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Trifunctional SAR’579 Co-Engages NK Cells and CD123-Positive Tumor Cells

+ CD123 is frequently overexpressed on leukemic blasts; high
levels are associated with poor outcomes in various
hematologic malignancies’-?

+ SAR’579 is an NKCE facilitating the formation of a cytolytic
synapse between CD16 and NKp46 on NK cells and CD123 on :
tumor cells, leading to NK-cell activation and tumor death’- 4 -5 ~

« TCD17197 (NCT05086315) is an ongoing FIH phase 1/2 A +U§%1;3*E_LL o
multicenter trial evaluating SAR’579 in patients with R/R AML, -~ % e
B-ALL or HR-MDS2.10

» Early clinical results in R/R AML patients demonstrated that
SAR’579 had a manageable toxicity profile up to 6.0
mg/kg/infusion QW; complete remissions were identified at a

maximal target dose of 1.0 mg/kg/infusion?11-12 RELEASE OF
GRANZYMES/PERFORINS

Here we report the results of SAR’579 from the completed phase 1 portion of TCD17197 in

adults, as the foundation for selection of recommended doses for further development
(phase 2 dose expansion)

AML, acute myeloid leukemia; B-ALL, B-cell acute lymphoblastic leukemia; CD, cluster of differentiation; DLT, dose-limiting toxicity; FIH, first-in-human; HR-MDS, high-risk myelodysplasia; NK, natural killer; NKCE,
NK cell engager; QW, once weekly; R/R, relapsed or refractory; SAR’579, SAR443579.

Image modified from Bajel A, et al. Poster presented at the ASH Annual Meeting, San Diego, CA, December 9-12, 2023; #3474.

1. Gauthier L, et al. Nat Biotechnol. 2023;41(9):1296-1306; 2. Bajel A, et al. Poster presented at the ASH Annual Meeting, San Diego, CA, December 9-12, 2023; #3474; 3. Testa U, et al. Biomark. Res.
2014;2(1):4; 4. Jordan CT, et al. Leukemia. 2000;14(10):1777-84; 5. Testa U, et al. Blood. 2002;100(8):2980-8; 6. Lyapichev KA, et al. Clin Lymphoma Myeloma Leuk. 2021;21(4):e317-20; 7. Patnaik MM, et al.
Leuk Lymphoma. 2021;62(11):2568-86; 8. Uckun FM, et al. Front Aging. 2021;2:757276; 9. El Achi H, et al. Cancers (Basel). 2020;12(11):3087; 10. ClinicalTrials.gov, https://clinicaltrials.gov/study/NCT05086315
(accessed April 11, 2024); 11. Stein AS, et al. J Clin Oncol. 2023;41(Suppl 16): 7005; 12. Jongen-Lavrencic M, et al. Ann Oncol. 2023;34(Suppl_2): 8230.



Study Design'?: SAR’579 in R/R AML, B-ALL or HR-MDS

Dose Escalation* Dose Expansion* Primary endpoint:
Determine maximum tolerated or administered DLTs, pts (%) with CR/CRi
dose based on incidence of dose-limiting Determination of CRc (CR +CRi)

toxicity in cycle 1 (28-day cycles)

. . . Key secondary endpoints:
Cohort A — Primary induction
RDE, safety, PK,

R/R AML, B-ALL failure & early relapse AML . Iy .
immunogenicity, efficacy
or HR-MDS (anti-leukemic activity, pts

8 initial dose levels + 3 [%] with CR + CRAh, rate of

additional dose levels (Bayesian CR + CRh + CRi + MLFS,
Logistic Regression Model) e time from CR/CRh until

disease relapse, etc.)

Estimated enroliment N=126

*Protocol has been amended to include three additional dose levels and a pediatric cohort for dose escalation/expansion.?

