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METHODS
• Clinical cutoff was July 22, 2022, with N = 303 total patients and a median follow-up of 12.9 months.
• Cycle 1, Day 1 (C1D1, n = 229), Cycle 2, Day 1 (C2D1, n = 220), and end of treatment (EOT, n = 155) ctDNA 

was evaluated by FoundationOne® Liquid CDx (Foundation Medicine, Inc., Cambridge, MA).
• Tumor fraction (TF) is a measure of ctDNA level. TF calculation was based on a composite algorithm 

incorporating multiple factors including aneuploidy, variant allele frequency, and canonic alterations.
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• A common mechanism of resistance to endocrine therapy is the presence of an activating mutation in the 
ligand-binding domain of the ESR1 gene.1

• Giredestrant, a highly potent, nonsteroidal, oral, selective estrogen receptor antagonist and degrader (SERD), 
has a similar mechanism of action to fulvestrant and other oral SERDs, but is superior to them in terms of 
preclinical potency.2–4 As well as being well tolerated in the treatment of advanced breast cancer (either as a 
single agent or combined with the cyclin-dependent kinase 4/6 inhibitor palbociclib), giredestrant has shown 
encouraging antitumor activity, including in patients with ESR1-mutated (ESR1m) tumors and in patients who 
have previously received fulvestrant.5–8

• acelERA Breast Cancer (NCT04576455) was a randomized, Phase II study that compared giredestrant with 
physician’s choice of endocrine therapy (PCET) in patients with ER-positive, HER2-negative, previously treated 
advanced breast cancer.9 The primary endpoint was investigator-assessed progression-free survival (PFS), and 
although acelERA Breast Cancer did not reach statistical significance for this, a numeric improvement was 
shown for giredestrant vs. PCET (hazard ratio [HR] 0.81; 95% confidence interval [CI] = 0.60, 1.10; p = 0.18).9 
There was also a consistent treatment effect across most key subgroups, which was more pronounced in 
patients with ESR1m tumors (HR 0.60; 95% CI = 0.35, 1.03).9 Clinical benefit was also observed across common 
ESR1 mutations.10

• We present an exploratory biomarker analysis of circulating tumor (ct)DNA dynamics.
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CONCLUSIONS
• ctDNA levels decreased on-treatment in the majority of patients 

treated with either giredestrant or PCET; giredestrant elicited a 
greater magnitude of ctDNA reduction compared with PCET.

• Specifically in response to giredestrant, ctDNA reduction was 
greater in patients with ESR1m tumors, particularly those with 
clonal mutations. 

• Reduction of ctDNA and ESR1 MAF was associated with better 
response, regardless of treatment arm; PFS was improved in 
patients with high ctDNA reduction in both treatment arms, but to 
a greater degree with giredestrant. 

• ESR1 MAF reduction was greater with giredestrant (–99%) vs. 
PCET (–56%) or fulvestrant (–78%).

• ctDNA detection both at baseline and on-treatment was 
associated with poor prognosis.

RESULTS

RESULTS

Figure 2: Longitudinal changes in ctDNA short variants with endocrine therapy
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Figure 3: ctDNA levels and dynamics were associated with response to endocrine therapy

Median values are listed above the respective bars. * p < 0.05; ** p < 0.01; *** p < 0.001; **** p < 0.0001 (Mann–Whitney U test). 
ns, not significant; PD, progressive disease; PR, partial response; SD, stable disease.

Figure 5: ESR1 MAF reduction was significantly improved with giredestrant over PCET, particularly in 
patients with D538G and Y537X variants

• Median ctDNA levels were not significantly different at baseline between arms: 
giredestrant 0.100 (95% CI = 0.044, 0.160); PCET 0.073 (0.020, 0.120); fulvestrant 0.085 (0.016, 0.140). 

• ctDNA levels decreased in 58/89 (65%) of giredestrant-treated patients, 44/75 (59%) of 
PCET-treated patients, and 34/56 (61%) of fulvestrant-treated patients with detectable/estimable 
TF at baseline. 

• A) The median change from C1D1 to C2D1 was greater with giredestrant (–66%) compared with 
PCET (–29%) or fulvestrant (–36%). At EOT, PCET-treated patients saw a significant increase in 
ctDNA levels relative to C1D1. This effect was not seen with giredestrant, which still showed a 
median of –47% ctDNA reduction.

• B) and C) ctDNA reduction was significantly higher and baseline ctDNA levels were significantly 
lower in patients with PR or SD compared with those with PD (best investigator response), 
regardless of the treatment arm.

• Better PFS was observed, regardless of treatment arm, in patients with no detectable ctDNA at 
both C1D1 and C2D1. 

Figure 4: ctDNA reduction at C2D1 with giredestrant was improved in patients 
with ESR1m tumors

Median values are listed above the respective bars. * p = 0.0165 (Mann–Whitney U test).

• A) Specifically in response to giredestrant, the level of ctDNA reduction was 
greater in patients with ESR1m tumors (–80%) vs. those with ESR1nmd (+5%). 

• B) Patients with clonal ESR1m tumors experienced greater ctDNA reduction 
in response to giredestrant. 

Figure 6: ctDNA detection was a prognostic biomarker for endocrine therapy both at baseline and 
on-treatment

Figure 7: ctDNA clearance on-treatment was a prognostic biomarker for 
endocrine therapy

• Better PFS was observed, regardless of treatment arm, in patients who 
exhibited ctDNA reduction of ≥75% on-treatment. 

• This effect was greater with giredestrant compared with PCET.

• Median ESR1 MAF levels were not significantly different at baseline between arms: 
giredestrant 1.6 (95% CI = 0.56, 3.03); PCET 2.8 (0.62, 7.70); fulvestrant 2.29 (0.62, 7.70).

• A) ESR1 MAF reduction on-treatment was significantly greater in response to giredestrant (–99%) 
vs. PCET (–56%) or fulvestrant (–78%). This observation was consistent in EOT samples.

• B) A trend for greater on-treatment changes in ESR1 MAF was observed in patients with PR, 
compared with those with PD or SD, regardless of treatment arm.

• C) ESR1 MAF reduction was significantly greater for D538G and Y537X variants in response to 
giredestrant (–100%) vs. PCET (–33% and –42%) or fulvestrant (–41% and –100%).

Median values are listed above the respective bars. In patients with more than one ESR1 mutation, the MAF is represented as a sum.
* p < 0.05; ** p = 0.0063; *** p < 0.001; **** p < 0.0001 (Mann–Whitney U test). MAF, mutant allele frequency.
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Figure 1: Summary of patient numbers and available ctDNA datasets from acelERA BC

ESR1nmd, no ESR1 mutation detected.

Number of patients at C1D1
ctDNA detected ctDNA not 

detected Missing
ESR1m ESR1nmd

Giredestrant 49 47 18 37

PCET
Aromatase inhibitor 10 11 9 8

Fulvestrant 33 29 23 29

A) B) C) A) B) A) B) C)

• The prevalence of ESR1m ctDNA decreased longitudinally with giredestrant, and increased slightly 
with PCET. 

• The prevalence of other gene mutations largely remained relatively stable on-treatment in both 
treatment arms.

• Patients without detectable TF were excluded from this analysis. 
• Giredestrant: C1D1 n = 96; C2D1 n = 73; EOT n = 47; PCET: C1D1 n = 83; C2D1 n = 74; EOT n = 61.
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