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A phase 1 multicenter

INTRODUCTION METHODS

« NKG2A (CD159a) is a C-type lectin that heterodimerizes with CD94 and creates an Figure 1. Study design S * |In part 1a, starting dose of S095029 was 10 mg every 2 weeks (Q2W). All participants Receptor occupancy measurement:
immune inhibitory receptor expressed on natural killer (NK) cells, natural killer T (NKT) — $095029 Monetherapy ggsnfglz}a; fmil received a single 4-week cycle of treatment with S095029 on Day 1 and Day 15 and were . Receptor occupancy was measured by flow cytometry in fresh whole blood, in CD56+
St u dy Of th e S afe ty a n d cells, gamma delta (y3) T cells, and a subset of cytotoxic T cells. Dose Escalation Escalation evaluated for dose-limiting toxicities (DLTs). Thereafter they received Sym021 (200 mg) NK cells, by measuring the binding of a competitive (Sym025-PE, Servier) and
. 5095029 (also called Sym025) is a fully human monoclonal IgG1 anti-NKG2A antibody Al participants of part Ia transitioned to recelve Symo21 monotherapy with the same administration schedule (Q2W). noncompetitive anti-NKG2A Ab (CD159a_REA110, Miltenyi). The calculation of the
= with attenuated Fc effector functions (IgG1-LALA) that targets the human cell surface (monotherapy) after completing 1 cycle of 5095029  In part 1b, starting dose of S095029 was 30 mg Q2W. All participants received the percentatge of receptor occupancy (RO) was done as follows: =[(CD159a+ — Sym25-
effl ca cy Of th e N KG 2A molecule NKG2A (CD159a). S095029 specifically binds the NKG2A part of the human Sincle oarticinant DL6 095029 S095029+Sym021 in combination. PE+)/ CD159a+] x 100. It was assessed at different time points of the cycle 1: Predose,
. . . . . . . ingle partcipan m m
NKG2A/CD94 heterodimer, blocking the interaction with its ligand HLA-E. ch%,at?on, wﬁi%h z — (13222022) (82::0;:) . All participants were treated until disease progression or unacceptable toxicity. EOI, C1D1, C1D8, C1D15, C1D22, and C2D1.
m = . Sym921 !s a recombinant_, hgma_nized, effector function-silenced 1gG1-LALA antibody that sgg‘._’N‘Z.‘i;?g’,',“if,',;ﬁd — E oy ;',’ Expected e « As of August 13, 2024, S095029 as a single agent or in combination with Sym021, an Soluble factors measurement:
a rg e I n g a n I o y inhibits binding of PD-1 with its ligands, PD-L1 and PD-L2. P AR sqrade 2 or DLT £ = anti-PD1 antibody, were investigated in 41 patients with advanced solid tumors. « Soluble factors were analyzed in human plasma by Meso Scale Discovery (MSD)
 Preclinical data demonstrated that S095029 combined with Sym021 results in enhanced g 3 e (NCT05162755) technology with a V-PLEX for the detection of interferon (IFN) gamma, tumor necrosis
- immunostimulatory antitumor activity. E DL2 — PK and ADA: factor (TNF) alpha, interleukin (IL)-1b, IL-6, IL-8, and IL-10, a V-Plex for the detection
5 as S I n e a e nt < Sty T macrophage inflammatory protein (MIP)-1 alpha and MIP-1 beta, and a U-Plex for the
DL1 — De-Escalation « PK and ADA were measured in serum samples using validated immunoassay methods. p 9 o P P ’ _
AE, adverse event; BOIN, Bayesian Optimal De-Escalation detection of monokine induced by gamma IFN (MIG) (CXCL9). Analysis was performed
Interval; DLT, dose-limiting toxicities; RP2D, e on frozen plasma of n=38 patients at the following time points of the cycle 1: baseline,

and in combination With eronmender e RS - o C1D1, C1D8, C1D15, and C1D22.
anti-PD1 in patients with
advanced malignancies RGEURE
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5,6 i 6 6 i 6 . P ] ]
Hemepplietn lerneaules = el Jieen,” Aglues lnemen,” Clislilezes e [Kemel Table 1. Baseline characteristics * Related events to S095029 occured in 51.2% of patients. Most . . . . : L : - Longitudinal analysis of soluble factors, including CXCL9, TNF-alpha
5 ile; is 5.6 i7 Figure 2. Patient status by investigator assessment per RECIST v1.1 Figure 4. Pharmacokinetics and pharmacodynamics (1) . L L
Demographics and baseline characteristics | Part 1a (N=21) | Part 1b (N=20) : an -1D, was pertormead In frozen plasma at the 1oliowing time points.
