Pyrotinib or placebo in combination with trastuzumab and docetaxel for untreated HER2-positive metastatic breast cancer:

long-term survival results from the phase 3 PHILA study
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« Approximately 20 % of breast cancers over-express human epidermal Detailed baseline characteristics were previously reported.! * Among patients who developed brain metastases, the median time to onset * No grade 4 or 5 diarrhea was reported.
growth factor receptor 2 (HER2), a phenotype historically associated with * As of May 30, 2025, the median follow-up was 46.5 months (IQR 36-55) for was 16.6 months (IQR 13—-28) with PyroHT (n=34) compared to 9.1 months Table 1. Treatment-related adverse events
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trastuzumab, and docetaxel (PyroHT) significantly improved progression- (36.9%) in the HT group. 6% : : : : : decreased 236 (79.5) 65 (26.1) 246 (84.0) 41 (18.1)
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free survival compared to placebo, trastuzumab, and docetaxel (HT) in The median overall survival (OS) was not reached in either group (Figure 2). E; " : | : pyroHT roup Vomiting 188 (63.3) 34 (13.7) 46 (15.7) 4(18)
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ECOG performance 95% CI 0.56—0.98; nominal 1-sided P=0.0188). ; ; ; ' ; ; ; ' ' ' ' ; | ' ' ' ' irst-li
p Placebo (QD, orally) + 0 ) 0 . > 18 a4 a0 a6 40 48 o4 s0o s improvements in OS and PFS with PyroHT compared to HT in the first-line

status of O or 1 Trastuzumab (8 mg/kg in cycle 1 and 6

mg/kg in subsequent cycles, Q3W, IV) +
Docetaxel (75 mg/m?, Q3W, IV)

Adequate organ function

Primary endpoint: PFS (per INV)

ECOG, Eastern Cooperative Oncology Group; ER, estrogen receptor; INV, investigator; PFS, progression-free survival;
PR, progesterone receptor; QD, once a day; Q3W, once every three weeks; IV, intravenous.

Figure 1. Study design

Patients
 From May 2019 to January 2022, 590 patients were randomized and
received treatment (PyroHT n=297; HT n=293).

References: 1. Xu et al., BMJ 2023 2. Xu et al., SABCS 2024

* As reported previously, consistent and prolonged benefit of investigator-
assessed progression-free survival (PFS) in the PyroHT group was observed
(HR 0.44, 95% Cl 0.36—0.54; nominal 1-sided P<0.0001) (Figure 3).

* Although cross-over was not allowed, the proportions of patients receiving
pyrotinib, trastuzumab, pertuzumab, or anti-HER2 antibody—drug conjugate
(incl. T-DM1, T-DXd, SHR-A1811) after study treatment discontinuation in
each group were 18.5% vs. 51.9%, 26.3% vs. 25.6%, 15.5% vs. 14.0%, and
22.6% vs. 28.0%, respectively.

* For patients with prior (neo)adjuvant trastuzumab, median PFS was 62.8
months (95% Cl 19.2—not reached) in the PyroHT group (n=46) vs 10.4
months (95% Cl 6.4-13.2) in the HT group (n=42) (Figure 4).

Time from randomization (months)

Number at risk

PyroHT group 46 41 30 27 25 23 22 19 15 8 7 4 0

HT group 42 30 16 9 6 5 3 1 0

Figure 4. Kaplan-Meier curve of progression-free survival
in patients who had received prior (neo)adjuvant trastuzumab

Safety

Safety data cutoff was April 30, 2024.

The incidence of all adverse events decreased considerably after docetaxel
discontinuation (Table 1).

In the PyroHT group, the incidence of any grade diarrhea decreased from
98.4% (245/249) to 79.9% (199/249), and grade 3 diarrhea incidence
declined from 46.2% (115/249) to 16.1% (40/249).
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treatment of HER2-positive metastatic breast cancer were maintained.

* Notably, with PyroHT, 5-year OS rate remained at 66% and nearly 30% of
patients remained progression-free at 5 years. PyroHT treatment delayed
time to onset of brain metastasis.

* It reinforces dual anti-HER2 regimen (pyrotinib plus trastuzumab) as an
established therapeutic strategy for this patient population.
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