
Copyright © 2022 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

Conference Coverage: 
ASCO 2022 – Focus on 
Breast Cancer
June 14, 2022



Report Contents

Content Slide

Meeting Snapshot 3

Faculty Panel 4

Meeting Agenda 5

Key Insights and Strategic Recommendations 6

Updates on Neoadjuvant Therapies for Breast Cancer 28

CDK4/6 Inhibitors in the Treatment of HR+, HER2– Breast Cancer 38

Novel Therapeutic Approaches for HR+, HER2– Breast Cancer 49

Advanced in TNBC 62

Evolving Treatments for HER2+, HER–, and HER2-Low Breast Cancer 72



Meeting Snapshot

DATE: 
June 14, 2022

PANEL: Key experts in 
breast cancer
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> 3 from Europe
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Medicine 

Peter A. Kaufman, MD 
University of Vermont 

Cancer Center
Guy H. Jerusalem, MD, PhD
University of Liège/CHU de Liège

Giuseppe Curigliano, MD, PhD
University of Milano/European 

Institute of Oncology
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Time Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome and Introductions Adam Brufsky, MD, PhD, FACP

10.05 AM – 10.15 AM Updates on Neoadjuvant Therapies for Breast Cancer Mark Pegram, MD

10.15 AM – 10.30 AM Discussion All

10.30 AM – 10.35 AM Key Takeaways Mark Pegram, MD

10.35 AM – 10.45 AM CDK4/6 Inhibitors in the Treatment of HR+, HER2– Breast Cancer Guy H. Jerusalem, MD, PhD

10.45 AM – 11.05 AM Discussion All

11.05 AM – 11.10 AM Key Takeaways Guy H. Jerusalem, MD, PhD

11.10 AM – 11.20 AM Novel Therapeutic Approaches for HR+, HER2– Breast Cancer Giuseppe Curigliano, MD, PhD

11.20 AM – 11.40 AM Discussion All

11.40 AM – 11.45 AM Key Takeaways Giuseppe Curigliano, MD, PhD

11.45 AM – 11.55 AM Advances in TNBC Peter Kaufman, MD

11.55 AM – 12.15 PM Discussion All

12.15 PM – 12.20 PM Key Takeaways Peter Kaufman, MD

12.20 PM – 12.30 PM Evolving Treatments for HER2+, HR–, and HER2-Low Breast Cancer Joseph Gligorov, MD, PhD

12.30 PM – 12.50 PM Discussion All

12.50 PM – 12.55 PM Key Takeaways Joseph Gligorov, MD, PhD

12.55 PM – 1.00 PM Closing Remarks Adam Brufsky, MD, PhD, FACP

Meeting Agenda



Updates on Neoadjuvant 
Therapies for Breast Cancer
Congress Highlights From ASCO 2022



Phase II MUKDEN 01: Primary Analysis of Neoadjuvant Pyrotinib and 
Letrozole Plus Dalpiciclib in TNBC
Nan Niu, et al. 2022. ASCO #588

STUDY POPULATION
> Treatment-naive patients with stage II–III triple-positive BC

OUTCOME
> Between June 20, 2020, and Sept 6, 2021, 61 patients were recruited into the first stage of the study

− 52% pre- or perimenopausal; 48% postmenopausal
− 33% stage IIA, 36% stage IIB, 31% stage III

Efficacy
> tpCR (ypT0/is ypN0): 18/61 (29.5%)
> bpCR (ypT0/is): 21/61 (34.4%)
> Complete or partial response: 54/61 (88.5%)
> Stable disease: 7/61 (11.5%)

Safety 
> Most frequent grade 3 AE were neutropenia (49%), leukopenia (21%), 

diarrhea (15%), and oral mucositis (7%)
> There were 5 grade 4 neutropenia (8%) and 1 grade 4 increased AST (2%), 

but without other SAE and death throughout the study

CONCLUSION
> Neoadjuvant therapy with pyrotinib and letrozole plus dalpiciclib has promising efficacy and manageable toxicity 



Phase II coopERA BC: Final Analysis of Neoadjuvant Giredestrant Plus 
Palbociclib in Postmenopausal Women With ER+, HER2– eBC
Peter Fasching, et al. 2022. ASCO #589

STUDY DESIGN EFFICACY

CONCLUSION
> coopERA BC is the first randomized study to show superior 

antiproliferative activity of an oral SERD over an AI in ER+, HER2– eBC

SAFETY
> Similar rates of ET-related AEs between the 2 arms
> Interruption/withdrawal of ET due to AE was low and similar for both arms



Phase II NeoSTAR: Response-Guided Neoadjuvant Sacituzumab 
Govitecan in Localized TNBC
Laura Spring, et al. 2022. ASCO #512

STUDY POPULATION AND DESIGN
> Patients with localized TNBC (tumor size ≥1cm, or any size if 

node positive) with no prior treatment (N = 50)
− 11 stage I, 24 stage II, 11 stage III, 4 unknown
− 62% node negative
− 9 patients carried gBRCA mutation

SAFETY
> Most common AEs: nausea (82%), fatigue (78%), alopecia (76%), 

neutropenia (58%), anemia (36%), and rash (48%)
> 6% of pts required dose reduction
> No pts discontinued therapy due to disease progression

CONCLUSION
> Sacituzumab govitecan demonstrated single-agent efficacy in 

localized TNBC

EFFICACY
> pCR: 30% with sacituzumab govitecan alone
> Radiographic response: 42% with sacituzumab govitecan alone



Phase II NeoPACT: Clinical and Biomarker Results of Pembrolizumab 
and Carboplatin Plus Docetaxel in TNBC
Priyanka Sharma, et al. 2022. ASCO #513

STUDY POPULATION
> 115 patients with stage I–III TNBC were enrolled, of which 109 

were evaluable for pathologic response
− 18% stage I, 63% stage II, 18% stage 3; 61% node negative
− 54% PD-L1 (CPS ≥10) negative

EFFICACY: PATHOLOGIC RESPONSE

CONCLUSION
> Neoadjuvant pembrolizumab plus carboplatin plus docetaxel 

showed promising pCR in the absence of adjuvant pembrolizumab
> Immune enrichment identified by sTILs or DetermaIO signature 

was associated with high pCR rates approaching or exceeding 80%
> Additional biomarker analyses are ongoing

SAFETY
> Any iAE: 27%
> Grade ≥3 iAE: 4.3%

− Most common grade ≥3 iAE: Colitis (1.7%), myocardial 
infarction (0.9%), inflammatory dermatitis (9%), autoimmune 
disorder (0.9%)



Phase II: Neoadjuvant Ipilimumab and Nivolumab Plus Paclitaxel Following 
Anthracycline-Based Chemotherapy for Treatment Resistant Early-Stage TNBC
Sherene Loi, et al. 2022. ASCO #602

STUDY POPULATION
> Previously untreated stage III TNBC with ≥15 mm of tumor remaining or 10 mm of tumor with 1 positive node after 4 cycles of anthracycline-

based therapy

OUTCOME
> 34 patients were enrolled, of which 33 were evaluable for primary endpoint