jI_F;(rinJgiS \"5\|/\|/|arga£:et Cellnc%r CentreR, Torontr(]), l(j)r]’:ariojl_ga[\}asc'la\a;f_rl\:llD g_rllieRr_ls_og Ctanc;er (éenter, II-:\I>ouston,h Median age (range), years 55.0 (29-82) 63.0 (35-77)  No DLT events occured over 41 patients. 0 o " S095029 mean concentration profiles baseline, C1D1, C1D8, C1D15, and C1D22. Results are presented as
: ; 3Mary Crowley Cancer Research, Dallas, TX, ; 4The enter for Cancer Research, ) HNSVgg:_J:% - 1 000.00 maximum fold chanae from baseline.
San Antonio, TX, USA; 5Servier Biolnnovation, Boston, MA, USA; 8Institut de Recherches Internationales Gender, n (%) * No CRS events occured. 100 Egglonq Overall Response S ¢ X P 9 _ . . .
Servier, Gif-sur-Yvette, France; "The START Center for Cancer Research, Grand Rapids, MI, USA Female 13 (61.9) 7(35.0) . 38 (92.7%) patients discontinued treatment, 32 (78.0%) due to W e [ ] withoutassessment « CXCLD9 levels tended to increase in plasma of patients following treatment
" ) " Cervix 4 \ a10m . . . . .
Male 8 (38.1) 13 (65.0) disease progression bort 1a Ssoon 5”* e with S095029 and S095029+Sym021, suggesting immune cell activation
Ethnic origin, n (%) ' 250 | Toms > z 12 oS upon treatment
. Sag\gr%: . PD E —e&— 1a 300 mg p .
AI M Asian - 2(10.0) Table 3. Safety overview s g o rareoms
vary S —e— 1a 1500 mg
Black or African American 3 (14.3) 2(10.0) ) Part 1a (N=21 Part 1b (N=20 s:%viﬁﬁi Disposition Events 3 7,\712?2;29
White 18 (85.7) 15 (75.0) Safety Overview NEAE n (%) NEAE n (%) o Dean ——a0ms
° H H H HH H H . Skin 8 —e— 1b 750 mg
Primary objectives were to assess safe_ty and tolerab_lllty and_det.ermln.e the maximum Unavailable ] 1(5.0) EAE related to S095029 9 (42.9) 12 (60.0) a5 i zlE . g e 00ms Figure 6. Pharmacokinetics and pharmacodynamics results (3)
tolerated dose (MTD) of S095029 as single agent or in combination with Sym021. ECOG, n (%) SEAE 7 (33.3) 7 (35.0) ke . C'”‘f‘_’a o i2
Secondary objectives were to evaluate the preliminary antitumor activity and to 0 7 (33.3) 5(25.0) SEAE related to S095029 - 1(5.0) 825;:? © Subject consent withdrawl 1.00 | ~ CXCL9
characterize the immunogenicity (antidrug antibodies [ADA]) and pharmacokinetic (PK) 1 13 (61.9) 15 (75.0) Grade 3 or higher EAE 10 (47.6) 7 (35.0) et =l * E"foaf“ I‘: ‘ ‘ B 3 oy Sl Basaling &t Gyiie 1 of SXGLY
. . . . . . ; : Panc - 5 B | ost to follow-up
profile of S095029 as single agent or in combination with Sym021. Unavailable 1(4.8) - Grade 3 or higher EAE i 1(5.0) so s | = :
Prior anti-PD1 therapy, n (%) 7 (33.3) 8 (40.0) related to S095029 rerio | S
7 . c 5 5 y . . Colon 1 —® 0.10
Exploratory objectives were to explore potential pharmacodynamic (PD) biomarkers of Prior treatment lines, n (%) EAE leading to death 2 (9.5) - S /S R/ R 0 14 28 42 56 70 84 o8 12 126 140 @6
/i i i i i ’ 0 udy duration (mon ime (da o
