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Background: HLX02 is being developed to address the current global need for high-
quality yet affordable trastuzumab biosimilar (trastuzumab) for patients with breast
cancer.

Methods: Following the step-wise clinical approach for the development of biosimilar,
we first enrolled 12 healthy males to evaluate safety and tolerability after a single infu-
sion of HLX02 at 2, 4, 6 and 8 mg/kg. Upon successful demonstration of safety and PK
(AUC0-1, Cmax, AUC0-tau) equivalence between HLX02 and reference trastuzumab in
109 healthy males received a single infusion of 6 mg/kg either HLX02, trastuzumab
sourced from EU or US, we subsequently conducted a multi-national, randomized,
double-blind, parallel-controlled, phase 3 study (HLX02-BC01) investigating the effi-
cacy and safety profiles of HLX02 and trastuzumab-EU with docetaxel in adult females
with HER2þ breast cancer from �83 centers in 4 countries. The primary efficacy end-
point was best overall response rate up to week 24 (ORR24), and safety endpoints
included immunogenicity and incidence of adverse events.

Results: After different concentrations of HLX02 demonstrated acute and dose-
dependent effect on serum concentration of 12 healthy males in a phase 1a clinical trial,
a total of 109 healthy males was randomized to receive 6mg/kg of HLX02
(n¼ 37),trastuzumab-EU(n¼ 37) or trastuzumab-US(n¼ 35). The geometric mean
ratio of the AUC0-1 [90% confidence intervals] for HLX02 / trastuzumab-EU, HLX02
/ trastuzumab-US and trastuzumab-US / trastuzumab-EU were 0.914 [0.858-0.973],
0.950 [0.891-1.013] and 0.962 [0.902-1.025], respectively, all within the bioequivalence
margin of 0.80-1.25 (Table). No deaths, SAE or ADA-positive results were observed in
any of the treatment groups. Based on these results, 653 previously-untreated females
with HER2-overexpressing metastatic breast cancer in China, Poland, Ukraine and
Philippines were randomized in an ongoing phase 3 pivotal study.

Table: 44P Pairwise comparison of AUC0-1 between HLX02,
trastuzumab-EU and trastuzumab-US

Comparison with

Different Products

n AUC0-1 Geo-

LSMean

(lg�h/mL)

AUC0-1

Ratio A/B

AUC0-1 90%

CI of Ratio

HLX02 vs trastuzumab-EU 37 37 19805.4 21679.0 0.914 (0.858-0.973)

HLX02 vs trastuzumab-US 37 35 19805.4 20847.3 0.950 (0.891-1.013)

trastuzumab-US vs

trastuzumab-EU

35 37 20847.3 21679.0 0.962 (0.902-1.025)

Conclusions: The three-way PK and safety equivalence of HLX02 and reference trastu-
zumab were demonstrated leading to the pivotal phase 3 study which has completed
the enrolment in June 2018. To the best of our knowledge, the ongoing phase 3 study
was the first China-manufactured trastuzumab biosimilar being investigated in a global
setting.
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Background: Metastatic breast cancer remains incurable. Tumor-associated macro-
phages (TAMs) represent major component of the tumor microenvironment that sup-
ports breast cancer metastasis. Circular RNAs are new class of endogenous noncoding
RNAs. They uniquely have a covalently closed loop structure, making them stable and
ideal candidate biomarkers. We identified a circular RNA and explored first how it
played a dual role in epithelial to mesenchymal transition (EMT) and macrophage
recruitment.

Methods: We first analyzed TCGA database about whether mesenchymal tumors could
be more likely to recruit TAMs. ELISA assay was performed for determining expression
level of chemokines (CSF-1, CCL2, CCL5, C5a, VEGFA, IL-34) after cell line MCF-7
finishing EMT. Next, we predicted microRNAs which could regulate CSF-1 expression
and inhibit EMT. Circular RNA was identified via comparing expression levels between
mesenchymal-like and epithelial-like cells using circRNA microarrays. The specific
mechanisms were explored via series of molecular biology assays in vitro and in vivo.

Results: Correlation analysis of relationship between EMT score and expression of all
classical chemokines that could recruit macrophage revealed a positive association
(r2>0.3, P< 0.05) among 1079 breast cancer cases. Increased expression level of CSF-1
was found the most significant after EMT. miR-200b and miR-200c that inhibiting
breast cancer EMT were confirmed targeting 3’UTR of CSF-1 mRNA and decreasing
migration of TAMs. Circular RNA NCAPG was found highly expressed in mesenchy-
mal-like cells and could promote breast cancer metastasis in vitro and in vivo. Poor
clinical outcome was found in circNCAPG overexpression group among 141 breast
cancer cases. CircNCAPG was proven to be located in cytoplasm and found could
sponge of miR-200b and miR-200c. Expression level of CSF-1 and ZEB-1 (also targeted
by miR-200s and regulating key process of EMT) was found decreasing significantly
after knocking down circNCAPG both in vitro and in vivo, leading to breast cancer
metastasis inhibition.

Conclusions: Mesenchymal tumors have the ability to recruit more TAMs. A new mol-
ecule: circNCAPG participates in this process via acting as the sponge of miR-200s and
regulates CSF-1 and ZEB-1 expression.
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Background: Estrogen receptor (ER), progesterone receptor (PR) and human epider-
mal growth factor receptor 2 (HER2) are therapeutically as well as prognostically
important. The discordance of ER, PR, and HER2 between primary and the recurrent
breast cancer has been recognized in studies with few reporting change in therapy as
well. However, many still use report of primary tumor to guide treatment in the recur-
rent setting and FNA is a routine to label a lesion metastasis without knowing the IHC
before starting further treatment.

Methods: This was an observational study carried out from September 2015 to
February 2017. All recurrent (locoregional or metastatic) breast cancer patients were
analyzed. Biopsy was done from the recurrent site and IHC study was performed. The
discordance of ER, PR and HER2 status between primary tumor and recurrent disease
were analyzed. Mc Nemar test on SPSS version 23.0 was used to see the statistical
significance.

Results: A total of 78 patients were analyzed. Thirty five (45%) patients had only
locoregional, 14 (18%) had only visceral and 29 (37%) had locoregional alongwith vis-
ceral metastasis at recurrence. The discordance rate for ER was 13.7% (n¼ 11;
p¼.227). Among these, 3 (3.7%) had ER changed from positive to negative whereas 8
(10%) had change from negative to positive. The discordance rate for PR was higher
with 28.7% (n¼ 23; p¼.017). Those who had receptor changed from positive to nega-
tive was 6 (7.5%) while 17 (21.2%) had change from negative to positive. The

abstracts Annals of Oncology

ix16 | Breast cancer, metastatic Volume 29 | Supplement 9 | November 2018

D
ow

nloaded from
 https://academ

ic.oup.com
/annonc/article-abstract/29/suppl_9/m

dy428.005/5200157 by guest on 22 Septem
ber 2019


	mdy428-TF4
	mdy428-TF5
	mdy428-TF6
	mdy428-TF7
	mdy428-TF8
	mdy428-TF9



