Efficacy and safety of the DLL3/CD3 T-cell engager obrixtamig in patients with extrapulmonary neuroendocrine carcinomas
with high or low DLL3 expression: results from an ongoing Phase | trial
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epNECs are a heterogeneous and poorly differentiated group of Obrixtamig: a novel IgG-like DLL3-targeting T-cell engager - To date, this study represents the largest prospective dataset for a T-cell engager in patients with epNEC By DLL3 expression and site of primary tumor
aggressive cancers arising from neuroendocrine cells; they are - Obrixtamig has potent preclinical antitumor activity against DLL3-positive cells and - Obrixtamig showed a manageable safety profile in all patients with epNEC in the trial * Encouraging response rates were observed in patients with DLL3"9" disease regardless of epNEC primary tumor site (Table 5)
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associated with poor clinical outcomes xenograft models’ (Figure 1) « The ORR of 40% is promising in the context of typical response rates with chemotherapy (=<0-25%%) and warrants further investigation Table 5. Efficacy outcomes by DLL3 expression and primary tumor site
Figure 1. Overview of the mechanism of action of obrixtamig - Obrixtamig monotherapy showed encouraging and durable responses in heavily pretreated patients with DLL3M3" epNEC Confirmed DLL3hisn
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recgp:i':-ig: “;;as';?ﬁt::ttion S:t;;‘:::;:f;f:; '2:2‘2 with a median AnticD3 K 4P cD3 « An ongoing Phase Il trial (DAREON-5) is assessing obrixtamig in patients with relapsed/refractory DLL3M3" epNEC ORR, % 43 50 0 6 0 0 0
ag d definition of the trials for che-mothsrapy i overall survival cos‘f ) / 4 '{ « This rationale is further supported by the Orphan Drug Designations (from the European Medicines Agency and FDA) and Fast (95% CI) (21-67) (25—75) (0—-49) (1-26) (0-32) (0-56) (0-79)
optimal treatment approach this setting showed of <1 year in the ; Cytolytic Track Designations (from the FDA) for epNEC, highlighting its strong potential as a targeted therapy in an area of high unmet need PR, n (%) 6 (43) 6 (50) 0 1(6) 0 0 0
can be difficult2® ORRS of ~0-25%* second-line setting i synapse DCR, % 64 75 50 28 25 33 0
structure (95% CI) (39-84) (47-91) (15-85) (13-51) (7-59) (6-79) (0-79)
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ata cut-ort: June s
D S ely expressed in * The ongoing NCT04429087 Phase | study » Obrixtamig had a manageable data cut-off: June 21, 2024
CD3, cluster of differentiation 3; DLL3, delta-like ligand 3; epNEC, extrapulmonary neuroendocrine carcinoma; IgG, + DLL3 is expressed on the cell + Obrixtamig is a novel T-cell * A cytolytic synapse is formed, epNEC and_has been identified is assessing obrixtamig in patients with safety profile in all patients with “primary tumor site: nasal passage
immunoglobulin G; ORR, objective response rate surface of numerous tumors but engager that binds to both DLL3 leading to T-cell activation’ as a potential target® DLL3-positive SCLC, epNEC, or LCNEC-L epNEC in the trial
t on healthy cells'2 lls and CD3 on th . i - - .
