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Meeting Snapshot

DATE: 
June 13, 2023

PANEL: Key experts 
in breast cancer
> 5 from the US 
> 4 from Europe
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BREAST CANCER-
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therapeutic advances and 
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analyses and actionable 
recommendations
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Meeting Agenda (1/2)
Time (ET/CEST) Topic Speaker/Moderator
10.00 AM – 10.05 AM
16.00 – 16.05 Welcome and Introductions Adam Brufsky, MD, PhD

10.05 AM – 10.15 AM
16.05 – 16.15 New and Emerging Treatments in HER2+ Early BC Joyce O’Shaughnessy, MD

10.15 AM – 10.25 AM
16.15 – 16.25 New and Emerging Treatments in HER2+ Metastatic BC Giuseppe Curigliano, MD, PhD 

10.25 AM – 11.00 AM
16.25 – 17.00 Discussion: New and Emerging Treatments in HER2+ BC All

11.00 AM – 11.05 AM
17.00 – 17.05 Key Takeaways: HER2+ BC Joyce O’Shaughnessy, MD, and 

Giuseppe Curigliano, MD, PhD 
11.05 AM – 11.20 AM
17.05 – 17.20 New and Emerging Approaches in HR+, HER2– Early BC Peter A. Kaufman, MD

11.20 AM – 11.40 AM
17.20 – 17.40 Discussion: New and Emerging Approaches in HR+, HER2– Early BC All

11.40 AM – 11.45 AM
17.40 – 17.45 Break



Meeting Agenda (2/2)
Time (ET/CEST) Topic Speaker/Moderator
11.45 AM – 12.00 PM
17.45 – 18.00 New and Emerging Approaches in HR+, HER2– Metastatic BC Nadia Harbeck, MD, PhD 

12.00 PM – 12.15 PM
18.00 – 18.15 Discussion: New and Emerging Approaches in HR+, HER2– Metastatic BC All

12.15 PM – 12.20 PM
18.15 – 18.20 Key Takeaways: HR+, HER2– BC Peter A. Kaufman, MD, and 

Nadia Harbeck, MD, PhD 
12.20 PM – 12.30 PM
18.20 – 18.30 Advances in Early and Metastatic Triple-Negative Breast Cancer (TNBC) Joseph Gligorov, MD, PhD 

12.30 PM – 12.50 PM
18.30 – 18.50 Discussion: Advances in TNBC All

12.50 PM – 12.55 PM
18.50 – 18.55 Key Takeaways: TNBC Joseph Gligorov, MD, PhD 

12.55 PM – 1.00 PM
18.55 – 19.00 Meeting Close Adam Brufsky, MD, PhD



Congress Highlights
New and Emerging Treatments in HER2+ Early 
and Metastatic BC



3-year invasive disease-free survival (iDFS) of the strategy-based, randomized phase II 
PHERGain trial evaluating chemotherapy (CT) de-escalation in human epidermal growth factor 
receptor 2-positive (HER2[+]) early breast cancer (EBC)
Cortes J, et al, et al. LBA506

BACKGROUND
> PHERGain assesses the feasibility of a CT-free treatment based on a dual HER2 

blockade with trastuzumab and pertuzumab (HP) in patients with HER2+ EBC 
using a PET-based, pCR-adapted strategy. The results of the second primary 
endpoint, 3-year iDFS, among patients included in group B who underwent surgery 
on the basis of an intent-to-treat (ITT) analysis were presented. Group B included 
patients who were initially treated with HP (± endocrine therapy), introducing CT in 
patients without PET response after 2 treatment cycles and/or pCR

OUTCOME
> “80% of patients after 2 cycles of preoperative HP, no chemo, were deemed PET 

responders. And of those PET responders who went on to 6 more cycles of 
preoperative HP, the pCR rate was a stunning 38%”

> “If you look at the entire group B, the 3-year iDFS rate was really good at 95%. In 
those patients who did get a pCR without chemo, just with HP, the 3-year iDFS 
rate was 99%, and distant disease-free survival is also really, really excellent in 
the group B patients”

EXPERT CONCLUSIONS
> “This to me was a fabulously important trial. I think it really does endorse what the COMPASS group is doing with the preoperative 4 cycles. 

And also, the ADAPT group has taken this de-escalation. . . . It does also raise the possibility, let’s find these patients that don’t need chemo 
at all, basically”



Nine-weeks versus one-year trastuzumab for early-stage HER2+ breast cancer: 10-year update of 
the Short-HER phase III randomized trial
Conte PF, et al. LBA637 

BACKGROUND
> ShortHER is a phase III noninferiority, randomized trial comparing 9 weeks 

(short arm) vs 1 year (long arm) of adjuvant trastuzumab combined with 
chemotherapy in HER2+ EBC patients. The OS, which was the second 
coprimary endpoint, updated DFS, and outcomes according to nodal status 
were presented

