Annual US Oncology Virtual Meeting
Breast Cancer Highlights Report
Introduction

#ASCO2021
Annual US Oncology Virtual Meeting
Breast Cancer Highlights
4th – 8th June 2021

This report is intended to be viewed online, and should not be printed.
To access information about Roche medicines that were presented at the meeting, please
contact Roche Medical Information on 0800 328 1629 or via the form at
http://rocheresources.co.uk/en_gb/contact.html.
Please note that this report contains data for non-Roche molecules that may not yet be licensed
in the UK, and non-Roche medicines that may be being used outside of their licensed
indications. Should you require further information on a molecule that is not produced by Roche
Products Ltd., please contact the relevant manufacturer’s Medical Information department.

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product.
Adverse events should be reported. Reporting forms and information can be found at
www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App Store.
Adverse events should also be reported to Roche Products Ltd. Please contact Roche Drug Safety Centre
by emailing welwyn.uk_dsc@roche.com or calling +44 (0)1707 367554.
TECENTRIQ® (atezolizumab) is manufactured by Roche and is subject to additional monitoring. This will
allow quick identification of new safety information. Healthcare professionals (HCPs) are asked to report
any suspected adverse reactions.
As pertuzumab (Perjeta®), trastuzumab (Herceptin®) and atezolizumab (TECENTRIQ®) are biological
medicines, HCPs should report adverse reactions by brand name and batch number. Adverse events
occurring during the use of a product at any stage of its life cycle should be reported. During a clinical
trial, adverse events should be reported following the procedure detailed in the protocol.
This promotional report has been developed and funded by Roche Products Ltd.

M-GB-00003793 June 2021 | 1 3/9

Annual US Oncology Virtual Meeting
Breast Cancer Highlights Report
Introduction
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Breast cancer highlights covered in the 2021 American Society of Clinical Oncology (ASCO) Annual Meeting
were chosen by a Steering Committee of UK Breast Cancer Experts, who provided feedback on what they
thought was most relevant to the UK clinical community:
•

Dr Andreas Makris, Consultant Clinical Oncologist (Mount Vernon Cancer Centre, Middlesex) – Steering
Committee Chair

•

Dr Caroline Wilson, Consultant Medical Oncologist (Weston Park Hospital, Sheffield)

•

Dr David Miles, Consultant Medical Oncologist (Mount Vernon Cancer Centre, Middlesex)

•

Dr Duncan Wheatley, Consultant Clinical Oncologist (Royal Cornwall Hospital, Truro)

•

Dr Judy King, Consultant Medical Oncologist (Royal Free Hospital, London)

•

Dr Mark Harries, Consultant Medical Oncologist (Guy’s and St Thomas’ Hospital, London)

•

Mr Mark Sibbering, Consultant Breast Surgeon (University Hospitals of Derby and Burton, Derby)

•

Dr MB Mukesh, Consultant Clinical Oncologist (Colchester General Hospital, Colchester)

•

Mr Stuart McIntosh, Consultant Breast Surgeon (Belfast City Hospital, Belfast)

•

Dr Susan Cleator, Consultant Clinical Oncologist (Imperial Hospital Trust, London)

These individuals represent a range of specialities in breast oncology and are a group of key investigators in
the field of breast cancer.

Video clips of the Steering Committee members can be viewed throughout the report. To open these
videos using Windows, right-click on the video icon and select “open link in new tab” or “open link
in new window”. To open these videos using a Mac, press the “Command” key and click on the
video icon.
All filming was conducted in accordance with government and Roche Products Ltd.
COVID-19 guidelines.

Abbreviations: ASCO, American Society of Clinical Oncology.
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PARP inhibitors
OlympiA: A Phase 3 RCT of adjuvant olaparib in patients with germline (g)BRCA 1/2
mutations and high-risk HER2- eBC (1/2)
Plenary Session #LBA1: Prof Andrew Tutt (The Institute of Cancer Research and King’s College London, London, UK)
Population: 1,836 patients with gBRCA 1/2 mutations and HER2- high-risk
eBC after primary local treatment and (neo)adjuvant CT:
• Neoadjuvant group: Patients with TNBC who did not achieve a pCR, or
patients with HR+ BC who did not achieve a pCR and had CPS+EG
score ≥3;
• Adjuvant group: Patients with TNBC with ≥pT2 or ≥pN1 or patients with
HR+ BC with ≥4 positive nodes.
Study Design: Patients were randomised 1:1 to 1 year of continuous oral
olaparib (300 mg BID, n=921) or PBO BID (n=915). Concurrent adjuvant ET
and bisphosphonates were permitted.

Figure 1: IDFS in OlympiA (ITT population)
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Secondary Outcomes: DDFS, OS and safety.

The primary OlympiA publication is now available in the NEJM (DOI: 10.1056/NEJMoa2105215).
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Authors’ Conclusion: 1 year of adjuvant olaparib following local
treatment and (neo)adjuvant CT significantly improved IDFS and DDFS,
with acceptable toxicity in patients with gBRCA 1/2 mutations and highrisk HER2- eBC.

89.2

60

Primary Outcome: IDFS.
Results: At a median follow-up of 2.5 years, the IDMC recommended data
unblinding as an interim analysis showed a significant benefit of olaparib vs
placebo for IDFS (Figure 1).
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•

DDFS was also significantly improved with olaparib (stratified HR 0.57;
99.5% CI 0.39, 0.83; p<0.0001).

•

OS was prolonged with olaparib, but this was not statistically significant
based on the threshold of p<0.01 specified in the alpha spending plan
(stratified HR 0.68; 99% CI 0.44, 1.05; p=0.024).

OlympiA: A Phase 3 RCT of adjuvant olaparib in patients with germline (g)BRCA 1/2
mutations and high-risk HER2- eBC (2/2)
Plenary Session #LBA1: Prof Andrew Tutt (The Institute of Cancer Research and King’s College London, London, UK)
Results (cont’d):
• Observed AEs were consistent with olaparib’s label and are summarised
in Table 1. SAEs and AESIs were not increased in the olaparib arm: SAEs
were observed in 8.7% vs 8.4% and AESIs in 3.3% vs 5.1% of patients
treated with olaparib vs PBO respectively.
• Grade ≥3 AEs observed in ≥5% of olaparib patients were anaemia (9%)
and neutropenia (5%).

Dr Mark Harries and Mr Mark Sibbering highlighted the
practice-changing nature of these data for clinicians treating
patients with HER2- gBRCA 1/2-mutated eBC.

Table 1: Summary of AEs in OlympiA

Dr MB Mukesh and Dr Judy King discussed the need for
wider access to BRCA testing in the UK in order to identify
patients who may benefit from treatment with olaparib.

