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FORWARD LOOKING STATEMENTS

THIS COMMUNICATION EXPRESSLY OR IMPLICITLY CONTAINS CERTAIN
FORWARD-LOOKING STATEMENTS CONCERNING CELLECTIS SA AND
ITS BUSINESS.

SUCH STATEMENTS INVOLVE CERTAIN KNOWN AND UNKNOWN RISKS,
UNCERTAINTIES AND OTHER FACTORS, WHICH COULD CAUSE THE
ACTUAL RESULTS, FINANCIAL CONDITION, PERFORMANCE OR
ACHIEVEMENTS OF CELLECTIS SA TO BE MATERIALLY DIFFERENT
FROM ANY FUTURE RESULTS, PERFORMANCE OR ACHIEVEMENTS
EXPRESSED OR IMPLIED BY SUCH FORWARD-LOOKING STATEMENTS.

CELLECTIS SA IS PROVIDING THIS COMMUNICATION AS OF THIS DATE
AND DOES NOT UNDERTAKE TO UPDATE ANY FORWARD-LOOKING
STATEMENTS CONTAINED HEREIN AS A RESULT OF NEW
INFORMATION, FUTURE EVENTS OR OTHERWISE.

CELLECTIS PROPRIETARY INFORMATION.
NOT TO BE COPIED, DISTRIBUTED OR USED WITHOUT CELLECTIS’
PRIOR WRITTEN CONSENT.



Combining Technology Platforms

To enhance the power of the immune system against cancer

41BB) Activation and
= > Co-stimulatory
CDat Domains

Chimeric Antigen Receptor

Tumors recognition

ceEieciis

the life science company

Fokl

e %) (nuclease)
S / i

Gene Inactivation
or Knockout (KO)

TALEN® Nuclease
T-Cell properties



TALEN® - Gene Editing Tool Ceﬁed'is
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TALEN® gene editing tool with best-in-class characteristics:

* Precision: 99.8% of chromosome sequences can be targeted using more selective TALEN® scaffolds
o Efficacy: Routinely 97% efficiency in single gene knock-out at R+D level
o Safety: Industry-leading off-target safety profile with very low toxicity (undetectable off target cleavage)
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TALEN® - Gene TALEN® Gene Editing Process
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Efficient Gene inactivation using TALEN® mRNA ceﬁechs
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TALEN® Technology permits highly specific cleavage =~
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Combining Technology Platforms

To enhance the power of the immune system against cancer
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‘Off-The-Shelf’ CAR T-Cells

Healthy donor

MNC isolation 15

B

Activation

CAR Addition /
Gene Editing

) ("(,O(,
o ntlece

V
Allogeneic
cell transfer

Patients

Expanding
Patient Access



ceEieciis

the life science company

Towards “off-the-shelf” adoptive T-cell iImmunotherapy

~ Tumor cell

CAR expression to redirect T-cells to tumor
antigens

Suicide gene for safety

TRAC disruption using TALEN® to
eliminate TCR from the cell surface and
avoid GvHD

Lymphodepletion (alemtuzumab or Cy/ Flu)
Additional gene editing
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Enhancing the power of T-cells by Gene Editing

T-cell Characteristics

o Allogeneic, non alloreactive CAR T-Cells

0 Resistance to chemotherapy
0 Resistance to lymphodepleting agents
0 Resistance to tumor inhibition

0 Suppressed cross T-Cell reaction

Targeted Patient Benefits

v Off-the-shelf product (KO TCR)

v Compatible with SoC, use in
combination therapies

v Enhanced engraftment (KO CD52, KO
DCK)

v Enhanced efficacy (KO PD1, KO
CTLA4,...)

v’ Better suited for specific tumors (i.e.
CS1/SLAMF7, CD38)

10



ceﬁieciis

the life science company

“Off the shelf” CAR T-cell GMP Manufacturing Process

Cellectis’ Proprietary, GMP, Off-The-Shelf, Allogeneic CAR T-Cell Manufacturing Process
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Healthy Donor From One Lentiviral Gene Editing Ampllﬁcatlun Filtration Fill, Finish Stored/
Leukopacks Leukopack Vector TALEN® + X 100 and Freeze Shipped
Pulse Agile to Hospitals
Day 0 Day 3 Day 5 Day 6-17 Day 18 Day 18
=  On-purpose lymphocytes = CAR addition = TALEN® transfer using = Expansion of engineered
apheresis using a viral proprietary Pulse Agile cell in controlled culture
- Frozen quality controlled vector electroporation technology systems
starting material (MNCs) = Purification of TCR-negative
Critical step for : cells
v’ Efficient and safe gene Fill & finish and controlled
knock-out rate freezing on the last day
v cell survival and expansion Full Quality Control after
v High efficiency freezing
v High Yield
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Efficient anti-tumor activity of “off the shelf” CAR T-cells