OUTCOME
> “In the overall population at 10 years, there was no difference in disease-free 

and overall survival”
> “When we get to 4 or more nodes, we see patients do a lot better with 1 year 

of the trastuzumab as compared to 9 months”

EXPERT CONCLUSIONS
> “Noninferiority could not be statistically claimed, and 1 year of trastuzumab 

remains standard”



Oral paclitaxel and dostarlimab with or without trastuzumab in early-stage, high-risk breast 
cancer: Results from the neoadjuvant ISPY 2 TRIAL 
Shatsky RA, et al. LBA612

BACKGROUND
> I-SPY2 is a multicenter, phase II trial using response-adaptive randomization 

within biomarker subtypes including MammaPrint (MP) status to evaluate 
novel neoadjuvant agents in high-risk BC. The primary endpoint is pCR. 
OPE is an oral combination of paclitaxel with a p-glycoprotein pump inhibitor, 
encequidar. Dostarlimab is an IV PD-1 inhibitor. High-risk patients were 
defined as MP1 = MP high; MP2 = MP ultra-high

OUTCOME
> “There was no difference whatsoever in any subsets. Pretty surprising, the 

addition of dostarlimab did not move the needle on pCR for the MP2 or the 
HR–, triple-negative patients”

EXPERT CONCLUSIONS
> “The checkpoint inhibitor didn’t do anything. And in fact, the rate of immune-

related adverse events was a lot less in this trial than expected, so very 
negative trial, but just really interesting the oral chemotherapy here may 
have an adverse effect on the benefits that we expect to see with checkpoint 
inhibitors”



Do tumor infiltrating lymphocytes (TILs) predict benefits from trastuzumab therapy for HER2 
positive breast cancer? Meta-analysis of individual patient data from 4097 women in 5 trials
Hills RK, et al. 508 

BACKGROUND
> High TIL counts are associated with a lower risk of BC recurrence, especially 

in women with ER–, HER2– tumors, and possibly, greater benefit from 
trastuzumab in women with HER2+ disease; the FinHER trial reported a 
differential effect of trastuzumab based on TIL status. A meta-analysis of 
randomized trials of trastuzumab in EBC was performed to attempt to 
validate this finding

OUTCOME
> “Breaking it down by percent of TILs in the tumor from 0%–9% all the way up 

to 70%, you can see this stair-step improvement that we’ve seen before in 
outcome recurrence-free survival”

> “The amount of TILs the patient has, regardless of ER status, is very, very 
prognostic”

> “The percentage reduction in the risk of recurrence was the same 
proportionally with trastuzumab, so it did not predict for benefit from 
trastuzumab”

EXPERT CONCLUSIONS
> “There was no interaction between TIL and effect of trastuzumab, but very, 

very highly prognostic”



Impact of race on BluePrint genomic subtyping in HER2+ breast cancer
Reid SA, et al. 564

BACKGROUND
> BC is the leading cause of cancer-related deaths in Black women, who are 

41% more likely to die than White women. It was recently reported that Black 
women have a significantly greater proportion of HR+ tumors further 
classified as Basal-type with BluePrint genomic subtyping, which may 
contribute to their worse outcomes. An evaluation of whether there were 
differences in tumor genomics among patients with clinically assessed 
HER2+ tumors between Black and White women was presented

OUTCOME
> “There was no difference in biology with regards to intrinsic subtyping, 

MammaPrint or BluePrint, in the White vs Black HER2+ patients”
> “Black individuals (small number), had a lower chance of a pCR whether 

they were hormone receptor positive or hormone receptor negative”

CONCLUSIONS
> These data are limited by sample size and should be confirmed with a larger 

cohort; however, they are in line with a recent study showing that Black 
women with clinically assessed HER2 tumors had lower pCR rates than 
White women



A phase 2 study of HER3-DXd in patients (pts) with metastatic breast cancer (MBC)
Hamilton E, et al. 1004 

BACKGROUND
> HER3-DXd is an antibody-drug conjugate (ADC) comprising a fully human anti-

HER3 IgG1 monoclonal antibody (patritumab deruxtecan), attached to a 
topoisomerase 1 inhibitor via a tetrapeptide-based cleavable linker. This 3-part 
phase II study examines efficacy of HER3-DXd across mBC subsets and defines 
the patient population likely to derive greater benefit. Part A was reported with 60 
patients treated with HER3-DXd. Primary endpoints are objective response rate 
and PFS6months

OUTCOME
> “The median duration of treatment with patritumab deruxtecan was 5.2 months. 

