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Introduction Methods Figure 1. Phase 1b/2 study design

* There is an ongoing need for novel HER2-targeted regimens, especially chemotherapy-free options, e Patients with HER2-positive (IHC 3+ or IHC 2+/FISH-positive) mBC were enrolled in cohort 1 of a phase 1b/2 Key eligibility criteria Part 1: Safety® Part 2: Expansion cohortsd
for patients with HER2-positive mBC that progressed on currently available therapies, including T-DXd'-2 trial based on local HER2 testing of archival tissue; HER2 status was retrospectively evaluated by central . D' T TTTTTTTT T T e e e N (zanidatamab + evorpacept)
; © Unresectable, locally advanced, and/or metastatic :
* Zanidatamab is a humanised, IgG1-like, HER2-directed, bispecific antibody that has demonstrated assessment I HER2-expressing cancer? | anidatamab Cohort1:
u promising antitumour activity across multiple HER2-expressing cancers, including HER2-positive mBC37 e Central HER2 IHC/FISH testing was performed on archival (n = 5) or fresh (n = 19) baseline tumour biopsies :: Er%gtg’dpg’t:gle brain metastases permitted : 1200 mg (<70 kg)/ HER2-positive mBC (n = 21) ( Primary endpoints )
x o rato I o m a r e r — Zanidatamab promotes HER2 clustering and internalisation, inhibits downstream HER2 signalling, using the Dako HercepTest (polyclonalAb) IHC and Abbott PathVysion HER2 DNA Probe FISH kit i con t1- : 1600 mg (=70 kg) Safety « Part 1: Safety
and elicits potent immune-mediated effects, including complement-dependent cytotoxicity (CDC), (HER2/CEP17 ratio 22.0) | | - | . SEF‘{’;po;itive oreast cancer (HC 3+ or IHC 2+/1SH-postve) | Z%Vr?]rg/ak;e&) . Gohortz: efficacy, and * Part 2: cORR
. antibody-dependent cellular cytotoxicity (ADCC), and antibody-dependent cellular phagocytosis — HER?2 status was retrospectively assessed using fresh tumour biopsies, if feasible J - =3 prior regimens, must include trastuzumab, pertuzumab, and [ OR 2R Ie ({1 2 115 le‘:;“”:,"ﬁp Key secondary endpoints
(ADCP)? — In part 1, patients received zanidatamab 1200 mg (<70 kg) or 1600 mg (=70 kg) + evorpacept 20 mg/kg g either T-DMI, tucatinib, or T-DXd : v oy malka B) Part 2
a n a ys I S ro m a p as e * CDA47 is a cell-surface protein upregulated on tumour cells that interacts with signal regulatory protein (part 1A) or 30 mg/kg (part 1B) IV Q2W in 28-day cycles. In part 2, patients received zanidatamab + : — ! eveny co days Cohort 3: . DCR
(SIRP)a on macrophages to transmit a “don’t-eat-me” signal and inhibit phagocytosis? evorpacept 30 mg/kg oo bronst cancer (HC 1+ or IHC 2+/iSH-negative) and RNt HEEéﬁ;ﬁ;ﬂ‘éfefErésosri%her : ge?fity
m m * Evorpacept is a high-affinity CD47 blocker with an inactive fragment crystallisable (Fc) domain designed — The exploratory analyses presented here include patients from part 1 (A and B) and part 2 cohort 1 g never been HER2-positive : cancer (n = 8)
; ' : . - : : : : : :  © =2 prior regimens (T-DXd allowed)° Exploratory endpoint
. - . o : _ . '
avoiding the toxicity of conventional CDa 7 blockers * (CDA47 expression was evaluated by IHC on archival or fresh baseline tumour biopsies using an anti-CD47 § Cohort 3: : . #"f;ﬂiﬂgé?irﬁg’nﬁhé?xsser RECIST 1.1 | and resistance )
- - g.he ?Tt|turr;9ur afc ;{—IIVEItéZO I zanldat.am?b may be”enhadn;\eDdegl’Fh;hetgddgmn ofdevtorpact:)epttﬁy combmm? antibody (Abcam clone ab218810) on Ventana Benchmark Ultra (IQVIA) | PRl R oraiEr SR e piEeing | . Treatment until disease progression, unacceptable toxicity, DLT, or other
+ |redq ta(rjgehlng © i I;exg_restg.lng Umour cetis an inauction by zanidatamab with evorpacept- * Plasma ctDNA was collected at baseline (predose on cycle 1 day 1) and during treatment (cycle 2 day 15) and ' ) discontinuation criteria met
evo r a Ce I n a I e n s mediated p ag(?cy \C ceftactiva |on. _ _ _ _ _ analysed by next-generation sequencing (NGS) using Guardant Infinity (Guardant Health); ERBBZ2 amplification
° A phase 1b/2 trial (NCT050271 39) InveStlgated zanidatamab + evorpacept In patlents with |0ca”y was defined as copy number >2.2 Figure adapted from Montero AJ, et al. Poster presented at SABCS 2024. PS8-09. Data cutoff: August 1, 2024.