Any AE
SAE
AESI
MDS/AML
Pneumonitis
New primary malignancy
Grade ≥3 AE
Grade 4 AE
AE leading to permanent
discontinuation of treatmenta
AE leading to deathb

Olaparib
(n=911)
835 (91.7%)
79 (8.7%)
30 (3.3%)
2 (0.2%)
9 (1.0%)
20 (2.2%)
221 (24.3%)
17 (1.9%)

PBO
(n=904)
753 (83.3%)
76 (8.4%)
46 (5.1%)
3 (0.3%)
11 (1.2%)
32 (3.5%)
102 (11.3%)
4 (0.4%)

90 (9.9%)

38 (4.2%)

1 (0.1%)

2 (0.2%)

Drs Mukesh and King also summarised the implications of
Dr MB Mukesh and Dr Judy King also summarised the
OlympiA subgroup analyses regarding ER+ patients and
implications of OlympiA subgroup analyses regarding ER+
patients treated with prior platinum
patients and patients treated with prior platinum for the use of
PARP inhibitors in the UK.
Dr David Miles, Dr Susan Cleator and Mr Stuart McIntosh
commented on potential challenges in selecting patients who are
most likely to benefit from this practice-changing therapy.

aAEs

leading to permanent discontinuation of treatment in the olaparib group occurring in >1% were
nausea, anaemia and fatigue. bAEs leading to death were cardiac arrest (olaparib n=1), AML (PBO n=1)
and ovarian cancer (PBO n=1).
The primary OlympiA publication is now available in the NEJM (DOI: 10.1056/NEJMoa2105215).
Abbreviations: AE: adverse event; AESI: adverse event of special interest; AML: acute myeloid leukemia; BC: breast cancer; BID: twice daily; CI: confidence interval; CPS+EG: clinicalpathologic scoring system incorporating estrogen receptor–negative disease and nuclear Grade 3 tumour pathology; CT: chemotherapy; DDFS: distant disease-free survival; eBC: early
breast cancer; ER+: oestrogen receptor positive; ET: endocrine therapy; gBRCA: germline BReast CAncer gene; HER2-: human epidermal growth factor receptor-2 negative; HR: hazard
ratio/hormone receptor: IDFS: invasive disease-free survival; IDMC: independent data monitoring committee; ITT: intention-to-treat; NEJM: New England Journal of Medicine; MDS:
myelodysplastic syndrome; OS: overall survival; PARP: poly adenosine diphosphate-ribose polymerase; PBO: placebo; pCR: pathological complete response; RCT: randomised controlled
trial; SAE: serious adverse event; TNBC: triple-negative breast cancer.
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PARP inhibitors
Neoadjuvant talazoparib in patients with germline (g)BRCA 1/2 mutation-positive, HER2eBC
[Local/Regional/Adjuvant] Oral Presentation #505: Dr Jennifer Keating Litton (The University of Texas MD Anderson Cancer Centre, Houston, TX, USA)
Trial: The NEOTALA non-randomised, single-arm, open-label, multicentre
Phase 2 study (NCT03499353).
Population: Patients with locally advanced (≥T1, N0–3), gBRCA 1/2mutated, HER2- eBC.
Study Design: Patients received 24 weeks of neoadjuvant talazoparib
monotherapy (1 mg QD) followed by surgery (ITT population n=61; evaluable
population n=48a).
Primary Outcome: pCR (ICR-assessed).
Secondary Outcomes: pCR (INV-assessed), RCB (ICR-assessed), safety
and tolerability.
Authors’ Conclusion: Talazoparib monotherapy was active in the
neoadjuvant setting and pCR rates were comparable to those observed
with combination anthracycline and taxane-based CT regimens.
Talazoparib was generally well-tolerated and there were no unexpected
safety findings. TRAEs were consistent with the established safety profile
of talazoparib.
Dr Caroline Wilson, Dr MB Mukesh and Dr Susan Cleator
commented on the pCR rates observed in this study compared
with current SOC for neoadjuvant treatment of gBRCA 1/2mutated HER2- eBC in the UK, which now typically includes a
platinum.

Results:
• pCR and RCB results are shown in Table 1.
• TRAEs were reported in 95.1% of patients. Grade 3 and 4 TRAEs were
reported in 42.6% and 1.6% of patients, respectively. The most frequent
treatment-related Grade 3 AE was anaemia (39.3%). Three patients
discontinued treatment due to AEs and 10 patients discontinued
treatment due to PD.
Table 1: pCR and RCB rates

pCRICR, % (95% CI)
pCRINV, % (95% CI)
RCBICR, % (95% CI)
RCB 0
RCB I
RCB II
RCB IIIb
Otherc

Evaluable
populationa (n=48)
45.8 (32.0, 60.6)
45.8 (32.0, 60.6)

ITT population
(n=61)
49.2 (36.7, 61.6)
47.5 (35.0, 60.1)

45.8 (29.0, 63.7)
0.0 (0.0, 12.1)
31.3 (17.2, 49.8)
0.0 (0.0, 12.1)
22.9 (11.2, 41.2)

49.2 (33.6, 64.9)
1.6 (0.2, 12.6)
27.9 (15.8, 44.2)
0.0 (0.0, 9.8)
21.3 (11.0, 37.3)

aPatients

who received ≥80% of the talazoparib dose prescribed at treatment start, underwent
breast/axillary surgery and pCR assessment, and patients who progressed before pCR could be assessed
(considered as non-responders); bNone of the patients who had pathology submitted are classified as RCB
III. 10 patients with clinical progression are captured under “Other”; c10 patients had PD and were counted
in the ‘other’ category. Two patients did not have surgery for other reasons and one patient was unable to
be assessed due to a missing axillary specimen.

CDK4/6 inhibitors
Updates on CDK4/6is: Updated OS analyses from PALOMA-3 (palbociclib)

Dr Judy King, Dr David Miles and Dr Caroline Wilson summarised
the results from this update, focusing on the subgroup of patients
who had received prior CT.
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This updated, final analysis took place with a median follow-up of 73.3
months:
• Improved OS continued to be observed with longer follow-up: HR 0.81
(95% CI 0.65, 0.99; nominal 1-sided p=0.0221). 5-year OS rate was 23.3%
(95% CI 18.7, 28.2) with PAL+FUL and 16.8% (95% CI 11.2, 23.3) with
PBO+FUL.
• Favourable OS with PAL+FUL was observed in most subgroups;
exceptions included patients who were endocrine resistant or had
received prior CT for their mBC (Figure 1).
• ctDNA analyses of tumour mutation profiles showed that ESR1, PIK3CA
and TP53 mutations were associated with a poorer prognosis regardless
of treatment. OS was generally favourable with PAL+FUL vs PBO+FUL
regardless of the status of these three mutations.
• No new safety signals were identified over this additional follow-up.

OS probability (%)

[Metastatic] Oral Presentation #1000: Dr Massimo Cristofanilli (Robert H. Lurie Comprehensive Cancer Center of Northwestern University, Chicago, IL, USA)
Figure 1: OS in patients stratified by prior CT for their mBC
The final protocol-specified OS analysis from PALOMA-3 (NCT01942135),
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Abbreviations: AE: adverse event; CDK4/6i: cyclin dependent kinase 4/6 inhibitor; CI: confidence interval; CT: chemotherapy; ctDNA: circulating tumour deoxyribonucleic acid;
eBC: early breast cancer; ET: endocrine therapy; FUL: fulvestrant; gBRCA: germline BReast CAncer gene; HER2-: human epidermal growth factor receptor-2 negative; HR/HR+:
hazard ratio/hormone receptor positive; ICR: independent central review; INV: investigator; ITT: intention-to-treat; mBC: metastatic breast cancer; OS: overall survival; PAL:
palbociclib; PBO: placebo; pCR: pathological complete response; PD: progressive disease; QD: once daily; RCB: residual cancer burden; TRAE: treatment-related adverse event.
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CDK4/6 inhibitors
Updates on CDK4/6is: Updated OS analyses from MONALEESA-3 (ribociclib) and the Phase
3 DAWNA-1 trial (dalpiciclib)
[Metastatic] Abstract #1001: Prof Dennis Slamon (David Geffen School of Medicine, University of California Los Angeles, CA, USA) and Abstract #1002: Dr Binghe Xu
(Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China)

Prof Dennis Slamon reported updated, exploratory OS results from the Phase
3 MONALEESA-3 trial (NCT02422615) of postmenopausal patients with
HR+/HER2- mBC treated with FUL±RIB. This analysis was final per the
protocol; following the unblinding of the study, patients still on study
treatment in the PBO arm crossed over to receive RIB.
Results:
•

Median follow-up was 56.3 months. 68 (14.0%) and 21 (8.7%) patients
were still on treatment in the RIB and PBO arms, respectively.

