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Early Breast Cancer

1. Metformin Trial (MA32)

2. Ovarian suppression + Tamoxifen or AI 

SOFT + TEXT Trial joint analysis

3. Final results of PALLAS Trial

4. Antibiotic use in patients with triple negative EBC

5. RxPONDER Trial



General Session [GS1-08]: Dr Pamela Goodwin (Mount Sinai Hospital/Lunenfeld-Tanenbaum Research Institute, University of Toronto, Canada)

CCTGMA.32: Phase 3 randomised double-blind placebo controlled adjuvant trial of 

metformin (MET) vs placebo (PBO) in eBC

Abbreviations: BC, breast cancer; BCSS, breast cancer specific survival; BCFI, breast cancer free interval; BID, twice daily; BMI, body mass index; CI, confidence interval; CT, chemotherapy; CV, 

cardiovascular; DRFS, distant relapse-free survival; ER, oestrogen receptor; HER2+, human epidermal growth factor receptor 2-positive; HR(+/-), hormone receptor (positive/negative); HR, hazard ratio; 

IDFS, invasive disease-free survival; MET: metformin; OS, overall survival; PBO: placebo; pCR, pathological complete response; PR, progesterone receptor.

Authors’ Conclusion: MET did not improve IDFS or other BC 

outcomes in HR+ BC and should not be used as adjuvant treatment.  

Exploratory findings suggested benefit in HER2+ BC should be further 

investigated.

Trial: CCTGMA.32 (NCT01101438).

Population: Patients 18–74 years old with an invasive BC diagnosis within 1 

year excised with negative margins, without diabetes, with high-risk T1c–3, N0–3 

M0 BC, and with adequate cardiac, renal and hepatic function. Patients were 

stratified by HR+ vs HR-, BMI < vs > 30 kg/m2, HER2+ vs HER2-, any CT vs no 

CT.

Study Design: 2,533 patients were randomised 1:1 to receive 5 years of MET 

850 mg BID or PBO BID (one caplet). The following analyses were presented: 

(1) primary analysis (HR+, any HER2 status); (2) follow-up of futility result (HR-, 

any HER2 status); (3) exploratory analysis (HER2+; any HR status).

Primary Outcome: IDFS.

Secondary Outcomes: OS, DRFS, BC specific survival (BCSS), BC free 

interval (BCFI), contralateral BC, cardiovascular (CV) events, new diabetes.

Results: 

• The primary analysis efficacy results at a median follow-up of 96.2 months 

are shown in Table 1. The addition of MET to standard therapy in 

moderate/high-risk HR+ BC did not improve IDFS, OS or other BC outcomes 

and MET should not be used as BC treatment in this population. MET should 

also not be used in the HR- BC population.

• Patients with HER2+ BC (notably those with at least 1 “C” allele of the rs

11212617 snp) experienced improved IDFS and OS with MET, consistent 

with MET effect on pCR in the neoadjuvant setting. However, replication in a 

prospective trial focusing on a HER2+ population is required.

• Any Grade >3 toxicity was similar in MET and PBO arms (21.7% and 18.7%; 

p=0.06).

Background: MET has been associated with beneficial anti-cancer 

effects in epidemiologic and pre-clinical research. CCTGMA.32 

investigated the effect of MET vs PBO (in addition to standard therapy) 

on adjuvant BC outcomes. Here, the primary efficacy analysis is 

reported.

Table 1: Primary analysis efficacy results (MET vs PBO)

Population [n] IDFS OS

HR+ (any HER2 status) 

[n=2,533]*

HR 1.01; 95% CI 0.84, 

1.21; p=0.92

HR 0.89; 95% CI 0.64, 

1.23; p=0.46

HR- (any HER2 status)

[n=1,116]

HR 1.01; 95% CI 0.79, 

1.30; p=0.92

HR 0.89; 95% CI 0.64, 

1.23; p=0.46
*in HR+ BC HRs were similar for BCFI, DRFS, BCSS (ranging from 0.98–1.09).



General Session 2 [GS2-05]: Dr Meredith Regan (International Breast Cancer Study Group, Breast International Group, and North American Breast 

Cancer Groups, Switzerland)

Adjuvant exemestane (EXE) + OFS vs tamoxifen (TAM) + OFS in premenopausal women 

with HR+ eBC: Update from the combined SOFT and TEXT trials

Abbreviations: AI, aromatase inhibitor; CI, confidence interval; CT, chemotherapy; DRFI, distant recurrence-free interval; eBC, early breast cancer; EXE, exemestane; HER2-, human epidermal 

growth factor receptor-2 negative; HR/HR(+), hazard ratio/hormone receptor (positive); ITT, intention-to-treat; OFS, ovarian function suppression; OS, overall survival; TAM, tamoxifen.