aPer local or central assessment. PPrior HER2-targeted therapies were initially excluded; the protocol was amended to allow prior treatment with T-DXd following its approval in this patient population. ¢In patients from cohorts 1 and 2. {RP2D: Zanidatamab 1200 mg (patients <70 kg) or 1600 mg (patients 270 kg)

advanced, inoperable or metastatic HER2-expressing cancers, including mBC? S : : IV Q2W and evor ) . - : i ids. antihistami - : i infusion. fincludi
_ pacept 30 mg/kg IV Q2W on days 1 and 15 of each 28-day cycle. ®Prophylactic treatment included corticosteroids, antihistamines, and acetaminophen prior to each zanidatamab infusion. fIncluding grade =23 IRR.

[ | [ MOIGCUIar response (MR) sScores Indlcate ChangeS In plasma CtDNA |eve|S from base“ne and were CaICUIated cORR, confirmed objective response rate; DCR, disease control rate; DLT, dose-limiting toxicity; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; GEA, gastro-oesophageal adenocarcinoma; HER2, human epidermal growth factor receptor 2;
: i . — H - _ = : - IHC, immunohistochemistry; IRR, infusion-related reaction; ISH, in situ hybridisation; IV, intravenous; mBC, metastatic breast cancer; PFS, progression-free survival; Q2W, once every 2 weeks; Q8W, once every 8 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1;

W I [ p o s I I Ve USIng tumour fraCtlon (TF) as fO“OWS' MR [(base“ne TF on treatment TF) (basellne TF)] 100 RP2D, recommended phase 2 dose; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
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8 9 10 . 11 Figure 2. PFS by CD47 expression in patients with ccHER2-positive disease Figure 4. Early on-treatment changes in ERBB2 copy number and ctDNA
Jorge Chaves ’ Adam BrUfSky ’ Peter A Kaufman ’ Manish R Patel ’ * Atotal of 24 patients were included in the current analyses (data cutoff: August 1, 2024),
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Timothy Pluard12, Sarah Meadows13, Emanuele Loro14, including .10 with cc_HER2-p(_JS|t|ve disease | | M0 4  ————— | ERBB2 CN by cBOR
. 15 - - .16 . e 17 * Three patients received zanidatamab + evorpacept 20 mg/kg, and 21 received zanidatamab + i e = = o
Kavita V Shah'>, Alison Forgie'®, Athanasios C Tsiatis'’, evorpacept 30 ma/kg 80 e ~
18 . - : - - . | CD47 expression 220% o
Alberto J Montero Patllents had recelyed a medla.n of 5 (range, 3-7) prior HER2-targeted therapies in any S 60 - | mPFS: 22_1 (95% Cl. 7.4-NE) mo £ 754
setting, and all patients had prior T-DXd e —_—t—————— — — — | Z G
Department of Investigational Cancer Therapeutics, MD Anderson Cancer Center, University of Texas, Houston, TX, USA; L 40 CD47 expression <20% I N '2 £o o\‘
2Department of Medicine, University of Wisconsin, Madison, WI, USA; 3Medical Oncology and Hematology, Astera Cancer mPFS: 3.4 (95% CI, 1.5-NE) mo : gg 2 ' 100
Cent.e_r, East Brun§wick, Nq, USA; “Department of Medicine, Division of Hematology and Oncology, David G.effen.SchooI of Table 1. Overall disease response 20 — : W w )
