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Bringing clarity to cancer
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HERZ2 status can alter during the course of breast tumor development. \While Frequency of HER2 positive CTCs In patients
tissue sampling is invasive and cannot be available serially, liquid biopsy A B
approach using circulating tumour cells (CTCs) provides accessible tumour 20- p-value: 0.0617 100- e
material to phenotype the HERZ2 status of the patient to guide treatment - . e
decisions. In our study, we analyzed the HER2 status of 26 advanced stage T = 15- . T
breast cancer patient samples In Asian population and correlated the 2 8 ) 2 col e »
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e | o i) Figure 2. (A) Frequency of CTCs with HER2 mutations and (B) Receiver
-- | T i operating characteristic (ROC curve) showing classification performance
T\ O ‘":-—-  Frequency of HERZ2-positive CTCs is higher in HER2-positive breast
e — cancer patients than HER2-negative cohort (p-value = 0.0617).
Y. e B B - Detected HER2-positive CTC counts ranged from 2 to 30 cells from 7.5ml
s eme | f|wewl S AHAR blood (median: 4 HER2+ CTCs/7.5ml).

* A “false positive” cut-off of more than 2 cells/7.5ml blood were established
using receiver operating characteristic (ROC) curve analysis.
* Overall concordance rate of ~70% between paired tumour tissue and CTC

r Lab_el-free Isolation method | - among the 26 patients.
# Enrichmentof CTCs based on size & inertia
» Retrieval of wholly intact and viable cells 20
r High purity, 8/og,, depletion of WBCs E
» Process high blood volume of 7.5m/ N 45
» Fully automated CTC enrichment platform "oﬁ
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/ _ \ HER2 status Figure 3. Frequency of CTCs with HER2 amplification and Chromosome 17
4 Peripheral A Cﬁg;:riz{lléir;(wf;sttznm SRR polysomy at treatment baseline
blood
N=26 i - HERJHSH \ HER2-positive tumour cohort
e 4 ‘__{ testing « HERZ2-positive CTCs were successfully identified in 14 out of 17 HER2+
patients (32.4%)
« HERZ2 gene amplification and chromosome 1/ polysomy were observed
In 10 (538.8%) and 13 (76.5%) patients respectively.
- | | ) HER2-negative tumour cohort
Patient cohort « HERZ2 amplification was not observed in any of the 9 patients with HERZ2-
A total of 26 late stage breast cancer patients in the Asian population setting negative tumours

were recruited in this study. A total of 26 samples were collected from
patients diagnosed with HERZ2 positive (17/26) and HERZ2 negative (9/26)
breast cancer. HERZ2 status was evaluated with both IHC and FISH. Serial
blood draw for HERZ2 FISH was performed on 10/17 HERZ2 positive patients. Survival association of HER2+ CTCs

CTC enrichment 1.0

« CTCs with chromosome 17 polysomy was detected in 5/9 (55.6%)
patients in this cohort (median: 2 HER2+ CTCs/7.5ml).

Blood from breast cancer patients was collected in EDTA tubes. 7.5ml of L e omiblood % Nors
blood was RBC lysed, and enriched for CTCs on the ClearCell® FX system. 0.8- == <5 Cells 7(5387) 420
Enriched CTCs were fixed and cytospun onto glass slides. g | - ESCEI.:-W ratm;:‘ﬂ'i;: y 24 | |
HER? Fluorescence in-situ hybridization (FISH) - £ 06- o ) st st f hiah
Sample were fixed with ethanol series, denatured, and hybridised with FISH % o 42.0 weeks HER2 positive cells versus
probes. HER2 FISH scoring were performed under an epifluorescence 2 04 " A low HER2 positive cells in
microscope at 1000x magnification, by certified cytogeneticists, blinded to E - ] L blood.
the tumour HERZ2 profile. The HER2 FISH data on the CTCs profile was 7 0.2- 5
compared against the HERZ2 status on tumour tissue. -
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" HERE ami— T . . High HER2 positive cell count cut-off defined at >5.

 Hazard ratio of 1.74 for patients with high HERZ2 positive cell count.
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: /CEP; s There Is a strong concordance of HERZ2 status in CTCs and primary tumour.
ratio > number > . ? . '

e CTCs can provide real- time snapshots of HERZ2 status for tumor monitoring
Figure 1. Representatlve image of HER2 positive tissues and HER2-positive CTCs. that may help informed treatment decisions.

(A) positive HER2 immunohistochemical staining on breast cancer tissue. (B)
CTCs with HER2 gene amplifications and (C) chromosome 17 polysomy