AML, acute myeloid leukemia; B-ALL, B-cell acute lymphoblastic leukemia; CR, complete remission; CRc, composite complete remission; CRh, complete remission with partial
hematological recovery; CRi, complete remission with incomplete hematological recovery; DLT, dose-limiting toxicity; HR-MDS, high-risk myelodysplasia; HSCT, hematopoietic stem cell
transplantation; MLFS, morphological leukemia-free state; PK, pharmacokinetics; pts, patients; RDE, recommended dose for expansion; R/R, relapsed or refractory; SAR’579,
SAR443579.

1. Bajel A, et al. Poster presented at the ASH Annual Meeting, San Diego, CA, December 9-12, 2023; #3474. 2. ClinicalTrials.gov, https://clinicaltrials.gov/study/NCT05086315 (accessed
April 11, 2024); 3. TCD17197 Clinical Trial Protocol Amendment 5, Sanofi, data on file.
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Dose Escalation and Eligibility Criteria

J 3

SAR’579 IV DL1 DL2 DL3 DL4 DL5 DL6 DL7 DL8 DL9 DL10 DL11
Dose in mg/kg n=3 n=4 n=4 n=8 n=8 n=6

Day 1 0.01 0.03 0.1 0.3 1.0 3.0 6.0 1.0 0.75 1.5 20
Day 4 0.03 0.1 0.3 / / / / / / / /
Day 8 0.1 0.3 1.0 1.0 3.0 3.0 6.0 1.0 0.75 ES 2.0
Day 11 0.1 0.3 / / / / / / / / /
Day 15 0.1 0.3 1.0 1.0 3.0 3.0 6.0 1.0 0.75 1.5 2.0
Day 22 0.1 0.3 1.0 1.0 3.0 3.0 6.0 1.0 0.75 1.5 2.0

Key Eligibility Criteria

+ R/RAML, R/R HR-MDS, or R/R B-ALL * Locally confirmed CD123+ for HR-MDS and B-ALL
* Age 212 years * No active CNS leukemia
» Prior transplant allowed if relapse * No prior anti-CD123 directed agents

Steroids allowed if <10 mg/day of oral prednisone or equivalent + WBC count <15x10°/L

AML, acute myeloid leukemia; B-ALL, B-cell acute lymphoblastic leukemia; CD, cluster of differentiation; CNS, central nervous system; DL, dose level; HR-MDS, high-risk
myelodysplasia; IV, intravenous; R/R, relapsed/refractory; SAR’579, SAR443579; WBC, white blood cell.
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Baseline Characteristics

Characteristic N=59

67 (19-81)

Age, median (range), years
18-65, n (%)
66-75, n (%)
>75, n (%)
Female, n (%)
ECOG PS, n (%)
0
1

2
AML diagnosis, n (%)
HR-MDS diagnosis, n (%)

27 (45.8)
22 (37.3)
10 (17.0)
20 (33.9)

13 (22.0)
43 (72.9)
3 (5.1)
58 (98.3)
1(1.7)

*Reported in 58 patients. TReported in 56 patients. ¥*Reported in 54 patients.
AML, acute myeloid leukemia; ECOG PS, Eastern Cooperative Oncology Group performance status; HR-MDS, high-risk myelodysplasia; HSCT, hematopoietic stem cell

transplantation; WBC, white blood cell.

Characteristic N=59

WBC at baseline,* median (range), 10°/L 2.6 (0-12)
Blast count in blood," median (range),

109/L 0.6 (0-29)
Blast proportion in bone marrow,* 47.5
%, median (range) (1.0-90.0)
Extramedullary disease,* n (%) 3 (5.2)
Prior lines of therapy, median (range) 2 (1-10)
1, n (%) 21 (35.6)
2, n (%) 14 (23.7)
>3, n (%) 24 (40.7)
Prior allogenic HSCT, n (%) 18 (30.5)
Prior venetoclax, n (%) 52 (88.1)

Presentation at the 2024 EHA Annual Meeting, Madrid, Spain, 13-16 June, 2024; S146