•

RIB+FUL continued to demonstrate an OS benefit vs PBO+FUL (median,
53.7 vs 41.5 months; HR 0.73; 95% CI 0.59, 0.90). RIB+FUL prolonged OS
vs PBO+FUL in both the 1L and 2L subgroups.

•
•

Additional post-progression endpoints such as PFS2, time to CT, and CTfree survival for the ITT population also favored RIB+FUL (Table 1).
No new safety signals were observed with this extended follow-up.

aPFS2

was defined as the time from randomisation to the first documented disease progression or death
from any cause.

Table 1: Secondary endpoint results in all patients in MONALEESA-3
RIB+FUL
(n=484)

PBO+FUL
(n=242)

HR (95% CI)

265 (54.8)

163 (67.4)

Median, months

37.4

28.1

0.69
(0.57, 0.84)

Time to first CT
events, n (%)

215 (44.4)

131 (54.1)

Median, months

48.1

28.8

CT-free survival,
events, n (%)

287 (59.3)

178 (73.6)

Median, months

32.3

22.4

PFS2a events, n (%)

0.70
(0.57, 0.88)
0.69
(0.57, 0.83)

Dr Judy King felt that the PFS2 and time to subsequent CT
results from MONALEESA-3 would be particularly reassuring to
patients.

Dr Binghe Xu presented the randomised Phase 3 DAWNA-1 trial (NCT03707509) of the novel CDK4/6i dalpiciclib (DAL) in 361 patients with HR+/HERlocally advanced or mBC, who had relapsed or progressed on ET. At a median follow-up of 10.5 months, DAL+FUL significantly improved INV-assessed
PFS vs PBO+FUL (median 15.7 vs 7.2 months; HR 0.42; 95% CI 0.31, 0.58; p<0.0001). The most common Grade 3/4 AEs with DAL+FUL were neutropenia
(84.2% vs 0%) and leukopenia (62.1% vs 0%).
Dr Judy King, Dr David Miles and Dr Caroline Wilson gave their impressions of the DAWNA-1 results and DAL’s safety profile.

Immunotherapy
GeparNUEVO: Neoadjuvant IMFINZI® (durvalumab) in addition to anthracycline/taxanebased NACT in eTNBC
[Local/Regional/Adjuvant] Oral Presentation #506: Prof Sibylle Loibl (German Breast Group, Neu-Isenburg, Germany)

Population: Patients with cT1b-cT4a-d tumours and centrally-confirmed
TNBC.
Study Design: Patients were randomised to receive the anti-PD-L1
checkpoint inhibitor durvalumab 1.5 g IV q4w or PBO q4w. Durvalumab/PBO
monotherapy was given for the first 2 weeks (window phase), followed by
durvalumab/PBO + nab-paclitaxel weekly for 12 weeks, followed by
durvalumab/PBO + epirubicin/cyclophosphamide q2w for 4 cycles.
Primary Outcome: pCR at surgery (ypT0, ypN0).
Secondary Outcomes: IDFS, DDFS and OS.
Authors’ Conclusion: Durvalumab added to NACT in patients with TNBC
significantly improved survival, and patients with pCR seemed to have
better survival with durvalumab than pCR patients in the PBO arm. pCR
improvement with durvalumab was modest, requiring further assessment
of the association of pCR and longer term outcomes with checkpoint
inhibitor therapies.
Dr MB Mukesh, Dr Mark Harries and Dr David Miles discussed
the relationship between pCR rate and long-term survival outcomes
observed in this study, and the need for long-term safety data for
immunotherapies.
Safety data not included since none were presented. bOR adjusted for stratification factor (TIL group).

Results:
• A total of 174 patients were enrolled between June 2016 and September
2017 (durvalumab, n=88; PBO, n=86).
• pCR rates with durvalumab and PBO were 53.4% and 44.2%,
respectively (adjustedb OR 1.53; 95% CI 0.82, 2.84; p=0.182).
• The addition of durvalumab to NACT significantly improved survival
(IDFS HR 0.48; 95% CI 0.24, 0.97; p=0.0398; DDFS HR 0.31; 95% CI 0.13,
0.74; p=0.0078; OS HR 0.24; 95% CI 0.08, 0.72; p=0.0108). Patients
achieving pCR had improved IDFS with durvalumab compared with pCR
patients on PBO (Figure 1).
Figure 1: IDFS by pCR and treatment arm

IDFS rate (%)

Trial: GeparNEUVO, a Phase 2 randomised trial (NCT02685059)
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Abbreviations: 1/2L: first/second-line; AE: adverse event; CDK4/6i: cyclin-dependent kinase 4/6 inhibitor; CI: confidence interval; DAL: dalpiciclib; DDFS: distant disease-free
survival; ET, endocrine therapy; eTNBC: early triple-negative breast cancer; FUL: fulvestrant; HER2-: human epidermal growth factor receptor-2 negative; HR/HR+: hazard
ratio/hormone receptor positive; IDFS: invasive disease-free survival; INV: investigator; ITT: intention-to-treat; IV: intravenous; mBC, metastatic breast cancer; NACT,
neoadjuvant chemotherapy; OR: odds ratio; OS: overall survival; PBO: placebo; pCR: pathological complete response; PD-L1: programmed death-ligand 1; PFS: progressionfree survival; q2/4w:every 2/4 weeks; RIB: ribociclib; TNBC: triple-negative breast cancer.
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IMpassion130: TECENTRIQ® (atezolizumab, A)* + nab-paclitaxel (nab-P) activity and the
tumour microenvironment (TME) in mTNBC (1/2)
[Metastatic] Oral Presentation #1006: Dr Leisha Emens (University of Pittsburgh Medical Center Hillman Cancer Center, Pittsburgh, PA, USA)
Background: TNBC molecular subtyping and CD8 localisation are
prognostic in eTNBC, but it is unknown whether these features are
prognostic of response to immunotherapy in mTNBC.
Trial: The Phase 3 IMpassion130 study (NCT02425891).
Population: Patients with untreated PD-L1+ mTNBC.
Study Design: Exploratory analysis were conducted to identify TME
components associated with A+nab-P efficacy in IMpassion130, in which
patients were randomly assigned to A+nab-P or PBO+nab-P. PD-L1 status,
immune phenotype and molecular subtype were determined, and
associations with PFS and OS were evaluated.
Results:
•

•

Improved OS and PFS with A+nab-P vs PBO+nab-P were observed in
specific subgroups of PD-L1 immune cell (IC)+ patients (PD-L1–
expressing ICs on ≥1% of tumour area), but not in PD-L1 IC- patients.
Improved OS was observed with A+nab-P vs PBO+nab-P in inflamed
tumours and BLIA tumours (Figure 1).