Dr Meredith Regan presented a planned update analysis of the combined 

SOFT and TEXT trials, with a focus on distant recurrence and OS, and later 

treatment benefits. The trials enrolled premenopausal women with HR+ eBC:

• In SOFT, women (ITT n=3,066) were randomised to 5 years of EXE+OFS, 

TAM+OFS or TAM alone ≤12 weeks after surgery if no CT was planned, or 

≤8 months after completing (neo)adjuvant CT. Median follow-up was 12 

years.

• In TEXT, women (ITT n=2,672) were randomised ≤12 weeks after surgery 

to 5 years EXE+OFS or TAM+OFS; CT was optional and concurrent with 

OFS. Median follow-up was 13 years.

This analysis focused on a comparison of adjuvant AI vs TAM, in combination 

with OFS, and included 4,690 patients from the relevant SOFT/TEXT treatment 

arms.

Results: 

• 12-year DRFI was 88.4% in patients assigned to EXE+OFS vs 86.6% in 

patients assigned to TAM+OFS (Δ1.8%; HR 0.83; p=0.03). 

• 12-year OS was high in both groups: 90.1% in patients assigned to 

EXE+OFS vs 89.1% in patients assigned to TAM+OFS (Δ1.0%; HR 0.93; 

p=0.43).

• HER2- tumours predominated in both trials. There was an emerging OS 

benefit for EXE+OFS vs TAM+OFS (Δ3.3% at 12 years) in patients with 

HER2- tumours who received CT in both trials (Figure 1).

Authors’ Conclusion: Adjuvant EXE+OFS compared to TAM+OFS showed a 

sustained reduction in the risk of recurrence, which was more consistent in 

patients with HER2- disease and in those with high-risk disease features, e.g. 

indication for adjuvant CT and G3 tumours. Oncologists may use this 

information to discuss potential benefits of EXE+OFS with individual patients.

Figure 1: SOFT and TEXT OS in HER2- disease (CT cohort)

Deaths/

Patients
HR (95% CI)

SOFT

EXE+OFS 61/411
0.85 (0.61, 1.20)

TAM+OFS 76/424

TEXT

EXE+OFS 85/661
0.81 (0.61, 1.08)

TAM+OFS 102/656



General Session 1 [GS1-07]: Prof Michael Gnant (Medical University of Vienna, Austria)

PALLAS: Adjuvant PAL in patients with HR+/HER2- eBC

Abbreviations: BC, breast cancer; CDK4/6i, cyclin dependent-kinase 4/6 inhibitor; CI, confidence interval; CT, chemotherapy; DRFS, distant recurrence-free survival; eBC, early breast 

cancer; ET, endocrine therapy; HER2-, human epidermal growth factor receptor-2 negative; HR, hormone receptor; IDFS, invasive disease-free survival; LHRH, luteinising hormone-

releasing hormone; LRFS, locoregional recurrence-free survival; OS, overall survival; PAL, palbociclib.

Authors’ Conclusion: At this final protocol-planned analysis, the 

PALLAS trial showed that the addition of 2 years of PAL to ongoing 

adjuvant ET did not improve survival endpoints in patients with Stage II–

III HR+/HER2- eBC. Analysis of clinicopathologic subgroups did not 

identify a population of patients who benefitted from adjuvant PAL, 

although this analysis was limited by the small number of events.

Population: Patients with Stage II–III HR+/HER2- BC who had undergone 

surgery ± CT and radiotherapy. Patients had to be within 12 months of 

their diagnosis, and within 6 months of starting adjuvant ET.

Study Design: Patients were randomised (1:1) to receive either 2 years 

of PAL (3 weeks on/1 week off) with adjuvant ET or ET alone (aromatase 

inhibitor or tamoxifen, +/- LHRH agonist).

Primary Outcome: IDFS.

Secondary Outcomes: DRFS, LRFS, OS and safety.

Results: 5,761 patients were randomised. At the time of final analysis cut-

off, median follow-up was 31 months and 516 IDFS events had been 

recorded.