activity in tumor biopsies (pre- and post-treatment) and/or peripheral blood, to explore 0 1 4.8) EAE related to S095029 ) ) Study duration (months) Time (day) 3 . . NN
. . : . . . : - - ' o
any potential PK/PD relationships via population modeling, and to assess potential leading to death | > o s95029
.. ] ! . 1 1(4.8) 2 (10.0) EAE leading to S95029 1(5.0 AE = adverse event; endom = endometrial; esoph = esophageal; HNSCC = head and neck squamous cell 34 - ® S95029/SYM-021
predlctlve biomarkers of response to S095029 from baseline tumor and/or perlpheral 2 3 (14.2) 10 (50.0) withdrawal (WEAE) ) (5.0) carcinoma; NSCLC = non-small cell lung cancer; panc = pancreatic; PD = progressive disease; perito = peritoneal; L o
: : PR = partial response; RCC = renal cell carcinoma; RECIST = Response Evaluation Criteria in Solid Tumors; § L] Fla
blood samples Related WEAE 1(5.0 2 . g
ples. >3 16 (76.2) 8 (40.0) clale , (5.0) SD = stable disease; TPBC = triple-negative breast cancer o ® Baseline Ok
_ . . _ «  age T _ . ° H H H 2 e
ECOG = Eastern Cooperative Oncology Group: PD1 = programmed cell death protein 1 CRS —_cytoklne release syndrome; DLT = dos.e-llmltln_g tox_|C|ty, EAE = emergent adverse.' events; Full NKG2A receptor occupancy In whole blood was achieved startlng ': ﬁ 5
NEAE = number of emergent adverse events; SEAE = serious emergent adverse events; f | d 30 oW i th S095029 rt 1 d S $ b ®
WEAE = withdrawal emergent adverse events rom low doses O mg Q INn Monotherapy arm (pa a) an @ - e
: L .- : : : combination arm (part 1b) S095029+Sym021. | | | & | | |
CONCLUSIONS Table 2. Baseline characteristics — primary diagnosis _ (P ) y RS $ & s & &
e pr—— Table 4. Related EAEs Figure 3. Percent change from baseline in tumor size by dose level * Retained and full NKG2A receptor occupancy by S095029 throughout Dose (mg)
. . . H H H o . . . .
-« The combination was well tolerated with no unexpected safety events. Primary diagnosis (PT), n (%) (N=21) (N=20) entire dosing interval.
. . . . o i Part 1a (N = 21 Part 1b (N=20
«  S095029 concentrations increase with the dose and median half-life is 8 days and no Ade';\‘;:‘:;;:’c'?;;;‘::;eas 21((9458)) 31(1(2-8)) AE relntod o S09502 ( ) (N=20) « The data represent the mean of percentage of receptor occupancy at the IPAL
. c . . . | . . related to | . _ . . . -
apparent impact of an anti-PD1 administration on PK of S095029. Adenoid cystic carcinoma of salivary gland 1 (4.8) - A"ngg;t;les Gr:((i;)ﬂ A"nQ{;t;les Gr:t(i;)23 o S doses of the study in the complete cohort, n=41 patients, during the first
' ° ° ° ° = 809 PD s PD Max FC from Study Baseline at Cycle 1 of MIP-1b
« Full NKG2A receptor occupancy in whole blood was achieved starting from low doses Cervix carcinoma 1(4.8) - Al 0 (42.9 19 (60.0 1 (5.0 o - cycle of treatment. 2.0- ! !