The dose was reduced in 15% of the patients due to adverse events. The dose 
was interrupted in 20 patients, 14 of them for adverse events”

> “Safety profile was very good”
> “Some durable responses have been observed. And many patients are still on 

treatment”
> “Looking at the HER3 membrane expression of ≥75%, the overall response rate 

was 37% for HR+ and 18% for triple negative. If we cluster that with expression 
25%–74%, overall response rate was 60% in ER+ and only 20% in triple negative”

CONCLUSIONS
> Clinical activity of patritumab deruxtecan was observed across a broad range of HER3 membrane expression levels in patients with heavily 

pretreated ER+ and triple-negative mBC, and the safety profile of patritumab deruxtecan was manageable, with very low rates of grade 3/4 
adverse events



An age-specific pooled analysis of trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
positive (HER2+) metastatic breast cancer (mBC) from DESTINY-Breast01, -02, and -03 
Krop I, et al. 1006 

BACKGROUND
> T-DXd is approved for use in patients with HER2+ unresectable or mBC after a 

prior anti-HER2–based regimen in the metastatic or (neo)adjuvant setting, on 
the basis of the randomized phase III DESTINY-Breast03 study.* Age-specific 
(<65 vs ≥65 years) efficacy and pooled safety analyses of T-DXd from 
DESTINY-Breast01, DESTINY-Breast02, and DESTINY-Breast03 were reported

OUTCOME
> “The confirmed overall response rate was very similar to the original study” 
> “Landmark overall survival was outstanding across the studies and was very 

similar in the elderly population”
> “In terms of safety, there is a little bit of increase of toxicity in terms of 

gastrointestinal toxicity and fatigue. But overall, toxicity was very similar to the 
original population of the study”

> “In terms of ILD any grade in patients ≥75 years old, 5 cases have been 
observed, so a little bit more respect to the younger population”

EXPERT CONCLUSIONS
> “In summary, I believe that in the elderly population, the median progression-

free survival has been confirmed, and the median overall survival also, with a 
little bit of more toxicity”

*Cortes J, et al. N Engl J Med. 2022;386:1143-1154.



Efficacy of tucatinib+trastuzumab+capecitabine (TTC) after trastuzumab-deruxtecan (T-DXd) 
exposure in Her2-positive metastatic breast cancer: A French multicentre retrospective study 
Frenel JS, et al. 1014

BACKGROUND
> Recent guidelines have positioned T-DXd as a preferred treatment in the second-

line setting for HER2+ mBC, and TTC is the preferred treatment in third line; 
however, little is known on the efficacy of this combination after T-DXd exposure. A 
retrospective study was conducted in 12 French comprehensive cancer centers, 
and all patients with HER2+ mBC treated with TTC after prior exposure to T-DXd 
were included. The primary endpoint was PFS in the whole population 

OUTCOME
> “The setting of the real world is a little bit different with respect to HER2CLIMB, 

where patients receive only 2 lines of previous treatment”
> “With a median follow-up of 11 months, the estimated PFS at 6 months was 33%, 

and at 12 months was 11%. Regarding the overall survival, the estimated overall 
survival at 6 months was 77%; at 12 months it was 57%”

> “In patients without brain mets, the median PFS is similar to the overall population. 
In those with brain mets, the estimated PFS at 6 months was 32%; at 12 months it 
was 11%”

> “Trastuzumab deruxtecan was stopped due to progression in the majority of 
patients, and due to toxicity only in 12 patients”

EXPERT CONCLUSIONS
> “These are very important data in my opinion, even if few patients have been 

included. If you give tucatinib in later lines of treatment, and after trastuzumab 
deruxtecan, according to this real-word analysis, there is less activity with respect 
to the HER2CLIMB study”



Real-world patient characteristics and treatment patterns associated with tucatinib therapy in 
patients with HER2+ metastatic breast cancer
Anders CK, et al. 1051

BACKGROUND
> This retrospective study was conducted to assess the impact of tucatinib-based 

therapy following T-DXd. The objective was to describe patient characteristics, 
treatment patterns, and clinical outcomes for tucatinib-based treatment in the 
real-world setting

OUTCOME
> “The majority of the patients in this real-world analysis in the United States 

receive tucatinib before trastuzumab deruxtecan. I believe these data are before 
the implementation of the guidelines, because now the recommendation is to 
give T-DXd in the second-line treatment due to the overall survival benefits”

> “In terms of outcome [patients alive who had not started subsequent treatment] 
with tucatinib, trastuzumab, capecitabine, it was overall 67% at 6 months, 47% 
at 12 months. And following trastuzumab deruxtecan, at 6 months it was 53.7%, 
and at 12 months, 29%.”

> “The persistence for patients with HER2+ metastatic breast cancer receiving 
tucatinib-based regimen at 12 months was 46% overall, 49% in the second line 
or third line, and 40% only following trastuzumab deruxtecan”

CONCLUSIONS
> “These data support the evidence for durable effectiveness of tucatinib-based 

treatments in patients with HER2+ metastatic breast cancer. The response was 
observed also in the post–T-DXd setting, even if lower response with respect to 
the data of the European real-world data [abstract 1014]” 
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New and Emerging Treatments in HER2+ Early BC
HER2+ Early BC

