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Rejet aigu

e Survient chez 12-15% des tous les greffés renaux
« Peut causer une insuffisance rénale
« Peut amener la perte du greffon
‘ /
\ ‘)

nsplanted &
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Donor renal
artery and | L |
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vein —

Grafted ureter

Q External iliac
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Greffes haplo-identiques

ReDONNEUR PATIENT [ FUCEMIQUE

HAPLO [DENTIQUE



ATIR101 Manufacture: Selective Ex Vivo Photodepletion of Alloreactive T Cells

to Allow Adoptive Immuno-transfer After T-cell Depleted Haploidentical HSCT

Rationale:

Mixed lymphocyte

reaction (patient &

haplo donor immune cells):
Alloreactive donor

T cells become activated

* TH9402, selective rhodamine derivative.

Eliminate alloreactive T cells from DLI; preserve long-lasting immunity to
and relapse; reduce the need for concomitant immunosuppressive

Add TH9402,* which
accumulates only in
activated T ce

o) &in :
becomes toxic

so alloreactive, and
thus activated T cells
are killed

o

ATIR101: The
remaining potent
non-alloreactive donor
immune cells

(2 million T cells/kg)



Sélection de cellules souches




Haploidentical HSCT + ATIR: Phase | Clinical Trial at HMR
high-risk hematologic malignancies

- 1x10e4/kg
11- 5x10e4/kg
111- 3x10e5/kg
1V- 3.2x10e5/kg
V- 7.9x10e5/kg
VI- 2.0x10e6/kg
VII- 5.0x10e6/kg

WWWwWwwwEk

DC Roy et al, Br J Haematol 2019



Photodepletion of activated / alloreactive T cells

o

A Untreated ATIR101 \
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Roy et al Br J Haematol 2019



ATIR101: Proliferation assay

Donor ATIR101 10-
- - g4 W Donor

Em ATIR

Donor

iferation Index (Pl

Recipient

Baseline (autologous) 1.03 1.02
Recipient 1.32 1.04
3" Party 1.56 1.44
Anti-CD3/28" 10.43 8.15
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Engraftment and GVHD «ewon
CD34* cells infused /kg 10.5x10° 6 - 15x10°
CD3* cells infused/kg 1.4x10% 0d.- 2. 10;
Neutrophils (>0.5x10%/L) 10.0 \ 0
Platelets (>20x10%/L) 11.0 O& 8% 137

v Complete donor cfjrr@m’:gp&ients

v, ion

D immunoprophylaxis

v"NO Grade IlI-IV GVHD



Impact of photodepletion on Memory T cell subsets

% CD4 cells \
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Patient outcome
w-m

10 mo
31 mo

7.9*10° No

7.9*%10°

7.9*%10°
*

Time after HSCT (months)

Dose L1-L.3== Dose L4-L.6= Dose L7
N=7 N=9 N=3

47 mo
13 mo

9 mo



Procedure of CD34-selected Haploidentical HSCT With the Addition
of ATIR101

T-cell depleted,
CD34+ PBMC graft

Han.cidentical HSCl Engraftment ) ATIR101 infusion

CliniMACS® CD34 — Neutrophils (>0.5x10°/L — Donor lymphocyte infusion
isolation system for 2 consecutive days) _ 2x10 viable T cells/kg

(Miltenyi Biotec) — Platelets (>20x10°/L for _ 9839 davs post-HSCT
— Maximum of 3x10* 3 consecutive days) y>p
CD3+ cells/kg — No immunosuppression

TBI (1200 cGy) or
melphalan (120 mg

TG (thymoglobulin:
2.5 mg/kg x 4d)




Patient Characteristics (N=37): ITT

Characteristics CR-AIR-00Z+ GF 008 (N=37)

Median age, years (range)

AML 6 24
Diagnosis, n ALL & 10

MDS \ 3
Intermedi 21
Disease risk index,*n i & 16
Preparative regimen, n Bl 17
P & ’ n-TBI 20
. . ( ’ CD34x106 cells/kg, median 10.5 (3.2—-24.4)
MIECIER @2t Elos2 IMIVEEEl, IS \) CD3x10%cells/kg, median 0.32 (0.00~1.80)
Platelets, median (range) 12 (7-35)

Engraftment, days Q Neutrophils, median (range) 14 (8—34)
ATIR10 ', ‘ ys post-HSCT (range) 28 (28-73)

et al. Blood 2014, 123: 3664-3371
Five patients did not receive ATIR101.