− 47% node positive
− 26% PD-L1 positive
− 48% were considered suboptimal responders to prior anthracycline therapy (<50% tumor reduction)

Efficacy
> ypT0ypN0

− All evaluable patients: 24.2%
− PD-L1 positive: 37.5%
− PD-L1 negative: 22.7% 
− Suboptimal anthracycline responders: 18.8%

> ORR 
− All evaluable patients: 57.6%
− Suboptimal anthracycline 

responders: 43.7%

Safety 
> 45% of patients experienced at least 

1 grade 3–4 AE
> Most common immune-related event 

was grade 1 or 2 pneumonitis (27%)

CONCLUSION
> In these high-risk patients, the addition of ipilimumab and nivolumab to neoadjuvant paclitaxel resulted in low pCR rates
> Treatment was associated with high rates of pneumonitis (grade 1 or 2)



Updates on Neoadjuvant 
Therapies for Breast Cancer
Key Takeaways



Key Takeaways: Updates on Neoadjuvant Therapies for BC 
(1/3)

Strategies emerge for chemotherapy de-escalation, but are not yet practice changing (1/2) 

#508: Primary analysis of MUKDEN 01: A multicenter, single-arm, prospective, phase 2 study of neoadjuvant 
treatment with pyrotinib and letrozole plus dalpiciclib in TNBC (Nan Niu, et al)
> While this chemotherapy-free regimen showed promising pCR rates comparable with standard chemotherapy 

plus dual-HER2 blockade, the associated toxicity is of potential concern; nonetheless, further validation in a 
large-scale randomized controlled trial is warranted

#512: Phase 2 study of response-guided neoadjuvant sacituzumab govitecan (IMMU-132) in patients with 
localized triple-negative breast cancer: Results from the NeoSTAR trial (Laura Spring, et al)
> Results from this study are considered hypothesis-generating. Despite the small patient numbers, experts are 

intrigued about the pCR rate that was observed with single-agent sacituzumab govitecan in only 4 cycles 
> In general, there is huge interest in the development of sacituzumab govitecan in the (neo)adjuvant setting for 

TNBC either as single agent (SASCIA, NCT04595565), or in combination with other targeted therapies such as 
checkpoint inhibitors (Saci-IO TNBC, NCT04468061)

#513: Clinical and biomarker results of neoadjuvant phase II study of pembrolizumab and carboplatin plus 
docetaxel in triple-negative breast cancer (TNBC) (NeoPACT) (Priyanka Sharma, et al)
> Results from this trial support the notion that anthracyclines may be omitted in the preoperative setting as pCR 

rates comparable with the anthracycline-containing KEYNOTE-522 regimen were achieved when combining 
pembrolizumab with carboplatin and taxanes. However, the EFS data should be interpreted with more caution as 
some patients have received anthracycline in the adjuvant setting

> Further studies are needed to clarify whether continued checkpoint inhibition is required once patients have 
achieved pCR

Dr Jerusalem:
I am really impressed by the 
pCR data [from NeoPACT], 
and I think taking out the 
anthracycline is a very 
important objective in TNBC 
and immune therapies [to 
decrease toxicities]. So, if it 
is feasible, I think this is 
great news for our patients

“
“



Key Takeaways: Updates on Neoadjuvant Therapies for BC 
(2/3)

Strategies emerge for chemotherapy de-escalation, but are not yet practice-changing (2/2) 

#589: Neoadjuvant giredestrant (GDC-9545) plus palbociclib (P) vs anastrozole (A) plus P in postmenopausal women with estrogen 
receptor-positive, HER2-negative, untreated early breast cancer (ER+/HER2– eBC): Final analysis of the randomized, open-label, 
international phase II coopERA BC study (Peter A. Fasching, et al)
> Despite showing superior antiproliferative activity in terms of greater complete cell cycle arrest and Ki67 suppression, experts remain 

hesitant about the clinical benefit of adding giredestrant vs anastrozole to palbociclib as similar objective response rates were observed in 
both arms

#602: Neoadjuvant ipilimumab and nivolumab in combination with paclitaxel following anthracycline-based chemotherapy in patients 
with treatment resistant early-stage triple-negative breast cancer (TNBC): A single-arm phase II trial (Sherene Loi, et al)
> Experts are unimpressed by the results of this trial – pCR rates are rather modest, toxicity is considered unacceptable with high rates of 

SAEs, and there seems to be no additional benefit by adding ipilimumab in this setting

Dr Pegram:
In terms of clinical translation, it is not yet clear whether this [neoadjuvant giredestrant plus palbociclib] is going to be a winner, but at least it 
positions giredestrant into the early breast cancer arena, and they say this is a steppingstone on their way to future adjuvant studies in ER+, 
HER2– disease. And that could be true

“ “



Key Takeaways: Updates on Neoadjuvant Therapies for BC 
(3/3)

There is a need for robust biomarkers to predict response to immune checkpoint inhibitors beyond PD-L1

With the approval of pembrolizumab based on the KEYNOTE-522 trial, immunotherapies have arrived in early BC. However, a need 
remains for improved biomarker evaluation to assess immunotherapy activity and to successfully identify patients who benefit from 
these agents
> PD-L1 is a suboptimal biomarker of immunotherapy activity, and ongoing research is needed to identify predictors of response with immune 

checkpoint inhibitors beyond this biomarker
> Initial results using TILs or DNA damage immune response signatures as novel biomarkers (eg, NeoPACT study, see abstract #513) are 

seen as intriguing, but require further validation in prospective randomized trials before implementing them in clinical practice

Dr Kaufman:
We need to make improvements on our biomarker evaluation for neoadjuvant therapy, and particularly for immunotherapy, and I think we are 
all struggling with getting beyond PD-L1. I think some of these immune signatures will rise in our armamentarium over the next couple of years, 
but I think we are not quite there yet

“ “



CDK4/6 Inhibitors in the 
Treatment of HR+, HER2–
Breast Cancer
Congress Highlights From ASCO 2022



Phase III PALOMA-2: OS Analysis of First-Line Palbociclib Plus Letrozole 
in ER+/HER2– Advanced BC
Richard Finn, et al. 2022. ASCO LBA1003

STUDY POPULATION
> Phase III trial in postmenopausal women 2:1 randomization between 

palbociclib plus letrozole vs placebo plus letrozole (N = 666)

OUTCOME
> The secondary endpoint of OS was not met (mOS: 53.9 vs 51.2 month 

[0.956 HR])
> Subgroup analysis showed trends for palbociclib benefit in patients with 

ECOG PS 1/2, DFS >12 months, prior endocrine therapy, and bone-
only disease

PALOMA-1 and PALOMA-2 combined OS analysis
> Subgroup with DFI >12 months showed 64.0 vs 44.6 month (HR 0.736)

OVERALL SURVIVAL

CONCLUSIONS
> The primary endpoint, PFS, is consistent between palbociclib, ribociclib, 

and abemaciclib phase III trial
> mOS in the control group was higher than expected
> The trial was not powered to show OS benefit
> Survival data was missing for many patients (12% vs 21%)



