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Abstract
#6198

ZW 327 demonstrates robust anti-tumor activity in PDX and CDX models
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ZW327 is an antibody-drug conjugate (ADC) targeting human Complete regressions at single 6mg/kg dose in 13/14 models tested across low, mid and high Ly6E - MTD = 60 mg/kg in a 2-dose non-GLP non-human primate
, . , P t A . e
lymphocyte antigen 6 family member E (Ly6E). ZW327 is roperty =8y expression in TNBC and NSCLC models (8 shown) (NHP) toxicology studly.
comprised of a novel humanized Fc-silenced IgG1 antibod mAb Titer A HPLC ~3g/L - : . .
(hu18E02) conjugated to a proprietary to oisogr;nerase 1 ’ i X A _»~1BR0438 TNEC 25001 BR1282 TNBC 25001 U2512 LUAD s000-1LUG918 LUAD » Clinical observations were limited to post-dose minimal
o) - = Ly6E L s i s ; = - . . .
Ve Jug proprietary 1opoisomel ) Fab Tm (°C) (mAD) bsC 84 B | g [ T Al 5 |LysEHigh decrease in body weight and food consumption at both 30
inhibitor ZD065191, a camptothecin (CPT) derivative, via b o - o : 5 } Vehicle and 60 ma/kg
: : : , . mAb *p c . = 2 2 ol 2 .
endogenous interchain cysteines with a drug to antibody % . }} A % ' t 2Wszi 2mghg . o
ratio (DAR) of 8. The linker in ZW327 consists of a ADC &HIC RT (min) HIC 6.7 g §} o £ 100 s ﬁvﬁgsfggfki - Hematology and histopathology findings at 30 and 60
' 2 A 3 S 3 - hu mg/kg - ; ; - -
maleimidocaproyl (MC) anchor and a GGFG-aminomethy! T I — %Monomer T % w0 Palivizumab ZD06519 DARS 6mgrkg mg/kg were considered mild, primarily reflective of
(AM) protease cleavable sequence S / Comparable to TO 5 5 2 2 decreased lymphocyte cellularity in lymphoid tissues.
. . ADC *HuFcRn/HuFcgR Comparable to : PR E o=@ © b omsaterbosng Vo omsatervommg
Mechanism of Action binding P WT/Abrogated oo Aerbess W_ Dosc,lz‘(’vm)?ékg) Clinical Pathology Histopathology
L . . . . B _x%DU4475 TNBC 2500-MX-1 TNBC 2 “INCI-H446 scLc _ *®INCI-H1650 NscLc
Upon target binding and receptor-mediated internalization of ADG stabllity in Suce5SU, || UPLC-SEC, | aMonomerand 5 |LveELow = |Ly6ELow 3 |oEM 5 |LyGEHigh 4 Vehicle - .
. DAR comparable : © 2000 : “ 30 Vv lymphocyte count 1 thyroid ht; ¥ thymus weight;

ZW327, intracellular release of bystander-active ZD06519 H'S5i%§’g)ff$f d‘;‘yg S - to TO, no § L & *ZW327 2mglkg R S
. . . , functional impact % ol = 1e00 E ¢ P K -4 *ZW327 6mglkg 60 Vv lymphocyte count; & lymph nodes '
induces cell death of Ly6E pquuve gglls, and Ly6E negative : : : © e +Pallizamab ZD08510 DAR & malkg ¥ phosphorus
cells through bystander-mediated killing. MS including  No notable PTMs, 2 o 2 2 g & DLYE5953A 6mglkg

ADC Mouse(Cyno) plasma peptide minor cleavage 3 2 soo- 3 3 500 Table 2. Summary of clinical pathology and histopathology for non-human primates treated with

stability, 37°C, 14days mapping, product without E g 5 5 - hu10E02-MMAE DAR4 6mg/kg 30 or 60 mg/kg of ZW327 for two doses every three weeks
internalization  functional impact o 10 20 30 o A o % 0 10 20 30 3 10 20 30
t Days After Dosing N Days After Dosing 4 Days After Dosing + Days After Dosing
s _ Figure 3. /n vivo efficacy of ZW327 was assessed in (A) patient derived xenografts (PDX) and (B) alongside DLYES5953A in cell-line derived xenografts (CDX) models of M
:Sg:g;éﬁgr:n;ad%gi-st|c\)/e302hzig§;/necllionpga2:ggsassesdeZ?mAegfémébaizlf NSCLC and TNBC in nude mice, n=3(PDX) and n=6(CDX) per group. All images are at 10x magnification. Tumor volume plots. Data points are excluded if >20% mice ZW327 has a favorable PK prOfIIe
NS-ELISA respectively, were within the acceptable range euthanized in a group. ZW327, hu10EO02 and Palivizumab (isotype ADC control) based articles denoted with *contain WT Fc, DLYES953A: hu9B12.v12-MMAE DARA4.
ZW327 ZD06519 ¢Trastuzumab HIC RT ils 5 min; #main isoform; *FcgRl, FCQRIIIa, Additiongl.6 models were t.ested, ZW327 has predominant,ly led tp regression .a.t 6mg/|§g (CDX: NCI-H2228, SW900, HCC156 and PDX: BR1282, LU0876, LU2071). 6 mg/kg

Figure 1. ZW327 is comprised of a novel Ly6E targeting Fe-silenced 1gG1 mAb conjugated to a FcgRlla, FegRIlb were tested. dose anticipated to be clinically relevant based on ZW327’s preclinical tolerability profile. ) )
proprietary camptothecin derivative at a DAR of 8 using a protease cleavable linker. ’ . T . . A ZW327 Total B ZW327 Total AntlbOdy In

ZW327's ZD06519 payload and novel antibody enable strong cytotoxicity across a range of solid Antibody in Various NHP Serum

- - - . . . CDX Models
LyGE is overexpressed in many solid tumors | tumor indications
1000

10000
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system and moderate expression in cerebrum and cerebellum. cell binding to stable HEK293-6E hu and cyno L Y6E cell lines by flow cytometry and Kd determination by Kinexa (cells were incubated with mAb at 5nM and 0.5nM for 7 days at 4°C at different cell densities), *hu10EO2 contains WT Fc. 5597



