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BACKGROUND RESULTS

Genetic Signature ULBPG6 is the Highest Affinity and Most Immunosuppressive NKG2D Ligand 23ME-01473 Augments Immune Cell-mediated Tumor Cell Killing Through ULBP6/2/5 Are Expressed in Squamous Cell Carcinomas and a Subset
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signature. RAETIL (gene encoding ULBP6) exhibits this I/0 signature (Figure 1). Y Figure 5: NKG2D and FcyRllla activation synergistically enhances immune Figure 7: ULBP6/2/5 are present on tumor cells and in cancer patient plasma
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A) mRNA expression of RAETIL (ULBP6), ULBP2, and RAETIG (ULBP5) in cancers from TCGA.
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SME-01473 Is a high-affinity Fc-enhanced humanized monoclonal antibody that binds with high < (nM) = SD sNKG2DL (nM) y o .
specificity to UL.BP.6  ULBP2, and ULBPS and blocks their soluble f(?rms from interacting WithNKG2D A) ULBP6 has the highest bin[:jing affinity for NKG2D B) sULBP6 is more suppressive than sMICA. IL-2/15-primed healthy donor A) Activation of NGK2D and FcyRillla is synergistic. Healthy donor B) The Fc-enhanced domain of 23ME-01473 results in increased — “v [ ° ‘ ’
to restore the binding of membrane-bound NKG2DLs to NKG2D (Figure 2A). Equilibrium dissociation constant K, (nM) for all human PBMCs(were Cul)tured with COV6.44 cells and soluble MICA (SMICA) or Zi“égéﬁfgifﬁ 'f;*;i‘;t“;'i? 223?@’2 fj;grar;ca?c;g}c/?/;fs':ﬁ\a/Sx/lgz,ted for ﬁr?i?sc &‘5&? t\:\(/)ané anueCe;fsir?esf iiczgggoen%rgiggrrtceefl:?rgenlr? gvperclnlr?ngtga s ° T 4 z = Z\EZ
. ST _ - NKG2DLs binding to NKG2D as measured by Biacore. ULBP6 (sULBP6) and the supernatant harvested for IFNy analysis IFNy analysis via Luminex. Statistical significance was determined ADCC assa;/ cultured with COV644 and an Fc-enhanced (11473), o
T?éé\[/\jlgag?;;})ehbmdml’g] of 23dME‘fO1?7? tOFU lei612/5 on thetsurftgk;:edof gancerdceIJI[s, tlrl]el FC domain ULBP4 is not shown, as no binding to NKG2D was detected. via Luminex. by one-way ANOVA ***p<0.001, ****p<0.0001, ns = not significant. Fc WT, or Fc-attenuated anti-ULBP6/2/5 antibody, or an ;\1 y 3 . RAETIG
O - as ennancea altinity 1or rCyrxilla to augment antidoay-aepenaent Celiular Fc-enhanced isotype control. o 1- o
cytotoxicity (ADCC) (Figure 2B). C . % T' .
_ o _ _ _ _ = 109 s Fc-enhanced Isotype T J
« The combined synergistic mechanisms of NKG2D and FcyRllla activation mediated by 23ME-01473 2 e FCWT 0] ememes e doasab - _l_ e e e
restore NKand T cell-mediated anti-tumor immunity, which may provide benefit to patients with § 87 -e Fe-enhanced (1473) 1 ' riti thelial Fibr ' i ' ' '
; - - - _ o Bcell Dendritic Endothelial Fibroblast Macro- Malignant BMast Myocyte  Tcell
cancers resistant to immune-checkpoint inhibitors due to the loss of tumor cell recognition 23ME-01473 Binds with High Affinity to ULBP6, ULBP2, and ULBPS = 6 - C) 23ME-01473 results in enhanced tumor cell growth control. phage  cell
via MHC | Tn COVb44-GFP cells were cultured with healthy donor PBMCs, B) ULBP6/2/5 mRNA are expressed primarily in malignant cells of the tumor microenvironment. Single cell mMRNA expression of RAETIL, ULBP2,
| Figure 4: 23ME-01473 paratope is highly conserved among ULBP6/2/5 and = - 1 easured as OFP area perwiell o doWInWES and RAETIG in stromal, immune, and malignant cels from 18 treatment-naive HNSC tumors.
