ZW220, a novel NaPi2b-targeting antibody drug conjugate bearing a
topmsomerase | inhibitor payload

Andrea Hernandez Rojas’, Jodi Wong', Dunja Urosev'!, Sam Lawn', Kaylee J. Wu', Saki Konomura', Manuel Lasalle', Diego A. Alonzo', Luying Yang', Mark Petersen', Lemlem T. Degefie', Araba P. Sagoe-\Wagner',
Sara Hershberger?, Sohyeong Kang', Chi Wing Cheng’, Kevin Yin', Raffaele Colombo', Daya Siddappa', Stuart D. Barnscher’!, Jamie R. Rich' ﬁ’

Author affiliations: 'Zymeworks Inc., Vancouver, BC, Canada; ?ToxStrategies, LLC, Katy, TX, United States
|

ey ey (Z)mZaZF)?Z%egl)?I;\rsetsrglt:: robust anti-tumor activity in ovarian carcinoma and NSCLC xenograft models with a range ZW220 is well tolerated in non-human primates

ADC structure OvCa PDX models NSCLC CDX model  Repeat-dose non-GLP toxicology study of ZW220 DAR 8 and

ZW220 is an antibody-drug conjugate (ADC) targeting DAR 4 in male NHPs resulted in no mortalities.
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200 500

5001

5001

Test Mortalit Clinical Histo- Clinical Hema- T2
article y observations pathology chemistry tology (day)*

M h . f . Time post dose (Days) T Time post dose (Days) T Time post dose (Days) T Time post dose (Days) T Time post dose (Days) T Time post dose (Days) T Time post dose (Days) mg/kg None None None None None
echanism of action
. . . . . —k— vehicle —8— 7W220 DAR 8 (6 mg/kg) =0O- ZW220 DAR 4 (6 mg/kg) -8 [ifastuzumab-vedotin DAR 4 (6 mg/kg) -+ ZW220* DAR 8 (3 mg/kg) ZW220 mAb-DXd DAR 8 (3 mg/kg) ZW220 mg?kg None None None None None 45
Following NaPi2b binding and receptor-mediated DARS mglkg 77
internalization Of ZWZZO’ intracellular payload release OvCa anti-tumor activity (6 mg/kg single dose) NaPi2b-targeting ADCs evaluated in vivo m;/skg None Fece(nlsgfbt;mlggzg;ities None None None 50
. . . . . NaPi2b ZW220 ZW220 lifa- Figure 3.(A) Antitumo_r activity in patient derived xenograft. (PDX) mogels of ovarian cancer, n=3 ’
IN d uces ta rg ete d ce | I d eat h N N d P | 2 b - p ositive ce I I S, an d ---- - Antibody Linker (payload) m Payload class mice/cohort. IV administration on Day 0. Immunohistochemistry (IHC) images from same study
H-score DAR 8 DAR 4 vedotin tissues stained using a commercial anti-NaPi2b antibody. H-scores determined by pathologist. 30 ST N i None None
1 1 B) Antit tivity i Il line derived ft (CDX del of Il cell , 10.3
Su bseq uent death Of Na P|2 b‘ negatlve Ce”S throug h >150 100% (3/3) 67% (2/3) 0% (0/3) ZW220 12A10 (zD06519) camptothecin topoisomerase-1 inhibition |(_|z41r’1r:=uénn%;c/clg%rlg ,Cvea(;ﬂfimse{r';ﬁonxﬁﬂ‘)gx 0.(|HC i)m”;‘;e‘z f‘ﬁogog‘rimvaa,CCeDX“{i‘SSﬁanCSet;med mg/kg
. - o o 09 using a commercial anti-NaPi2b antibody. (C) Scope of ZW220 anti-tumor activity in OvCa PDX
bySta N d er-m ed Iated k| | | in g . <150 67% (2/3) 33% (1/3) 0% (0/3) ZW220 12A10 deruxtecan (DXd) 8 camptothecin topoisomerase-1 inhibition  qels, as defined by %TGI > 50%, in models with higher NaPi2b expression (H-score >150) and 2W220 60 90
o o o e - - - . : : . . lower NaPi2b expression (H-score =150). Anti-tumor activity was determined by %tumor growth None None None None None 9.8
All 83% (5/6) 50% (3/6) 0% (0/6) lifa-vedotin  lifastuzumab  vedotin (MMAE) 4 auristatin microtubule disruption inhibition calculated a5 [(1-TVoestmen/ TVounicie) x 100] at Day 28, or at the closest evaluable time DAR4  Ma/kg mg/kg
point. (D) NaPi2b-targeting ADCs evaluated in vivo, prepared internally.
*ZW220-analog DAR 8 is comprised of ZW220 mAb conjugated to a closely related drug-linker.
90 Fecal abnormalities
mg/kg pope (soft/loose/watery) None None None R