Figure 1: OS in PD-L1 IC+ patients by immune phenotype and molecular
subtype
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HRs adjusted for liver metastases and prior taxanes. No difference in OS prognosis was observed based on
immune phenotype in the PBO+nab-P arm. BLIA and BLIS had poorer OS compared with LAR subtypes in
the PBO+nab-P arm.

IMpassion130: TECENTRIQ® (atezolizumab, A)* + nab-paclitaxel (nab-P) activity and the
tumour microenvironment (TME) in mTNBC (2/2)
[Metastatic] Oral Presentation #1006: Dr Leisha Emens (University of Pittsburgh Medical Center Hillman Cancer Center, Pittsburgh, PA, USA)
Results (cont’d):
• Improved PFS with A+nab-P vs PBO+nab-P was observed in inflamed
and excluded tumours, and BLIA or basal-like immune suppressed
(BLIS) tumours (Figure 1).
• Pathway analysis also identified that tumours with increased
proliferation/DNA damage repair pathways (basal-like tumour features)
were associated with improved PFS, whereas those with increased
angiogenesis/ER response (higher in luminal androgen receptor
[LAR]/mesenchymal tumours [MES]) were associated with poorer PFS.

Figure 1: PFS in PD-L1 IC+ patients by immune phenotype and molecular
subtype
Inﬂamed (n=183)
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HR 0.25 (0.04, 1.50)
0.125

Authors’ Conclusion: PD-L1 IC+ immune-inflamed tumours and PD-L1
IC+ basal-like immune activated (BLIA) tumours show highest cancer
immunotherapy sensitivity, and LAR tumours may be resistant to cancer
immunotherapy. These data are hypothesis generating and require
validation using an independent dataset.
Dr David Miles, Dr Judy King and Dr Mark Harries discussed
the results of this study and the potential difficulties in selecting
patients for treatment based on markers of immune infiltration.
Dr David Miles also highlighted the importance of
understanding the mechanism of action of potential immune
markers, and the need to use multiple markers when measuring
immune response.
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HRs adjusted for liver metastases and prior taxanes. No difference in PFS prognosis was observed based
on immune phenotype in the PBO+nab-P arm. BLIA and BLIS had poorer PFS compared with LAR
subtypes in the PBO+nab-P arm.

Abbreviations: A: atezolizumab; BLIA: basal-like immune activated; BLIS: basal-like immune suppressed; DNA: deoxyribonucleic acid; ER: oestrogen receptor; eTNBC: early triple-negative
breast cancer; HR: hazard ratio; IC+/-: immune cells positive/negative; LAR: luminal androgen receptor; MES: mesenchymal; mTNBC: metastatic triple-negative breast cancer; nab-P: nabpaclitaxel; OS: overall survival; PBO: placebo; PD-L1(+): programmed death-ligand 1 (positive); PFS: progression-free survival; TME: tumour microenvironment; TNBC: triple-negative breast
cancer.
TECENTRIQ (atezolizumab) prescribing information can be found here.

*Solely manufactured by
Roche
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Treatment de-escalation in patients with HR+ eBC: MINDACT and NSABP B-42 analyses
[Local/Regional/Adjuvant] Oral Presentation #500: Dr Josephine Lopes Cardozo (Netherlands Cancer Institute, Amsterdam, Netherlands), Oral Presentation
#501: Dr Eleftherios P. Mamounas (NSABP/NRG Oncology, and The Orlando Health Cancer Institute, Orlando, FL, USA) and Abstract #502 Dr Priya Rastogi
(NSABP/NRG Oncology and the UPMC Hillman Cancer Center, Pittsburgh, PA, USA)
Dr Josephine Lopes Cardozo presented an analysis of MINDACT. A 70gene signature (MammaPrint) was used to identify patients with an ultralow
risk gene signature, and clinical outcomes were reviewed to assess whether
these patients could potentially avoid ET/CT. Profiling revealed an Ultralow
risk 70-gene signature in 1,000/6,693 patients (15%); results of this analysis
are shown in Table 1.

The NRG Oncology/NSABP B-42 trial formed the basis of two oral
presentations attempting to predict the benefit of extended LET:
•

Dr Eleftherios Mamounas’ research examined the effect of BCI-H/I
status for predicting extended LET benefit in disease-free patients who
had already completed 5 years of ET. Extended LET showed an absolute
10-year benefit of 1.6% for RFI in the overall cohort (n=2,179; HR 0.77;
95% CI 0.57, 1.05; p=0.10). Absolute benefit in the BCI-H/I-Low
population was 1.1% (HR 0.69; 95% CI 0.43, 1.11; p=0.13) and in the
BCI-H/I-High population was 2.4% (HR 0.83; 95% CI 0.55, 1.26; p=0.38;
interaction p=0.55). BCI-H/I prediction of extended LET benefit on RFI
was therefore not confirmed.

•

Dr Priya Rastogi presented on the utility of the 70-gene MammaPrint
assay for predicting the benefit of extended LET. In the 1,866 patients
analysed, a statistically significant benefit of extended LET on distant
recurrence for MammaPrint-Low risk patients (HR 0.43; 95% CI 0.25,
0.74; p=0.002), but not MammaPrint-High risk patients (HR 0.65; 0.34,
1.24; p=0.19), was reported (interaction p=0.38). P-values for interaction
between treatment and risk group were statistically significant for DFS
(interaction p=0.015) and BCFI (interaction p=0.006). Within
subcategories of MammaPrint-Low, there was a statistically significant
benefit of extended LET in MammaPrint-Lowa patients, but not in
MammaPrint-Ultralow for all three endpoints; although the power in the
MammaPrint-Ultralow group was limited.

Table 1: 8-year DMFI and 8-year BCSS by 70-gene signature status
70-gene signature
Ultralow risk (n=1,000)
Clinical low risk (n=741)
Clinical high risk (n=259)
Low risk (n=3,295)a
High risk (n=2,398)

8-year DMFI
(95% CI)
97.0% (95.8, 98.1)
97.6% (96.4, 98.8)
95.0% (92.3, 97.8)
94.5% (93.6, 95.3)
89.2% (87.9, 90.5)

8-year BCSS
(95% CI)
99.6% (99.1, 100.0)
99.7% (99.3, 100.0)
99.2% (98.0, 100.0)
98.2% (97.7, 98.7)
93.7% (92.6, 94.7)

Authors’ Conclusion: In this prospective study, patients with an Ultralow
risk signature had an excellent prognosis. Very few patients developed
distant metastases.
Dr Mark Harries, Dr Andreas Makris and Mr Mark Sibbering
discussed that these two NSABP B-42 analyses are unlikely to
change clinical practice.
aLow

risk excludes ultralow risk.

