Efficacy, safety and PKPD of 23ME-00610, a first-in-class anti-CD200R1 antibody, FPN # 1760P
In patients with advanced or metastatic clear-cell renal cell carcinoma (ccRCC):

23andMe
Therapeutics

ESMO 2024 Annual Meeting

Results from a multi-center multi-country Phase 1/2a expansion cohort sontember D

Julie I. KRYSTAL*', Ali Raza KHAKI4, Alexander I. SPIRA3, Albiruni Ryan Abdul RAZAK®, Daniel MASLYAR®, Dylan GLAT T>, Ching-Chang HWANG?>, Anh DIEP~>, Maike SCHMIDT>, Roo VOLD? Barcelona, Spain

*corresponding author, 'Cohen Children’s Hospital, Northwell Health, New Hyde Park, NY, USA; <Stanford University, Stanford, CA, USA;
Virginia Cancer Specialists, Fairfax, VA, USA; “Princess Margaret Cancer Centre, University of Toronto, Toronto, CA; °23andMe, South San Francisco, California, USA reprodusst wihabE ihTHene T o A E L

PATIENT VIGNETTE

BACKGROUND RESULTS

CD200R1
. . o Table 1: ccRCC Patient Demographics and Disease Characteristics Figure 4: Swimmer Plot - - ' ' ' ' ' itini itinib. ipili
. CD200R1 was identified as a promising immuno-oncology (I0) target from grap g 61_ year-old male WIth_C?RCC dlagn_osed in 2012. Prew_oqsly_treate_d with sunltln_lb, aX|t|n|b,_|p|I|mumab |:_>Ius
the 23andMe database '. Pleiotropic causal variants with opposing effect on Characteristic N =10 Cohort 1B - ccRCC nivolumab, cabozantinib, pembrolizumab plus lenvatinib, tivozanib, and belzutifan. Following progression
risks for C?ncer and |r|nmune dlsease?, ref%rr%dogo asan |0 SlgnaJlture, were Py ———— o4 (4575) - on belzutifan, the patient initiated 23ME-00610 on December 2023,
observed for 3 critical components of the CD200R1 pathway, including ’ ] e : - o
. . . .’ . o >
CD200RY1, its sole ligand CD200. and the downstream signaling protein DOK2. Sex,n (%) - currently cycle >11 cycles with confirmed PR (38% decrease)
| | | | Male 7 (70%) ¢
- CD200R1is expressed onimmune cells and binds to CD200, its only known e 5 (30%) ¢
igand in hgmans, downregulatl_ng promﬂamma’_cory cyt.oklr)es Dy activated T Race, n (%) I Target lesions Skin lesions (1'3 cm dlameter)
and myeloid cells and/or hindering immune cell infiltration into tumors, and | —
promoting an immunosuppressive microenvironment in human cancers, viinilE 10 (100%) S _ _ _
where CD200 is highly expressed?® (Figure 1). Ethnicity, n (%) Screening Cycle 11 (month 8) Screening Cycle 11 Screening Cycle 11
Hispanic or Latino 3 (30%) 0 1 2 h ‘ ° 6 7 8
23ME-00610 Not Hispanic or Latino 5 (50%) e ftmcj::fi:_f;g::;: ::)e Honthe
« 23ME-00610 is a first-in-class IgG1 antibody that binds CD200R1 with high Unknown 2 (20%)
affinity (K < 0.1 nM) and inhibits immunosuppressive signaling, leading to Geographic Region, n (%)
restoration of T cell activity and killing of CD200-expressing tumor cells in USA 7 (70%) Figure 5: Putative CD200/R1 Activity & Indication Selection
preclinical studies' (Figure 1). Canada 3 (30%) for Expansion
. _23ME—_OQ61O IS C_urrently inthe Phase 2_a portic_)n of a Phase 1/2a clinical trial ECOG CD200R1 and CD200 are Expressed in ccRCC
in participants with advanced solid malignancies (NCT05199272). Based on 0 3 (30%) L ) |
the data from the first N=28 patients in all tumor cohorts, 23ME-00610 1 6 (60%) e e 2
demonstrated acceptable safety and tolerability, a favorable PK profile 2 1(10%) @ 5 e
. . . . : Ps 4 & "