Medicine, University of California Los Angeles, Los Angeles, CA, USA; °Fred Hutchinson Cancer Center, University of - - | Q 254 : 3
Washington School of Medicine, Seattle, WA, USA; ®Moores Cancer Center, University of California San Diego, La Jolla, _ ccHER2-positive | Not ccHER2-positive o7 Censored ! e \ _c.‘g cBOR
CA, USA; "Chao Comprehensive Cancer Center, University of California Irvine, Irvine, CA, USA; 8Phase 1 Clinical Research, N =24 n=10 n =142 (') é 1'0 1'5 2'0 2'5 3'0 0.0 — = e CR
Northwest Medical Specialties, Tacoma, WA, USA; ®University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, cORR, n (%) 8 (33.3) 6 (60.0) 2 (14.3) . ' ' ' ' o
: : TS A : 0 . . Time (mo) C1D1 C2D15 C1D1 C2D15 C1D1 C2D15 o ® PR
UPMC Magee-Womens Hospital, Pittsburgh, PA, USA; '°Division of Hematology and Oncology, University of Vermont Medical cBOR, n (%) Number of patients at risk = sD
Center, Burlington, VT, USA; ""Drug Development, Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, CR 1(4.2) 1(10.0) 0 CD47 expression <20% 4 1 1 1 1 1 0 ERBB2 CN % chande by cBOR s o
FL, USA; "?Breast Cancer Oncology, Saint Luke's Cancer Institute, Kansas City, MO, USA; "*Biomarker Oncology Research, PR 7 (29.2) 5 (50.0) 2 (14.3) CDA7 expression >20% 5 5 5 ’ ’ 0 ° ge by = ©
Jazz Pharmaceuticals, Palo Alto, CA, USA; “Bioinformatics, Jazz Pharmaceuticals, Cambridge, UK; "®Clinical Development, SD 8 (33.3) 2 (20.0) 6 (42.9) xpression =07 100 € =S I N
Jazz Pharmaceuticals, Palo Alto, CA, USA; "®Translational Oncology, ALX Oncology Inc., South San Francisco, CA, USA; PD 7 (29.2) 1 (10.0) 6 (42.9) Data cutoff: August 1, 2024. . _ N . . . . 2 Cohort
. . . . . . . . . . ccHERZ2, centrally confirmed human epidermal growth factor receptor 2; CD, cluster of differentiation; mPFS, median progression-free survival; NE, not estimable. Py T}
7Clinical Development, ALX Oncology Inc., South San Francisco, CA, US; "®University Hospitals Seidman Cancer Center, NE 1(4.2) 1(10.0) 0 g Q 50 °\° Part 1, dose B
Case Western Reserve University, Cleveland, OH, USA DCR, n (%) 16 (66.7) 8 (80.0) 8 (57.1) * |n patients with ccHER2-positive mBC, median PFS was numerically longer in those with CD47 expression 220% compared with <20% 8§ 0 A Fart 2, cohort 1
DOR, median (95% Cl), mo 20.2 (3.6, NE) 20.2 (5.6, NE) NE (3.6, NE)° < 2 3 Part 1, dose A
PFS, median (95% CI), mo 3.6 (1.7, 11.0) 8.3 (0.6, NE) 2.8 (1.6, 11.0) 3 g 0'| """""""" s | °§‘ o®
. - VIZ\)/ata ciutofrl:: iﬁugust 1, 20r24a. Eesr,]ponses were eve;\lu?r:(iad in ?II ;:rJatieintr? with measurable disease who had 21 post-baseline disease assessment per RECIST v1.1 or . . . . g qu‘_; @)
Objectlve a:r‘?w(?nzcgattierl:tesdv;mgﬁttcec:lEI:Zt-ggsittiSedgias?aZe,d(S hcaadI FI)H(2392e+s/?:losIil-negative disease, 5 had IHC 1+/FISH-negative disease, and 3 had IHC 0/FISH-negative Flgure 3' (A) Basellne CtDNA gene alteratlons across RTK’ RAS’ and PI3K pathways and (B) number Of gene alteratlons &ﬂ 8 ~50
