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Background & Methods

Overall Response Circulating Inmune Cell Analysis
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- Development of resistance to HER-2 dual antibody and ADC is inevitable in e @ Tem (®) Tem () Temra  (d) i
patients with HER-2 positive metastatic breast cancer (MBC) Overall response rate (ORR) : 58.8% o= 27« ® 7\, 3% —

- PI3K-AKT-mTOR pathway aberration is known to be one of the resistance T e Disease control rate (DCR) : 82.4% 2 z 5 2 & g w
mechanisms. T s = %‘ o e & 0

- This phase 2 study evaluated safety and efficacy of Herzuma® (trastuzumab % DU | PSPPSR SOl jé 0 g " g « ;‘5 20
biosimilar) plus Gedatolisib (dual PI3K/mTORC inhibitor) in patients with HER-2 2 2 ﬁ g s 5w g .,
positive MBC who progressed after multiple lines of therapy. @ X 5

- Key inclusion: HER-2 positive MBC with known PIK3CA pathologic mutation or 5 g s . . i
amplification whose disease progressed after more than two HER-2 directed < & & & & & & € P
therapy =2 . L . .

- Treatment: Herzuma® (8mg/kg IV for 15t cycle loading dose, and then 6mg/kg IV § ?;gurceeﬁ; I?r:str;li;t:]?: giamﬁ?sok:gvsltak?; Ceflcle;utgsitsof ?ac)l E?gfg&?; A?L?eir;c;ry
every 3 weeks) plus Gedatolisib (180mg on D1, 8, 15 of every 21 days). O 9 p . p P 9

memory(Tem), (b) CCR7+*CD45RA" central memory(Tcm), (c) CCR-CD45RA * effector
memory RA(Temra) on CD8 T cells, and (d) the frequency of Ki67+ in CD45RA-
CD4*Foxp3* cells.

- We evaluated efficacy of the combination treatment as interim analysis. The data
cutoff of this interim analysis was Oct 30, 2021.
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PIK3CA cfDNA not detected at ba:

decreased by 63% but a new leptomeningeal seeding occurred at confirmed to be PD.
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« Primary endpoints;: ORR
- Secondary endpoints: PFS, OS, Safety
- Exploratory endpoints: Biomarker, QoL
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Metastatic site: target or non-target lesion
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Figure 2. Swimmer plot of the treatment duration from the start of treatment to disease
progression, as determined by local assessment. Median PFS was 5.9 months. At the
time of the analysis, 1 patients had a continuing response. The dashed line show the
response at 6 months and 12 months.

In this phase 2 study, Trastuzumab biosimilar (Herzuma® plus Gedatolisib
presented 58.8% of response rate with manageable toxicity in patients with HER-2
positive MBC with PIK3CA aberration. A total of 62 patients will be enrolled to
complete the trial.

Acknowledgement: this research was supported by a grant of the Korea Health
Technology R&D Project through the Korea Health Industry Development Institute
(KHIDI), funded by the Ministry of Health &Welfare, Republic of Korea (Grant number:
HI117C2206). cfDNA analysis was conducted using AlphalLiquid® by IMB Dx.