supporting QSW dosing, full target en.gag?ment with p?r!ph.eral Sa.turatlon at Years since Initial Diagnosis, median (range) 4.9 (1.4-17.3) Ve oo ) Ceed Py
doses = 60 mg, and pharmacodynamic evidence of activity, including _ Y N S ' /
on-target immune-related AEs, a > 50% stable disease rate, and preliminary IMDC Risk Group e N A
evidence of clinical benefit in multiple indications including neuroendocrine Favorable 2 (20%) ke "’) - G (oran < 0 (oram <
. . rown) SNOwWs rown) SNOwWs rown) SNOWsS
and Oovarian Cancer10-12_ Intermediate / (70%) expression on immune cells expression on tumor and endothelial cells expression on endothelial cells
Poor : (10%) (10% pos. immune cells) (H-score 160) (H-score 1)
Figure 1: 23ME-00610 (‘610), a Fully Humanized, Effectorless ARG G LT Es el (k) 4 (2°7) tumor fypesbagedon HCorRNA  (Clearcell  Cancer - Tumors | (IMBALMSLM)  Cancer (SCLO)
IgG1, Inhibits Immunosuppressive CD200/R1 Signaling via High Prior Systemic Cancer Therapy, n (%) o200 - - : o
Affinity Binding to CD200R1 anti-PD/PD-L1 10 (100%) CD200RT ! o '
VEGF TKI 10 (100%) cytolytieindex ' " "
CD200-CD200R1
immune suppression coue anti-CTLA4 3 (30%) ccRCC, clear cell renal carcinoma; MSI, microsatellite instability; NET, neuroendocrine tumor; SCLC, small cell lung cancer. Published RNASeq data was normalized to housekeeping
CD200-CD200R1 binding initiates signaling Cygc:cl)?c?):(ic Thelper cell _ o genestoallf)chrossco.mp?rlson among datasets. _ o _ _ _
via DOK2 and RasGAP to downregulate el mTOR |nh|b|tor 3 (30%) The cytolytic index, which is calculated from mRNA expression levels, used as proxy of pre-existing anti-tumor immunity
Contriouting 1o an ImmUMoRUppresSive TME. 3 \ oy
Safety Summary Figure 6: Best % Change of SoD by RECIST v1.1
. 9 0f 10 patients reported adverse events (AEs) in the ccRCC cohort. CD200 H-Score
I 100-300
- 5ot 10 patients had treatment related AEs all of which were either grade 1or 2. = 150 @
40% | : \
- Related AEs reported in this cohort included (one each): fatigue, nausea, G 30% N\ Not avaiabl . R |
L : : QO  20% \ 38% reduction
vomiting, ALT increased, AST increased, dry mouth, headache, T o (C by RECIST V1.1
gastroesophageal reflux disease, and constipation and generally similar to the S o 2D LS 9 N
adverse events reported across the entire study. 5 o £ 50 A
reversal ofimmune « No high grade AEs or AEs leading to discontinuation were reported. g i G\e
suppression S J P T GE, S—o—o0 © SUM
08 op AoGirosrsigusling, anich « Across the entire study, two SAEs were reported as related by the investigators, o S 40 ©- Lung (lobe)
ot et oo redponage. including deep vein thrombosis (DVT) (G3) and diarrhea (G2). S ol E = 1 ° 1 7 ° | ak c © Lung (pleural)
et A rore e, o0 cterof st D0 kgt 1 sl st et e Anti-PD-[LJ1/TK @ © Abdomen (subcutaneous)
Anti-PD-[L]1/aCTLA4 EI’ 20 o o - Lymph Node (supraclivical)
ﬁr:,i{ciaé[r:];y © Abdomen (peritoneal)
METHODS Figure 3: 23ME-00610 Excellent PK and Full Target Engagement at THImonotnerspy ©
1400 mg Q3W :TIOR_f e o o oa
elzutifan (\ \ (1/ ,1)
& & & &
: B D
Figure 2: Schedule of Assessments A COHORT 18: CeRCC (1400 g, N=10) COHORT 18: ccRCC (1400 mg, N=10) Figure 7: Tumors that are more vascularized may be more likely
@ vedanalue to have clinical benefit with 23ME-00610 treatment
6000 - oluble at Predose
Biomarker Strategy Clinical Activity ~ fA;dizln:cgiogg}thpcbZe)