Phase II MAINTAIN: Fulvestrant or Exemestane ± Ribociclib After Progression 
on Antiestrogen Therapy Plus CDK4/6i in Unresectable or HR+, HER2– mBC
Kevin Kalinsky, et al. 2022. ASCO LBA1004

STUDY POPULATION
> Randomized phase II trial with ribociclib plus switch of ET vs 

placebo plus switch of ET (N = 119)

OUTCOME
> Trial met its primary endpoint of PFS benefit with ribociclib plus ET

mPFS
> mPFS of 5.29 vs 2.76 mo (HR 

= 0.57)

ORR and CBR 
> ORR of 20% vs 11%
> CBR of 43% vs 25%

CONCLUSIONS
> The MAINTAIN trial is the first randomized trial exploring optimal treatment after CDK4/6i for patients whose disease failed ET and CDK4/6i
> The trial is positive with PFS improvement at HR = 0.57, but the PFS benefit is not impressive
> Patients who did not receive ribociclib, but ET alone in this trial, had very short PFS
> Further trials are needed to compare ET monotherapy vs ET plus CDK4/6i in this setting

PRIMARY ENDPOINT: PFS



Phase I SERENA-1: Updated Analysis of Camizestrant Plus Palbociclib in 
ER+, HER2– Advanced BC
Mafalda Oliveira, et al. 2022. ASCO #1032

STUDY POPULATION
> Postmenopausal women with 2 (1–5) lines of prior therapy (N = 25)

− 68% received prior fulvestrant
− 80% received prior CDK4/6i

OUTCOME
> The optimal dose is 75-mg camizestrant in combination with 

palbociclib

Pharmacokinetics
> PK analysis showed similar 

exposure for camizestrant as 
monotherapy or in 
combination with palbociclib

Safety 
> Safety and tolerability was 

consistent with each drug 
individually (bradycardia 16%, 
fatigue 16%, nausea 16%, 
visual effect 11%)

EXPERT CONCLUSIONS
> Experts are interested to see updates from large phase III trials, eg, SERENA-4, a head-to-head comparison of camizestrant plus palbociclib 

vs anastrozole plus palbociclib 

AUTHORS’ CONCLUSION



Phase Ib: Dalpiciclib Plus Letrozole/Anastrozole or Fulvestrant in 
HR+/HER2– Advanced BC
Qingyuan Zhang, et al. 2022. ASCO #1066

STUDY POPULATION
> Phase Ib trial with dalpiciclib plus ET

OUTCOME
> The optimal dose of dalpiciclib is 150 mg in combination with ET 

on a schedule of 3 weeks on/1 week off

Efficacy
> Dalpiciclib ORR

− 67.6% in ET-untreated
− 53.3% in ET-pretreated

Safety 
> Most common high-grade 

TRAEs were neutropenia 
and leukopenia 

EXPERT CONCLUSIONS
> A large randomized trial is needed to understand the clinical benefit of dalpiciclib, a new-generation CDK4/6 inhibitor

AUTHORS’ CONCLUSION



Real-world: Identifying Genetic Factors of Response and Resistance to 
CDK4/6i in Metastatic HR+/HER2– BC 
Smita Agrawal, et al. 2022. ASCO #1064

STUDY POPULATION
> DNA sequencing database analysis to identify factors involved in 

CDK4/6i response or resistance (N = 1249)

CONCLUSIONS
> Important real-world data analysis showing RB1 loss-of-function mutations in CDK4/6i nonresponders
> The MYC pathway seems to be important in CDK4/6i resistance

OVERALL RATIONALE

RESULTS



Molecular Alterations Associated With Rapid Progression Following 
CDK4/6i in Metastatic HR+ BC
Malinda T. West, et al. 2022. ASCO #1054

STUDY POPULATION
> Molecular alteration analysis using NGC (N = 34) to 

identify rapid progression after CDK4/6i

OUTCOME
> The presence of PTEN mutation is associated with 

high risk of early progression

CONCLUSIONS
> A very small cohort showing that PTEN mutation is associated with an increased risk of early progression on CDK4/6i
> These outcomes need confirmation in a large cohort

ALTERATIONS ASSOCIATED WITH RAPID PROGRESSION
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Key Takeaways: CDK4/6 Inhibitors in the Treatment of HR+,
HER2– Breast Cancer (1/3)

The different OS outcomes from first-line trials are expected to change the market 
distribution of CDK4/6i

LBA1003: Overall survival (OS) with first-line palbociclib plus letrozole (PAL+LET) vs placebo plus 
letrozole (PBO+LET) in women with estrogen receptor-positive/human epidermal growth factor 
receptor 2-negative advanced breast cancer (ER+/HER2− ABC): Analyses from PALOMA-2 (Richard 
S. Finn, et al)
> In contrast to MONALEESA-2, no statistically significant OS difference between treatment arms was 

detected in the final OS analysis of PALOMA-2. Experts do not believe these results can be explained 
by substantial clinical and/or pharmacologic variations between the different CDK4/6i, but rather think 
the negative OS readout in PALOMA-2 resulted from a cumulative effect of several study aspects

– Study was not sufficiently powered to analyze the OS endpoint
– Analysis was hindered by missing survival data between treatment arms. This huge imbalance of 

survival data (13% of patients in the palbociclib and 21% of those in the placebo arm had missing 
survival data) is most likely attributable to consent withdrawal and loss of follow-up due to the 
COVID-19 pandemic. It was noted, that rather than excluding patients with missing survival data 
entirely from the analysis, patients should have been censored as of their last follow-up visit

– OS outcomes in the control arm were better than expected
– Lastly, different crossover rates between the 2 trials may have confounded survival signals

> Currently, palbociclib is the most widely used CDK4/6i worldwide. However, this status will likely be 
eroded, as its lack of an OS benefit in contrast to its competitors* is anticipated to drive community 
physicians to prefer use of ribociclib, even though personal experience and toxicity profile may still 
favor palbociclib

*Ribociclib has shown survival improvements in various patient populations (MONALEESA-2, -3, and -7) and abemaciclib has reduced death risk in 
pretreated patients (MONARCH-2). 

