients (Stable Disease) following a tumor
evaluation at 3-months. Both patients were administered the first dose-level (300 million CYAD-01 cells). A third colorectal patient treated at the
second dose level did not respond to the therapy. At the time of patient’s screenings, prior to the CYAD-01 treatment, all three patients were
in disease progression despite at least two prior chemotherapy regimens.
While the disease progressed 6 months after one cycle of treatment for the two previously mentioned patients, these results are very
encouraging given they received the lowest dose-level, and according to recent studies conducted on similar patient populations, median
progression free survival in these patients under standard of care is between 1.9 and 3.2 months.
The third and highest dose-level (3 billion cells of CYAD-01) will soon be administered in the framework of the THINK study. As we are now
focusing on CRC in the solid arm, all those patients will be CRC patients.
Our objective remains to increase response durability and activity in solid tumors, and our strategy is to evaluate a second cycle of treatments
in the expansion of THINK for CRC patients, at the dose that is found most active.
In addition, we are also testing CYAD-01 in colorectal cancer in 3 new protocols:
•
•
•

SHRINK is evaluating CYAD-01 in combination with standard of care (FOLFOX regime) in first-line metastatic colorectal cancer
patients. The study is open and is looking forward to enrolling the first patients
LINK in focusing also on colorectal cancer with primary liver metastasis, and will evaluate the administration of CYAD-01 in the
hepatic artery. The LINK clinical trial is open for enrollment, and we are expecting the first patients very soon
CRC preconditioning, test traditional pre-conditioning regime (CY/FLU) for patients that are relapsed and refractory

“These early results in the two heavily pre-treated mCRC patients are
encouraging, considering the dismal clinical outcome of the existing standard
of care for this refractory patient population. Based on these preliminary
results, we look forward to progressing our clinical development plan,
including higher doses and longer follow-up in the THINK study, as well at
starting the SHRINK (CAR-T NKG2D cells in combination with chemotherapy)
and LINK (loco-regional administration) clinical trials shortly.”
FREDERIC LEHMANN - VP CLINICAL DEVELOPMENT AND MEDICAL AFFAIRS AT CELYAD

What is Colorectal cancer?
Colorectal cancer is a cancer that starts in the colon or in the rectum. This cancer is the
second leading cause of death of cancer in in Europe.
Causes5
- Medical factors: genetic predispositions, family history of colorectal cancers, previous cancers, history of ulcerative colitis, Crohn disease and diabetes
- Lifestyle and environment factors such as smoking, high red meat consumption,
obesity and physical inactivity

5. Source: http://www.cancerresearchuk.org/about-cancer/type/bowel-cancer
6. Source: National Cancer Institute SEER statistics, https://seer.cancer.gov/

Incidence6
447 136 new cases were diagnosed in Europe in 2012, and 134 490 were estimated to
occur in the US in 2016. Half of diagnosed patients are 68 or older.

statfacts/html/colorect.html
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2017 Key Milestones & 2018 Financial Calendar
2017
January 5th
Celyad Announces Registration of the first patient in the Belgian THINK trial

February 16th
Celyad Registers First Hematological Patient in CAR-T NKG2D THINK Trial

March 8th
The THINK study is initiated in the United States after approval by the Food and Drug Administration (FDA)

March 27th
Celyad issues a White Paper about CAR T NKG2D current knowledge and differences with classical CAR-T
technologies

May 30th
Celyad grants Novartis a non-exclusive license for its patents relating to allogeneic human primary T-Cells that
are engineered to be T-Cell Receptor (TCR)-deficient and express a Chimeric Antigen Receptor (CAR)

June 19th
Celyad announces first promising clinical results three months after the administration of CYAD-01: the cancer
is stabilized in two patients with colorectal cancer and in one patient with ovarian cancer

August 4th
Celyad announces new agreements with Celdara Medical and Dartmouth College

October 3rd
Celyad reports a first complete response in a relapsed refractory AML patient in the THINK trial

2018
March 27th
Year end results 2017

May 7th
Annual General Meeting

May 17th
Q1 Business update 2018

August 28th
Half year results 2018
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On January 31st (5pm CET) Celyad will host a reception in its
offices in Mont-Saint-Guibert to celebrate its 10th anniversary.
Please send an e-mail with your request for participation and
full contact details not before January 5th and not later than
January 17th to investors@celyad.com
Places are limited, and reservations will be handled on a first
come, first served basis. Celyad will send you an e-mail in reply
regarding your participation by January 19th at the latest.
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CELYAD AND THE STOCK
EXCHANGE

MORE INFORMATION ON:

The Company is listed on Euronext Paris
and Brussels since July 2013 and on
Nasdaq since June 2016.

MORE INFORMATION FOR
SHAREHOLDERS ON:

Mnemo: CYAD

www.celyad.com/investors

@CELYAD

ISIN:BE0974260896
PEA and PEA PME Eligibility.

@CELYADSA

www.celyad.com

CONTACT:
investors@celyad.com