Oral Session 11:45-12:00 CEST; 16 June, 2024



Summary of Adverse Events

DL2 DL3 DL4 DL5 DL6 DL7 DL8 DL9 DL10 DL11 All
0.3 Tglkg 1 mg/kg 1 mg/kg 3 mglkg 3 mglkg 6 mglkg 1 mg/kg 0.75 r:\glkg 1.5 Tg/kg 2 mg/kg (N=59)
(n=4) (n=4) (n=4) (n=4) (n=8) (n=8) (n=8) (n=6) (n=6) (n=4)
DLTs 0 0 0 0 0 0 0 0 1 0 0 1
TEAESs (all Grades) 3 (100) 4 (100) 4 (100) 4 (100) 4 (100) 7 (87.5) 8 (100)  8(100) 6 (100) 6 (100) 4 (100) 58 (98.3)
Grade 23 3(100) 3 (75.0) 3 (75.0) 3 (75.0) 3 (75.0) 5 (62.5) 3(37.5) 3(37.5) 6 (100) 5 (83.3) 3(75.0) 40 (67.8)
Grade 5t 0 1(25.0) 1(25.0) 1(25.0) 1(25.0) 0 1(12.5) 0 1(16.7) 0 0 6(10.2)
TE-SAEs 2 (66.7) 3 (75.0) 3 (75.0) 3 (75.0) 3 (75.0) 5 (62.5) 2(25.0) 3(37.5) 4(66.7) 5(83.3) 2(50.0) 35(59.3)
Leading to DC 0 0 0 1(25.0) 0 0 1(12.5) 0 2(33.3) 0 0 4 (6.8)
TRAES (all Grades) 2 (66.7) 4 (100) 2 (50.0) 4 (100) 3(75.0) 4(50.0) 6 (75.0) 7(87.5) 3 (50.0) 3 (50.0) 1(25.0) 39 (66.1)
TR-SAEs (Grade 23) 0 0 2 (50.0) 0 0 0 0 0 1(16.7) 0 0 3(5.1)
t
;:GRr:;le] 0 0 0 ! (2[?']0) L (2[?']0) 0 0 0 1 (1[2']7) ! (1[?']7) 0 4 (6.8)

* One DLT (Grade 3 CRS) was reported during C1D18 at a dose level of 0.75 mg/kg QW

+ Grade 5 TEAEs were reported as unrelated to SAR’579 by the investigator and included cholestasis, hemorrhage intracranial, cerebellar
hemorrhage, pneumonia, pulmonary sepsis, and urosepsis

» SAEs related to SAR’579 (Grade 23) included diverticulitis, infusion related reaction, and cytokine release syndrome
* No cases of immune effector cell-associated neurotoxicity syndrome (ICANS)

SAR’579 had a manageable toxicity profile, with one DLT and all Grade 5 TEAEs unrelated to study treatment

Cutoff date for analysis: March 04, 2024.
*Safety analyses includes 58 patients with R/R AML and 1 patient with HR-MDS. fGrade 5 TEAE occurring during the treatment period. *CRS is a Preferred Term and analyses are not pooled.
C, cycle; CRS, cytokine release syndrome; D, day; DC, discontinuation; DL, dose level; DLT, dose-limiting toxicity; HR-MDS, high-risk myelodysplasia; QW, once weekly; R/R AML, relapsed or
refractory acute myeloid leukemia; SAE, serious adverse event; TE, treatment-emergent; TEAE, treatment-emergent adverse event; TR, treatment-related; TRAE, treatment-related adverse event.
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TEAESs by Preferred Term

Reported in >10% Patients™ (All Grades)

DL1

n (%)t 0.1 mg/kg 0.3 mg/kg

(n=3)

DL2

(n=4)

DL3
1 mg/kg
(n=4)

DL6
3 mg/kg
(n=8)

DL7
6 mg/kg
(n=8)

DL8
1 mg/kg
(n=8)

DL9

0.75 mg/kg

(n=6)

DL10

(n=6)

DL11

1.5 mg/lkg 2 mgl/kg

(n=4)