De-escalation treatment strategies
> Data from the PHERGain trial are regarded as very interesting; they demonstrate that PET and PET tracers can now be used in de-escalation 

phase III clinical trials to establish level 1 evidence that there are a group of patients who may benefit from chemo-free treatment strategies, 
using pCR as an endpoint. However, until this is demonstrated, it cannot be considered ready for clinical practice. “The data are definitely not 
practice changing, but they’re very helpful for next generation of de-escalation trials.” A few remarks were made regarding the trial

– The trial demonstrates that a pCR with trastuzumab and pertuzumab is durable and safe, as has been demonstrated in the ADAPT trial
– The pCR in group B is not considered high (37.9%) compared with standard therapy, which is 60%, so this regimen needs to be 

optimized (perhaps with the addition of chemotherapy), as it results in escalation of therapy for the group of patients (~60%) who do not 
achieve pCR

– Identifying a biomarker up front that can help select the group of patients who would benefit from a de-escalation regimen would
increase pCR

– 20% of the patients from group B were PET nonresponders; this percentage should be lower
– Access to PET imaging may not be widespread in all clinical practices
– The study did not include T-DM1, which is considered an important drug in this setting: “De-escalation is important, but not to lose a 

patient who can be cured is even more important”



New and Emerging Treatments in HER2+ Early BC
HER2+ Early BC

De-escalation treatment strategies (continued)
> The data from 9-week vs 1-year trastuzumab in the ShortHER trial are not deemed practice changing. They are considered interesting for a 

select group of patients
– Low-risk disease, or frail patients, or patients with comorbidities or who are at risk of developing complications (eg, cardiotoxicity)
– The shorter regimen should be studied in patients with stage I disease or with small tumors, and in patients who achieve pCR who may 

not need 1 year of therapy
– “I think it’s probably got a very, very important impact for 0 nodes or 1–3 nodes around the world in resource-limited situations. But not 

really across the board”
– It was noted that another approach to de-escalation trials in the adjuvant setting is reducing the dose of the anti-HER2 antibodies 

rather than reducing the duration of treatment: “The front concentration of trastuzumab as it stands with modern dosing is around about 
90 or 100 μg/mL. The maximum biologic effect in vivo and experimental models occur below 20 μg/mL, so we’re probably overdosing 
by a factor of 5, trastuzumab in the adjuvant setting, in my opinion”



New and Emerging Treatments in HER2+ Early BC
HER2+ Early BC

Biomarkers
> Studying TILs as a predictive biomarker of trastuzumab therapy is considered irrelevant in the modern era of gene expression assays. 

Additionally, TILs are composed of different types of cells, and it is important to understand what constitutes them before using them as a 
biomarker. Modern technology utilizing a number of gene expression assays that correlate with inflammatory tumor infiltrates can be used 
instead

Genomic assays
> A couple of experts reported using genomic assays (Oncotype was mentioned by one) in clinical practice to make decisions on whether to 

use neoadjuvant therapy
> The genomic HER2DX was mentioned as an assay that integrates immune features and tumor-cell proliferation and is very efficient in 

predicting outcomes in the low-risk population. It has been validated in the APT and ShortHER trials. “In the APT trial, [HER2DX] identified 
some patients with excellent outcome. I believe in the future we also need to consider these genomic assays in the context of HER2+ early 
breast cancer”



New and Emerging Treatments in HER2+ Metastatic BC
HER2+ Metastatic BC

> No practice-changing data were presented at ASCO
> The age-specific pooled analysis of the DESTINY-Breast01, -02, and -03 trials showed that the elderly population can tolerate well the full 

dose of T-DXd. “And there was no increase in ILD in the elderly either, so that was a pleasant surprise”
> The real-world analyses presented for the tucatinib triplet demonstrate its activity in clinical practice in later lines (median 4 lines for 1014 and 

median 2 lines for 1051) and following treatment with T-DXd. “It is very nice to finally see some data showing that that [tucatinib-based 
regimen] remains active, though whether it’s as active as the original HER2CLIMB study remains to be seen.” It was noted that tucatinib’s 
activity in the real-world setting was also confirmed by the retrospective cohort study conducted using the Flatiron Health Metastatic Breast 
Cancer database (presented at SABCS 2022*)

> In the data from the French study, 17.8% of patients discontinued T-DXd due to toxicity; this is considered high. ILD remains a concern, and 
knowing what to do if a patient has disease response and an unusual CT scan, but is asymptomatic, is an open question. In the real world, 
discontinuation may be higher than shown by the trial data, as “you’re going to see the scan and you’re going to err on the side of caution, 
especially in some of the older women.” Additionally, in the real world, elderly patients are less preselected than in clinical trials, and it will be 
important to assess the incidence of ILD in this population and how it is managed

*Kaufman PA, et al. SABCS 2022. Abstract P4-03-30.



