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: ZW220 demonstrates robust anti-tumor activity in ovarian carcinoma and NSCLC xenograft models with a range
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(B) Circulating antibody levels in NHP determined by MSD assay following 1st, 279 and 3™ dose (15t time point only).
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SLC34A2 gene, involved in phosphate homeostasis. expression levels (H-score = 115).

ZW220 mAb binds to NaPi2b with high affinity and specificity

« ZW220 is tolerated at high doses in non-human primates,

with an MTD of 45 mg/kg for DAR 8 ADC, and 90 mg/kg for
A NaPi2b structure B Representative Strong binding to endogenous human ZW220 cross-reacts to cynomolgus Specific binding to NaPi2b in DAR 4 ADC.

IHC staining NaPi2b-expressing cell lines monkey and mouse NaPi2b membrane proteome array screen . Potential for improvement over NaPi2b-targeting

Ovarian cancer’ OVCAR-3 IGROV-1 Cross-reactivity to human, mouse and Membrane proteome array Z/W220 mAb shows no microtubule inhibitor-based ADCs on basis of effi cacy,
s cellular binding cellular binding cynomolgus monkey NaPi2b ZW220 binding . .g: . . tolerabi ||ty and pay| oad mechanism
55 28 oo o, 2 o00- - significant binding to ' .
Extracellular 2 » @~ ZW220DARS ' ZW220 mAb lifastuzumab upifitamab 1 NaPi2b . . . . .
E N 1 S » f oo <" Twasooars - - I 4 proteins besides human  Robust preclinical data package supports the continued
+ + £ 50007 £ =@ ZW220 mAb = 15004 c . . .
8 20,000 8 — 1] . .
vased NSCLC! § g - Wt 8 oo g |l NaPi2b in a native development of ZW220 as a best-in-class NaPi2b ADC.
Intracellular R g % ~=— upifitamab 0001 2 |H FcyR Control
"""" SEA QQ‘ : L 5 g 2 human membrane
s g é 5,000 1 $ g 500 E 1
. y = {"-l”e %o " i 0% [ M-Iﬂ NH NHH H2 = Threshold prOteome array (MPA) References
T - - n - Mo Aelwws [ln 2 2 B 2ae 2 - 4P
0 0 0-
1+ 2+ 3+ 0001 001 01 1 10 100 1000 0001 001 01 1 10 100 1000 Human  Mouse Cyag::elgus Human  Mouse Cylclgr:fgus Human  Mouse Cyag:selgus S peCIfICIty Scree n . 1. Lin K, Rubinfeld B, Zhang C, Firestein R, Harstad E, Roth L, Ping Tsai S, Schutten M, Xu K, Hristopoulos M, Polakis P Preclinical
Concentration (nM) Concentration (nM) 0 2,000 4.000 6.000 development of an anti-NaPi2b (SLC34A2) antibody-drug conjugate as a therapeutic for non-small cell lung and ovarian. Cancers Clin
Full-size NaPi2b Cancer Res 2015, 217, 5139-5150.
2. LiuL,Yang, Zhou X, Yan X, Zhenqgian W Solute carrier family 34 member 2 overexpression contributes to tumor growth and poor
Figure 7. ZW220 mAb and ADC DAR 8 and 4 demonstrate comparable on-cell Figure 8. ZW220 mAb and ADC (ADC data not shown) show comparable binding Figure 9. ZW220 specificity was profiled by measuring binding by flow cytometry to HEK293 cells expressing a patient survival in colorectal cancer. Biomed Pharmacother 2018, 99, 645-654
Figure 2. (A) Structural model of NaPi2b multi-pass transmembrane protein, adapted from Bobeck et al. 20154. apparent binding affinities. ZW220 binding is comparable to lifastuzumab and to human, mouse and cynomolgus monkey NaPi2b. Binding of mAbs to library of ~6,000 human membrane proteins including 94% of all single-pass, multi-pass, and GPl-anchored 3. Kiyamova R, Shyian M, Lyzogubov VV, Usenko VS, Gout T, Filonenko V Immunohistochemical analysis of NaPi2b protein (MX35 antigen)
(B) Immunohistochemistry of representative tumor samples (stained using mouse NaPi2b antibodies) shows NaPi2b upifitamab unconjugated antibody controls. Binding of NaPi2b mAbs and ADCs to transfected HEK293 cells expressing human, mouse and cynomolgus monkey human proteins. Binding hits above threshold in initial MPA screen were subsequently individually validated and expression and subcellular localization in human normal and cancer tissues. £xp Onco/2011, 33(3):157-61 » )
expression in human nonsquamous non-small cell lung cancer (NSCLC) and nonmucinous ovarian cancer'. endogenous expressing NaPi2b tumor cell lines was assessed by flow cytometry. NaPi2b assessed by flow cytometry. Titration of 200-0.001 nM antibody shown. ZW220 mAb binding was not found to be significant. 4. Bobeck EA, Hellestad EM, Sand JM, Piccione ML, Bishop JW, Helvig C, Petkovich M, Cook ME et al Oral peptide specific egg antibody to

intestinal sodium-dependent phosphate co-transporter-2b is effective at altering phosphate transport in vitro and in vivo. Poultry
Science 2015, 94, 1128-1137