Dr Pegram:
The gold standard by which we make 
clinical decisions in practice is level 1 
evidence of an overall survival benefit from 
a randomized, controlled, phase III trial. The 
only CDK4/6 inhibitor that rise to that level in 
the first line, combined with an AI, is 
ribociclib at the moment [….]
Now, from a scientific point of view. If we 
look at the PALOMA-2 data, and you say 
well, the hypothesis is that palbociclib has 
no survival benefit; is this data consistent 
with that hypothesis? And even statisticians 
will tell you no. It’s not. There are clear 
subsets that benefit with a survival signal. 
So, you can’t reach the conclusion that 
palbo has no survival benefit with a straight 
face, based on the data we saw last week 
[.…] So, you know, I think this is probably a 
statistical outcome rather than a real one. 
But, in the clinic when I have a patient, I am 
going to go with certainty. So, we are stuck 
with ribociclib

“
“



Key Takeaways: CDK4/6 Inhibitors in the Treatment of HR+,
HER2– Breast Cancer (2/3)

Treatment of CDK4/6i-refractory ER+, HER2– BC remains an unmet need

LBA1004: A randomized, phase II trial of fulvestrant or exemestane with or without ribociclib after progression on anti-estrogen 
therapy plus cyclin-dependent kinase 4/6 inhibition (CDK 4/6i) in patients (pts) with unresectable or hormone receptor–positive (HR+), 
HER2-negative metastatic breast cancer (mBC): MAINTAIN trial (Kevin Kalinsky, et al)
> Outcomes provide proof of principle that only switching the ET partner while continuing the same CDK4/6i could be a feasible approach for 

patients whose disease has progressed on prior therapy with ET plus CDK4/6i; however, further confirmation from larger trials (eg, PACE 
trial, NCT03147287) is needed

> Furthermore, results highlight that more-efficacious drugs are sorely needed for this patient group, as even with the addition of a CDK4/6i the 
median PFS in this trial was only about 5 months

> Lastly, the exploratory analysis indicates that only patients with ESR1–wild-type disease benefit from the addition of fulvestrant, which is 
seen as hypothesis-generating and worthy of further investigation

During the discussion, experts also noted after adjuvant CDK4/6i use, they would only consider CDK4/6i rechallenge in patients 
whose disease relapsed >1 year after initial adjuvant therapy

Dr Jerusalem:
The true answer is that we are lacking any clinical trial giving us a definite answer to the question [how adjuvant CDK4/6 inhibition 
influences treatment sequencing]. But it seems very reasonable if it is after several years after exposure to CDK4/6 inhibitors that there 
will be some responses

“ “



Key Takeaways: CDK4/6 Inhibitors in the Treatment of HR+,
HER2– Breast Cancer (3/3)

New insights into the molecular 
mechanisms governing CDK4/6i resistance

#1054: Molecular alterations associated with rapid 
progression following CDK4/6 inhibitors (CDKi) in 
metastatic hormone receptor–positive breast 
cancer (mHRBC) (Malinda T. West, et al)
> The finding that PI3K pathway alterations are 

prevalent following rapid progression on CDK4/6i 
is seen as intriguing and hypothesis-generating for 
larger cohort studies to find clinical and molecular 
biomarkers that can help improve outcomes in this 
patient population

#1064: Identifying genetic factors of response and 
resistance to CDK4/6 inhibitors in metastatic 
HR+/HER2-breast cancer using real-world data 
(Smita Agrawal, et al)
> Results from this retrospective study identified the 

MYC signaling pathway as a strong candidate 
involved in the mechanisms governing resistance 
to CDK4/6 inhibition; how this pathway could be 
targeted remains unclear

Other CDK4/6i publications

#1032: Serena-1: Updated analyses from a phase 1 study (parts C/D) of the 
next-generation oral SERD camizestrant (AZD9833) in combination with 
palbociclib, in women with ER-positive, HER2-negative advanced breast 
cancer (Mafalda Oliveira, et al)
> The combination of camizestrant with palbociclib showed promising clinical 

activity, and experts look forward to seeing the results from the ongoing phase 
III studies, Serena-4 (NCT04711252) and Serena-6 (NCT04964934), which will 
further elucidate the role of this combination in the treatment of patients with 
ER+, HER2– advanced BC

#1066: Dalpiciclib in combination with letrozole/anastrozole or fulvestrant in 
HR+/HER2– advanced breast cancer: A phase Ib study (Qingyuan Zhang, et al)
> Results from this trial warrant further trials
> On the basis of the results from the DAWNA-1 study (NCT03927456) 

presented last year at ASCO, experts believe dalpiciclib (in combination with 
fulvestrant) could challenge other CDK4/6i in the recurrent metastatic HR+, 
HER2– BC market for patient share in China

– Outside of China, no impact on market share is expected, as the 
company does not plan to extend development beyond the Asian 
population, which would be a prerequisite for regulatory approval by the 
FDA and EMA



Novel Therapeutic 
Approaches for HR+, HER2–
Breast Cancer
Congress Highlights From ASCO 2022



Phase III TROPiCS-02: Primary Results of Sacituzumab Govitecan in 
HR+, HER2– Advanced BC
Hope S. Rugo, et al. 2022. ASCO LBA1001

STUDY POPULATION
> Phase III study of sacituzumab govitecan vs 

physicians' choice in heavily pretreated HR+, HER2–
mBC (N = 543)
− 64% and 68% prior CT in early BC
− 86% and 86% prior ET in mBC
− 59% and 61% prior CDK4/6i in ≤12month

OUTCOME
> mPFS of 5.5 vs 4.0 mo (HR+ 0.66)
> mOS of 13.9 vs 12.3 mo was not significantly different

Efficacy
> ORR was 57% vs 38%
> CBR was 92% vs 59%

Safety 
> Consistent with previous 

data with hematologic 
and gastrointestinal 
toxicities

CONCLUSIONS
> No OS benefit shown, but the data are not mature yet

PRIMARY ENDPOINT: PFS



Phase II FAKTION: OS and Updated PFS Data With Fulvestrant Plus 
Capivasertib After Relapse or Progression on an AI in Metastatic ER+ BC
Robert Hugh Jones, et al. 2022. ASCO #1005

STUDY POPULATION
> Randomized prospective trial with fulvestrant plus capivasertib vs 

fulvestrant plus placebo (N = 140)

OUTCOME
> Primary results were reported in 2020 (mPFS 10.3 vs 4.8 mo HR 

= 0.58)
> Updated mPFS was 10.3 vs 4.8 mo (HR = 0.56)
> Mature OS was 29.3 vs 23.4 mo (HR = 0.66)

Safety 
> No new safety signal was detected

(EXPERT) CONCLUSIONS
> Mature data of the ITT population point out the addition of capivasertib to fulvestrant may potentially improve overall survival
> Patients in the AKT1, PTEN, or PIK3CA altered group had overall survival benefit while the non-altered group showed no benefit

OS IN ITT POPULATION



Phase III SOLAR-1: Biomarker Analysis of Alpelisib Plus Fulvestrant in 
HR+, HER2– Advanced BC
Dejan Juric, et al. 2022. ASCO #1006

STUDY POPULATION
> Biomarker analysis of SOLAR-1 randomized prospective trial with 

alpelisib plus fulvestrant vs placebo plus fulvestrant in PI3KCA-
mutant (n = 341) and wildtype patients (n = 231)

OUTCOME
> MAP3K1, FGFR2, TP53, CDH1, and EMSY show higher 

frequency of alteration in PIK3CA-altered subgroup

Efficacy
> Patients with FGFR12 alterations showed benefit with the addition 

of alpelisib to fulvestrant

(EXPERT) CONCLUSIONS
> Alterations in FGFR1/2 are associated with ET resistance and shown in CDK4/6i pretreated patients
> Alpelisib shows clinical benefit regardless of mutational status of selected genes (FGFR1/2)
> Patients with alterations in the MYC pathway may benefit less from alpelisib