Any
Grade
(N=59)*

Grade
23
(N=59)*

BN 1(333) 3(75.0) 2(50.0) 4(100) 2(50.0) 4(50.0) 6(75.0) 7(87.5) 2(333) 2(33.3) 1(25.0) 34(57.6) 1(1.7)

reaction$

Constipation 2 (66.7) - 2(50.0) 1(25.00 1(25.0) 1(125) 2(25.0) 2(25.00 1(16.7) - 1(25.0) 13 (22.0) -
Febrile neutropenia - - - 1(25.0) - 3(37.5) 1(125) 1(125) - 3(50.0) 2(50.0) 11(18.6) 10 (16.9)
Arthralgia 1(33.3) 1(25.00 1(25.0) 2(50.0) 1(25.0) - 1(12.5) - 2(33.3) 2(33.3) - 1(18.6) 2(3.4)
Nausea 1(33.3) 2(50.0) - 1(25.0) 1(25.0) - - 1(12.5) 2(33.3) - 2(50.0) 10 (16.9) -
Pneumonia - - 1(25.0) - 1(25.0) 1(12.5) - 1(12.5) 2(33.3) 2(33.3) - 8(13.6) 6(10.2)
Stomatitis - 1(25.0) 1(25.0) 3(75.0) - - 2 (25.0) - 1(16.7) - - 8 (13.6) -
Vomiting - 1(25.0) 1(25.0) 2(50.0) - 1(12.5) 1(12.5) 1(12.5) - - 1(25.0) 8(13.6) -
Fatigue 1(33.3) 1(25.0)0 1(25.0)0 1(25.0) 1(25.0) 1(12.5) - - - 1(16.7) - 7(11.9) 1(1.7)
Decreased appetite 1(33.3) 2(50.0) - 1(25.0) 2(50.0) - - 1(12.5) - - - 7 (11.9) -
Diarrhea 1(33.3) 1(25.0) - - - - 2(25.0) 2(25.0) - 1(16.7) - 7 (11.9) -
Edema peripheral - 1(25.0) - 1(25.0) 1(25.0) - - 2 (25.0) - 2 (33.3) - 7(11.9) -
Epistaxis - - 1(25.0) - 1(25.0) - 2(25.0) 2(25.0) - - 1(25.0) 7(11.9) -
Non-cardiac chest pain 1 (33.3) - - - 1(25.0) - 1(12.5) 2(25.0) 1(16.7) - 1(25.0) 7(11.9) -

The most common TEAE was infusion-related reaction (57.6%)

Cutoff date for analysis: March 04, 2024.
*Threshold is based on total population and not individual groups. tAnxiety, dyspnea, abdominal pain, and back pain were reported in 6 (10.2%) patients each and were Grade 1/2.
¥Safety analyses includes 58 patients with R/R AML and 1 patient with HR-MDS. SIRR are not pooled analyses.
DL, dose level; TEAE, treatment-emergent adverse event.
Presentation at the 2024 EHA Annual Meeting, Madrid, Spain, 13-16 June, 2024; S146 8
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Response per Investigator (per Modified IWG Criteria) in Patients with R/R AML

\ 2 £ .4

DL1 DL2 DL3 DL4 DL5 DL6 DL7 DL8 DL9 DL10 DL11 All
0.imgkg 03mgkg 1mgkg 1mgkg 3mgkg 3mgkg 6mgkg 1mgkg 0.75mg/kg 1.5mg/kg 2 mglkg
(n=3) (n=4) (n=4) (n=4) (n=4) (n=8) (n=8) (n=7) (n=6) (n=6) (n=4)
CRc (CR + CRi) 0 0 2 (50.0) 1(25.0) 0 0 0 2(28.6) 0 0 0 5 (8.6)
CR 0 0 1(25.0) 1(25.0) 0 0 0 2(28.6) 0 0 0 4 (6.9)
CRi 0 0 1 (25.0) 0 0 0 0 0 0 0 0 1(1.7)

» Patients received a median of 2.0 cycles (range: 1-11) of treatment; median treatment duration was 7.9 weeks
(range: 1-74)
* Median time to CR was 2 cycles (range, 1-4)