OS in Patients Receiving CD34-selected Haploidentical HSCT

With or Without ATIR101

\

$* (95% Cl)

1.0 =

Without ATIR101

&R_ AR (57 CR-AIR-006 (N=35)

58% (44—77) 20% (10-39)

0.8 —

0.6

0.4

0.2 -| — With ATIR10 0 ) (n
S Wlth =35)
T T
9 12
Time after HSCT (months)

* Kaplan—Meier estimates (ITT population).

OS probability




GVHD-free Relapse-free Survival (GRFS) in Patients Receiving CD34-selected

Haploidentical HSCT With or Without ATIR101

\

1.0 -
| FS* (95% Cl)

0.8 = ' Without ATIR101
>
S 0.6 &R—AIR—OOS (N=37) CR-AIR-006 (N=35)
o)
2 53% (39-72) 20% (10-39)
A 0.4 -
& 4 I
G,

0.2 o — With ATIR10 ‘ ‘ Greater GRFS estimates suggest

— Wlth =35) clinical benefit of ATIR101 vs no ATIR101
- J

@ N
Time after HSCT (months)

* Kaplan—Meier estimates (ITT population). GVHD free/relapse-free survival (GRFS) is survival
without acute GVHD (grade 1lI/1V), chronic GVHD (requiring systemic treatment), and/or cancer relapse.



Phase lll, HATCY study Comparing the Safety and Efficacy of Haploidentical T-Cell-

Depleted HSCT with ATIR101 vs. Haploidentical T-Cell-Replete HSCT with PTCy in
Patients with Hematologic Malignancies \"

ATIR101 Manufacturing >

Apheresis Donor ATIR101

ATIR101 ™, Donorand E> stem cell graft m, (':I'[—)c?jlzggo:} [ > infusion
Recipient collection piete (Day 30+ )

S0+ sites;

250 patients
(Europe, Canada,

USA, and Israel)

Randomization 1:1

Donor ) PTCy infusion Immuno-
stem cell graft Mg - (Day 3 + Tatro or CSA
collection I-cell replete Day 4/5) "MMF

~
crimary

* Immune reconstitution
sndpoint GVHD-free, relapse-free survival

* Incidence and severity of:

Other aGVHD and cGVHD; viral,
endpoints fungal, and bacterial infections;
adverse events

¢ Quality of life*

-
AN

Overall survival
Progression-free survival
Relapse-related mortality
Transplant-related mortality

Secondary

endpoints

*FACT-BMT, SF-36, MDASI and EQ-5D-5L total scores. CSA, cyclosporin; MMF, mycophenolate mofetil.



ECP-001 Trial: Biological Observations

Decrease of _ 6
proliferating cells Preservation of FOXP3+ Treg \
1%
ﬁ tx,6VHD

PD GVHD
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Shown are representative examples and a compilation of 6 independent
experiments.+/- SD expressed in absolute number. Clear bars and filled bars

PFRe wle

PBMCs from c'hronic G_VHD_ patients (n 10) were exposed (or not) represent untreated (untx) and photodepletion-treated GVHD PBMCs,
to photodepletion. Proliferation of GVHD cells was assessed by espectively. *P .01 and **P .001

3H-thymidine incorporation after 5-day cultures in the presence of

IL-2. . 18
Bastien et al, Blood, 2010



TH9402 photodepletion (PD) preserves functional Tregs
present in cGVHD patients

Effector T cells:
Photodepleted or not
cGVHD patient i
< Co-culture
A | At different Effector :
AL Loty target ratios — Anay&

Target cells: \
! Untreated cells
t«e\ )
\ > @D patient cells

—o— Untreated cells }+ untx cGVHD patient cells

2

=== PD cells

250 —=— CD4"CD25" depleted
PD cells

% of proliferation

*k %k %k

L

01 1:16 1:8 14 12 11
effector : target cell ratio n=10
Bastien et al, Blood, 2010 g



PD treated cells lead to an increase in the number of Tregs

Proportion of Tregs Number of Tregs

w
o

N
o

10+

% FoxP3+ cells

O\

(o))
o

\

_—*

xP3* cells (x 10%)

CD4+CD25+

®m GVHD + GVHD
M GVHD +GVHD/PD

Bastien et al, Blood, 2010



ECP-001 Trial: TH9402 PDT treatment of GVHD Patients

@0“6

{GVHD | Rei ]
o te




ECP-001 Trial: TH9402 PDT treatment of GVHD Patients

- Response in at least one organ in study subgroups

Concentration of photosensitizer

PDT 0.33 puM

PDT 1.32 uM

Type of onset of cGV.IL

? “ Piogressive
Qe Quiescent

Akpek risk group

Low

11/18 (61) 6@

4/1

O 4/8 (50)

4/5 (80)
2/7 (29)

2/6 (33)

5/8 (63)

)

\\a



ECP-001 Trial: TH9402 PDT treatment of GVHD Patients

— c©
Failure-free survival estimate 0“
\O$
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Etude clinique ECP-001: Augmentation des Trégulateur%
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CARE-001: Phéreses intermittentes pour traitement de G €

0\’(

(% of ceIIs)

: c lllll ;

: * PBMC depleted
active T cells for reactive T cells &
Q retain TH9402 . :

TH9402

"

opreserved
fractions

enriched in Tregs

Elimination of

reactive T cells
@ CDTRP .