SUBGROUP ANALYSIS 



Phase II BYLieve: Baseline Biomarker Analysis of Alpelisib Plus ET in 
HR+, HER2– PIK3CA-Mutated Advanced BC
Dejan Juric, et al. 2022. ASCO #1018

STUDY POPULATION
> Biomarker analysis of BYLieve trial with alpelisib plus ET in PI3KCA-

mutant HR+, HER2– aBC

EXPERT CONCLUSIONS
> Alterations observed in cohort A and cohort B were similar to the alterations found in SOLAR-1
> Alpelisib showed almost similar benefits across all biomarker subgroups
> Further biomarker studies with larger cohorts are needed

AUTHORS’ CONCLUSIONS

RESULTS



Phase Ia/b EMBER: Imlunestrant, an Oral SERD, in ER+ Advanced BC 
and Endometrial Endometrioid Cancer
Komal L. Jhaveri, et al. 2022. ASCO #1021

STUDY POPULATION
> Phase Ia/b trial with imlunestrant in ER+, HER2– aBC

OUTCOME
Efficacy 
> ORR in aBC was 12% with 400-mg and 7% with 600-mg 

dose
> CBR was 55% with 400-mg and 38% with 600-mg dose

Safety 
> Toxicity profile of the monotherapy was well tolerated

CONCLUSIONS
> Imlunestrant monotherapy demonstrated some clinical activity in heavily pretreated patients independent of ESR1 mutation status
> Phase I dose expansion with different imlunestrant combinations in the EMBER study is ongoing
> Phase III randomized prospective trial, EMBER-3, is ongoing with imlunestrant vs physicians' choice ET

EFFICACY OUTCOMES



Phase II: Lasofoxifene Plus Abemaciclib in Pre- and Postmenopausal Women 
With Locally Advanced or Metastatic ER+, HER2– BC and an ESR1 Mutation 
After Progression on Prior Therapies
Senthil Damodaran, et al. 2022. ASCO #1022
STUDY POPULATION
> Open-label phase II trial in ER+ HER2– a/mBC with 

ESR1 mutation (N = 29)

OUTCOME
Efficacy 
> 12 patients had disease progression, 12 continued on

treatment
> ORR was 50%
> CBR was 69%

Safety 
> Most common toxicities were diarrhea and 

gastrointestinal toxicities 

CONCLUSIONS
> Lasofoxifene is approved for osteoporosis and has been investigated in combination with abemaciclib in osteoporosis
> The combination was tolerable with considerable clinical benefit and response duration

EFFICACY OUTCOMES



Phase II I-SPY2: pCR Rates for HR+, HER2– BC by Molecular Subtype
Laura Ann Huppert, et al. 2022. ASCO #504

STUDY POPULATION
> Neoadjuvant trial with multiple investigational arms
> In this analysis, pCR rate was correlated with MammaPrint (MP) 

score and BluePrint (BP) subtypes (N = 379)

OUTCOME
> MP High2 and BP-basal were associated with higher pCR rates in 

patients with high-risk HR+, HER2– eBC
> Immuno signature was associated with higher PCR rate in 

patients with HR+, HER2– disease

CONCLUSIONS
> These data show correlation between patients achieving a pCR and biological characteristics based on molecular subtypes: basal like 

features by BP or a high-risk score by MP

PCR RATE BY MP HIGH1/2 AND BP-BASAL VS LUMINAL 



Phase I/Ib: Long-term Safety of Inavolisib Alone or in Combination With 
Palbociclib and/or ET in PIK3CA-Mutated, HR+, HER2– Metastatic BC
Philippe L. Bedard, et al. 2022. ASCO #1052

STUDY POPULATION
> Safety evaluation of inavolisib monotherapy alone or in 

combination (N = 193; patients on treatment >1 year n = 61)

OUTCOME
> Consistent safety profile among all patients

Most common TRAE 
> Hyperglycemia, stomatitis, diarrhea, asthenia/fatigue, 

nausea

CONCLUSIONS
> Further data from a large trial are needed to evaluate clinical benefit of inavolisib

SAFETY OVERVIEW
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Key Takeaways: Novel Therapeutic Approaches for HR+, 
HER2– Breast Cancer (1/3)

TROPiCS-02 results are not impressive but may extend FDA label of sacituzumab govitecan

LBA1001: Primary results from TROPiCS-02: A randomized phase 3 study of sacituzumab govitecan (SG) versus treatment of 
physician’s choice (TPC) in patients (Pts) with hormone receptor–positive/HER2-negative (HR+/HER2-) advanced breast cancer (Hope
S. Rugo, et al)
> While results provide proof-of-concept that sacituzumab govitecan is active in several molecular BC subtypes other than TNBC, they are not 

considered immediately practice changing. Despite statistical significance, there is debate about whether the 1.5-month improvement in PFS 
can be considered clinically meaningful

> Nevertheless, some experts see a potential role for this agent in heavily pretreated patients with HR+, HER2– disease who either are not 
candidates for T-DXd or have disease progression on T-DXd

– US experts think that the TROPiCS-02 results will likely lead to the FDA label extension of sacituzumab govitecan to include patients 
with heavily pretreated HR+, HER2– BC, while European experts believe the likelihood of EMA approval is low due to the small 
absolute PFS benefit observed in the trial

> Further research in earlier settings is needed and experts eagerly await the results from ongoing trials such as SASCIA (NCT04595565)

Dr Pegram:
It is going to depend on whether regulators are impressed by 
the data and if they are, what the label language will look like, 
at least in the US. As this will be a label extension, the bar will 
be lower, at least with the FDA. So, it may get an assignment 
in ER+ disease, in which case it will be among the menu of 
options that we have after hormonal therapy in heavily 
pretreated ER+ metastatic patients

“

“

Dr Curigliano:
I believe it is reasonable that we can do a sequence of 
ADCs. And so, I would select first trastuzumab deruxtecan, 
but in case of progression, I would offer to my patients also 
the opportunity to receive sacituzumab govitecan if 
approved. However, I am not sure that will be approved in 
Europe according to the data [from TROPiCS-02]

“

“



Key Takeaways: Novel Therapeutic Approaches for HR+, 
HER2– Breast Cancer (2/3)

Advances in targeting the PI3K/AKT/mTOR pathway

#1005: Fulvestrant plus capivasertib versus fulvestrant plus placebo after relapse or progression on an aromatase inhibitor in 
metastatic, estrogen receptor-positive breast cancer (FAKTION): Overall survival and updated progression-free survival data with
enhanced biomarker analysis (Robert Hugh Jones, et al)
> Experts are intrigued by the updated survival data and expanded biomarker analysis showing more-evident benefits of capivasertib in 

patients with alterations in the PI3K/AKT/mTOR pathway. Further phase III data are needed to confirm these results; the CAPItello-292 trial 
(NCT04862663) is ongoing in this setting 

> Overall, experts are enthusiastic about AKT inhibitors as a drug class and believe that targeting AKT represents an attractive treatment 
option for many BC subtypes, especially those resistant to conventional therapy

– While efficacy results from AKT inhibitors currently under investigation are promising, safety represents one of the main issues for the 
clinical development of these agents, especially in later lines where the main goal of palliative relief is the main intent of treatment