Baseline, or CID] to C2D] Every ~8 Weeks £ Range: 2168 to 4812 pg/mL
2 1000- —~ : 250 - 0.0116 0.0012
~ ) - * *%
2 £ . — —
= o CONCLUSIONS REFERENCES
armacodynamics « Soluple rree assessments s - i
(eg., CT/MRI) by RECISTI] 3 o L 900
o S = . . . 1. Fenaux J, et al. Oncoimmunology. 2023;12(1):2217737. 2. Mihrshahi R, et al. J
S 9 o £ : - 23ME-00610 shows acceptable safety and tolerability and at 1400 mg Q3W in Immunol. 2009;183(8):4879—488(%;y 3 Timr(n)erman LM, et al. PLoS Onre.
Jost Genetic ' Gelnotvping 3 2 ? a : patients with ccRCC. 2021;16(3):€0244770; 4. Misstear K, et al. J Virol. 2012;86(11):6246-6257; 5.
S  Polygenic Risk Score = € 2000- € : - - Salek-Ardakani S, et al. Eur J Immunol. 2019;49(9):1380-1390; 6. Choueiry F, et al. J
c' E 150 ] —_ ’ ’ ’ y ’
_ = & § . Rel_ated AEs were G1/2 I_n severity. o Immunother Cancer. 2020;8:e000189; 7. Moreaux J, et al. Biochem Biophys Res
PRIl . 0200 IHC (Ventana SPS17 assay) S o | - - NoirAks were reported in ccRCC cohort, although prior immune therapy or Commun. 2008;366:117-122; 8. Vathiotis IA, et al. Cancers (Basel). 2021;13:1024; 9.
SN B . OD20OR IHC?\?e:r’;:na SP503 mecs ) S U0 10 20 0 400 500 © : Egrigtgeell:a’cl|gggs(:wnf racgval counter-selection for patients with past irAE events may have introduced bias. Love JE et al. Am J Clin Pathol. 2017;148:236-242; 10. Kummar S, et al. Cancer Res.
assessment Y 2 £ 100 - fumors were not evaluable) . . . 2023;83(8_Supplement):CT174. 11. Rasco D, et al., Journal for ImmunoTherapy of
Time (Hours) 0 - S : wore quantifiod in tumor e, - No AEs that led to death or discontinuation. Cancer 2023:11:doi: 101136/jitc-2023-SITC2023.0619 12. Glatt DM, et al., Journal
C . . . -11- i - _
= : o » Presumptive RP2D of 1400 mg achieves prespecified PK target and fully saturates for ImmunoTherapy of Cancer 2023:11:dol: 10.1136/jitc-2023-SITC2023.0609
Pharmacokinetics | | L . | o | | 50 3 HSE analyzer, Lunit SCOPE IO soluble CD200R1, the PK profile generally supports Q3W dosing, and there was
S e R Sparse sampling, except C1and C4; Concentration-time profiles, PK parameters by NCA « PKof 23ME-00610 is generally similar in dose escalation and dose expansion cohorts : ggmors tfj[a’é_slh“{[hk or had negligible ADA with no adverse impact on exposure Nor clinical actiivity. D I S C L O S U R E S
. A dose of 1400 mg achieves prespecified PK target at trough > EC90 in tumor : C:aeraaii :riie:jlf)?/ ;\?ghaerre Sarti _ _ 5 (o f
. Apparent median Cycle 1half life of ~13-15 days supports Q3W or better dosing ): endothelial cell density. ° afrtla resporl;scecaniﬁ?}QOr:ngS;%aotTent duration > 3 (%%eCEQ%rOaHtreatment
Immunogenicity predose sampling: ADA baseline Prevalence and treatment-emergent ADA Incidence . Minimal treatment-emergent ADA; ADA does not appear to meaningfully affect PK PR/SD PD PR/SD PD PR/SD PD refractory ccrLL with hig UMOr Expression -score). Study sponsored by 23andMe, Inc.
CIDTto C6DI « Complete saturation of free sSCD200R1 by C2D1 observed in all evaluable patients tuMor area stromal area combined * Pre“minary baseline tumor analySiS SuggeStS that besides CD200 expression, Corresponding author email address: JKrystall2@northwell.edu
higher vascularization may be associated with benefit from 23ME-00610 treatment. DOI for presenting author, Julie Krystal: No declarations of interest.