Results (cont’d): 

• At the time of this analysis, IDFS was similar between the two arms, 

with a 4-year IDFS of 84.2% with PAL+ET vs 84.5% with ET alone 

(HR 0.96; 95% CI 0.81, 1.14; p=0.65). There was no statistically 

significant difference in secondary outcomes.

• Subgroup analyses found no significant interactions between 

treatment effect and other factors (including risk category) (Figure 1). 

• Overall, 44.9% of patients discontinued PAL by the 2-year analysis. 

The safety profile of PAL was as expected, with Grade 3/4 neutropenia 

the most common side effect (safety population: 62.0% vs 0.4%). 

Prof Michael Gnant presented the final protocol-planned analyses of the 

global Phase 3 PALLAS trial (NCT02513394), investigating whether the 

addition of the CDK4/6i PAL to adjuvant ET improved outcomes over ET 

alone for patients with HR+/HER2- eBC.

Figure 1: IDFS 

in subgroups



Poster Session 3 [P3-12-34]: Dr Julia Ransohoff (Stanford University, Palo Alto, CA, USA)

Poster highlights: Antibiotic use and mortality from TNBC

Abbreviations: ALC, absolute lymphocyte count; BC, breast cancer; BCM, breast cancer mortality; IQR, interquartile range; OM, overall mortality; PH, proportional hazards; SEER, 

Surveillance, Epidemiology, and End Results Program; TNBC, triple-negative breast cancer.

Background: Gut-associated lymphoid tissue is the largest component 

of the body's immune system, and influences both local and systemic 

immune responses. Gut microbiome dysbiosis related to antimicrobial 

exposure may be associated with decreased circulating and tumour-

infiltrating lymphocytes and decreased immune repertoire, which may 

adversely impact survival in patients with TNBC. 

The authors hypothesised that increasing antimicrobial exposure may 

lead to higher overall mortality (OM) and BC-specific mortality (BCM) in 

the presence of time-varying absolute lymphocyte count (ALC).

Methods:

• Women with TNBC were identified in the Oncoshare database, a BC 

registry integrating data from the SEER Registry and electronic medical 

records from two California healthcare systems.

• Antibiotic use was defined in 3 ways at each time point: (1) current use 

(“Antibiotic Use”), (2) total number of prescriptions (“Total Antibiotics”), 

and (3) total number of unique antibiotics prescribed (“Unique 

Antibiotics”) to study overall OM and BCM. 

• Marginal structural Cox proportional hazards (PH) multivariate models 

were used in the analysis, with time-varying covariates (antibiotic use 

and ALC) to avoid immortal time bias.

Results:

• 772 women were diagnosed with TNBC and treated, median follow-up 

time (including time to death) was 104 (IQR [61.66, 147.03]) months. 

• 654 (85%) patients ever used antibiotics after TNBC diagnosis: 

• There were 24/118 (20%) deaths among patients who never took 

antibiotics and 153/654 (23%) deaths in patients who ever took 

antibiotics during the study period. 

• Antibiotic use was associated with higher OM and BCM using 

definitions (2) and (3), but not definition (1) (Table 1). 

Authors’ Conclusion: Higher number of antibiotic prescriptions and of 

unique antibiotics prescribed was associated with overall and breast 

cancer-specific mortality among women with TNBC. Future research on 

the role of the microbiome in mediating ALC and immune response may 

inform interventions to reduce TNBC mortality.

Table 1: OM and BCM in women with TNBC (cox PH models)

OM BCM

Antibiotic use 1.54 (0.99, 2.39) 1.50 (0.90, 2.47)

Total no. antibiotics 1.07* (1.04, 1.09) 1.07* (1.04, 1.10)

No. unique antibiotics 1.17* (1.12, 1.23) 1.18* (1.12, 1.25)

*p<0.05



Updated results from Phase 3 RxPONDER: participants with 1–3 positive lymph 

nodes, HR+/HER2- BC with RS ≤25 randomised to ET +/- CT

Abbreviations: BC, breast cancer; CT, chemotherapy; DDFS, distant disease-free survival; DFRI, distant recurrence-free survival; ET, endocrine therapy; HR, hazard ratio; HR+, hormone 

receptor positive; HER2-, human epidermal growth factor receptor-2 negative; IDFS, invasive disease-free survival; OFS, ovarian function suppression; RS, recurrence score.