– The identification of biomarkers of response and resistance toward AKT inhibitors remains crucial, as data so far are inconsistent

#1006: Alpelisib (ALP) + fulvestrant (FUL) in patients (pts) with hormone receptor–positive (HR+), human epidermal growth factor 
receptor 2–negative (HER2−) advanced breast cancer (ABC): Biomarker (BM) analyses by next-generation sequencing (NGS) from the 
SOLAR-1 study (Dejan Juric, et al)
#1018: Alpelisib (ALP) + endocrine therapy (ET) in patients (pts) with hormone receptor-positive (HR+), human epidermal growth 
factor receptor 2-negative (HER2–), PIK3CA-mutated (mut) advanced breast cancer (ABC): Baseline biomarker analysis and 
progression-free survival (PFS) by duration of prior cyclin-dependent kinase 4/6 inhibitor (CDK4/6i) therapy in the BYLieve study 
(Dejan Juric, et al)
> Biomarker analysis in both studies demonstrated clinical benefits of alpelisib (plus fulvestrant or ET) across all subgroups including patients 

with alterations in the PI3K pathway or genes implicated in endocrine resistance or CDK4/6i resistance



Key Takeaways: Novel Therapeutic Approaches for HR+, 
HER2– Breast Cancer (3/3)

Advances in ER-targeting therapies

#1021: A phase 1a/b trial of imlunestrant (LY3484356), an oral selective estrogen receptor degrader (SERD) in ER-
positive (ER+) advanced breast cancer (aBC) and endometrial endometrioid cancer (EEC): Monotherapy results 
from EMBER (Komal L. Jhaveri, et al)
• Imlunestrant showed promising activity with a remarkably benign safety profile, and experts look forward to whether 

phase III data from the ongoing EMBER-3 trial (NCT04975308) can substantiate these results
#1022: Open-label, phase 2, multicenter study of lasofoxifene (LAS) combined with abemaciclib (Abema) for 
treating pre- and postmenopausal women with locally advanced or metastatic ER+/HER2− breast cancer and an 
ESR1 mutation after progression on prior therapies (Senthil Damodaran, et al)
• Experts were very impressed with the robust response rates and excellent toxicity profile observed with lasofoxifene, a 

third-generation SERM that is already approved by the FDA, for the treatment of osteoporosis in postmenopausal 
women. They believe that this agent may have the potential to outperform other SERMs in this setting and look forward 
to seeing this agent further developed, especially in ESR1-mutated patients

Dr Gligorov:
I discovered this agent 
[lasofoxifene] pretty recently . 
. . However, I was pretty 
impressed, and to be honest, I 
was not thinking that at any 
moment a SERM will come 
back to all the endocrine 
treatment. But the results are 
pretty good. Impressive when 
you look at it

“
“Advances in oral SERDs

Oral SERDs currently under development must show superiority to fulvestrant and a more tolerable safety profile 
to change clinical practice
• Experts like oral SERDs as a drug class, as they show encouraging activity in HR+ disease, particularly in the presence 

of ESR1 mutations, and provide a convenient alternative to intramuscular fulvestrant injections
– They see the biggest prospect for this drug class in the adjuvant setting, but costs will play an important role on 

deciding whether oral SERDs will be used in future treatment algorithms
• Differences in safety profiles are found to be the main distinguishing feature of oral SERDs currently under investigation



Advances in TNBC
Congress Highlights From ASCO 2022



Phase II: Preliminary Results of Sitravatinib Plus Tislelizumab in Locally 
Recurrent or Metastatic TNBC
Lei Fan, et al. 2022. ASCO #1070

STUDY POPULATION
> Phase II trial of TKI plus anti–PD-1 in patients with or without PD-

L1 expression (n = 21 in Cohort A 70-mg sitravatinib plus 200-mg 
tislelizumab)

OUTCOME
> Relatively durable efficacy signal in moderately pretreated patients

Efficacy
> ORR was 38%
> DCR was 95.2%

Safety 
> Reasonably well tolerated

(EXPERT) CONCLUSIONS
> Sitravatinib is a broad-spectrum TKI in combination with a newer PD-1–targeted antibody evaluated in China

EFFICACY OUTCOMES



Phase III ASCENT: Final Results of Sacituzumab Govitecan in Previously 
Treated, Metastatic TNBC
Aditya Bardia, et al. 2022. ASCO #1071

STUDY POPULATION
> Final results of the phase III ASCENT trial with sacituzumab 

govitecan vs physician’s choice (N = 468)

OUTCOME
> Confirmed survival benefit from earlier reports with consistent 

safety profile

Efficacy
> mPFS: 5.6 vs 1.7 mo (HR = 0.39)
> mOS: 12.1 vs 6.7 mo (HR = 0.48)
> ORR: 35% vs 5%

(EXPERT) CONCLUSIONS
> Sacituzumab govitecan was approved on the basis of the earlier update of the trial. PFS by independent reviewer confirmed the data
> OS benefit with HR = 0.48 is highly significant

OVERALL SURVIVAL



Exposure-Response Analysis of Sacituzumab Govitecan Efficacy and 
Safety in Metastatic TNBC
Indrajeet Singh, et al. 2022. ASCO #1076

STUDY POPULATION
> Combined PK analysis of phase I and phase III 

sacituzumab govitecan trial (N = 277)

OUTCOME
> Antibody serum concentration was correlated 

with mOS and mPFS outcomes

CONCLUSIONS
> The data reasonably support the dosing at 10 mg/kg that is included in the label

SERUM CONCENTRATION IN CORRELATION WITH OUTCOMES



Phase II: Lurbinectedin in Pretreated BRCA1/2-Associated Metastatic BC
Valentina Boni, et al. 2022. ASCO #1092

STUDY POPULATION
> Phase II basket trial in BRCA1/2-mutated tumors; this analysis is 

focusing on mBC (n = 21)

OUTCOME
> Reasonable clinical responses with well-tolerated safety

Efficacy
> ORR was 28.6%
> mDOR was 8.6 mo

Safety 
> No major new safety signal

CONCLUSIONS
> Lurbinectedin is an alkylating agent, approved in lung cancer and under investigation in other solid tumors, that has preclinical activity in 

homologous recombination repair deficient cell lines. Numbers are low, but interesting hypothesis-generating trial

CLINICAL RESPONSES



Phase II plasmaMATCH Cohort E: Olaparib Plus Ceralasertib in TNBC
Alistair E. Ring, et al. 2022. ASCO #1024

STUDY POPULATION
> Genomic profiling using ctDNA; cohort E has no actionable 

mutations as in other cohorts. Treatment was olaparib plus 
ceralasertib (novel ATR inhibitor; N = 75)

OUTCOME
> Response rate did not reach predefined criteria

(EXPERT) CONCLUSIONS
> There was some efficacy observed, but the trial did not meet predefined endpoint

CLINICAL RESPONSES



Phase Ib/II: BET Inhibitor ZEN-3694 Plus Talazoparib in TNBC Without 
gBRCA1/2 Mutations
Philippe Georges Aftimos, et al. 2022. ASCO #1023