WSG-ADAPT HR+/HER2-: Prognostic impact of recurrence score (RS), endocrine response
and clinical-pathological factors in high-risk luminal eBC
[Local/Regional/Adjuvant] Oral Presentation #504: Dr Oleg Gluz (West German Study Group, Munich, Germany)
Background: The WSG- ADAPT HR+/HER2- trial showed that,
irrespective of age or menopausal status, the combination of RS ≤25 and
ET response (Ki67post≤10%) identified patients with favourable outcomes
after ET alone in N0–1 eBC. This analysis reported on the prognostic
impact of both static (RS in core biopsy) and dynamic (Ki67 response)
biomarkers to optimise adjuvant therapy in patients with luminal eBC.

Results: 4,621 patients entered the trial. In a subgroup of patients with RS
12–25 and 0–1 positive lymph nodes, use of ET-response and/or T1 stage
identified a subgroup of patients with 5-year IDFS of 93% (95% CI 91, 94) in
ET responders and 90% (95% CI 87, 92) in ET non-responders. IDFS in
patients with RS 12–25 and 0–1 positive lymph nodes is shown in Figure 1.
Figure 1: IDFS in patients with RS 12–25 and 0–1 positive lymph nodes

Trial: WSG-ADAPT (NCT01779206).

100

Population: Patients with clinically high-risk HR+/HER2- eBC.

•

Patients with cN2–3 or G3/Ki67 >40% were randomised directly to
receive CT followed by ET,

•

Patients with pN0–1, RS 0–11 or RS 12–25/ET-response (Ki67post<10%)
received ET alone,

•

The remaining high-risk cohort was randomised to CT followed by ET.

Primary Outcome: IDFS.
Secondary Outcomes: DDFS, OS.
Authors’ Conclusion: Assessment of ET response provides prognostic
information in luminal eBC, not only in N0–1/RS 12–25 patients to support
CT decision-making, but also in CT-treated patients with RS >25. Further
de-escalation strategies need to include both tumour burden and multiple
biological features for identification of patients at low risk of relapse,
despite certain high-risk tumour characteristics.

80

IDFS (%)

Study Design: Patients were initially treated with 3 (±1) weeks of standard
ET before surgery or core biopsy. Following surgery/core biopsy:

5-year IDFS:
ET in ET-responders: 93% (95% CI 91, 94)
CT+ET in ET non-responders: 90% (95% CI 87, 92)

60
40

ET and Ki67post≤10%

20

CT and Ki67post>10%
Log-rank p=0.213

0
0

No. at risk
ET and Ki67post≤10% 1414
CT and Ki67post>10% 690

1
1282
583

2
3
Follow-up time (years)
1096
1008
504
452

4

5

930
412

471
218

Dr Mark Harries, Dr Andreas Makris and Mr Mark Sibbering
discussed the advantages and disadvantages of using markers
such as Ki67 in clinical practice, and the evolving treatment
landscape for high-risk HR+/HER2- eBC.

Abbreviations: BCFI: breast cancer free interval; BCI-H/I: breast cancer index HOXB13/IL17BR; BCSS: breast cancer specific-survival; CI: confidence interval; CT: chemotherapy; DDFS:
distant disease-free survival; DFS: disease-free survival; DMFI: distant metastasis-free survival; eBC: early breast cancer; ET: endocrine therapy; HER2-: human epidermal growth factor
receptor-2 negative; HR/HR+: hazard ratio/hormone receptor positive; IDFS: invasive disease-free survival; LET: letrozole; OS: overall survival; RFI: recurrence-free interval; RS: recurrence
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Poster highlights: Cardiotoxicity in patients on HER2-targeted therapy
[Local/Regional/Adjuvant] Poster Discussion #509: Prof Pamela Munster (University of California San Francisco, CA, USA) and Poster Discussion #510: Dr
Evandro de Azambuja (Institut Jules Bordet et l’Université Libre de Bruxelles, Belgium)

Cardiac events, n (%)
Any cardiac event
Cardiac deaths
HF class III or IV
Asymptomatic LVEF drop or
HF class II

P (n=2,364)
83 (3.5%)
2 (0.1%)
16 (0.7%)

PBO (n=2,405)
76 (3.2%)
2 (0.1%)
6 (0.2%)

65 (2.7%)

68 (2.8%)

Dr MB Mukesh and Dr Mark Harries felt that these additional
safety results from APHINITY were reassuring, and discussed how
they would conduct cardiac monitoring in these patients.

Prof Pamela Munster presented a prospective study (NCT01009918) of
lisinopril or carvedilol for the prevention of trastuzumab (T)-induced
cardiotoxicity in patients with HER2+ eBC:
• 468 women receiving (neo)adjuvant CT with T were randomised to receive
either once daily lisinopril (10 mg), carvedilol (10 mg) or PBO during
treatment with T. Patients were stratified by AC use.
• Minimal impact on LVEF function was seen in patients treated with T
without prior AC treatment. AC treatment prior to T demonstrated a
decrease in LVEF to <50% in a higher proportion of women compared
with patients treated without prior AC, though this was prevented by
concurrent treatment with lisinopril (Figure 1).
Figure 1: LVEF decrease to <50% in patients receiving AC-T
1.0
Probability of
non-cardiotoxicity

Dr Evandro de Azambuja presented the cardiac safety of Perjeta®*
(pertuzumab; P) + Herceptin®* (trastuzumab; H) in APHINITY (N=4,769).
Over a median 74 months of follow-up:
• The incidence of cardiac events was low (3.3%) and similar between arms
(Table 1), with most occurring during anti-HER2 therapy.
• Changes in LVEF values over time were similar between arms.
• Cardiac events were most common in patients who were treated with ACbased regimens (139/3,728; 3.7%) vs non-AC-based regimens (20/1,038;
1.9%).
• In addition to AC use, cardiac risk factors were age ≥65 years, BMI ≥25,
LVEF at study entry 55% to <60%.
Table 1: Cardiac events in the APHINITY study

Dr MB Mukesh and
Dr Mark Harries
summarised their
thoughts on the
results of this study,
and other methods
for managing
potential
cardiotoxicity
in this population.

0.9
0.8
0.7
0.6

0.5
No. of patients
at risk
Carvedilol
Lisinopril
PBO

Censored
Carvedilol
Lisinopril
PBO
59
65
60
0

47
49
38

34
27
20
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8
4

250
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Poster highlights: Pregnancy outcomes and fertility preservation in women with BC
[Local/Regional/Adjuvant] Poster Discussion #515: Prof Frédéric Amant (Department of Oncology, KULeven, Leuven, Belgium) and Poster Discussion
#516: Dr Matteo Lambertini (Università di Genova, Genova, Italy)
Dr Matteo Lambertini presented the final analysis of the Phase 3 PROMISEGIM6 trial, the largest trial assessing the use of gonadotrophin-releasing
hormone agonist (GnRHa) during CT to preserve ovarian function in
premenopausal patients with eBC.
This Italian study randomised 281 women to receive CT alone (the control
arm) or in combination with the GnRHa triptorelin, and assessed the
incidence of CT-induced premature ovarian insufficiency as the primary
outcome.
• At a median follow-up of 12.4 years, there were 9 post-treatment
pregnancies in the GnRHa arm vs 4 in the control arm (10-year cumulative
incidence 6.5% vs 3.2%; HR 2.14; 95% CI 0.66, 6.92).
• No significant differences in 10-year DFS or 10-year OS were observed.
• The authors concluded that this final analysis provides reassuring
evidence on the safety profile of GnRHa use during CT, as a strategy to
preserve ovarian function in premenopausal women with eBC.
Dr MB Mukesh and Dr Mark Harries discussed this analysis of
the PROMISE-GIM6 study, and when they would start patients on
GnRHa therapy in practice.
Dr MB Mukesh and Dr Mark Harries explained their take-home
messages from Prof Amant’s poster, and practical considerations
when treating pregnant women with BC.

