Efficacy, safety and PKPD of 23ME-00610, a first-in-class anti-CD200R1 antibody, in patients CBN # 620P
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9 Figure 1: 23ME-00610 ('610), a Fully Humanized, Effectorless IgG1, Inhibits Figure 4: 23ME-00610 Excellent PK and Full Target Engagement at 1400 mg Q3W Figure 7: Tumor Expression of CD200R1 Pathway Components

- CD200R1 was identified as a promising immuno-oncology (IO) target from the 23andMe database . Immunosuppressive CD200/R1 Signaling via High Affinity Binding to CD200R1
Pleiotropic causal variants with opposing effect on risks for cancer and immune diseases, referred to _ ]
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as an IO signature, were observed for 3 critical components of the CD200R1 pathway, including CD200-CD200R1 COHORT 48 - MSI-HITMB-H (Cycle1, 1400 mg, N=T1-12) . @ Vodianvalue :
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CD200-expressing tumor cells in preclinical studies ' (Figure 1). ECI0 in tumor all evaluable patients evaluable. was 55.7, st. dev. 68. 2 patients did not have evaluable

reversal o_f immune « Apparent me_dian Cycle 1 half life of ~13-15 days supports Q3W archival tissue for IHC staining.

- 23ME-00610 is currently in the Phase 2a portion of a Phase 1/2a clinical trial in participants with o om0 or better dosing
advanced solid malignancies (NCT05199272) (Figure 2). Based on data from the first N=28 patients, may re6eue mmUne cells and Teactivate C
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dosing, full target engagement with peripheral saturation at doses = 60 mg, and pharmacodynamic FN: interferon; L interleukin: NK: natural kiler; RasGAP: Ras-specific GTPase-activating proteins; TME: tumor microenviranment Figure 5. Response and Duration of Treatment (Swimmer’s Plot) B 8 357 . ST TR :
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glglg(;eM 2.I!3hase 1/2 Study Design in Patients with Locally Advanced or Metastatic CD200R1 = 15% pos. IC CD200 H-score = 115 CD200R1 = 1% pos. IC CD200 H-score = 0
ol zlig)Elridiss Characteristic N =13 Characteristic N =13 Representative images depicting range of CD200R1 and CD200 expression.
Part A: Dose Escalation Part B: Dose Expansion Age, median years (range) 60 (36-79) Prior Systemic Cancer Therapy, n (%)
N=28 N N=90 Sex, n (%) Anti-PD/PD-L1 11 (85%) 0 1 5 3 4 5 5 7 3
1400 mg Male 6 (46%) Anti-VEGF 5(38%) Time from 23ME-00610 First Dose (Months)
>l Kidney cancer Female 7 (54%) Anti-CTLAL 1(8%) I Cohort 4B - MSI-H/TMB-H (1400 mg) C O N C L U S I O N S
Race, n (%) Anti-TIGIT 1(8%)
>4 Ovarian cancer Whit 9 (69%) Vi tollit TMB stat (%) . . .
e ° icrosateliite or TMB status, n {76 « 23ME-00610 continues to show an acceptable safety and tolerability profile, full
» Neuroendocrine cancer Black 2 (15%) MSI-High 5 (38.5%) Table 2. Response and Duration of Treatment peripheral target engagement, and PK that supports Q3W dosing, though limited
TR e Other/unknown 2 (15%) Not MSI-High (Stable or Low) 5 (38.5%) anti-tumor activity as monotherapy in a small cohort of participants with
Ethnicity, n (%) TMB-High 11 (84.6%) TMB-H/MSI-H tumors.
>B8 Adolescent solid tumors Hispanic or Latino 1(8%) TMB Status Unknown 1(7.7%) Best Overall Response n (% . .
el _ _ P (%) - Related AEs were generally grade 1 or 2 in severity.
, Small cell lung cancer Not Hispanic or Latino 11 (85%) TMB-Median (range), n=11 18.3 (10-66) Complete Response (CR)' 0 (0.0)
p Unknown 1(8%) Primary tumor location, n (%) Partial Response (PR) 0 (0.0) - Related irAEs occurred in 1 patient, were grade 1and 2 in severity, and manageable
*Cohorts 2 and 3 also enrolled patients at 600mg dose level Geographic Region, N (%) Colorectal 6 (46%) Stable Disease (SD) 4 (30_8) |n natu re
. 223ME-0610 administered IV every 21 days USA 11 (85%) Endometrial 2 (15%) Progressive Disease (PD) 7(53.8) - No grade 4 AEs or AEs that led to death or discontinuation occurred.