New and Emerging Treatments in HER2+ Metastatic BC
HER2+ Metastatic BC

> The results of the phase II study with HER3-DXd (patritumab deruxtecan) are considered interesting, but more data are needed
– It is important to understand the biology of why the agent is active regardless of HER3 membrane expression. “. . . It’s difficult where to 

fit this. It’s supposed to be a targeted agent, but it actually is not. . . . There’s a lot of things about this ADCs that we don’t understand, 
and maybe the whole fuss about this HER2-low status is completely irrelevant, because at the end we’d end up also not measuring the 
target anymore.” It was postulated that one possible explanation for this may be that HER3 receptor is internalized quicker than HER2

– The question was raised of the suitability of the detection assays used to measure HER3
– The use of another ADC with a deruxtecan payload adds to the complexity of sequencing
– “The weird thing about this is . . . T-DXd . . . has really severe stomatitis. This is a HER3 with the same payload, no stomatitis. It 

doesn’t seem to be a lot of ILD in this either.” It will be interesting to see, as the data mature, whether HER3-DXd leads to a lower rate 
of ILD vs T-DXd, as this would offer an opportunity for its use and may suggest that ILD results from a target-specific, and not a 
payload-specific, mechanism of action

• Further work needs to be carried out to understand the mechanism for ILD. It was suggested that T-DXd may be taken up by 
alveolar macrophages, and it could be Fc-receptor mediated rather than HER2-receptor mediated



Congress Highlights
New and Emerging Approaches in HR+, HER2–
Early BC



Effects of ovarian ablation or suppression on breast cancer recurrence and survival: Patient-
level meta-analysis of 14,993 pre-menopausal women in 25 randomized trials 
Gray R, et al. 503 

BACKGROUND
> This analysis reports on a collaborative meta-analysis of individual participant data from 

randomized trials of ovarian ablation or suppression vs not. Primary analyses included only 
premenopausal women age <55 with ER+ or unknown tumors, stratified into those who 
received no chemotherapy or remained premenopausal following chemotherapy, and those 
whose menopausal status following chemotherapy was not ascertained

OUTCOME
> “In patients who either did not receive chemo or were confirmed to be premenopausal after 

the chemotherapy, there is a benefit of either ovarian suppression or ablation that has a 
hazard ratio 0.71. On the other hand, in those who were randomized earlier and were 
premenopausal before chemo but not confirmed to be premenopausal still after this, there 
was a very modest benefit of ovarian suppression”

> “For patients who underwent ovarian ablation primarily, but did not receive tamoxifen, there 
is a pretty highly statistically significant, clinically meaningful impact of ovarian ablation or 
suppression in this cohort. And for patients who were treated with tamoxifen, there is still a 
significant impact of ovarian suppression, but the magnitude is lesser”

EXPERT CONCLUSIONS
> “There’s a substantial, persistent benefit for premenopausal patients with HR+ disease from 

ovarian suppression and for ovarian ablation. The benefits are largely confined to those who 
remained premenopausal after chemo or who did not receive chemo, and those who were 
randomized prior to chemo and who may have undergone chemo-induced amenorrhea or 
menopause probably have minimal benefit”



Phase III NATALEE trial of ribociclib + endocrine therapy as adjuvant treatment in patients with 
HR+/HER2− early breast cancer
Slamon D, et al. LBA500

BACKGROUND
> The phase III NATALEE trial evaluated adjuvant ribociclib + endocrine therapy in a 

broad population of patients with stage II or III HR+, HER2− EBC at risk for recurrence, 
including patients with no nodal involvement (N0). Results from a prespecified interim 
analysis iDFS (primary endpoint) were presented

OUTCOME
> “There is a statistically significant improvement in iDFS. The hazard ratio is about 0.75”
> “There’s a trend favoring OS at this point in time as well, the hazard ratio, which did not 

meet significance at this point, but it’s certainly trending favoring OS with a hazard ratio 
of 0.76”

> “Cardiac toxicity and QTc prolongation decreased at the dose of 400 mg vs the 
previously used dose of 600 mg. Certainly not surprising and somewhat comforting”

EXPERT CONCLUSIONS
> “I think the findings are quite interesting. But it’s still early. It’s too early at this point in 

time”



Efficacy and safety results by age in monarchE: Adjuvant abemaciclib combined with endocrine 
therapy (ET) in patients with HR+, HER2-, node-positive, high-risk early breast cancer (EBC) 
Hamilton E, et al. 501 

BACKGROUND
> The efficacy and safety by age subgroups in monarchE were reported, to help 

guide treatment of older patients receiving adjuvant abemaciclib. Efficacy in iDFS 
and distant relapse-free survival was assessed in the ITT population by the 
prespecified age groups of <65 and ≥65 years

OUTCOME
> “There really was no meaningful difference in terms of efficacy in looking at 

women under the age of 65 vs those 65 or older”
> “Toxicities overall were relatively comparable, perhaps slightly higher incidence of 

grade III diarrhea in the older population. But overall, the toxicities were not 
meaningfully different”

> “One thing that was interesting, there’s a greater discontinuation rate of abema in 
the women over the age of 65. And an interesting observation is that there was a 
greater incidence of discontinuation without prior dose reductions in the older 
population, which speaks to perhaps practice management or approaches”