Authors’ Conclusion: RxPONDER was not powered for subgroup 

differences, and data interpretation in premenopausal patients can be 

challenging, given that confounding factors can change over time. It remains 

unclear if OFS can replace CT in premenopausal women with HR+/HER2-

BC. Future randomised trials should be considered to address this important 

clinical question.

Results:

• There was no IDFS, DRFS or DRFI benefit of CT in addition to ET in 

postmenopausal women with HR+/HER2- BC. 

• However, an IDFS (HR 0.64; 95% CI 0.47, 0.87; p=0.004), DRFS (HR 0.66; 

95% CI 0.45, 0.97; p=0.03) and DRFI (HR 0.64; 95% CI 0.43, 0.95; p=0.26) 

benefit was observed in premenopausal patients.

• Post-hoc analyses evaluated the effect of ovarian function suppression 

(OFS) in premenopausal women. Although higher in the ET arm, the rate of 

OFS remained low and consistent in both arms. In the first 24 months 

following randomisation to the ET arm, there was no IDFS difference in those 

who underwent OFS or not (Figure 1). 

• Post hoc analyses also evaluated the effect of regular menstrual periods in 

premenopausal women. 58.9% and 80.8% of premenopausal women 

stopped having periods within the first 24 months in the ET (n=676) and 

ET+CT (n=677) arms, respectively. 

Results (cont’d):

• A numerical IDFS benefit was observed in premenopausal patients no longer 

having regular menstrual periods in both the ET and ET+CT treatment arms.

Background: Previous analyses from RxPONDER have shown that 

postmenopausal women with HR+/HER2- BC and RS ≤25 did not experience 

a CT benefit for IDFS or DRFS when treated with ET+CT. However, a CT 

benefit was observed in premenopausal women. Updates from RxPONDER

on IDFS and DDFS with additional follow-up, as well as DRFI and post-hoc 

analyses in premenopausal women are presented here.

General Session 2 [GS2-07]: Dr Kevin Kalinsky (Emory University Winship Cancer Institute [SWOG], Atlanta, GA, USA)

Figure 1: 2-year IDFS by OFS in premenopausal patients in ET arm



Monitoring disease with circulating DNA

1. Metastatic Breast Cancer

PADA-1 Trial

2. Early Breast Cancer

cTRAK Trial



General Session 3 [GS3-05]: Dr François-Clément Bidard (Institut Curie, Paris, France)

Phase 3 PADA-1 trial: FUL-PAL vs continuing AI-PAL upon detection of circulating 

ESR1 mutation in HR+ HER2- mBC patients

Abbreviations: 1L, first-line; AE, adverse event; AI, aromatase inhibitor; bESR1mut, ESR1 mutation in blood; CDK4/6i, cyclin dependent kinase 4/6 inhibitor; CI, confidence interval; FUL, 

fulvestrant; HR+, hormone receptor positive; HER2-, human epidermal growth factor receptor-2 negative; mBC, metastatic breast cancer; PAL, palbociclib; PFS, progression-free survival; 

RECIST, Response Evaluation Criteria in Solid Tumors; SAE, serious adverse events.

Background: ESR1 mutations are known drivers of resistance to 1L AI-based 

therapy in HR+ HER2- mBC patients, but their clinical actionability remains 

unknown. PADA-1 evaluated the clinical benefit associated with a switch to 

FUL-PAL upon the detection of a rising ESR1 mutation in blood (bESR1mut) in 

HR+ HER2- mBC patients treated with 1L AI-PAL.

Trial: PADA-1 (NCT03079011); a multicentre randomised, open-label Phase 3 

trial.

Population: HR+ HER2- mBC patients with no prior systemic therapy for mBC 

in the absence of AI-resistance.

Study Design: Following treatment with 1L AI-PAL and centralised bESR1mut

screening every two months, the 172 patients with rising bESR1mut with no 

clinical/imaging concomitant disease progression were randomised to continuing 

the same therapy (AI-PAL; standard arm; n=84) or switching to FUL-PAL 

(experimental arm; n=88). Optional crossover was available to FUL-PAL 

following tumour progression for patients randomised in the standard arm. 

Co-primary Outcomes: PFS per RECIST v1.1, Grade ≥3 haematological AEs.

Secondary Outcomes: Second PFS after crossover, non-haematological Grade 

≥3 AEs and SAEs.

Results:

• Figure 1 presents PFS results (standard vs experimental arm) at a median 

follow-up of 26 months (136 PFS events).