. c . i - . - . . < 507 PD NE
of 30 mg Q2W in monotherapy arm S095029 (part 1a) and combination arm (part 1b) g'elarce” renal cell carcinoma — 1 (2-8) (42.9) (60.0) (5.0) : ~ ™ - o " "
. . .. olon cancer . . E el deoen o lm D S meo W] po__| - Sl s MBS £
S095029+Sym021 and retained throughout entire dosing interval. R — 28 25 oi Nausea 2 (9.5) : 1(5.0) : 2 =i | FECER EPoRl 1A | i I - :
. Ny . : : ; : § O w - . . . . = TREATMENT
- Increased levels of immune cell activating cytokines in peripheral blood were detected Gastrointestinal adenocarcinoma 1(4.8) - Diarrhea 2 (9.5) - - - 5 w Figure 5. Pharmacokinetics and pharmacodynamics (2) '] s o So5029
i ing i ivati Gastrointestinal stromal tumor - 1(5.0 2 A A ity M ettty ity Hite) I - Mt I B 2 © 595029/SYM-021
following treatment suggesting immune cell activation. ! | _ (5.0) Gastroesophageal reflux disease 1(4.8) ] ] ] - PR ean 115D by Dose of FO. 005,056+ 5 N
3095029 | binati ith H-PD1 S 021 hibited tit fivity | tient Invasive ductal breast carcinoma 1(5.0) e s . Flag
. In compination with anti- m exnipited anutumor acuvity In patients : ® PR 100 L = EE—— aseline
_ ) y ymnp Malignant melanoma - 1(5.0) Immune-mediated enterocolitis - - 1 (5.0) 1 (5.0) @ - a - ——— O 40, . ® Baseline Ok
with advanced solid tumors. Malignant neoplasm of lacrimal duct s 1(5.0) ] — — — 5 5
. : . . . . . . . . . ' i - Chills 2(9.5 - 1(5.0 - ; 7 751 =
»  S095029 is currently investigated in combination with other anti-PD1 antibodies in '\N"etaStst'C Sq“ar‘ous cell carcinoma 1 228; (9:5) (5.0) B ] [ _%
c c asopnaryngeal cancer - . . artie
phase 1/2 studies for non-small cell lung cancer (NCT06162572) and gastric Neurfen dﬁcﬂne carcinoma of the skin - 1(5.0) Fatigue 2(9.5) - 1(5.0) - 2| Part 1a RS S
cancer (NCTO61 161 36)' Esophageal adenocarcinoma 1(4.8) - Pyrexia - - 1(5.0) - Treaiment status [ Off B 0o Cancer Type | Eiuieal aancer B Goie Ghncer - Panbiohte Gancer & S Cancar oo | Oner Gancer Dose (mg)
Ovarian cancer metastatic 1(4.8) - 27
ACKNOWLEGMENTS Ovarian endometrioid carcinoma 1(4.8) - Pruritus ) ) 3(15.0) ) 2 1 TOP?EOSE TNF-a
Ovari | Il t 1(4.8 NE = not evaluable; PD = progressive disease; SD = stable disease 8 ol 30
Thank you to Mathieu Bouaziz and Niels Skartved, the patients, their families, and the site staff for participation in this clinical study. varian granuiosa cell tumor ( : ) Rash maculopapular - - 3 (1 50) - 8, 100 Max FC from Study Baseline at Cycle 1 of TNFa
This study was supported by Servier. Medical writing support was provided Envision Pharma Group (Fairfield, CT, USA) and was funded by Servier Pharmaceuticals LLC. Pancreatic carcinoma - 1 (50) §| 1004 — F —o— 300
For more information, please contact us at xenophon.ianopulos@servier.com or pauline.drean@servier.com. Peritoneal mesothelioma ma|ignant - 1 (50) Alopecia 1 (48) - - - e : ::20 vol 4 ® °
. . | Q
DISCLOSURES Pleomorphic lelomyosarcoma - 169) Rash . . 1(5.0) i - Based on preliminary data on a limited number of patients, the exposure of = 0
Porocarcinoma 1(4.8) . : @ J .
AS: Merck, Bristol Myers Squibb, Oncorus, Janssen — consultant, advisory board; Novartis, Bristol Myers Squibb, Symphogen/AstraZeneca/Medimmune, Merck, Bayer, Surface . i . S095029 increased with the dose between 10 and 1500 mg. L o o TREATMENT
Oncology, Northern Biologics, Janssen Oncology/Johnson & Johnson, Roche, Regeneron, Alkermes, Array BioPharma/Pfizer, GSK, Oncorus, Treadwell, Amgen — grant/research Rectal adenocarcinoma 1 (48) - Infusion-related reaction 1 (48) - 3 (150) - B = Part1b %1'5- . - ® 595029