Prof Frédéric Amant presented a poster on the outcome of patients with BC
treated with CT during their pregnancy, compared with non-pregnant
controls.
Data from two multi-centric registries were analysed (the International
Network of Cancer, Infertility and Pregnancy and the German Breast Cancer
Group), with the objective of comparing DFS and OS between patients who
were pregnant and patients who were not pregnant.
•

662 pregnant and 2,081 non-pregnant women who received CT for BC
were eligible for the analysis.

•

At a median follow-up of 66 months, 5-year DFS was 76.9% (73.2% for
pregnant and 78.1% for non-pregnant) and 5-year OS was 88.1% (84.2%
and 89.2%, respectively). DFS and OS were comparable for pregnant
and non-pregnant patients (Figure 1).

Figure 1: Multivariable Cox proportional hazard regression of DFS and OS
Subgroup

No. pregnant
patients/controls

Total study group
DFS
662/2081
OS
Pregnant patients with >60% of CT during pregnancy vs controls
DFS
339/2081
OS
Pregnant group, by number of cycles given during pregnancy
DFS
654/OS
Pregnant group, by proportion of CT given during pregnancy
DFS
645/OS
0.5

0.8

1.0

Abbreviations: AC: anthracycline; BC: breast cancer; BMI: body mass index; CI: confidence interval; CT, chemotherapy; DFS: disease-free survival; (e)BC: (early) breast cancer; GnRHa:
gonadotrophin-releasing hormone agonist; H: Herceptin® (trastuzumab); HER2(+): human epidermal growth factor receptor-2 (positive); HF: heart failure; HR: hazard ratio; LVEF: left
ventricular ejection fraction; OS: overall survival; P: Perjeta® (pertuzumab); PBO: placebo; T: trastuzumab.
Perjeta (pertuzumab) prescribing information can be found here; Herceptin (trastuzumab) prescribing information can be found here.

1.3

HR
(95% Cl)

p-value

1.024 (0.824, 1.273)
1.082 (0.810, 1.446)

0.830
0.592

0.811 (0.618, 1.064)
0.848 (0.584, 1.231)

0.130
0.387

0.941 (0.856, 1.034)
0.926 (0.817, 1.049)

0.203
0.228

0.956 (0.896, 1.020)
0.969 (0.889, 1.057)

0.176
0.479

1.5

*P solely manufactured by
Roche, H manufactured by
Roche
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Three-weekly cabazitaxel vs weekly paclitaxel for the first-line treatment of HER2- mBC
[Metastatic] Oral Presentation #1008: Prof Amit Bahl (University Hospitals Bristol and Weston NHS Foundation Trust, Bristol, UK)
Trial: NCT03048942
Population: Patients with HER2- mBC who had received no prior CT and
had PS ≤1; 158 patients (79 per arm) were recruited from 14 UK hospitals.
Study Design: Open-label Phase 2 trial, in which patients were randomised
(1:1) to 6 cycles of cabazitaxel (25 mg/m2) q3w or weekly paclitaxel (80
mg/m2) over 18 weeks. Patients on cabazitaxel received GCSF prophylaxis.
Primary Outcome: PFS.
Secondary Outcomes: ORR (RECIST 1.1), time to response, OS, safety and
tolerability, and QoL.

Results:
• Median treatment duration was 15 weeks in both arms; more patients
on paclitaxel had a treatment delay (61% vs 39%) or dose reduction
(37% vs 24%).
• The primary outcome, median PFS, was 6.7 months in the cabazitaxel
arm vs 5.8 months in the paclitaxel arm (HR 0.87; 80% CI 0.70, 1.08;
p=0.40).
• There was no significant between-arm difference in OS (median 20.6 vs
18.2 months; HR 1.00; 95% CI 0.69, 1.45; p=0.99).
• The most common Grade ≥3 AEs in each arm are shown in Table 1.
Table 1: Most common Grade ≥3 AEs and significant AEs

Authors’ Conclusion: Cabazitaxel q3w as first-line chemotherapy did not
significantly improve PFS compared to weekly paclitaxel, though it had a
lower risk of peripheral neuropathy (PN) with better overall patient
reported outcomes. Cabazitaxel was well-tolerated and required fewer
hospital visits, an important consideration in the COVID pandemic.
Dr MB Mukesh, Dr Andreas Makris and Dr Duncan
Wheatley discussed the results of this study and the limitations
of some investigator-initiated studies.
Dr MB Mukesh, Dr Andreas Makris and Dr Duncan
Wheatley discussed limitations in the design of this trial.

AEs, n (%)
Grade ≥3 AEs
Neutropenia
Febrile neutropenia
Significant AEs
Diarrhoea (any grade)
Nausea (any grade)
Sensory PN (any grade)
Alopecia

•

Cabazitaxel
(n=79)

Paclitaxel
(n=79)

13 (16%)
9 (11%)

7 (9%)
1 (1%)

51 (65%)
47 (59%)
13 (16%)
21 (27%)

21 (27%)
28 (35%)
43 (54%)
33 (42%)

Mean EQ-5D single index utility scores and visual analogue scale were
higher in the cabazitaxel than the paclitaxel arm (+0.05; 95% CI 0.00,
0.07; p=0.03 and +7.7; 95% CI 3.1, 12.3; p=0.001 respectively).

Poster highlights: Prevention, risk reduction and hereditary cancer
Poster #10510: Prof Song Yao (Roswell Park Comprehensive Cancer Center, NY, USA); Poster #12050: Yujia Qiao (University of Pittsburgh, Pittsburgh, PA, USA);
Poster #12067: Dr Francesca Poggio (IRCCS Ospedale Policlinico San Martino, Genoa, Italy); Poster #12076: Anna-Carson Rimer Uhelski (Johns Hopkins
University School of Medicine, Baltimore, MD, USA)
Poster #10510: An analysis of data from the prospective cohort Pathways
Study (n=4,505) demonstrated that clinically sufficient Vitamin D levels at
the time of BC diagnosis were associated with improved OS compared to
insufficient or deficient Vitamin D levels.
Authors’ Conclusion: In the context of supportive data from recent RCTs
and meta-analyses, these findings support the use of daily Vitamin D
supplementation to maintain sufficient Vitamin D levels after BC diagnosis.
Dr Caroline Wilson and Dr Andreas Makris discussed which
patients with BC may benefit from a Vitamin D prescription.
Poster #12050: A single-centre trial in which BC survivors were
randomised to either an exercise-based intervention (n=22, 3 training
sessions over 6-14 weeks plus a personalised exercise programme and 2
optional email/phone consultations) or a control intervention (n=19, 2
training sessions over 6-14 weeks but no exercise prescription) found that
clinically meaningful reductions in fatigue as measured on the Pittsburgh
Fatigability Scale were observed after the exercise intervention.
Authors’ Conclusion: These results add
to mounting evidence that exercise
reduces fatigue among BC survivors. The
Pittsburgh Fatigability Scale was a more
sensitive instrument to measure perceived
physical fatigability than the Global
Fatigue Score.

