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Quantitative medicine

Methods

* Serum zanidatamab concentrations from HERIZON-GEA-01, HERIZON-BTC-01, and the first-in-human phase 1
study were pooled for PopPK analysis

* HERIZON-GEA-01 is a global, randomised, open-label, phase 3 trial in previously untreated patients with HER2+

Introduction

e Zanidatamab binds extracellular domains 2 and 4 of HERZ2 in a trans configuration, facilitating the formation of

o . S Figure 1. Zanidatamab structure
distinct HERZ2 clusters on the cell surface. Its mechanisms of action include:

and binding
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Table 1. Zanidatamab studies included in the PopPK model
PopPK analysis (N = 808)

_ — Zanidatamab + CT = tislelizumab significantly improved progression-free survival compared with trastuzumab + HER2 HER2
ad e n Oca rCI n o m a CT in patients with untreated HER2+ mGEA. In the tislelizumab-containing arm, a statistically significant overall . Y HERIZON-GEA-01 (NCT05152147)° 1800 mg (<70 kg)/2400 mg-(70 kg) Q3W

survival (OS) benefit was observed, with a median OS >2 years (n = 575)

'\
7
— Diarrhoea was the most common treatment-related adverse event® ‘N %/;ﬁ‘ ‘l\ HERIZON-BTC-01 (NCT04466891)7
2 (n = 86)

Sheryl Trueman®, Liviawati Wu®, Daniela Conrado®, Mingguang Li® Two different weight-based dosing regimens were used, with a 20 mg/kg Q2W regimen in HERIZON-BTC-01 while a
Honghui Zhou1°,,Mengfan Yue'', Jonathan Grim?, Robert lannone?®, simplified 1800 mg (<70 kg)/2400 mg (270 kg) Q3W regimen was used in HERIZON-GEA-01

Suzette Girgis'?, Joanne Ma'? * This analysis included zanidatamab exposure data across 3 studies to generate a population pharmacokinetic (5 e
(PopPK) model, which was used to demonstrate PK comparability between the Q3W (1800 mg [<70 kg]/2400 mg |
[=70 kg]) and Q2W (1200 mg [<70 kg]/1600 mg [=70 kg]) dosing regimens

combined with CT or CT and tislelizumab

Filip Van Herpe', Josep Tabernero?, Geoffrey Ku?, Jaffer Ajani4,

Kohei Shitara®, Elena Elimova¥, Lin Shen’, Sun Young Rha3, . 20 mg/kg Q2W

5, 10, 15 mg/kg QW
10, 20, 25, 30 mg/kg Q2W
30 mg/kg Q3W

CT, chemotherapy; IV, intravenous; PopPK, population pharmacokinetics; QW, every week; Q2W, every 2 weeks; Q3W, every 3 weeks.

Phase 1 (NCT02892123)3
(n=147)

"University Hospitals Leuven (UZ Leuven), Leuven, Belgium; 2Vall d’Hebron Hospital Campus & Institute of Oncology (VHIO),
IR-HUVH, UVic-UCC, Barcelona, Spain; 3Memorial Sloan Kettering Cancer Center, New York, NY, USA; 4The University of
Texas MD Anderson Cancer Center, Houston, TX, USA; °National Cancer Center Hospital East, Kashiwa, Japan;

5Princess Margaret Cancer Centre, ON, Canada; “State Key Laboratory of Holistic Integrative Management of Gastrointestinal
Cancers, Beijing Key Laboratory of Cell & Gene Therapy for Solid Tumor, Department of Gl Oncology, Peking University Cancer
Hospital & Institute, Beijing, China; 8Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea;

%Jazz Pharmaceuticals, Palo Alto, CA, USA; '%Jazz Pharmaceuticals, Philadelphia, PA, USA; 1"BeOne Medicines, Ltd.,

Beijing, China

ECD, extracellulajdomain; Fab, fragment antigen-binding/Fc, fragment crystallizable;
HER2, human epidermal growth factor receptor 2; scFv, single-chain variable fragment.

Results

Objective

e To characterize zanidatamab pharmacokinetics (PK) in patients
with human epidermal growth factor receptor 2—positive
(HER2+) advanced or metastatic gastro-oesophageal

PopPK

Figure 2. Effects of covariates on zanidatamab average concentrations (C,,, )

PK comparability between weight-based 1200/1600 mg Q2W and 1800/2400 mg Q3W dose regimens

Figure 4. Predicted PK parameters following Q2W and Q3W dose regimens
after first dose and steady state

Figure 3. Predicted concentration-time profile of zanidatamab following Q2W and
Q3W dose regimens
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hybridisation+ or IHC 3+), indicating that dose adjustments are not necessary in any of
these groups

In addition to the covariates analysis shown in the forest plot, treatment-emergent ADAs
had no significant impact on zanidatamab PK (data not shown)

Cavg, average concentration; C,,,,, maximum concentration; C,,,, minimum concentration; CV, coefficient of variation; geo, geometric; IQR, interquartile range; Q2W, every 2 weeks;
Q3W, every 3 weeks.

* Predicted PK parameters (minimum concentration [C;,], maximum concentration [C,,,], and average concentration [C,]) after the first dose and at steady state were comparable

The shaded box represents the interquartile range, with the line indicating the median. Whiskers extend from the minimum to the maximum.
C,.q, average concentration; C,,,, maximum concentration; C,;,, minimum concentration; IV, intravenous; PK, pharmacokinetic; Q2W, every 2 weeks; Q3W, every 3

weeks.

between the Q2W (1200 mg [<70 kg]/1600 mg [=70 kg]) and Q3W (1800 mg [<70 kg]/2400 mg [=70 kg]) dose regimens
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