. 23ME-01473 is currently being evaluated in a Phase 1 clinical trial (NCT06290388) as a J o paratope gnly J 8 _
monotherapy for patients with advanced solid tumors overlaps with NKG2D binding site E 27 C HUSE
' 5 2888825064 1 O ST | R W T [ e g s
- ~
O+—r—rrrrrrrr T N
A B 0 50 100 =
onservation Amon onservation Amon Tsllj,;l . m T e Tt
ULBPE and ULABPZ/Sg ULBP6 and UL§P1/3/g4 Time (Hours) N w."*«ww»"""
- LfggR 23ME-01473
. . . . epitope - }
Figure 1: RAETIL (ULBP6) genetic immuno-oncology signature . 23ME-01473 Restores NK Cell-mediated Tumor Growth Control m
N-glyc N68 <
O
qh, N-glyc N82 : . . . . - - E
o Basal cell carcinoma B~ ‘ — i Figure 6: 23ME-01473 inhibits growth of a NSCLC PDX model in vivo
1Itope on HC indaing site -
© _ 20 . ULBP6 BN ES  epitope on ULBPG 5o C) Consistent with mRNA data, ULBP6/2/5 and MICA/B proteins are highly expressed in squamous cell carcinomas and a subset of
Hashimotos > SPoRe LA, X A E adenocarcinomas as detected by IHC
> r 110 é“‘-’ f Ve 4 ULBPSIZIS. . MIC B . Y
' ' © LC [\ Yy D S " :,‘:‘ ¥k SOER R Roh fol ted o VGE 5N TRY
0 Mosquito bites > | 0 ! e 3 epitope ,4,") 5 800 — D £
5 _ Naw 6 conservation L NKG2DB oy
= Alopecia areata = -~ o 15000 — 100 -
g S -10 ~ ~ : o
- Poison oak ! A) The 23ME-01473 paratope is conserved among B) The 23ME-01473 paratope overlaps with the NKG2D binding site to block the _EI 600 — —— _EI - 9 c 30 -
-20 ULBP6/2/5. The colors represent the % amino acid ULBP6/2/5-NKG2D interaction. Crystal structure of 23ME-01473 Fab domain = * 7 T T > 7 s -‘.C—U,
Alopecia universalis conservation between ULBP6, ULBP2, and ULBP5 (left (right, in purple) or NKG2D (left, in gray) in complex with ULBP6 (orange). T D e e o @ o o O R Gg AL RS g 10000 7 % %
panel) and between ULBP6, ULBP1, ULBP3, and ULBP4 The coding SNPs are shown as green spheres, and the ULBP6 epitope that is Lo _ Lo B A= 060
(right panel). recognized by 23ME-01473 (left) or NKG2D (right) are shownin the insets. o Is_’:o’.c‘y.pe cc‘)»:‘n‘tr'ol ) Ty ISotyp?contro| - ry g 400 s g _ g 8
A variant of RAETIL (ULBPG6) exhibits the I/0 genetic signature, with significant (p < 5 x 108) opposing risks for cancer (shown in red) and T O et ' ’ ﬁ b o ‘% QL Q T o> 40 -
immune phenotypes (shownin blue). N RES P .:{f’,.i‘-f '- ~~» SR S 200- _* 5 5000__ % 2
: ' I8 0. ais)'? X8 AEREEe e s By 7 n @)
w; o ; ’\\1‘5: e ‘f l g i %)) 2 20 n
LT et A el LS @ ] X
.‘ X . 1‘0‘ ,.‘ : : : 0 g : R*=0.9239 0 [ [ [ | | I I |
T X . Vie ST OE D e Co Bl 0 T T [ T T T T [ T 1 (:) C_.S % (LU?) © (:,)) -CCJ% (:,5) CCD(:,J) o
Table 1: 23ME-01[|.73 ('1473) binds ULBP6I2I5 A) ULBP6/2/5 and MICA/B IHC expression (top panels) and the corresponding B) Soluble ULBP6/2/5 concentrations in the 0 500 1000 4@ D b %O %g gqc)g 38 E
isotype controls (bottom panels) in NSCLC PDX resected tumors. sera of mice implanted with NSCLC PDX tumors. ) § 5 © L0 8 8 O ©
] ] ] Tumor Volume (mm3) 8 o oo T o O 2
Figure 2: Proposed Mechanism of Action of 23ME-01473 Rt
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