Dr Caroline Wilson and Dr
Andreas Makris
highlighted the role of
oncologists in signposting
BC survivors to appropriate
exercise advice.

Poster #12067: A meta-analysis of three RCTs (N=3,973) found that HRT
significantly increased risk of BC recurrence compared to the control group
(HR 1.49; 95% CI 1.15, 1.93; p=0.002). Subgroup analyses showed an
increased risk of BC recurrence with HRT in HR+ patients (HR 1.8; 95% CI
1.15, 2.82; p=0.010) but not in HR- patients across the two studies reporting
HR status.
Dr Caroline Wilson
Authors’ Conclusion: HRT significantly
and Dr Andreas Makris
increases the risk of recurrence in BC
highlighted the need to balance
survivors, particularly in those with HR+
the effect of HRT on quality of
disease. Alternative interventions to
life against any increased risk of
mitigate menopause-related symptoms
recurrence.
should be proposed to these patients.
Poster #12076: A secondary analysis of a prospective, clinic-based cohort
of 309 women with Stage 0–III HR+ BC receiving adjuvant ET aimed to
evaluate the impact of clinicodemographic factors and treatment-emergent
symptoms on weight gain.
Authors’ Conclusion: Weight gain during ET is more frequent among
premenopausal than postmenopausal women. Worsening pain soon after ET
initiation, receipt of AI, prior mastectomy and race may identify
premenopausal women at risk for weight gain.
Dr Caroline Wilson and Dr Andreas Makris felt that these
data may allow targeting of exercise interventions to groups most
at risk of weight gain.

Abbreviations: AE: adverse event; AI: aromatase inhibitor; BC: breast cancer; CI: confidence interval; COVID: coronavirus disease; CT: chemotherapy; EQ-5D: EuroQol – 5 dimensions;
ET: endocrine therapy; GCSF: granulocyte colony-stimulating factor; HER2-: human epidermal growth factor receptor-2 negative; HR/HR+/-: hazard ratio/hormone receptor
positive/negative; HRT: hormone replacement therapy; mBC: metastatic breast cancer; ORR: overall response rate; OS: overall survival; PFS: progression-free survival; PN: peripheral
neuropathy; PRO: patient-reported outcome; PS: performance status; q3w: every 3 weeks; QoL: quality of life; RECIST: Response Evaluation Criteria In Solid Tumors; RCT: randomised
controlled trial.
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Age disparities in BC care: Treating elderly patients with mBC
Clinical Science Symposium #1011: Dr Kevin Kalinsky (Winship Cancer Institute, Emory University, Atlanta, GA, USA) and Clinical Science Symposium #1012: Dr
Philippe Caillet (Hôpital Européen Georges Pompidou, Paris, France)
Background: mBC is more common in older patients; however, this population is often limited in clinical trials and therefore data specific to older patients are
scarce, which may lead to disparity in the care of this population within health services.
Dr Kevin Kalinsky presented results from a post-hoc subgroup analysis of
patients aged ≥65 years, from the Phase 3 ASCENT trial (NCT02574455):
• Patients who had received ≥2 prior CTs for their mTNBC were
randomised to receive sacituzumab govitecan (SG) or treatment of
physician's choice (TPC: capecitabine, eribulin, vinorelbine or
gemcitabine) until disease progression/unacceptable toxicity.
• In patients aged ≥65 years (n=90), improvement in median PFS (7.1 vs
2.4 months) with SG vs TPC treatment was comparable with the overall
population (5.6 vs 1.7 months). OS benefit with SG vs TPC (15.3 vs 8.2
months) was also comparable with the overall population (12.1 vs 6.7
months).
• In patients aged ≥65 years, key Grade ≥3 treatment related adverse
events (TRAEs) (SG vs TPC) were neutropenia (45% vs 40%), anaemia
(14% vs 6%), leukopenia (10% vs 4%), diarrhoea (10% vs 0%) and febrile
neutropenia (8% vs 0%), which was comparable with the safety profile in
the overall study population.
Authors’ Conclusion: Irrespective of age, patients who received SG had
a significant survival benefit compared with TPC (p<0.0005 for both age
subgroups), with a manageable safety profile. Proactive AE monitoring
and management will allow optimal therapeutic exposure to SG in older
patients.

PalomAGE is a French cohort study evaluating palbociclib (PAL) + ET in 807
women aged ≥70 years with HR+/HER2- mBC in a real-life setting:
• At the start of treatment, full dose PAL (125 mg) was used in 76% of
patients, including 62.6% and 68.7% of patients aged ≥80, those with
ECOG PS ≥2, respectively.
• Of those who started on full dose PAL, 71.7% of patients had a G8
scorea ≤14, suggesting fragility.
• Safety data were available for 787 patients: 70.0% had ≥1 AE including
43.1% with Grade 3/4 AEs and 22.9% of patients who had ≥1 SAE. The
most common AEs reported were neutropenia (43.2%), anaemia (17.5%),
asthenia (16.3%) and thrombocytopenia (13.6%).
Authors’ Conclusion: Matching data from the PALOMA trials, these
preliminary data do not suggest any new safety signals in elderly patients.
The occurrence of fewer Grade 3/4 AEs related to PAL in patients aged
≥80 might reflect the 30% decrease of PAL dose upfront.
Dr Caroline Wilson, Dr Judy King and Mr Mark Sibbering
discussed the results of these studies in the context of UK data
from the NABCOP audit and the underrepresentation of elderly
patients in clinical trials.
aG8

is the Geriatric Screening Tool containing 8 questions giving a score between 0 and 17. A higher score
indicates better health, and a score of ≤14 suggests that a patient should undergo full geriatric evaluation.1

Racial disparities in BC
Educational Session: Breast Health Matters, Tackling Racial Disparities in Breast Cancer: Prof Lisa A. Newman (New York-Presbyterian Hospital/Weill Cornell
Medical Center, NY, USA); Clinical Science Symposium (CSS) #1009: Dr Kent Hoskins (University of Illinois at Chicago College of Medicine, Chicago, IL, USA)
and CSS #1010: Dr Tara Jean Ballinger (Indiana University, Indianapolis, IN, USA)
Educational Session
This session focused on racial disparities in BC, including the biology of BC
in diverse populations, inequalities in access to care, and clinical trial
participation.
• Prof Lisa Newman discussed the intertwined disparities in cancer
outcome and socioeconomic status, as well as key differences in tumour
biology, between African-American and White women. Prof Newman
highlighted the association between the duffy-null gene, which is
common in patients with western sub-Sarharan African heritage, in
predisposing patients to TNBC vs non-TNBC.
• Dr Melissa Simon discussed the importance of equitable access to breast
cancer screening in reducing disparities in BC outcomes.
• Dr Erica Stringer-Reasor highlighted the importance of diverse clinical trial
enrolment to obtain data that is generalisable to all and to broaden
understanding of racial and ethnic genomic variations which may impact
drug metabolism, toxicities, and treatment response.
Dr Caroline Wilson, Dr Andreas Makris and Dr Judy King
discussed the key data presented on biological differences
between African-American and White women and the relevance
of these data to the UK, the importance of diverse clinical trial
recruitment and the role of real-world data in analysing outcomes
in minority populations.