CR/CRIi was reported in 5 of 15 (33.3%) patients with R/R AML treated at a final target dose

of 1 mg/kg/infusion; 2 patients with CR are still receiving treatment

Cutoff date for analysis: March 04, 2024.
AML, acute myeloid leukemia; CR, complete remission; CRc, composite complete remission; CRi, complete remission with incomplete hematological recovery; DL, dose level; DOR,

duration of response; R/R, relapsed or refractory.
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Individual Patient Responses per Investigator

Target Dose Level (1 mg/kg/dose)

_>
CR
: —-»>
CRi
1 * 71 years old
[ CR_I'I'exs * Female
1 * Prior HSCT
]  Prior venetoclax
] . : 0
I : ?lajzgllne blasts 45% =011 (b1 mgka)
Other Dose Levels » Achieved MRD DL2 (0.3 mg/kg)
negative CR DL3 (1 mg/kg)
S ———— BN DL4 (1 mg/kg)
3 DL5 (3 mg/kg)
DL6 (3 mg/kg)
BN DL7 (6 mg/kg)
—_— B DL8 (1 mg/kg)
—————— DL9 (0.75 mg/kg)
BN DL10 (1.5 mg/kg)
—————— B DL 11 (2 mg/kg)
o =¥ Receiving treatment
————— * Bridge to transplant
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

Duration on Treatment (Months)

Durable CR (>10 mo) observed in 3 patients, with 2 remaining on maintenance

Cutoff date for analysis: May 21, 2024.
CR, complete remission; CRi, complete remission with incomplete hematological recovery; DL, dose level; HSCT, hematopoietic stem cell transplantation; MRD, minimal residual disease.
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Blast Count Best Relative Change (Bone Marrow)

80
2
.40
g
£ 550 * —
? 2005'
8 150
L1 |
WDL1 (0.1 mg/kg)
100 -

DL2 (0.3 mg/kg)

DL3 (1 mg/kg)
M DL4 (1 mg/kg)

DL5 (3 mg/kg)
50 DL6 (3 mg/kg)
M DL7 (6 mg/kg)
DL 8 (1 mg/kg)

DL9 (0.75 mg/kg)
# # # # # # # # # # # # #O# #O###H#

Blasts in Bone Marrow
Best Relative Change From Baseline, %

0 B DL10 (1.5 mg/kg)
._I HDL11 (2 mg/kg)
# Blast clearance or
absence in blood
* Unknown
_50 —
-100 —
o o ¥ X
@] @] O O O

High baseline blast variability and blast reductions were observed across all dose levels in bone marrow

Cutoff date for analysis: May 31, 2024.
CR, complete remission; CRi, complete remission with incomplete hematological recovery; DL, dose level; DR, disease relapse; NE, not evaluable; RD, resistant disease.
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Blast Count Best Relative Change (Peripheral Blood)

Baseline, 109/L
o
=

800
600 — I
400 -
- EDL1 (0.1 mg/kg)
100 DL2 (0.3 mg/kg)
2 DL3 (1 mg/kg)
< B DL4 (1 mg/kg)
% DL5 (3 mg/kg)
@ 50 DL6 (3 mgrkg)
o B DL7 (6 mg/kg)
B E MDLS (1 mglkg)
20r DL9 (0.75 mglkg)
8 o - MDL10 (1.5 mg/kg)
P % + + + + + + + + MDL11 (2 mg/kg)
a 5 % Unknown
o g + Hydroxyurea
>
& -50
[}
o
®
o
m
-100 -
8 8 g268 8

High baseline blast variability with observed reductions across all dose levels in peripheral blood

Cutoff date for analysis: May 31, 2024.
CR, complete remission; CRi, complete remission with incomplete hematological recovery; DL, dose level; DR, disease relapse; NE, not evaluable; RD, resistant disease.
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Relationship Between Baseline Bone Marrow Blasts and Response