Results: 

• Among the 69 patients who subsequently developed a disease progression in 

the AI-PAL arm, 47 were included in the optional crossover cohort. With a 

median follow-up of 14.7 months and 37 PFS events, the median second-PFS 

observed in the crossover cohort was 3.5 months (95% CI 2.7, 5.1).

• The most common Grade 3 AEs were (AI+PAL vs FUL+PAL): neutropenia 

(34.5% vs 36.4%), leukopenia (6.0% vs 6.8%) and pain (1.2% vs 4.5%).

Authors’ Conclusion: PADA-1 is the first clinical trial to demonstrate the 

clinical utility of bESR1mut monitoring in optimising the ET partner of PAL, and 

reported a doubling in the subsequent median PFS. No new safety signals 

were observed. 

Figure 1: PFS in standard vs experimental arm after randomisation



General Session 3 [GS3-06]: Prof Nicholas Turner (The Institute of Cancer Research, London, UK

Utilising ctDNA in patients with BC: Results from the cTRAK

Abbreviations: AE: adverse event; C2D1, day 1 of cycle 2; ctDNA(+), circulating tumour DNA (positive); CI, confidence interval; D15, day 15 of cycle 1; HER2, human epidermal growth factor 

receptor-2; HR, hazard ratio.

Primary results of the cTRAK TN trial: Utilising ctDNA mutation tracking to 

detect minimal residual disease and trigger intervention in patients with 

moderate and high-risk early TNBC.

• cTRAK was a multicentre Phase 2 study that assessed prospective use 

of ctDNA assays in patients treated for early TNBC, who were at higher 

risk of relapse. 

• 208 patients registered for the study and 161 patients continued to the  

ctDNA surveillance phase. At 12 months, the rate of ctDNA+ was 27.3% 

(44/161; 95% CI 20.6, 24.9). 

• Following surveillance, 45 ctDNA+ patients entered the therapeutic trial 

(pembro n=32; observation n=14). Of patients allocated to pembro, 

71.9% (23/32) had overt metastatic disease on staging at time of ctDNA

detection. 

• Relatively few patients commenced treatment with pembro (n=5): 3 

experienced disease recurrence and 1 discontinued treatment due to 

AEs. No patients had sustained ctDNA clearance 6 months after 

commencing pembro.

Authors’ Conclusion: Issues with this trial include the relatively high 

rate of undiagnosed metastatic disease when imaged and the small 

number of patients who commenced pembro treatment, precluding 

assessment of activity. However, these findings do have implications for 

future trial design, e.g. the importance of starting ctDNA testing early.



Metastatic Breast Cancer

1. Antibody drug conjugates

a. Trastuzumab deruxtecan in HER2+ve MBC (DESTINY 03 Trial)

b. Datopotamab deruxtecan in mTNBC

2. KEYNOTE 355 Trial Analysis of CPS score cut-offs

3. Emerald Trial: Elacestrant (oral SERD)



General Session 3 [GS3-01]: Prof Sara Hurvitz (University of California and Jonsson Comprehensive Cancer Center, LA, USA); Poster Discussion 8 

[PD8-02]: Dr Véronique Diéras (Centre Eugène Marquis, Rennes, France)

Subgroup analysis of DESTINY-Breast03: Enhertu® (trastuzumab deruxtecan; T-DXd) 

vs Kadcyla® (trastuzumab emtansine; TE) in patients with HER2+ mBC

Abbreviations: BICR, blinded independent central review, BM: brain metastases; CI, confidence interval, HER2+: human epidermal growth factor receoptor-2 positive, HR, hazard ratio; KM, 

Kaplan-Meier; mBC, metastatic breast cancer; mo, months; mPFS, median progression-free survival; NE, not estimable; ORR, objective response rate; OS, overall survival; PFS, 

progression-free survival; Q3W, every 3 weeks; T-DXd, trastuzumab emtansine; TE, trastuzumab emtansine; TEAE, treatment-emergent adverse event.

Dr Véronique Diéras presented the Phase 2 DAISY study of T-DXd in 

patients with mBC regardless of HER2 status: T-DXd showed clinically 

meaningful activity in patients with HER2 overexpressing mBC and, 

interestingly, also in those with HER2-low and HER2-nul mBC.

Trial: DESTINY-Breast03 (NCT03529110). 

Population: Patients with HER2+ mBC that had been previously treated 

with trastuzumab+taxane. Patients with clinically-stable BMs were eligible.