Approche CARE vs ECP-001

Innovations avec CARE CARE ECP-001

» Plus d’infusions

» Moins d’aphereses .5 Aphereses

> Cellules congeléej 1 Fresh Cells
Q AS per Fixed
@ | leukapheresis 1x 108

Frozen Cells

2

N

26



CARE-002: Traitement du Rejet de greffe rénale
(L Sénécal, S Colette, H Cardinal) "6
U of it ?S)\
| Rejet § v@reserved
fractions

* PBMC depleted
active T cells for reactive T cells &
Q retain TH9402 ' '

TH9402

enriched in Tregs

Ellmlnatlon of
reactive T cells

@ CDTRP et FRQS



CD3

Cellules souches CD34+ comme cellules Veto

Isotype control Without CD34
a b
89%
gt . 17.2%
‘. 04%
il 1.8% 0.5%
19.0%
IL2
d
67.24
0.1%
1.8%

JFN=

+CD8 Tcm

EffectorCell Veto Cell

,( a§ FasL ™
B RCLT 4 owp T
MHC 1/} FQCD8
Y
i
s
4

Apoptosis | | ‘

Reduction of flip :

Oh 21h 48h  72h

Reisner Y et al Ann NY Acad Sci 2009



Stanford Protocol : HLA-Matched

Recipients’ Procedures

HLA-Matched Kidney and Hematopoietic Cell Transplantation ;‘6

rATG (1.5 mg/kg x 5) «6@ :
TLI (100-120 cGy x 10) % \$+ cells (10 x 108/kg)

<&§ <&§ <&§ <&§ CD3+ cells (1 x 108/kg)
Day 0O |
Kidney ’

Transplant

MMF x 1 month

Programme national
de recherche en

TRANSPLANTATION

du Canada

-no evidence of rejection Research Program

-no GVHD

; ’\ Withdraw immunosuppression if: | |
-stable mixed chimerism >180 days g! %I%YX?\IIOSHPNLOAOIC&I




low GM-CSF Rapamycin Dexamethasone Vitamin D3

Ochando et al Transplant Intern 2019



Cellules souches mésenchymateuses (MSC) et

immunotolérance 6
Les cellules souches mésenchymateuses peuvent sécréter une grande varié v\ ;

facteurs de croissance et de cytokines
Ces facteurs peuvent influencer la tolerance immune et la régé

S : — Activation of local progenitor
Tissue remodelling Neo vascularisation cells




Elimination

e ==

Alloreactive T cells

Physical
elimination

B cells

O& Regulatory T cells’

NK cells

Induction
of
tolerance

Hematopoietic stem cells

©
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nadian Strategy Workshop
An ISCT Pre-Conference Track - May 2
¥ | ¥ PRECONFERENCE ISCT 2018

N 2018!

f CALENDAR

ISCT 2018 ANNUAL CONFERENCE IN
MONTREAL, CANADA

Health Santé
QO S T R O N G E R I * ICgiada Canada @ S\%ki’gﬂé’f PPN STRATESY

TOGETHER rusucconsutmamon

SEE YOU IN MONTREAL IN 2018! ¢> INSPIRING STORIES
William Brock
Survivor of an acute myelogenous
IAN 15, 2018 DEC 21, 2017 leukemia. Read the inspiring story of a
11 PARTNERS JOIN THE SECOND CELLCAN TO PROVIDE CONSOLIDATED = philanthropic patient. R25d more...

www.cellcan.com



But: Amener nos decouvertes plus rapide e
en clinique '{

C3i Structuré en 5 Unités d’affaire avec une combinaison 1 1gi'e d «*0outs clés
) N
Biomarqueurs & Manufacture Unité de L vatioN et Organisation de

Diagnostique Recherche Car'mercialisation Recherche a
ClingJ | Contrat (CRO)

A%

A

& commercialization trials

Transla. n from be. ... t L wrge Network Regulatory devlgl_ohporﬁzﬁt v On Site cGMP Eff|C|e_|r_1rt_i;:|I|n|caI ‘Business Venture Capital
chric of Investigators Expertise A facility Implementation Oriented Team Investment

1 employé en 2016 - 45 employés en 2019




*Clinical transplant teams
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Cell Therapy Network






