Antitumor Activity of Zanidatamab with Palbociclib and Fulvestrant in HER2+ Hormone-Receptor Positive (HR+) Metastatic Breast Cancer
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BACKGROUND

+ HER2+ metastatic breast cancer (mBC) remains incurable, driving Figure
the ngoing clinical need to develop new HER2-targeted

Unique Binding

Properties of Zanidatamab

therapies, including chemotherapy-free regimens

+ Zanidatamab is a novel, bispecific, monoclonal antibody targeting
2 nonoverlapping extracellular domains (ECDA and ECD2) on HER2
(Figure 1)

+ Zanidatamab’s unique binding properties result in:* prerfpemsdsmenda
Receptor clustering, internalization, and downregulation
Inhibition of growth factor-dependent and

independent tumor cell proliferation

Antibody-dependent cellular cytotoxicity and

phagocytosis, and complement-dependent cytotoxicity [ —

+ Zanidatamab has shown encouraging antitumor activity with a
manageable safety profile in patients with HER2+ mBC as both a
monotherapy? and in combinations®

Approximately 50% of HER2+ BC is also positive for the estrogen receptor (ER+)". Signaling through HER2 and ER, along with
eyclin D-CDK4 kinase, contributes to tumor growth and resistance to therapy. Targeting all 3 pathways may be of benefit to
patients

+ Here we explore the combination of zanidatamab with palbociclib (a CDK 4/6 inhibitor) plus fulvestrant (a selective ER
down-regulator) as a novel chemotherapy-free treatment option

METHOD:

+ Study ZWI-ZW25-202 (NCT04224272) is an ongoing single-arm, open-label, international (Canada, Spain & USA), Phase 2
study of zanidatamab combined with palbociclib plus fulvestrant to treat patients with HER2+ HR+ mBC (Figure 2)

+ Part 1 of the study evaluated safety and tolerability of zanidatamab in combination with palbociclib plus fulvestrant. A safety
monitoring committee (SMIC) reviewed safety data and assessed dose-imiting toxicities (DLTs) in Part 1 to confirm recommended
doses (RDs) for Part 2

+ Part 2 of the study is evaluating anti-tumor activity of the combination at the RD level determined in Part 1

Per protocol, patients treated at the RD in Part 1 were included i the efficacy analysis

+ Total enollment will be up to approximately 58 patients

Figure 2: ZWI-ZW25-202 Study Design (Parts 1 and 2 combined)
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* Data were extracted on 31 August 2022 from an unlocked database

+ 45 patients have been enrolled and treated in the study
19 (425%) patients continue on zanidatamab treatment
26 (58%) patients discontinued zanidatamab treatment: 22 due ta disease progression, 2 due to physician decision, 1 due to
death, and 1 patient withdrew from the treatment

Table 1: Demographics and Baseline Characteristics

Median age (range), years 54(36-77)
Female sex, n (%) 43(36)
Race,n (%)
White 7(82)
Asian 2)
Other: 613)
ECOGPS, n (%)
0 23051
1 22(as)
HERZY/HR#, n (6) 25(s6)
HER2+* by central testing 25 (56)¢
HR+ by local testing 45 (100)
Prior history of brain metastases, (%) 7016)
De novo metastatic disease, n (%) 16(36)
i-cancer therapy , median (range) a(1-10)
Prior systemic HER2 therapy in metastatic setting?, median (range) 3(1-9)
P P n (%) 35(78)
Median (range) 10-5)
Percent of patients with prior fulvestrant therapy, n (%) 5 (20]
Percent of patients with prior HER therapy , n(%) 45 (100)
Trastuzumat 45 (100)
oML 44(38)
Pertuzumab 36 (80)°
13(29)
T0xd 104)
Tueatinib 7(16)
Neratinib 1@

Part 1

 ADLT of Grade 4 neutropenia lasting > 7 days occurred in 1 of 7 DLT-evaluable patients, assessed by the investigator as related to
palbociclib. All 3 agents were held; zanidatamab and fulvestrant resumed after 3 weeks, whereas palbaciclib was resumed after
4 weeks at a reduced dose and when the neutrapenia resolved to Grade < 2

+ The SMIC recommended that the starting doses (Figure 2) administered in Part 1 be used in Part 2 of the study

Parts 1and 2 (N=

* Most treatment.related (related to zanidatamab, palbociclib and/or fulvestrant) adverse events (AEs) were Grade < 2

The were diarrhea and

count decreased

= 34(76%) patients experienced diarrhea of any grade vs 4 (3%) patients experienced Grade 3 diarrhea

- 28(62%) d any grade of
Grade 3 or Grade 4 event

, and 25 (56%) experienced a

+ One zanidatamab- and palbociclib-related serious adverse event (SAE) of Grade 3 increased transaminases occurred in 1 patient
This event led to discontinuation of palbaciclib

+ There were no discontinuations of zanidatamab or fulvestrant due to an AE

+ Dose reduction of zanidatamab due to an AE occurred in 2 patients: one had Grade 3 diarrhea and the other had Grade 3
increased transaminases

+ Six deaths occurred and nane were related to treatment: 5 due to disease progression (for 2 patients, cause of death was
updated from “unknown” and “other” [respectively] to disease progression after the data cut off date) and 1 due to an
unrelated AE of COVID 19

RESULTS

Table 2: TRAES and AESs | s |

Any TRAE )0 (%) 44(08)
Serious TRAE 1) 1@
TRAE in > 20% of patients and/or Grade = 3 TRAE in > 1 patient
Diarrhea 34(76) 40
Neutropenia/neutrophil count decreased 28(62) 25(56)
Nausea 16(36) 1@
Stomatitis 15(33) 1@
Asthenia 11(26) o
Anemia 10(22) 3
Vomiting 5(20) 1@
Thrombocytopenia 8(18) 2()
Treatment.related AESI
Cardiac events® 40 1@
Infusion.-related reaction 1@ o
Noninfectious pulmonary toxicity 0 o

36 patients with measurable disease (defined as patients with at least 1 measurable target lesion at baseline and at least
1 post-baseline disease assessment or discontinued study due to death, progressive disease, or an AE) were evaluable for
response

- Median follow-up time was 14 months

- Number of efficacy-evaluable patients with measurable disease still on treatment: 19 (53%)

- 9012 confirmed responses ongoing; with response duration range of 2.1+ to 14.9+ months

Figure 3: Majority of Patients had Reduction in Target Lesion
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+ The primary endpoint of PFSG could not be determined in this interim data analysis with study enrollment ongaing
+ Interim median PFS (n=40 for mITT*) was 9.6 months (95% CI: 7.2, 16.6), range 1.58 t0 16.72

CONCLUSIONS

+ Interim analyses of activity and safety data of zanidatamab combined with palbaciclb plus fulvestrant in heavily pretreated
patients with advanced/metastatic HER2+ HER BC are encouraging

+ The regimen shows encouraging antitumor activity; in patients with response evaluable disease:
- Most demonstrated reduction in the size of their target lesions
- 33% achieved a confirmed response
+ Durable disease control was demonstrated with a median PFS of 9.6 months in the mITT data set:
- 9.0f 12 patients with a confirmed response remained progression-free on therapy for > 1 year, including 7 stil on treatment
at the time of data cut
- Of patients with a best response of stable disease, 3 remained progression free on therapy for > 1 year, and an additional 5
remained progression free on therapy for > 6 months.
+ Zanidatamab in combination with palbociclib plus fulvestrant is well tolerated and shows a manageable safety profile
+ These results support further investigation of zanidatamab in combination with palbociclib plus fulvestrant, and enroliment in
the study s continuing
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