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ERBB2 amplification detected in ctDNA as a surrogate for tumor tissue FISH analysis of HER2 status in a
Phase 1 study with zanidatamab for the treatment of locally advanced or metastatic HER2 expressing cancers
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Zanidatamab monotherapy shows antitumor activity in patients with
advanced HER2 expressing and ERBB2 amplified solid cancers

Figure 1. Antitumor activity of zanidatamab observed in patients with
HER2-expressing solid tumors across different tumor types

Molecular response (MR)

Utility of plasma ctDNA quantitation

Figure 5. ctDNA molecular response enables the prediction of progression
free survival (PFS) and patient outcomes

Figure 2. (A) Lower ctDNA fraction levels at baseline correlate with fewer
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Conclusions

Figure 3: Highest correlation coefficients between ERBB2 pCN and HER2 FISH
ratio were observed in CRC, BTC and GEA. These 3 cancer groups had the highest
baseline median ctDNA fraction (Figure 2B).

Figure 4. Majority of the patients experienced a decrease in the ERBB2

plasma copy number post-treatment with zanidatamab
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the tumor burden and rate of tumor shedding of ctDNA into the bloodstream?®.

Methods and Results

In the Phase 1 study, HER2 status was determined from a fresh tumor biopsy or in
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FISH ERBB2 Amplification

* A high concordance of 82% was observed in ERBB2 amplification between the
Guardant360 NGS ctDNA and FISH tumor tissue methods, supporting that ERBB2
amplification detected in ctDNA could be used as a surrogate for FISH analysis.

K=trastuzumab emtansine. L=lapatinib. P=pertuzumab. T=trastuzumab.
E=extrahepatic cholangiocarcinoma. G=gallbladder cancer. I=intrahepatic cholangiocarcinoma

Figure 1: Waterfall plot of greatest percentage change in the sum of the longest
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P-value: 0.00317

archival FFPE tumor tissue samples by IHC (HercepTest, Dako) and/or FISH (HER2
IQFISH pharmDx, Dako) according to ASCO-CAP guidelines. Plasma samples were
collected prior to the first cycle of zanidatamab and on-treatment at cycle 2 (day 14)
for testing by Guardant360, a 74 gene ctDNA NGS-based assay. Guardant360 is a CLIA-

diameters of measurable tumors in patients with biliary tract cancer (A), colorectal
cancer (B), and other cancers (C). Blue lines in Figure 1 represent 20% increase or 30%
decrease in tumor size. All patients were FISH-amplified and had HER2 expression of
either IHC3+ or IHC2+ based on central assessment. (Figure adapted from [2])
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Tukey multiple comparisons
of means:

PD-PR: adj P-value = 0.0022
PD-SD: adj P-value = 0.077
SD-PR: adj P-value = 0.242
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* Lower ctDNA fraction (maxVAF) suggests less shedding of ctDNA into the
bloodstream which may be associated with lower tumor burden, fewer distant
metastases or slower growing tumors.

—

certified, CAP accredited, FDA-approved NGS assay (Guardant Health, CA). Plasma » 21 PR patients had statistically significant decrease in the median percent change

Table 1. ERBB2 amplification status by tumor tissue FISH and plasma
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ERBB2 Plasma CN Percentage Change
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* 4 samples had failed FISH test
** ctDNA amplification (from Guardant) is assumed negative if an amplification is not detected
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or partial response (PR), with a minimum duration between the initial and
confirmatory responses (CR or PR) of 28 days. Antitumor activity is shown for BTC, CRC,
other cancers excluding breast and GEA. Baseline plasma sample and matching tumor
biopsy were available for testing with ctDNA NGS and tumor FISH methods from 135
patients; BTC (n=21), CRC (n=27), all other cancers (n=33), breast (n=38), GEA (n=16).

Table 1: Samples from 135 patients were tested with both screening assays, ctDNA
NGS and tumor FISH. A high concordance rate of 82% between the methods supports

the potential use of plasma ctDNA testing as a surrogate for tumor tissue FISH analysis. blockade. Cancer Discovery. 2020
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