EXPERT CONCLUSIONS
> “The benefit of abema was maintained even in those who underwent dose 

reductions. I think this will be very important for us clinically to think about moving 
forward”



Biomarkers predicting response to 5 immunotherapy arms in the neoadjuvant I-SPY2 trial for 
early-stage breast cancer (BC): Evaluation of immune subtyping in the response predictive 
subtypes (RPS)
Wolf DM, et al. 102

BACKGROUND
> It was previously shown that in the first PD-1 inhibitor (PD1-inh) arm of I-SPY2, 

pCR associates with high STAT1/chemokine/dendritic signatures in TNBC and 
with high B cell/low mast cell in HR+. From these results, a defined research-
grade immune classifier was incorporated into the RPS (PMID: 35623341), a 
schema designed to increase pCR if used to prioritize treatment. An evaluation of 
immune markers in 5 immuno-oncology (IO) therapy arms (2 PD1-inh, 2 PD1-inh 
combinations, and 1 PDL1-inh combination) was presented

OUTCOME
> “It’s interesting in the HR+ subgroup, there’s a greater number of gene signatures 

that seemed to be predictive of response to IO therapy”
> “Patients who were ImPrint positive as defined by this immune signature profile 

had a much higher development of a pCR, approaching 75% pCR vs 16% in 
those who are ImPrint negative”

> “Data from the triple-negative subset, also showing the value of this ImPrint gene 
expression-signaling profiles, so 75% pCR rate”

EXPERT CONCLUSIONS
> “This newly identified ImPrint classifier is able to predict response to a variety of 

IO regimens and identify a previously uncharacterized subset of HR+, HER2–
patients, which do have a high likelihood of a pCR”



MammaPrint Index as a predictive biomarker for neoadjuvant chemotherapy response and 
outcome in patients with HR+ HER2- breast cancer in NBRST
Beitsch PD, et al. 521 

BACKGROUND
> The 70-gene MammaPrint (MP) test classifies HR+, HER2– early-stage BC 

patients as having a low or high risk of distant metastasis. In the I-SPY2 
trial, further stratification of MP high risk into high 1 (H1) or high 2 (H2) 
improved prediction of chemosensitivity, with significantly higher pCR rates 
in H2 vs H1 tumors, particularly in response to immune therapy. The utility 
of H1/H2 risk as a biomarker for chemosensitivity and 5-year distant 
metastasis-free survival in neoadjuvant chemotherapy-treated patients from 
the Neoadjuvant Breast Registry Symphony Trial (NBRST) was evaluated

OUTCOME
> “Patients who are MP H2 genomic profile did have a much higher pCR rate 

compared to those with MP H1”
> “There was interestingly no difference in premenopausal vs 

postmenopausal, and the MP H2 score did have a much higher pCR rate 
[compared to MP H1]”

EXPERT CONCLUSIONS
> “Both MP high-risk groups did demonstrate evidence of chemosensitivity. 

But the MP H2 group seemed to have a much higher pCR rate than those 
MP H1”
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New and Emerging Approaches in HR+, HER2– Early BC
NATALEE Trial 

> The phase III NATALEE trial met its primary endpoint, and the data are exciting; if it remains positive, it will enlarge the population of patients 
who may benefit from CDK4/6 inhibitors. Some observations were made

Study design
> The protocol was amended late during accrual to include more low-risk patients, and an expert wondered whether the activity currently seen 

is in the high-risk patients
> It is important to include N0 stage IIA high-risk patients as determined by genomic risk profiling, as these patients remain an unmet need 

because their disease relapses quickly despite chemo and endocrine therapy
> The treatment of premenopausal patients with an LHRH analogue (goserelin) and an aromatase inhibitor is viewed as a strength, and this 

was missing from the monarchE trial

Efficacy
> Longer follow-up is needed to confirm the data are positive, as almost 80% of patients are still on treatment, and to confirm that intermediate-

risk patients benefit as much as high-risk patients
> More-granular data on the intermediate-risk patients are needed to determine the absolute benefit in the N0 stage IIA patients selected on 

the basis of genomic high-risk features, as they remain a worrisome group. “I would be inclined towards utilizing [the NATALEE regimen], and 
I just would like to see the data a bit more granularly”

> If the activity with ribociclib proves similar to that of abemaciclib, additional benefits will be needed to justify 3-year treatment vs 2-year 
treatment with abemaciclib



New and Emerging Approaches in HR+, HER2– Early BC 
NATALEE Trial 

Safety
> There was a high rate of AE-related discontinuation (19%), and the experts questioned this: “I’m not so sure whether it’s all protocol 

mandated, and the protocol was very strict.” Liver toxicities are also a concern with ribociclib, as they lead to permanent discontinuation and 
are not dose dependent

> The positive data can be used to convince patients not to discontinue the drug for certain AEs, such as fatigue or diarrhea, that can be 
managed

> If both agents prove to have similar activity in the long term and in a real-world setting, it will be important to establish the tolerability of both 
agents, especially in the elderly population, as this may determine use of one agent over the other