. g()D;ins ae-la_-cey”cl:i(;asnd :S;:Cneci; _cl:_(_aCZIZ? on the :;f:ijlﬂnoif‘:rr?rgiiize:elelxg,d . DLL3is f’ninimaslslay expressed in who had failed standard treatment . Obrixtamig monotherapy showed Duration of response by DLL3 expression
(/ \_ . leading to cancer cell apoptosis' normal tissues™ * Here, we report the safety and efficacy encouraging and durable response « Obrixtamig demonstrated durable efficacy in patients with DLL3"s" epNEC (Figure 4)
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First-in-human dose-escalation trial of obrixtamig in patients Patient screening and disposition by DLL3 status —— i .y . DLL 3high DLL3/ow
with SCLC, epNEC, or LCNEC-L: NCT04429087 (Figure 2) - All patients were required to have DLL3-positive tumors (>0% of TC with moderate to it E’g’rlfj;‘j"znz’asrizﬁgjfn;Tsfg?i?nm staining at moderate and/or strong intensity 3 — (n=30) (n=30)
_ strong staining with an investigational antibody for DLL3 [SP347; Roche Diagnostics]) ’ e 9 — Median DOR, months*t 7.9 2.8
Regimer B2 Regimen B3 Patients with epNEC » DLL3 testing was performed at the Roche CDx CAP/CLIA Laboratory (Tucson) '% _%. = (95% Cl) (6.2-NE) (NE-NE)
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- Key inclusion criteria: Patients DLL3 expression levels, n (%) Overall and by DLL3 expression g — i}
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:;NEC Positive Negative DLL 3high DLL3kw » Obrixtamig had a manageable safety profile in all patients with epNEC in the trial (Table 3) o 'S, _'._='. N ’ : 8?13tohing
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Sl\clziez%rbed 165 (83) 35 (18) 78 (39) 87 (44) Table 3. Treatment-related adverse events by DLL3 expression T = ""_.. R - . ¢ gg
IV Qw Additional IV regimen central review All (N=60) DLL3high (n=30) DLL3"* (n=30) = = = e 5 >, B PD
Four regimens were assessed, 2 with step-up dosing Failure of or ineligibility for Tl\r]e—a6toed 60 (100) 0 30 (50) 30 (50) = - - = : > >
endpoints: Secondary endpoints: avallable standard therapies _ Any grade Grade 23 Any grade Grade 23 Any grade . — — — . — — . — — —— — — . — T . —
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* DLTs in the MTD evaluation period  Pharmacokinetic parameters and renal function 'f Ry 7 M 4 Cytokine release syndrome 39 (65) 2 (3) 21 (70) 1(3) 18 (60) 1(3) Treatment duration (months)
Staining : Figure 4. Treatment duration and response status by DLL3 expression
. . . Pyrexia 19 (32) 0 12 (40) 0 7 (23) 0 9 P y P
Figure 2. NCT04429087 trial design .
o N o Dysgeusia 15 (25) 0 11 (37) 0 4 (13) 0 « 7 of 30 (23%) patients with DLL3"" disease remained on treatment at the time of data cut-off
*DLL3 positive defined as any >0% TC staining at moderate and/or strong intensity ;
BLRM, Bayesiar? logistic regression model; DLT, dose-limiting toxicity; IV, intravenous; L.CNEC.-L, .Iar.ge cgll neuroendocri.ne carcinoma of the >0% TC* 0% TC* <50% TC* Asthenla 14 (23) 1 (2) 6 (20) 0 8 (27) 1 (3) data cut-off: June 21, 2024.
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OO0 . Decreased appetite 10 (17) 0 4 (13) 0 6 (20) 0
2 Patients Lymphocyte count decreased 9 (15) 7 (12) 7 (23) 5(17) 2 (7) 2 (7) Case stu dy
] ] T Potential neurologic adverse events,
Patient baseline characteristics and treatment exposure including ICANS, n (%) 9 12) o) 917 2(7) oY) 1 DLL3"ish epNEC*
« Baseline characteristics were mostly similar in the DLL3"9" and DLL3'°" subgroups (Table 2) ?ti‘fsi“:;fi};t”ﬁi?ﬁi’i‘ia" patients are reported « A 79-year-old woman, initially diagnosed in September 2021 with « Start of obrixtamig: October 2022
Table 2. Patient demographic and baseline disease characteristics ICANS, immune effector cell-associated neurotoxicity syndrome; TRAE, treatment-related adverse event neuroendocrine carcinoma of the liver (mUItlple IeSionS) . PR after 6 weeks of obrixtamig

» Received first-line etoposide plus carboplatin, with a best response of SD.

Characteristic DLL3Mgh (n=30) DLL3%v (n=30) “][ll:l Effi ca cy Discontinued in May 2022 due to poor tolerability

 Patient continues obrixtamig treatment with good tolerability 2.5 years later; still in PR
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Sex, n (%) | | Overall and by DLL3 expression
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! (43) ! (13) « Patients with DLL3"9" tumors had a high ORR and DCR (Table 4) and greater tumor shrinkage (Figure 3)
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Patients with epNEC treated in Regimens B2 and B3 were analyzed (n=60) Figure 3. Tumor size change from baseline by DLL3 expression . .
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CUP, cancer of unknown primary site; ECOG PS, Eastern Cooperative Oncology Group performance status; Gl, gastrointestinal; GU, genitourinary Cl, confidence interval; DCR, disease control rate; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease Med 201 5’7'302ra1 36’ 9. Matsuo K’ et al. Cancer Sci 2021 ’1 12:2984-92
Acknowledgments: The study is funded by Boehringer Ingelheim. The authors thank the patients and their caregivers for making this study possible and the clinical study teams and investigators for their contributions. The authors meet the criteria for authorship as recommended by the International Committee of Medical Journal Editors. The authors did not receive payment related to the development of H H f I H H I I F LA M . i . . X . . . . _ . . X . .