Study Design: Randomised, multicentre, open-label, Phase 3 study in 

which patients were randomised 1:1 to receive T-DXd or TE Q3W.

Primary Outcome: PFS by BICR.

Key Secondary Outcome: OS.

Other Outcomes: Safety; PFS and ORR were analysed for subgroups.

Results: 

• At data cut-off (21st May 2021), 524 patients were randomised to T-

DXd (n=261) or TE (n=263) and median follow-up was 15.9 mo. 

• T-DXd demonstrated superior PFS vs TE (HR 0.28; 95% CI 0.22, 

0.37; p=7.8 x 10-22); median PFS by BICR was not reached (95% CI 

18.5-NE) for T-DXd vs 6.8 mo (95% CI 5.6, 8.2) for TE. PFS for 

patients with stable BMs at baseline (n=82) is presented in Figure 1.

• Overall, confirmed ORR for T-DXd was 79.7% vs 34.2% for TE. For 

patients with stable BMs at baseline, confirmed ORR was 67.4% for T-

DXd vs 20.5% for TE.

• T-DXd had a manageable and tolerable safety profile. Grade ≥3 TEAE 

incidence was 52.1% vs 48.3% and serious TEAE incidence 19.1% vs 

18.0% in patients treated with T-DXd and TE, respectively.

Figure 1: PFS KM curve in patients with BM at baseline



General Session 1 [GS1-05]: Dr Ian Krop (Dana-Farber Cancer Institute, Boston, MA, USA).

Datopotamab deruxtecan in mTNBC: Results from the TROPION-PanTumor01 study 

Abbreviations: ADC, antibody drug conjugate; AE, adverse event; BC, breast cancer; BICR, blinded independent central review; Dato-DXd, datopotamab deruxtecan; HER2, human 

epidermal growth factor receptor-2; IgG1, immunoglobin G1; mBC, metastatic breast cancer; NSCLC, non-small cell lung cancer; TNBC, triple negative breast cancer; ORR, objective 

response rate; TEAE, treatment-emergent adverse event; TNBC, triple negative breast cancer; TROP2, trophoblast cell surface antigen 2.

Authors’ Conclusion: Preliminary results showed that Dato-DXd

demonstrates promising anti-tumour activity with a manageable safety 

profile in patients with previously treated mTNBC; confirmatory studies 

in patients with BC are warranted.

Trial: TROPION-PanTumor01 (NCT03401385).

Background: Datopotamab deruxtecan (Dato-DXd) is an ADC consisting 

of a humanised anti-TROP2 IgG1 monoclonal antibody conjugated to a 

potent topoisomerase I inhibitor payload via a stable tetrapeptide-based 

cleavable linker.

Study Design: Phase 1, multi-centre, open-label study evaluating Dato-

DXd in previously treated patients with solid tumours (including mBC, 

NSCLC and other tumour types). Updated results from patients with 

mTNBC who have relapsed/progressed on standard therapies (n=44) are 

presented here.

Outcomes: Safety and efficacy, including ORR* and disease control rate.

Efficacy: ORR* was 34% in all patients with mTNBC (n=44), and 52% in 

patients with mTNBC who had not been treated with a prior 

topoisomerase I inhibitor-based ADC (n=27). Disease control rate was 

77% and 81% for all patients with mTNBC and patients with mTNBC who 

had not been treated with a prior topoisomerase I inhibitor-based ADC.

Safety: All-cause TEAEs (Grade ≥3) were observed in 23% of patients. A 

summary of safety data are shown in Table 1. Most common AEs were 

nausea and stomatitis (Grade 1 and 2).

Table 1: Summary of TEAEs in TROPION-PanTumour01 (TNBC cohort)

Patients, n (%) TNBC (n=44)

All-grade TEAEs 43 (98)

Grade ≥3 20 (45)

All-grade treatment-related TEAEs 43 (98)

Grade ≥3 10 (23)

Dose adjustments

Dose reduction due to AEs 8 (18)

Treatment interruption due to AEs 6 (14)

Treatment discontinuation due to AEs 1 (2)

Serious TEAEs 8 (18)

Treatment related 2 (5)

Fatal TEAEs 0

Treatment related 0

*RECIST version 1.1 by blinded independent central review. 