> The safety data from NATALEE and monarchE trials show it is important to know how to dose reduce the CDK4/6 inhibitors to better manage 
AEs and avoid discontinuations

> Some experts think the data are sufficient to lead to FDA approval, especially for high-risk N0 patients or patients who are not eligible for 
abemaciclib: “I think we do have patients who are not served well by monarchE because they’re low risk according to monarchE, which could 
still need more than they have currently.” One expert indicated more-granular data are needed for regulatory decisions, and a label 
expansion would be easier than a new drug indication label. There was another possibility noted: “They might demand to look at the lymph 
node-positive vs -negative subsets and make a label language around that on the basis of an interim analysis”



New and Emerging Approaches in HR+, HER2– Early BC 
Genomic Assays

> MammaPrint is used by one expert for neoadjuvant and, sometimes, adjuvant decisions 
– The higher pCR rates in patients with MammaPrint H2 HR+, HER2– tumors vs those with H1 tumors are considered very interesting
– In the I-SPY2 trial, the MammaPrint H2 patients had a higher pCR rate in the HR+, HER2– patients in response to olaparib, 

durvalumab, and paclitaxel. “That’s when I’m on the fence about whether I need to add the anthracycline”
> BluePrint is also used to determine Basal type in ER+ patients and to determine whether to use anthracyclines. “I do use it to sometimes 

fine-tune this biology that looks more high 2 or Basal and use that in a clinic”
> First-generation multigene assays can do better, and there is huge discordance regarding risk categories and intrinsic phenotype categories 

across different assays, as demonstrated by the OPTIMA trial. “We need to move on from these first-generation assays. As successful as 
they have been, we still can do much better with more-granular detail, and the technology is available. And it pains me that it’s taking so long 
to embrace the next generation of assays”



Congress Highlights
New and Emerging Approaches in HR+, HER2–
Metastatic BC



Primary outcome analysis of the phase 3 SONIA trial (BOOG 2017-03) on selecting the optimal 
position of cyclin-dependent kinases 4 and 6 (CDK4/6) inhibitors for patients with hormone 
receptor-positive (HR+), HER2-negative (HER2-) advanced breast cancer (ABC) 
Sonke G, et al. LBA1000

BACKGROUND
> Most international guidelines advise first-line use of CDK4/6i in patients with 

HR+, HER2– advanced BC who have received no prior therapy for advanced 
BC, despite prolonged toxicity and a steep increase in costs compared with use 
in second line. Evidence of superiority of first-line use over second line based on 
a head-to-head comparison is lacking. The phase III, randomized, investigator-
initiated, nationwide SONIA trial is evaluating the efficacy, safety, and cost-
effectiveness of CDK4/6i added to either first- or second-line ET in these patients 

OUTCOME
> “The primary endpoint was a superiority endpoint. I didn’t quite understand what 

is the superiority according to ESMO-Magnitude of Clinical Benefit Scale, 
because there was no formal calculation at the end, but it was certainly not a 
noninferiority trial as it was presented”

> “PFS2 was very similar with the hazard ratio of 0.87 and a hazard ratio that 
crosses the 1, but there was no formal noninferiority testing made and 
numerically, the PFS2 favors a little the first-line CDK4/6 inhibitor”

> The overall survival was very similar hazard ratio of 0.98 with a numerical 
advantage for the second line, but the hazard ratio was very broad across the 1”

EXPERT CONCLUSIONS
> “Overall, this was discussed very controversially, also amongst ourselves in a peer group, but I have to say, it’s great that they pulled this 

through because, obviously, their pharmaceutical interest was limited”



Second-line endocrine therapy (ET) with or without palbociclib (P) maintenance in patients (pts) 
with hormone receptor-positive (HR[+])/human epidermal growth factor receptor 2-negative 
(HER2[-]) advanced breast cancer (ABC): PALMIRA trial 
Llombart-Cussac A, et al. 1001

BACKGROUND
> The optimal treatment after progression on a CDK4/6i remains unknown. This 

randomized phase II trial aims to determine if palbociclib maintenance with an 
alternative ET improves the antitumor activity of second-line treatment in 
patients with endocrine-sensitive, HR+, HER2– advanced BC

OUTCOME
> “Hazard ratio is 0.84 and the confidence interval crosses the 1, so it’s 

nonsignificant, although we have a feeling that maybe there’s a little advantage, 
but the curves come back together”

> “There’s a little bit more safety concerns with maintaining palbociclib, but I don’t 
think that is unexpected”

EXPERT CONCLUSIONS
> “From this trial, there is no indication that maintaining palbociclib beyond 

progression is helpful, which mirrors very nicely the data result from the PACE 
study at San Antonio”



Final overall survival (OS) analysis from the phase 3 TROPiCS-02 study of sacituzumab 
govitecan (SG) in patients (pts) with hormone receptor–positive/HER2-negative (HR+/HER2–) 
metastatic breast cancer (mBC) 
Tolaney S, et al. 1003 