this poster. Editorial support for this encore poster (in the form of poster layout and formatting) was provided by Isabela Laughland, MSc, of Nucleus Global, an Inizio company, and funded by Boehringer Ingelheim Pharmaceuticals, Inc (BIPI). Writing, editorial support, and formatting assistance for the original poster was provided by Hannah Simmons, MSc, of Ashfield MedComms. BIPI was given the P rese n te d at F I o rl d a S Oc I ety o I n I ca n co ogy p rl n g o n g ress 3 . Scan this QR code or visit Dlsclosures (cor?t). e reporhts G from.Boehrlngelr Ingelheim France; consulting or adwﬂsor}/ rqles for Boehringer I‘ngelhe|m, travel, accommodatlons,l expense§ from Boefringer Ingelhelm, Catélym,.L|IIy. MFS reponsl, honoraria from
opportunity to review the poster for medical and scientific accuracy as well as intellectual property considerations. E 5 -=I' E the URL to access the poster ?rlit\ol M%/ers Squg)b F(I)l':;datlog, MbSbD';:con:uItmg :;Sagvgorylroles;or ﬁatalym,lMSD, Numgb; institutional res&fearchAfundlzng from $O|(Ch: ENII\sreports consulltmg or adv:céry r:les forlBoel:nngerw:ggelhelm, L|IIyI, Roche, Sar?;ﬂ; T]peakerT bun;eheau
Disclosures: ch repons consulting or advisory rolgs fqr Advan.ced Accelerator Applicat?ons, Bay(_er, Ei§ai, Esteve, Exelixis, Ip.sen, Isotopen Technglogien, Lilly, Merck Se.rorlmo, l.\lovanisl, Pfizer, Roche/G.enentech, Sanofi; speakers buree?u for Bayer, Eisai, Esteve, Hutchiso-n. MgdiF.’harma, Ipsen, Isotf)pen Technologien, Lilly, Merck Serono, Novartis, Pfizer, Sgnofi; instifutional research fund-ing from Advanced 0 rI a n d o F L U SA Ap rl I 1 0_1 1 2 02 6 1 = méﬁgfgzgnsj:qm; ZC'(I; r:;fnser;i::;,oyr:itst wi);:r;o;l::nger?ﬁg;;g:{_ " repg::tz Zaqy‘;|o;;e(:tt\:;t\;eé::ﬁ3nmgn;?|:;Z;:i,:)_(F‘ﬂ;szzofgho:gfar;n?;z Aib?/i:: Amgr::a:zt:”n:; %);2’1::;::; AZﬁa;r;iZL;gBeay:TéeiGer::n)glsu:rpr:i;;toi/ln;:?;:gts, Bz:h::g: I:gzlh::.’ ~ BO eh I-in e r
Accelerator Applications, AstraZeneca, Bayer, Eisai, Gilead Sciences, Ipsen, ITM Solucin, Novartis, Pfizer, Roche/Genentech; travel, accommodations, expenses from Eisai, Gilead Sciences, Ipsen, Pfizer. VG reports consulting or advisory roles for Boehringer Ingelheim; institutional research funding from Amcure, Astellas Pharma, AstraZeneca, Bayer, BeiGene, Bristol Myers Squibb, FibroGen, L) y L) y i " Lo . . . - . . " . §
. . . X : . . . I . . 8 . . . . . e . - . X . Bristol Myers Squibb, Daiichi Sankyo Europe GmbH, DISCO Pharmaceuticals, Ellipses Pharma, Genmab, Janssen, Lilly, Merck, Mirati Therapeutics, MSD, Novartis, Nuvalent, Inc., Pfizer, Regeneron, Roche, Seagen, Takeda, Turning Point
Genentech, Lilly, Medimmune, Merck Serono, MSD, Natera, Novartis, Roche, SERVIER, Sierra Oncology, Takeda; travel, accommodations, expenses from Boehringer Ingelheim. YK reports honoraria from Kyowa Kirin, Lilly Japan, Taiho Pharmaceutical, Takeda; consulting or advisory roles for AbbVie, Amgen, Incyte, Noile-Immune Biotech, Inc, Takeda; institutional research funding from AbbVie, Amgen, *C d th I dd L d I h t I Materials obtained through Quick Therapeutics. Zuelliq Pharma: consulting or advisory roles for AbbVie. Amaen. AstraZeneca. Baver. Blueprint Medicines. Boshringer Ingelheim. Bristol Myers Squibb, Daiichi Sankyo Eurone GmbH. lanvta. Janssen. Lilly. Loxo/Lilly. Merck. Mirati o