' ° 1000 —

=
n L ca g g
) 5275 ([ ] £Ee 75 25
Patients oz 2 3 o c8
treated at final £ £ 50 28 50 B Juma 22 100
target dose of k= +8 28
0w o a 9
1 mg/kg w5 251 o g 25 $5 10 @ DL1 (0.1 mg/kg)
o Om E ° DL2 (0.3 mg/kg)
- )
0 ol Ok 1 DL3 (1 mg/kg)
n=9 n=4 n=8 n=4 = n=8 n=4 ® DL4 (1 mg/kg)
, . T T T T DL5 (3 mg/kg)
Non-Responder Responder Non-Responder Responder Non-Responder  Responder

DL6 (3 mg/kg)
@ DL7 (6 mg/kg)
1001 100+ .0 le+4 o ® @ DL8 (1 mg/kg)

~~
> L
~ R DL (0.75 mg/kg)
nw X ] ~
. z< 7 E e 751 o oF ° 2% 1000 4 g; ® DL10 (1.5 mg/kg)
Patients o3 2 ; [ ) g8 @ DL11 (2 mg/kg)
treated atall 2& so = 8 50- () === 22 100
dose levels K= + 5 59
g R3 b e
w5 251 32 251 ® g
= M0 [a ) ~ 10
o oa 3
£ ‘ E °
01 0 Og 1
n=4 n=36 n=4 = n=35 n=4
Non-Responder Responder Non-Responder Responder Non-Relsponder Resplonder
CD123 receptor density assessed
from aspirate sample by flow.
Central assessment cutoff date for analysis: May 31, 2024. All assessment by flow analysis of marrow aspirate.
CD, cluster of differentiation; DL, dose level.
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Relationship Between Baseline Peripheral NK Cells and Response

1000 2 1000
]
(8]
e LS
92 ) 23
Patients a1 s EE gg 0 e
treated at final =S )
target dose of e 23
g8 9 10
1 mg/kg 5o 10 p z3
23 + 3 ¢ @ DL1 (0.1 mglkg)
(DL3-4 & DL38) Sc g;.g DL2 (0.3 mg/kg)
1 n=8 n=4 X 1 n=8 n=4 DL3 (1 mg/kg)
z ® DL4 (1 mglkg)
' " ' ' DL5 (3 mg/k
Non-Responder Responder Non-Responder Responder (3 mg/kg)
DL6 (3 mg/kg)
1000 w 1000 @ DL7 (6 mglkg)
3 ) @ DL8 (1 mg/kg)
wn o ~ o DL9 (0.75 mg/kg)
32 400 o 22 L0 @ DL10 (1.5 mg/kg)
Patients T $ £ 2 E @ DL11 (2 mglkg)
treated at all g £S
- T -]
dose levels 53 10 8% 0
2m e
Zc e
1 §- 1
n=4 z n=43 n=4
Non—Relsponder Resplonder Non-Responder Responder

Central assessment cutoff date for analysis: May 31, 2024.
DL, dose level; NK, natural killer.
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Summary

Safety
+ SAR’579 had a manageable toxicity profile up to a dose of 6 mg/kg QW in adult patients with R/R AML
* Low grade infusion-related reaction (Grade 1-2) was the most common TRAE

* CRS events were rare (one Grade 3) and no ICANS

Antitumor Activity
+ Among 15 AML patients treated at a target dose of 1 mg/kg, 5 (33.3%) achieved CR/CRIi
* Durable remission >10 months in 3 of 5 responders
o One responder proceeded to HSCT
o Two remain on maintenance therapy

» Observed bell-shaped clinical dose-response curve consistent with preclinical findings
(see Meloni M, et al. Poster #P475 for further details on the preclinical data)

+ Recommended doses for development in the phase 2 portion of the study are still being explored

SAR’579 received Fast Track designation by the US FDA,

and the dose optimization and expansion phase of TCD1719 is ongoing

AML, acute myeloid leukemia; CR, complete remission; CRi, complete remission with incomplete hematological recovery; CRS, cytotoxic release syndrome; DLT, dose-limiting
toxicity; DL, dose level; FDA, Food and Drug Administration; IRR, infusion-related reactions; QW, once weekly; R/R, relapsed refractory; SAE, serious adverse event; SAR'579,
SAR443579; US, United States.
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