NSG mice treated with CAR+ T-cells, 1 or 7 days post tumor cell injection (Daudi-luc cells)
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Genomic integrity of TALEN® modified T-cells
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Potential offsite targets*: at close match sequences at hybrid sequences from
mispairing of half nucleases

o o
-

w0 = M M o W R =

=% =k =k =k =k =k
o W R = O

LEFT HALF TARGET SPACER RIGHT HALF TARGET
TTGTCCCACAGATATCC agaaccctgacocctg—————————————— CCCTCETACCACCTCACE
TTCCTCCTACTCACCAT cagocctocctggttat---—-—-—-———-----——- CGETACACCTARCRCCAR
ttgotoctlaccigtaTd cgtattataccasagtocaatictog-———- TTtTocaggtaagTgeaa
tCactocttacctgtace cacctttotgggagoactyg-———-—-—-—-—-——- CCtacaggtaagtgelCa
tetcaghtghtacacll acctocagoctococcaaagtggtggy————- AgtacagglCaTgagela
tEateccacagabatdc ttotgtggasatacagas-——-—-——-—-——-—--—-—- gCatTtotgtgggaTla
ttCoctoctiacctgtaTT ttgotoggoctoctotaagttgtoctoa-———- gAtCocaggtaagtTeaa
tAgteccCoagatatGd gtggococcaactttgaagy-——-————-—-—--—-—- abggtgTgtaTgaggasa
ttgtelcacaTatalet atggecaaagocaattttazas-——-—-—-—-——- TgEtatTtgtgTgacaa
thbctocttacctgtatT gtoccactttasacastt----—--—-——-——---—- AgatTtoctCtgggGocaa
ttactochactiacTat cocatgactgteccatt------————-——- coegtTtaccigotTaga
tEgeotchtacctgtalT cacagetactesag-----————————- atgitgagtTggaggasa
ttgotchtachtgbGel cotatgacttatgaataatte———-—-——- atgCtgTgtaggTggTa
ttgteccacagalatTe coctgggacaagotgggag———-—-—-———-———- ccAlCgtatocagotgbga

tectcalotggtacaTlg aacoccagocasagacagagocacactoa——- GEgTEtTagtaggbggaa
ttgteccacagCtalec atgtocagttatoctocactaacatttocaa gatCEtTtgtiggacaa
tetecalctghlacalgg caaatococcttocacoctatgagec—————- TgtafagTlaagagcasa

*Juillerat et al. (2014) Nucleic Acids Res. 42:5390
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Genomic integrity of TALEN® modified T-cells

Detection of translocations by gPCR:
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deficient T-cells do not iInduce GvHD

NOG mice irradiated (2.5 Gy) 1 day before T-cell injection (i.v., 30x10°)
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Pipeline

Servier UCART19

ALL (Pediatric)
ALL/CLL (Adult)

UCART123

Acute Myeloid Leukemia

Blastic Plasmacytoid Dendritic Cell Neoplasm

UCARTCS1

Multiple Myeloma

UCARTS38

Multiple Myeloma

T-Acute Lymphoblastic leukemia

UCART22

B-NHL /SLL /CLL

* or European equivalent

Product
development

Product
development

Product
development

Product
development

Product
development

Pre-clinic

Pre-clinic

Pre-clinic
Pre-clinic

Pre-clinic
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Manufacturing
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“Off the shelf”/Gene edited CAR T-Cell therapy

Genomic stability

Off-target cleavage
Best method? Sensitivity?
In-silico prediction, genome wide sequencing, « DSB capture » methods

Translocations
gPCR assays, karyotype/FISH

Other genomic stability assays
IL2 independent proliferation assay

Graft versus host disease (GvHD)
Lymphodepletion strategy

Manufacturing

Choice of starting materials, batch to batch consistency, final product testing,
product stability
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THANK YOU

Cellectis S.A.
8, rue de la Croix Jarry
75013 Paris — France

Cellectis, Inc.
430 East 29th Street
10016 New York, NY — USA

Calyxt, Inc.
600 County Rd D
New Brighton, MN 55112 — USA

Investors@cellectis.com
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