Astellas Pharma, AstraZeneca, Boehringer Ingelheim, Bristol Myers Squibb Japan, Carna Biosciences, Chugai Pharma, Daiichi Sankyo/UCB Japan, Genmab, Incyte, Jiangsu Hengrui Pharmaceuticals, Kyowa Kirin, Lilly, Merck Serono, Novartis, Ono Pharmaceutical, Taiho Pharmaceutical, Takeda; travel, accommodations, expenses from Amgen, Chugai Pharma, Incyte. OBA reports consulting or advisory orresponaing autnor emall a ress: jcapaevi a@V 10.ne Response (QR) Code are for Therapeutics’ Novagis Nuvalént Inc ngizer Rochery Seaaen Takedz;' ins?itu{ional reseamh’ funiliin, fron?AstraZeneca YBristoI Mgers Sg uibb Janssen N{)varﬁg Pfiz'er' travel acczmmod;tions ex’eisis }rom Am ’en yA,straZene::; Janssy,en
roles for AADI, AstraZeneca Canada, Bristol Myers Squibb Foundation, Ipsen, Pfizer, Seagen, Taiho Oncology; institutional research funding from Arcus Biosciences, ASCO, Boehringer Ingelheim, Bristol Myers Squibb Foundation, Calithera Biosciences, Corcept Therapeutics Inc., Cue Biopharma, GSK, Hutchison MediPharma, Inhibitex Inc., Ipsen, Merck, PCI Biotech, Suzhou Transcenta Therapeutics Orlglnally presented at the American society of Clinica| onCOIOgy (ASCO) Meeting ChicagO "_ USA May 30_June 3 2025 and mOSt recent'y at the E personal use only and may not be MerckpMirati’Thera eu}ics Nova‘rﬁs -I;’fizer éanofi MW rg 0"18 hOnOr;ria from Amaen. Bristol M ei Squibb GmbH & ’Co KG Bgehrin qer Iny olheim éWT Jan;sen L’iII Me‘rck Serono Novar,tis Fllfizer SYNLAB'gcor;suItin o adv’iso mle; | I nge el I I I
Co., SynCore Biotechnology Co. Ltd., Syros Pharmaceuticals Inc., Taiho Oncology, Xencor Inc. DM reports stock and other ownership interests in Abbott Laboratories, Bristol Myers Squibb/Medarex; consulting or advisory roles for AbbVie, Arcus Biosciences, Bayer, Bristol Myers Squibb/Medarex, G1 Therapeutics, Johnson & Johnson/Janssen, Lilly Medical, Mirati Therapeutics, Natera, Tubulis GmbH; . . ’ ’ ’ ’ ’ ’ reproduced With‘_JUt permissi'on from for A ’ AstraZ P B B ,h Y | Ih‘ im. B 'pt M Saquibb. Daii S S’ Kvo E 4 Gq bH. ImCheck Th. ’ tics. | 9 ti 9 ISA P'h ’ tical ,L'II y'N tis. Ph ’ M R‘ ’ Tacal ’ 7z 9 Ks: instit :y |
institutional research funding from AbbVie, Altum Pharmaceuticals, Arcus Biosciences, Array BioPharma, Astellas Pharma, AstraZeneca, Baxter, Boehringer Ingelheim, Bristol Myers Squibb, Celgene, EpicentRx, Genprex, Heat Biologics, HiberCell, ImmunityBio, Incyte, Lilly, Merck, NeolmmuneTech, Pfizer, Roche, Surface Oncology, Y-mAbs Therapeutics; patents, royalties, other intellectual property from HematOIOgylonCOIOgy Pharmacy Association (HOPA) Annual Conference, New Orleans, LA, USA, March 25—27, 2026 the authors of this presentation rZ;eaTch'?rf]l'mdSir:; f?:rflCFz)chaey'et?avZF arclzg:mr;%eati;n; e:pse(r)]sesy?rrzm 1l::19én Z”sir;zs:eg: BL:{;ETMerS S’qTibb e;aiichleirgzi:;zséur:;?: I((B::;bH GEEJ;E;;G;J“:;::'CSI IZ;/ar?c\:ls I;is;;the:;r):;ti:sn J:r?sir;r?r‘moal‘ggyyxl\’/leZcrzesvgz)nst; |r;s%i|Z:r|ona
Genprex. https://go.boehringer.com/5Lgb : . ' ' ' ' ' ' ' ' ' ' ' ' '
Sanofi/Aventis

© 2025 American Society of Clinical Oncology, Inc. Reused with permission. This abstract was accepted and was originally presented at the 2025 ASCO Meeting. All rights reserved.