Company. Cytom. Nouscom. Merck Sharp & Dohme, Servir. Lyne, ABbVIS - consutant, advisory board: NGI, EMD Serono, Medimmune, Healios One, Nattiion, .+ Rectosigmoid cancer 1(4.8) - - The PK exposure of S095029 was apparently not affected by the 2 $ 4t_% . ® S95029/5YM-021
Atterocor/Millendo, Amplimmune, ARMO BioSciences, Karyopharm, Incyte, Novartis, Regeneron, Merck, Bristol Myers Squibb, Pfizer, CytomX, Neon, Calithera Biosciences, Salivary gland cancer 1 (4 8) _ Headache 1 (48) - 1 (50) - . . . i £ ‘ ® ®
TopAlliance Biosciences, Eli Lilly, Kymab, PsiOxus, Arcus Biosciences, NeolmmuneTech, Immune-Onc, Surface Oncology, Monopteros, BioNTech SE, Seven & Eight Biopharma, : CO'adm|n|Strat|0n Of an ant|'PD1 . o 1.0 . Flag
SOTIO Biotech AG — research funding; ARMO BioSciences, NeolmmuneTech, NGM Bio — travel/accommodation expenses; AKH Inc, The Lynx Group, Society for Sarcoma uterus 1 (48) - Dizziness 1 (4 8) c"s —_— i S| [ ® ® Baseline Ok
Immunother f Cancer (SITC), Korean Society of Medical Oncol KSMO), Scri Cancer Care Sym ium, ASCO Direct Oncol Highlights, Eur n Society for . = = = ° 1 _I
Medica?oic?)rl)ggc; (EaSI\j%),(CME)Ouc;ﬁ?t?ars —Oﬁ:n}c/);riafspgzkingcgnzg)gl;c(aments;)ThZ 'I?:fasaMgsicaIaCeent{ar pD?gestive Disease:(é:entecrc,)fl)gf}]:rengo%eITFour?c?;?on, Iorr?n(:uyn; Sarcomatoid carcinoma of the Iung - 1 (50) The medlan 8095029 half Ilfe was 8 dayS. 01 L‘% ®
Deficiency Foundation, Baxalta US Inc, Chao Physician-Scientist Foundation; Takeda, Pharming Healthcare Inc, Horizon Therapeutics USA, Inc., Alfaisal — spouse with research : : : - . i . ) r - T
fuidci:nz,(z:}:)ngulta:t/gdvissr;b?)ard,orCad hig coX:u?t:ncyzgeaier.oMB:all':xas gnio?ogyfemp?oyﬁwint?itc?ck(;ndoothgr owr?ea;‘s)r?ip i(r:':erests; MCary Carosvjleysggns; Resee;i:,c Small intestine carcinoma 1 (48) - Immune-mediated hypOtherIdlsm 1 (48) - - - o Overa”’ accumU|at|On based upon Ct h (befOre 80950293dm|n|strat|on) & \Gf;fo ,@’Sﬂ m@ = 05
Dallas, Texas — research funding. AP: Merck — institutional research funding. XI, PD, AH, CK, PH, VA: Servier — employees. NL: Alkermes/Mural Oncology, ALX Therapeutics, SOlId seudopapillarv tumor Of the pancreas 1 (4 8) _ roug L. . ® N s s® °
Ascentage, Asana, Beigene, Constellation/Morphosys, Alexion, Cerulean, Forty Seven, Alpine, Merck, Pfizer, InhibRx, Regeneron, Apexian, Formation Biologics, Forbius, P Pap ry P : Immune-mediated hepatltls 1 (4 8) - - - appeared to be moderate at |east up to CyC|e 5 af‘ter a QZW adm|n|strat|on_ & ! ! ! ! , !
Symphogen, CytomX, Incyte, Jounce, Livzon, Northern Biologics, Innovent Biologics, Ikena, Odonate, Loxo/Lilly, Alpine Biosciences, Ikena, Mersana, Macrogenics, Alpine, Squamous cell carcinoma of head and neck 1 (48) - ) ’ Visits O P \00 %00 ,\69 6,00
Helsinn, Seagen/Pfizer, Celgene, Samumed, Astellas, Shattuck Labs, SK Life Sciences, KSQ/Roche, Tizona, Servier, Sapience, Repare, Gilead, Bristol Myers Squibb/Celgene, . A
Ggi—reszzgrfh fund?ng; Jea?\(sa,sgn,:ulos,eArcu:Sioa}SVola:tra?Art;ss,Incyte(—aot%gr;clsgvolutiQon(li/ICe;cineg, guaita,eTizoiz,eC?rile Sﬁ:rﬁwa—i?her. SO e egene ThymiC Carcinoma 1 (48) 1 (50) Tumor pain - - 1 (50) - b NO treatment'|nduced 8095029 ADA deteCted. Dose (mg)
Triple negative breast cancer - 1 (5.0) - Cycle 1 : : :
. . Hot flush - - 1(5.0 - RO = receptor occupancy; SD = standard deviation FC = fold change; MIP = macrophage inflammatory protein; TNF = tumor necrosis factor
. - Uterine leiomyosarcoma 1(4.8) - (5.0)
Presented at the 39th Annual Meeting of the Society for Imnmunotherapy of :

Cancer (SITC), November 6-10, 2024, Houston, TX, USA PT = preferred term EAE = emergent adverse events
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