STUDY POPULATION
> Phase Ib/II trial in mTNBC without BRCA1/2 or PALB2 mutations 

(N = 52)

OUTCOME
Efficacy
> Confirmed ORR was 22%
> For TNBC at diagnosis ORR was 34%

Safety 
> Combination was 

well tolerated

(EXPERT) CONCLUSIONS
> This novel bromodomain BET inhibitor has the potential to overcome PARPi resistance
> Preclinical data show that it might be able to sensitize cells to PARPi by developing functional BRCA mutations
> DNA repair gene inhibition was demonstrated in some patients
> Numerically higher response rates were shown in more heavily pretreated patients

CLINICAL RESPONSES
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Key Takeaways: Advances in TNBC (1/2)

No practice-changing data, but several interesting early and hypothesis-generating signals were presented

#1070: The safety, tolerability, and preliminary antitumor activity of sitravatinib plus tislelizumab in patients with locally recurrent or 
metastatic triple-negative breast cancer (Lei Fan, et al)
> The combination demonstrated clinically meaningful antitumor activity with a manageable safety profile. It would be interesting to see further 

subgroup analysis based on PD-L1 status

#1092: Lurbinectedin in patients with pretreated BRCA1/2-associated metastatic breast cancer: Results from a phase II basket study 
(Valentina Boni, et al)
> Lurbinectedin is seen as a promising agent for patients with BRCA1/2-mutated metastatic BC. Efficacy signals from this small basket trial 

suggest a potential greater impact in terms of response duration in patients with HR+ disease vs those with TNBC; further development of 
lurbinectedin in this setting is warranted

#1024: Results from plasmaMATCH trial cohort E: A phase II trial of olaparib and ceralasertib in patients with triple-negative advanced 
breast cancer (CRUK/15/010) (Alistair E. Ring, et al)
> Olaparib and ceralasertib did not meet the efficacy endpoint in the overall population of the plasmaMATCH trial; however, further research in 

biomarker-defined populations is warranted

#1023: A phase 1b/2 study of the BET inhibitor ZEN-3694 in combination with talazoparib for treatment of patients with TNBC without 
gBRCA1/2 mutations (Philippe Georges Aftimos, et al)
> Despite small patient numbers, the anticancer activity of ZEN-3694 in combination with talazoparib in this heavily pretreated patient 

population is seen as encouraging



Key Takeaways: Advances in TNBC (2/2)

Final data from ASCENT trial confirm efficacy and QOL benefit

#1071: Sacituzumab govitecan (SG) versus treatment of physician’s choice (TPC) in patients (pts) with previously treated, metastatic 
triple-negative breast cancer (mTNBC): Final results from the phase 3 ASCENT study (Aditya Bardia, et al)
> Sacituzumab govitecan has become an integrated part of TNBC treatment on the basis of the data from the ASCENT trial. This latest update 

confirms the previously reported survival and QOL benefit seen with sacituzumab govitecan over traditional chemotherapy in patients with 
pretreated metastatic TNBC

#1076: Exposure-response analyses of sacituzumab govitecan (SG) efficacy and safety in patients (pts) with metastatic triple-negative
breast cancer (mTNBC) (Indrajeet Singh, et al)
> Data support results from ASCENT trial and the appropriateness of the approved regimen (10-mg/kg dose) of sacituzumab govitecan



Evolving Treatments for 
HER2+, HR–, and HER2-Low 
Breast Cancer
Congress Highlights From ASCO 2022



Phase III DESTINY-Breast03: Safety Follow-up of T-DXd in HER2+ 
Unresectable and/or Metastatic BC
Erika P. Hamilton, et al. 2022. ASCO #1000

STUDY POPULATION
> Safety follow-up of the phase III head-to-head trial between T-DXd 

and T-DM1 in HER2+ mBC (N = 518)

OUTCOME
> TEAE associated with drug discontinuation was 14.8% vs 7.3%
> TEAE associated with dose reduction was 23.0% vs 13.8%

CONCLUSIONS
> T-DXd is the new standard in 2L HER2+ mBC based on survival 

benefit showed in the earlier update of this trial
> T-DXd has relatively less-tolerable safety profile compared with T-

DM1, but the PFS benefit clearly favors T-DXd

DRUG-RELATED TEAES



Phase Ib/2: Preliminary Results of Zanidatamab Plus Docetaxel as 1L 
Therapy for Patients With Advanced HER+ BC
Keun-Seok Lee, et al. 2022. ASCO #1031

STUDY POPULATION
> Phase Ib/2 trial with a novel HER2-targeting bispecific antibody 

combined with docetaxel in heavily pretreated patients (including 
trastuzumab pretreatment)

OUTCOME
Efficacy
> ORR was 90.5% (n = 21)
> DCR was 95.2%
> 6-month PFS rate was 95.2%

Safety 
> Manageable safety profile

CONCLUSIONS
> Patients achieved considerable response duration

TREATMENT DURATION AND RESPONSE



Pooled Analysis: Pyrotinib Monotherapy or in Combination With 
Capecitabine in HER+ Metastatic BC
Xiuwen Guan, et al. 2022. ASCO #1034

STUDY POPULATION
> Pyrotinib as monotherapy or in combination with capecitabine or 

lapatinib plus capecitabine

OUTCOME
> Pyrotinib plus capecitabine vs lapatinib plus capecitabine 

achieved higher PFS and OS

Efficacy
> mPFS was 22.0 vs 6.9 months
> mOS was 59.9 vs 31.2 months

CONCLUSIONS
> Pyrotinib plus capecitabine showed higher survival benefit compared with lapatinib and capecitabine

SURVIVAL OUTCOMES



Real-world Clinical Outcomes in Patients With Local/Regional HER2-Low 
BC: An NCDB Analysis
Changchuan Jiang, et al. 2022. ASCO #558

STUDY POPULATION
> National Cancer Database analysis showing HER2 expression (N 

= 553,497)

OUTCOME
> 89.4% of HR+ patients have HER2-low expression
> 10.6% of HR– patients have HER2-low expression

(EXPERT) CONCLUSIONS
> HER2-low expression seems to be prognostic of treatment 

response and survival outcome compared with HER2-zero 
expression

OS SUBGROUP ANALYSIS



Prognostic Implications of HER2Neu-Low in Metastatic BC
Shaakir Hasan, et al. 2022. ASCO #1044

STUDY POPULATION
> Retrospective analysis of mBC data (N = 24,636)
> 27.9% was HER2–
> 72.1% was HER2-low

OUTCOME
> HER2-low patients were associated with better survival

CONCLUSIONS
> Multivariate analysis shows that HER2-low is a prognostic factor 

of better clinical outcomes compared with HER2-zero expression

SURVIVAL OUTCOME CORRELATIONS



Retrospective Study to Estimate the Prevalence of HER2-Low BC and 
Describe Clinicopathological Characteristics
Giuseppe Viale, et al. 2022. ASCO #1087

STUDY POPULATION
> Retrospective analysis of HER2-low expression in 

HER2– mBC (N = 384)