- Expansions had target enroliment of 15 patients per cohort Canada 2 (15%) Cervical 1(8%) Not Evaluable (NE) 2 (15.4) _ _ _ _ o _ _
£COG, n (%) Breast (HR+/HER2+) 1 (8%) Disease Control Rate (DCR) 4 (30.8) + 1400 mqg results in full peripheral saturation with limited ADA with no apparent impact
0 1 (8%) Head and neck T (8%) 1. Complete response, partial response, table disease and progressive disease as defined by RECIST 1.1 criteria on exposure or Safety
_ 1 12 (92%) Skin 1(8%)
Figure 3: Schedule of Assessments _ — _ _
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Blomarker Strategy Clinical Activity ot ines o Treatment Figure 6. Maximum RECIST Change vs. CD200 Expression vs. Prior Thera
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Pharmacodynamics el (eg., CT/MRI) - [ No expression 2017;148:236-242; 10. Rasco DW, et al. J Clin Oncol. 2024;42 (suppl 16): abstr 4129; 11. Khaki AR, et al. J Clin Oncol. 2024;42(suppl
by RECISTI.] @ 0% B Notavailale 16): abstr 5575.
S f t A t E 20% CD200 H-score
R ... afety Assessmen & Clinical . . .
Assessments « Polygenic Risk Score _ _ _ _ g 0% PD - — —_— D200
- All patients reported adverse events in the TMB-H / MSI-H cancer cohort, of which, 9 patients 5 s 78 72 NA 95 NA 0 0 5.5 0 0 ' bscore D I S C L O S U R E S
o | (69%) reported adverse events related to study treatment. S 0%
Archival or baseline « Assessment of target pathway expression in tumor tissue 5
tumor biopsy . CD200 IHC (Ventana SP517 assay) | | | | | | o -30% DOl for presenting author, Aung Naing: Research funding from NCI, EMD Serono, Medimmune, Healios Onc. Nutrition,
assessment - CD200R1IHC (Ventana SP503 assay) - Related AEs reported in more than two patients in this cohort included: fatigue (n=4), headache -40% SD300 Frssore Atterocor/Millendo, Amplimmune, ARMO BioSciences, Karyopharm Therapeutics, Incyte, Novartis, Regeneron, Merck,
(n=2)’ and nauses (n=2), with other adverse events genera”y similar across the entire Study. 50% BristoI—Mers Squibb, Pfi;er, QytomX Therapeutics, Neon Therapeutics, Calithgra Biosciences, TopAlliance Biosciences, Eli LiI.Iy,
Kymab, PsiOxus, Arcus Biosciences, NeolmmuneTech, Immune-Onc Therapeutics, Surface Oncology, Monopteros Therapeutics,
| of 13 patients had 2 related irAE ( de 1 ] de 2 h thvroid ) Tx BioNTech SE, Seven &amp; Eight Biopharma, SOTIO Biotech AG, and GV20 Therapeutics; On advisory board/Consulting fees from
Pharmacokinetics . _ . . . * 10 patients Na related IrALS (grade | nausea and grade ypotnyroldaism,). > _ | Headand | Unknown Breast | | “Baso- CTI, Deka Biosciences, Janssen Biotech, Mural Oncology, NGM Bio, PsiOxus Therapeutics, Immune-Onc Therapeutics, STCube
CID] to CI5D]7 Sparse Sampllng, except Cland C4, Concentration-time proflles, PK parameters by NCA § Disease type Uterine | Colorectal Neok primary Colorectal | Colorectal | (ppriiErs) | Colorectal | Colorectal |Endometrial| Colorectal | Cervical squamous” Pharmaceuticals, ONcoSec KEYNOTE-695, Genome &amp; Company, CytomX Therapeutics, Nouscom. Merck Sharp &amp; Dohme
. : : : : : S | Anti-PD-[L]1 Corp, Servier, Lynx Health, AbbVie, PsiOxus; Travel and accommodation expense from ARMO BioSciences, NeolmmuneTech, NGM
Acrossthe entlr_e study, tWO_ SAEs were reported a_S related by the investigators, including a = ANt-CTLAG - - - Biopharmaceuticals; Honoraria for speaking engagements from AKH Inc, The Lynx Group, Society for Immunotherapy of Cancer
Immunogenicity | | | grade 3 deep vein thrombosis (DVT) and grade 3 diarrhea. £ _ (SITC), Korean Society of Medical Oncology (KSMO), Scripps Cancer Care Symposium, ASCO Direct Oncology Highlights, European
CIDT to CEDT Predose sampling; ADA baseline Prevalence and treatment-emergent ADA Incidence 5 Anti-VEGF Society for Medical Oncology (ESMO), CME Outfitters.
* | Anti-TIGIT Study sponsored by 23andMe, Inc.
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