disease. bM_edian DOR was NE because only 2 patients achieved an objective response, and 1 had disease progression whil_e the oth_er d_id not yet have an event. by CBOR w 8
. o ) . cBOR, confirmed best oyerall re?ponse; ccHER?2, gentrally (l:Jonfilrmed human epldermal Lg.;;rowth factoir reicEptor 2I i(;OIi?R,' conflrimeduobjeictlve respi)ons.e rate; | 100 - # &=
e To evaluate biomarkers of clinical response and potential resistance ostimable: PD, progresaive didsase. PFS, prograseion s sunvival. PR. partial response: REGIST v1. 1, Reaponse Evaluation Criteria in Siid Tomaurs version 1.1: ~100- A e
mechanisms to zanidatamab + evorpacept in patients with human oo e A. £W25-204 C1D1 B. | | ' | ' |
, » : * Among all patients, the confirmed objective response rate (CORR) was 33% and the -y 30 - 0 30 - o CRIPR sb PD CRIPR ;gR D
epidermal growth fgctor receptor 2.(HER2)-pOS|t|ve metastatic breast median PFS was 3.6 months °5 .0 = ] 0 A cBOR c
cancer (mBC) preVIously treated with trastuzumab deruxtecan (T—DXd) * Patients with ccHER2-positive disease had numerically higher cORR and median PFS 'g © - _ cBOR Data cutoff: August 1, 2024. ERBB2 CN % change by cBOR: ANOVA, P = 0.188; PD vs CRIPR, Tukey's adjusted P = 0.165; SD vs CRIPR, Tukey's adjusted P = 0.522; PD vs SD, Tukey's adjusted P = 0.610. MR score %, ANOVA, P = 0.141; PD vs CRIPR,
] i i o ) s 8 10 4 Number of alterations 7] Tukey's adjusted P = 0.141; PD vs SD, Tukey’s adjusted P = 0.277; SD vs CR/PR, Tukey’s adjusted P = 0.698.
Compared Wlth pa“ents WlthOUt CCHER2-pOS|t|VG d|Sease Z© _ . N g ® CR ANOVA, analysis of variance; C, cycle; cBOR, confirmed best overall response; CN, copy number; CR, complete response; ctDNA, circulating tumour DNA; D, day; MR, molecular response; PD, progressive disease; PR, partial response; SD, stable disease.
. . . T 20 7 © PR . . . . L
BEE [ El Tl zrss2 g SD * Matched baseline and on-treatment ctDNA samples were available for 14 of 24 patients, of whom 10 had baseline ERBB2 amplification
B [ BEanl | rcrrr ..g . . ° P * Patients with CR or PR showed >90% decrease in ERBB2 copy number, whereas patients with SD or PD had <90% changes
Concl USionS Tabk'-‘ 2. Concordance between ERBB2 amplification status by central Ll | . || meT 8 Cohort e Patients with CR or PR also had >90% reductions in MR score (measure of ctDNA change); those with SD showed variable changes in MR
tissue-based FISH and plasma ctDNA NGS HE B . Bl V7R £ 107 ] Part 1, dose B score ranging from 5% to 94% decrease, while those with PD ranged from 40% decrease to an increase of 267%
- 0 .c . . . . - . art 2, cohort
e Zanidatamab + evorpacept showed promising antitumour activity in ERBB2 ctDNA, n 5 ;- = - ! o = . bart 1. dose A
patients with heavily pretreated HER2-positive mBC, all of whom had ERBEB2 FISH P S —— anﬁt(?,/') e ] EE = PDGFRA =] °l
. . . . . . (1]
- . ” m m O e N . .