OUTCOME
> HER2-low prevalence is associated with HR+ 

disease
> Overall concordance between HER2 expression 

assays were 79.1%

(EXPERT) CONCLUSIONS
> HER2-low is associated with HR+ BC, and different HER2– expression tests show an acceptable concordance; however, there might be small 

differences

TIME TO FIRST SUBSEQUENT TREATMENT



Phase III DESTINY-Breast04: T-DXd in HER2-Low Unresectable and/or 
Metastatic BC
Shanu Modi, et al. 2022. ASCO LBA3

STUDY POPULATION
> Phase III trial in HER2-low expressing (+ or ++ by IHC) patients 

with T-DXd vs physician’s choice (N = 557; randomized 2:1)
> Most patients were HR+ (89% and 90% per arms)
> The treatment arms were balanced in terms of prior therapies 

OUTCOME
> Survival improvement was observed in the overall population and 

in the HR+ population
> Exploratory analysis showed PFS and OS benefit in the HR–

subgroup with limited number of patients

Efficacy
> Overall mPFS was 9.9 vs 5.1 mo (HR = 0.50)
> Overall mOS was 23.4 vs 16.8 mo (HR = 0.64)
> cORR was 52.6% vs 15.7% in HR+ and 50.0% vs 11.1% in HR–

CONCLUSIONS
> Not only important, but practice-changing results
> We could not continue without identifying the entity of HER2-low disease and without integrating the results from DESTINY-Breast04 in the 

treatment strategy for this population

PFS AND OS IN HR– POPULATION
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Key Takeaways: Evolving Treatments for HER2+, HR–, and
HER2-Low Breast Cancer (1/3)

DB-03 update strengthens safety of T-DXd

#1000: Trastuzumab deruxtecan (T-DXd) versus trastuzumab emtansine (T-DM1) in patients (pts) with HER2-positive (HER2+) 
unresectable and/or metastatic breast cancer (mBC): Safety follow-up of the randomized, phase 3 study DESTINY-Breast03 (Erika P.
Hamilton, et al)
> T-DXd is the new SOC in the second-line setting for HER2+ mBC based on initial findings from the DB-03 trial
> This updated safety analysis of DB-03 is reassuring as it clearly demonstrated the ability of patients to remain on T-DXd; despite longer 

treatment exposure with T-DXd, no new safety signals were observed and exposure-adjusted incidence rates of grade ≥3 TEAEs per patient-
year were lower in the T-DXd arm than in the T-DM1 arm, except for rates of ILD/pneumonitis

– Even in light of the encouraging safety update, experts noted that continued education of community physicians is critical to ensure 
potential ILD/pneumonitis is proactivity identified and appropriately management

Dr Jerusalem:
In DESTINY-01, we had 4 deaths [due to ILD] reported, so we should have in mind, if we use this drug in late-stage disease, we have to really look 
closely to the patient, we risk to lose a few patients with this lung disease, so I think this is very important that physicians are very well-trained 
about this interstitial lung disease. . . . It is very important, that we manage this in an optimal way from the beginning. We have good guidelines, so 
I think it is not a major problem, but we have also to be able to adjust some toxicities that need to be better managed 

“ “



Key Takeaways: Evolving Treatments for HER2+, HR–, and
HER2-Low Breast Cancer (2/3)

Outcomes from DB-04 are redefining treatment of HER2-low mBC 

LBA3: Trastuzumab deruxtecan (T-DXd) versus treatment of physician’s choice (TPC) in patients (pts) 
with HER2-low unresectable and/or metastatic breast cancer (mBC): Results of DESTINY-Breast04, a 
randomized, phase 3 study. (Shanu Modi, et al)
> Experts are highly impressed by the DB-04 results presented at ASCO. The high and consistent benefit 

across efficacy endpoints is seen as remarkable and immediately practice changing. On the basis of these 
outcomes, HER2-low is considered a separate entity in BC, which should be treated with T-DXd

– For TNBC with low HER2 levels, experts would now choose T-DXd over sacituzumab govitecan
> The impressive efficacy of T-DXd in this HER2-low patient population reinforces the need for a more precise 

and consistent HER2 status assessment, as current evaluation via IHC is considered imprecise, inconsistent, 
and subjective

> The DAISY (NCT04132960) and DESTINY-Breast06 trials (NCT04494425) are ongoing and will provide more 
information on how the response of T-DXd in patients with mBC differs by HER2 levels

Dr Jerusalem:
It’s really practice changing 
for breast cancer, and we 
have now to look for this 
new entity, and I will even 
say more than just for 
breast cancer, as we have 
seen activity in other 
oncological diseases, so it’s 
really a very important drug

“
“

Dr Kaufman:
That response rate that was described (in DB-04) is pretty striking
in comparison to conventional cytotoxic agents. The OS benefit is 
pretty striking. The PFS benefit is pretty striking. All of the 
endpoints we look at, we’re really just remarkably impressed

“ “ Dr Pegram:
That is the first standing ovation I’ve seen in an ASCO plenary 
since the presentation of the adjuvant trastuzumab data in Orlando 
in 2005. . . . This is blockbuster data, it’s just really incredible

“ “



Key Takeaways: Evolving Treatments for HER2+, HR–, and
HER2-Low Breast Cancer (3/3)

Real-world data indicate HER2-low expression may be associated with better prognosis

#558: Real-world clinical outcomes in patients with local/regional HER2-low breast cancer: An NCDB analysis. (Changchuan Jiang, et al)
#1044: Prognostic implications of HER2Neu-low in metastatic breast cancer. (Shaakir Hasan, et al)
> Both studies indicate that HER2-low expression is prognostic, as HER2-low patients showed better clinical outcomes than HER2-zero patients, 

irrespective of HR status

#1087: Retrospective study to estimate the prevalence of HER2-low breast cancer (BC) and describe its clinicopathological characteristics. 
(Giuseppe Viale, et al)
> Preliminary findings of mBC samples indicate that HER2-low BC may be slightly more prevalent than previously estimated from primary BC samples
> On the basis of the analysis of time to subsequent therapy in this study, HER2-low patients seem to benefit from CDK4/6i in the frontline

Novel HER2-targeting agents

#1031: Zanidatamab (zani), a HER2-targeted bispecific antibody, in combination with docetaxel as first-line (1L) therapy for patients (pts) with 
advanced HER2-positive breast cancer: Preliminary results from a phase 1b/2 study (Keun-Seok Lee, et al)
> Zanidatamab is seen as a promising novel HER2-targeting agent with encouraging initial efficacy signals, including relatively long disease control; 

while it is too early to predict the clinical impact of this drug, experts would be interested to see this novel molecule be developed in a tumor-agnostic 
fashion across multiple tumor types

#1034: Pyrotinib monotherapy or pyrotinib in combination with capecitabine could significantly prolong progression-free survival and overall 
survival in patients with HER2-positive metastatic breast cancer (Xiuwen Guan, et al)
> This pooled analysis based on phase I–III trials demonstrate encouraging efficacy benefits with pyrotinib ± capecitabine, warranting further

investigation
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