ZW220 ADC

ZW220 eXhibitS rapid internalization, potent target-mediated CytOtOXiCity and bystander ki"ing in tumor Ce" Iines Figure 10. Relevant study parameters from a repeat dose non-GLP toxicology study in male cynomolgus monkeys performed to assess

/ 2 i i the tolerability and ph kinetic profile of ZW220 DAR 8 and 4 (n=3 animals/ .
I S S e s e e 7o () calotioed from Totsl 60 ciata in Fiare 1ip, o 4 (n=3 animalsfaroup)
o o o
(o]
ZW220 is efficiently ZW220 induces cell growth inhibition in lung and ovarian ZW220 exhibits strong bystander ZW220 has a favorable bharmacokinetic orofile
\ ' J internalized and NaPi2b* tumor cell line spheroids activity in co-culture assay P P
colocalizes with lysosomes : . -
y A . ECso (M) in 3D tumor cell spheroids B Untreated spheroids Viability of EB.CT1 cells (NaPi2b") A Total IgG in Tg32 B Total IgG in non-human primate serum
ZD06519 epheroids NaPizb/cell - zw220 ZW220  Ppali-ZD06519 bystander activity mouse serum
A GROV-1 Ha441 i DAR 8 DAR 4 non-targeting control IGROV-1 rec7s 1207 Dose Dose 1 Dose 2 Dose 3
; i = ose
Figure 1. Structure of ZW220, a NaPi2b-targeting ADC comprised of novel monospecific Igé1 mAb, covalently conjugated ZW220 mAb, 24 hours internalization IGROV-1 (OvCa) 1,770,000 0.5+ 0.2 1.3+0.4 447 + 12.8 ; 76% 10,000 10,000 ;
to 8 or 4 drugs per antibody (MC-GGFG-AM-ZD06519 drug linker); DAR 8 pictured. 1009 749 g4y Viable ZW220 DAR 8 (15 mg/kg)
15000 HCC-78 (NSCLC) 820,000 0.6 £0.2 0.7 £ 0.2 32.4 £ 8.0 viable viable 24% 5 - mggggﬁsﬂgmgﬁg; 5 B ZW220DARE (30 mlig)
g TOV-21G (OvCa) 350,000 0.6 0.1 0.9+0.3 116.7 + 28.9 80 66% - viable S 1,000 - ZW220mab(smgka) 3 1000 - ZW220 DARS (45 mg/kg)
. . . . § H441 (NSCLC) 41,000 1.6+0.2 7.0 27 128.6 + 91.5 z g — é : T e (S ) : w220 0AR 4 20mgho
NaPi2b is overexpressed in ovarian and lun 2 room i . . . Tl = = == o Iveseoan camen
EBC-1 (NSCLC) 0 537%143 54.7 £ 7.9 113.7 + 51.4 S — 2 2
cancers § i = 28% = 35% = = Viable 8 3 100
123 ° | — viable  mmm—m viable e S S
B o] C  ZW220DARS ZW220 DAR 4 = — e = 2 z
. £ 3D spheroid cytotoxicity 3D spheroid cytotoxicity — — — == 10
Expression £ = = =l =
J -= IGROV-1 0 T A S . —————rr —r———r—r .
NaPi2b is highly expressed in ovarian and lung SHours 24 Hours o & IGROV-1 TP L S ' T T T T T
1 . H H 1 1 HCC-78 i Ti (d t dose)
carcinomas; some NaPi2b expression is also found in o1 o Hast ZW220 lifa-vedotin 1ime {days post dose) e e pestes

B ZW220 mAb
B upifitamab

Figure 11. (A) Circulating antibody levels in Tg32 transgenic mouse model (expressing human neonatal Fc receptor, hFcRn) determined
DAR 8 DAR 4 by ligand binding assay (MSD) measuring human IgG in serum following single intravenous dosing of antibody or ADC.
(B) Circulating antibody levels in NHP determined by MSD assay following 1%, 2"® and 3 dose (1%! 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
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