General Session 1 [GS1-02]: Prof Javier Cortes (Spain and Vall d-Hebron Institute of Oncology, Barcelona, Spain)

KEYNOTE-355 update: KEYTRUDA® (pembrolizumab; pembro) + CT for patients with 

previously-untreated locally recurrent inoperable or metastatic TNBC

Abbreviations: AE, adverse event; CI, confidence interval; CPS, combined positive score; CT, chemotherapy; HR, hazard ratio; ITT, intention to treat; (m)TNBC, (metastatic) triple-negative 

breast cancer; OS, overall survival; PBO, placebo; pembro; pembrolizumab; PFS, progression-free survival.

Figure 1: OS results in additional patient subgroups by CPS

Analysis (HR and 95% CI) in the overall population based on the stratified Cox regression model; analysis in the 

subgroups is based on the unstratified Cox model. OS in the CPS1–9 and 1–19 populations were post-hoc exploratory 

analyses; OS in the CPS <1 and CPS ≥20 populations were prespecified exploratory analyses. Data cutoff 15 Jun 2021.

• Prof Javier Cortes presented the final results of the KEYNOTE-355

study (NCT02819518), in which 847 patients with previously 

untreated, locally recurrent inoperable or mTNBC were randomised

(2:1) to treatment with pembro+CT or PBO+CT. This analysis 

compared outcomes in patient subgroups by various CPS cut-offs.

• Baseline characteristics of patients in the PD-L1 CPS 1–9, 10–19, and 

≥20 subgroups were generally similar to those of the ITT population.

• In the final analyses, the HRs (95% CI) for OS were 0.73 (0.55, 0.95) 

in the CPS ≥10 subgroup, 0.86 (0.72, 1.04) in the CPS ≥1 subgroup, 

and 0.89 (0.76, 1.05) in the ITT population; HRs (95% CI) for PFS 

were 0.66 (0.50, 0.88), 0.75 (0.62, 0.91), and 0.82 (0.70, 0.98), 

respectively.

• Efficacy data for the additional CPS subgroups are shown in Figure 1:

• For median OS, results in the CPS 1–9 subgroup showed 

comparable efficacy for pembro+CT and PBO+CT; however, 

results in the CPS 10–19 and CPS ≥20 subgroups showed a 

similar treatment benefit with the addition of pembro. 

• Results for PFS were generally consistent with those for OS.

• Safety was consistent with the known profiles of each regimen, with no 

new safety concerns. Any grade/Grade 3–5 immune-related AEs 

occurred in 26.5%/5.3% of pembro+CT-treated patients and 

6.4%/0.0% PBO+CT-treated patients.

Authors’ Conclusion: These results provide support that CPS ≥10 is a 

reasonable cutoff to define the mTNBC population expected to benefit 

from pembro+CT.



General Session 2 [GS2-02]: Dr Aditya Bardia (Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA, USA) 

Elacestrant, an oral SERD, vs investigator’s choice of endocrine monotherapy for 

ER+/HER2- mBC following progression on prior ET and CDK4/6i therapy: EMERALD

Abbreviations: ANA, anastrozole; BC, breast cancer; CDK4/6i, cyclin dependent 4/6 inhibitor; CI, confidence interval; CT, chemotherapy; ER, oestrogen receptor; ET, endocrine therapy; 

EXE, exemestane; FUL, fulvestrant; HER2-, human epidermal growth factor receptor-2 negative; HR, hazard ratio; ITT: intention-to-treat; LET, letrozole; mBC, metastatic breast cancer; OS, 

overall survival; PFS, progression-free survival; SERD, selective oestrogen receptor degrader; SOC, standard of care; TEAE, treatment emergent adverse event.

Authors’ Conclusion: Elacestrant is the first oral SERD to demonstrate a 

statistically significant and clinically meaningful improvement of PFS vs SOC 

ET in a randomised Phase 3 study in patients with ER+/HER2– BC in the 

2nd/3rd-line post-CDK4/6i setting, including those whose tumours harbour 

mESR1 mutations. Elacestrant was well-tolerated, and has the potential to 

become the new standard of care for this population.

Trial: The Phase 3 EMERALD study (NCT03778931). 

Population: Men and postmenopausal women with ER+/HER2– mBC. Patients 

had progressed or relapsed on or after 1 or 2 lines of ET for mBC, one of which 

was given in combination with a CDK4/6i. Patients could have received ≤1 line of 

CT for their mBC.

Study Design: Patients (N=477) were randomised 1:1 to receive elacestrant

400 mg daily or investigator’s choice of SOC (FUL, ANA, LET, EXE).