• CSS #1009: An analysis of the prospective, observational, FLEX study
(NCT03053193) observed significant transcriptomic differences between
luminal tumours (n=360) from age-matched African American and nonHispanic White patients when controlling for age, obesity, and genomic
classification.
Authors’ Conclusion: Biological differences in luminal breast tumours
from African American women may result from patient ancestry or shared
adverse socioeconomic exposures, and underscores the need for
inclusion of diverse patient groups in clinical trials.

• CSS #1010: Genetic ancestry was determined in 2,854 patients enrolled
in the E5103 trial, in which patients with high-risk, HER2- BC received 4
cycles of adjuvant doxorubicin/cyclophosphamide followed by 12 cycles
of weekly paclitaxel, with or without bevacizumab. The impact of BMI on
DFS and OS by ancestry was evaluated.
Authors’ Conclusion: BMI was not associated with survival outcomes in
women of European ancestry, but higher BMI was associated with poorer
survival in women of African ancestry. This association was most
significant in patients with ER+ disease or severe obesity.

References: 1. https://www.evidencio.com/models/show/1045.
Abbreviations: AE: adverse event; BC: breast cancer; BMI: body mass index; CCS: Clinical Science Symposium; CT: chemotherapy; DFS: disease-free survival; ECOG: Eastern
Cooperative Oncology Group; ER: oestrogen receptor; ET: endocrine therapy; HER2-: human epidermal growth factor receptor-2 negative; HR+: hormone receptor positive; (m)BC:
(metastatic) breast cancer; mTNBC: metastatic triple-negative breast cancer; OS: overall survival; PAL: palbociclib; PFS: progression-free survival; PS: performance status; SAE: serious
adverse event; SG: sacitizumab govitecan; TNBC: triple-negative breast cancer; TPC: treatment of physician’s choice; TRAE: treatment-related adverse event.
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”

A really important presentation this year was from Andy Tutt,
with
OlympiA. This is practice changing, women are going to live
longer as a result of this. Andy started his PhD in DNA repair,
and he just took something from there to a new agent in metastatic disease
and now in the adjuvant setting. For anybody who's a young doctor and is
about to start research, it shows actually how far you can take that.
Dr Andreas Makris

”

The obvious breast highlight was OlympiA. It’s great, all
these studies we’ve referred patients to or recruited to, and then
to see a positive, genuinely practice-changing study… Seeing proper, big
results with proper science, coming right from the bench to patients, I think
this is something that will change all of our practice hopefully fairly soon.
Dr Duncan Wheatley

”
”

In terms of the data, I’m sure everyone will talk about OlympiA.
I
I think it’s rare that we see something practice changing that’s
come out of the UK and a really proud moment for a lot of
us… If it was available in clinic on Monday morning, this is something
that you would walk straight out and prescribe, so it’s rare that you walk
away from a meeting with that kind of practice changing data.
Dr Judy King

I think one of the main highlights for me, as probably for most
of my colleagues, will be the OlympiA study. One of the
interesting discussions I felt was the plenary summary from Dr.
Tung, where she picked up on the issue of BRCA testing, and I think that's
something we're going to have to focus on critically. I think we're going to
have to make sure that we're all testing according to the current national
genomic testing criteria, and that probably needs a review as to whether
that national criteria is actually the correct criteria in light of what OlympiA
has found, while being very careful that we don't over test for BRCA.
Dr Caroline Wilson

Mr Stuart McIntosh, Dr Andreas Makris and Dr Susan Cleator
discussed a case-based panel that they watched, chaired by Dr Filipa
Lynce, on approaches to treatment of oligometastatic breast cancer,
focusing on three specific scenarios:
• Surgical treatment of the primary tumour in patients presenting
with Stage IV disease.
• Treatment of isolated bone metastasis after local treatment.
• Treatment of progressing oligometastatic disease in patients
receiving systemic therapy

”

It was nice to see some longer-term outcome data in eBC and a
neoadjuvant study suggesting that immunotherapy for TNBC
might well be best used in a neoadjuvant or adjuvant setting. I
think that over the next year or two this has potentially got the opportunity
to become practice changing. I think a little bit early for us to adopt it
straight away but certainly, I wouldn’t be surprised if we’re using
immunotherapy in at least certain high-risk triple-negative breast cancers
before too long.
Dr Mark Harries

”

The other impression I got from this year’s congress is, you know,
30
years ago we just shot every treatment at everyone. And then 20
years ago, we started to say, well, there are targets that we can
follow. And that's taken us to some extent… but increasingly there is the
dynamic assessment of response, whether that's a few weeks after starting
a treatment and saying to what extent is this helping? And to what extent
does that influence our subsequent treatment choices? And that's firmly
established in primary systemic treatment and residual disease... So,
response assessment or some assessment of what your treatment is
actually doing as a dynamic prognostication and predictor of what to do
subsequently is something that I think is gradually coming through.
Logistically, it's going to be extremely difficult, but I think it is the next step.
Dr David Miles

”

I think the most important highlight for me from this year’s
congress was the opportunity to be able to meet up with
likeminded colleagues, and be able to share the data and
critique it, and see how it's going to reflect to the UK practice.
Dr MB Mukesh

”

What’s reassuring from my point of view is that we are building
in the UK a portfolio of studies around risk-adapted treatment.
It’s really important that I think we continue to recruit to these
studies to leverage that approach. So, for me it emphasises the importance
of delivering POETIC-A to identify the high-risk ER+ patients, who may
need additional treatment beyond adjuvant endocrine therapy.
Mr Stuart McIntosh

”

As a surgeon a lot of the systemic treatments I prescribe are the
endocrine treatments, so I was interested particularly in the
attempt to try and grasp who’s going to benefit on extended
adjuvant treatments and who we can avoid giving endocrine treatments to
maybe, because they are the patients I mostly see with side effects of
endocrine treatment and grappling with whether to continue or to stop.
Mr Mark Sibbering
Dr Mark Harries, Mr Mark Sibbering and Dr Andreas Makris
discussed their experiences of treating breast cancer during the
COVID-19 pandemic, and the impact of the pandemic on
approaches to surgery in particular.
Mr Mark Sibbering highlighted the potential long-term effects of
the pandemic on pushing both communications with patients and
MDT meetings into the virtual setting, and the advantages and
disadvantages of virtual consultations.

”

The other study which I found most interesting was the
neoadjuvant durvalumab triple-negative study. We have a
number of studies that have been completed recently and are
still collecting data, and the results are varied in terms of the benefits seen
from adding immunotherapy alongside standard neoadjuvant
chemotherapy in TNBC. We've seen variations in the improvement in pCR
rate and we're waiting for maturity on the outcome data, so DFS and OS,
and we've now got a study that has shown a definite DFS benefit at the
three year mark and a small but statistically significant improvement in OS,
which is exciting, although we probably need to wait a bit to get an overall
view of the risk-benefit ratio associated with adding in immunotherapy.

Abbreviations: BRCA: BReast CAncer gene; DFS: disease-free survival; DNA: deoxyribonucleic acid; OS: overall survival; pCR: pathological complete response; TNBC: triple-negative
breast cancer.

Dr Susan Cleator
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