received prior T-DXd; greater antitumour activity was observed in Positive 6 12 7 6/7 (86) O = —1— —— ' ' ' Figure 5. On-treatment ctDNA gene alterations across RTK, RAS/MAPK, and PI3K/AKT pathways
patients with centrally confirmed HERZ2 (ccHERZ2)-positive disease Negative 6 7 13 7/13 (54) o ERBB4 CR/PR SD PD
Durable responses in ccHER2-positive disease were largely observed Data cutof: August 1, 2024 orTR cBOR s £
. . . . . . a0One patient with a FISH-positive tissue sample was negative by ctDNA NGS, possibly due to low tumour fraction below the assay’s limit of detection. . = == | FGFR3 c @
in patients with h|gher CDA47 expression, supporting a CD47-dependent CtDNA, circulating tumour DNA; FISH, fluorescence in situ hybridisation; NGS, next-generation sequencing. 550, = T L 0O = S0 e “m E 2 ERBB2 PIK3CA KRAS  EGFR  PTEN
- - . . . . o - ° . 1 n
HERZ2-driven biology that resulted in prolonged progression-free * Of 24 treated patients, 20 had baseline plasma ctDNA samples, of whom 12 were 35% [ I BhEl] mEm | sraF ] CR/PR: low alteration burden = L Prs (mo) I | | | | | | | | | visit
survival (PFS) ERBB2-amplified per ctDNANGS 35% | Il H  HEE H W | waeks Aterations - ERBB2 amplification was observed with Pt + Ve
In patients with complete response (CR) or partial response (PR), rapid * Of 7 patients who were FISH-positive by central tissue assessment at baseline, 6 had 35% | |} B B Bl || |«ras [ [] (C;:f minimal co-alterations in EGFR, MET, and Pt 4 + . o101
; : : ERBBZ2 amplification by ctDNA NGS, demonstrating 86% concordance 35% 1 L
on-treatment decreases in plasma ERBB2 copy number and circulating P onby _  HE g 86% ZOHES . H EEN [l MAPSK13 W v ERBB3 Pt2 + B =B B o5
tumour DNA (ctDNA) level, co-occurring with fewer gene alterations in * Among patients with tumour tissue-negative ERBB2 amplification status by central FISH : EEE- - —1 e — RAS pathway was mostly intact, with few P12 - e
RTK/RAS/PI3K si " ’ h ) g t HERZQd ) . " testing, 54% (7 of 13) were also negative by NGS of plasma ctDNA samples @ 25% H B =N B | vaPs Il nce P y _ y : L Alterations
= . . . . . . X 20% Fusi -
TK/RA signalling pa W.ays., Inaicate riven signalling  Differences between central tumour tissue and liquid biopsy ERBB2 amplification status "oy o = = ; = ;‘;\ﬁ;m ween NF1/KRAS alterations e — I]. M o
with limited bypass pathway activation may reflect method differences, tumour heterogeneity, and timing of the tumour sampling, 150, BN —— - LGR — PI3K pathway was intact in most patients; CNL
Most patients with ccHER2-positive disease remained ERBB2-amplified with ctDNA providing the baseline amplification just prior to the first doses of zanidatamab 15 o I s o 1 had a PIK3CA amplification with an Pt13 - | .. B sw
. . . ° c
after prior T-DXd, supporting continued use of HER2-targeted and evorpacept 50 O Aparo g H1047R KD gain-of-function mutation Pt7 ] 00 [ el
therapies, including zanidatamab 5% = MAP2K4 . . - P10 - | . O usion
_ . . . o _ . B PR SD/PD: higher alteration burden LGR
A biomarker-driven approach incorporating CD47 may optimise patient 5% L] NRAS -  RTK alterations included ERBES Pt 11 - | H N
selection for this combination regimen and warrants further study Table 3. Overall disease response by CD47 expression s0% | [l BEED= PIK3CA oo . PL7 - | o °BOR
45% ] RPS6KB1 amplification and EGFR, MET, and ERBB3 o 15 B = M <
ccHER2-positive Not ccHER2-positive " : _ : L
: : : . 35% ] ] AKT3 IHC central co-alterations; 3 patients had the activating ot 18 B o B rr
CD47 :)z(gzzssmn CDA47 expression |CD47 expression|CD47 i)z(g;fssmn 28;0 =g PTEN 1 0 ERBB2 L755S KD mutation that enhances Pt 20 - .. sb
2 % PIK3CB . :
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