Co-Primary Outcomes: PFS in all patients and PFS in tumours harbouring 

mESR1 mutations.

Secondary Outcomes: OS.

Results: 

• Elacestrant was associated with a 30% reduction in the risk of progression 

or death, and demonstrated a significant improvement in PFS vs SOC in all 

patients with ER+/HER2– mBC following a CDK4/6i (Figure 1).

• In patients habouring the mESR1 mutation (n=228), those who received 

elacestrant had a 45% reduced risk of progression or death compared with 

SOC (HR 0.546; 95% CI 0.387, 0.768; p=0.0005).

• Early OS data showed a trend favouring elacestrant vs SOC, however, this 

was not significant.

• TEAEs leading to discontinuation of elacestrant or SOC were infrequent in 

both arms (6.3% vs 4.4%, respectively) and there were no treatment-related 

deaths in either group.

Background: Elacestrant (RAD1901) is an oral SERD that blocks ER and 

inhibits oestradiol-dependent gene transcription induction and cell proliferation 

in ER+ BC cell lines, with higher efficacy than fulvestrant.

Figure 1: PFS in all patients (ITT; N=477) 



Thank you

A full set of slides with discussion of more SABCS 2021 abstracts can 

be found at

www.rocheresources.co.uk
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Cost of Oncotype







Screened 9383 women with ER+ 
HER2 negative disease and 1-3 
LN positive.

Then randomised 5083 women 
1-3 LN positive and with RS 25 or 
lower to chemo or no chemo







Hormonal therapy was not 
stringent or balanced.  

Premenopausal patients 6.3% vs 
19.0% had ovarian suppression



Compliance with hormonal treatment was 
affected by chemotherapy.

18.1% non compliance in chemoendocrine
arm
4.7% non compliance in endocrine arm



Postmenopausal DFS 91.9% vs 91.3% (HR 
1.02)

Premenopausal 89% vs 93.9% (HR 0.60)

The relative chemotherapy benefit did not 
increase as the RS increased

The Result…….









Recurrence score was not predictive of chemotherapy benefit



the proliferation markers capture a 
biologic process implicated in 
chemotherapy sensitivity. However, the 
proliferation markers have a threshold 
of a single default value when the score 
is below a certain value, and this may 
have contributed to the overall lack of a 
prediction of chemo- therapy benefit in 
participants with a recurrence score of 
0 to 25 in our trial. 



“The design of RxPONDER meant that it was not a non-
inferiority trial. So the lack of superiority of the 
chemotherapy arm cannot be inferred as non-inferior”

Discussion points: what people say about RxPONDER



“This was an interim analysis”

Discussion points: what people say about RxPONDER



“Although the RxPONDER trial was not designed as a 
noninferiority trial, the curves in the postmenopausal group 
(3353 women) may be superimposed at 5-year follow-up and 
with close to 60% of the expected events already observed. In a 
previous meta-analysis, chemotherapy reduced recurrences 
within the first 5 years, with a limited effect on late 
recurrences. Thus, it is highly unlikely that a clinically 
meaningful benefit will emerge with longer follow-up. Overall 
survival data are not mature. “



“Over 50% of the reported events were

unrelated to breast cancer and occurred in

equal frequency between the two arms, hence

favouring non-inferiority”

Discussion points: what people say about RxPONDER





“Even if you just look at distant recurrence-free

survival (DRFS) 82 out of 224 events were due

to unrelated deaths”

Discussion points: what people say about RxPONDER



“11.4% of patients in the intention to treat

analysis declined their allocated treatment arm

and crossed over, further favouring non-

inferiority women”

Discussion points: what people say about RxPONDER



“Although all patients had node positive disease and

were considered by US doctors to be high clinical

risk, the majority (65.5%) had a single involved node

and only 9% had three involved nodes. 58% had T1

tumours and only 5% T3 tumours, while only 10%

were grade 3”

Discussion points: what people say about RxPONDER





“For premenopausal patients, ovarian suppression was

not prespecified. This is a major flaw for the interpretation

of the results in this important group of patients as the

benefit of chemotherapy maybe due to the endocrine effect

of chemotherapy in premenopausal women”

Discussion points: what people say about RxPONDER



• Properly powered for non-inferiority

• Enrolling genuinely higher risk patients

• Properly controls hormonal therapy

• Looking for cheaper and better tests

OPTIMA   matters because….