BACKGROUND
> The results of an exploratory analysis of OS from the phase III TROPiCS-02 study, 

with a longer median follow-up (12.75 mo), were presented. In the exploratory 
analysis, OS by HER2 immunohistochemistry (IHC) was evaluated

OUTCOME
> “PFS shows a significant result, although the difference in median PFS is not very 

striking with 1.5 months, but if you look at the landmark analysis, you can see that 
there’s always more patients, obviously progression free in the sacituzumab arm”

> “Overall survival has a slightly greater difference numerically in the medians with 
about a 3-month difference and significant P value, and again, the landmark 
analysis show superiority of the sacituzumab arm, although the differences 
between the curves are stronger at around 1 year than they are at the tail of the 
curve, where there’s probably only very few patients left to consider”

> “There is no sign of efficacy difference between patients with the low and the high 
Trop-2 expression, and, obviously, also for clinical but certainly also for 
commercial interest, this subgroup analysis looking at HER2 low vs HER2 0, 
which also shows efficacy in both subgroups”

CONCLUSION
> Enduring benefit with sacituzumab govitecan vs treatment of physician’s choice in the TROPiCS-02 trial with additional follow-up reinforces 

this agent as an important novel therapy for patients with pretreated endocrine-resistant HR+, HER2– mBC



Clinical activity of camizestrant, a next-generation SERD, versus fulvestrant in patients with a 
detectable ESR1 mutation: Exploratory analysis of the SERENA-2 phase 2 trial
Oliveira M, et al. 1066

BACKGROUND
> Camizestrant, a next-generation oral selective estrogen receptor 

antagonist and degrader (ngSERD), demonstrated statistically significant 
and clinically meaningful benefit vs fulvestrant in PFS in patients with 
advanced ER+, HER2– BC.* A post-hoc exploratory analysis was 
conducted to compare PFS with camizestrant vs fulvestrant in patients 
with detectable baseline ESR1 (the gene that encodes ERα) hotspot 
mutations (ESR1m). Patients were divided into subgroups on the basis of
whether 1 or >1 ESR1m variants were detected, the specific ESR1m, and 
whether mutations were detected in BRCA1/2 or the MAPK pathway

OUTCOME
> “The greatest improvement in PFS was seen in patients with a single 

ESR1 mutation”

EXPERT CONCLUSIONS
> “This may mean that if there is ESR1 mutations, that camizestrant is actually a very good drug here, with hazard ratio of 0.52”

*Oliveira M, et al. SABCS 2022. Abstract GS3-02.



Interim analyses (IA) of the giredestrant (G), G + abemaciclib (A), and G + ribociclib (R) arms in 
MORPHEUS Breast Cancer (BC): A phase I/II study of G treatment (tx) combinations in patients (pts) 
with estrogen receptor-positive, HER2-negative locally advanced/metastatic BC (ER+, HER2– LA/mBC)
Oliveira M, et al. 1061

BACKGROUND
> MORPHEUS BC is a phase I/II study evaluating the safety and efficacy of 

the oral SERD giredestrant in combination with A or R in patients with ER+, 
HER2– LA/mBC. Results from the 16-week interim analyses of giredestrant
and giredestrant + CDK4/6i (A or R) were presented

OUTCOME
> “Combination of G with CDK4/6i (A or R) was well tolerated”
> “No clinically drug-drug interactions”
> “2/3 partial responses had ESR1 mutations”
> “Giredestrant can be combined with all 3 CDK4/6i[s]”

EXPERT CONCLUSIONS
> “As there’s already a phase III trial ongoing in the first-line setting with 

palbociclib, we now have data that giredestrant can be safely combined 
with all 3 CDK4/6 inhibitors. I think that’s very important once this drug gets 
approved to see how we can use it in clinical practice”



Key Insights
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New and Emerging Approaches in HR+, HER2– Metastatic BC
SONIA Trial

> SONIA is an academic trial that addressed an important question regarding treatment with CDK4/6 inhibitors in the first and second line. 
However, it raised a number of concerns among the experts

– The study was not designed as a noninferiority trial; therefore, the data should not have been presented as such. Additionally, it was 
noted that the data were not presented in a scientific manner. “It was sort of really trying to get the whole audience into 1 direction, but I 
think in order to have a scientific discussion about that, you also need to present the data where you get that from”

– Data need to mature further, as the OS data presented are short-term
– The trial design is not considered relevant to current everyday clinical practice

• The study was designed almost 10 years ago, and since OS data are now available for both endocrine-sensitive and endocrine-
resistant disease, very few patients now receive endocrine monotherapy in the front line, with the current standard of care per 
guidelines being frontline endocrine therapy plus CDK4/6 inhibitor

• In this trial, most patients received palbociclib, but currently most patients are treated with ribociclib or abemaciclib “because 
palbo doesn’t have an OS benefit in this setting, at least, from what we know to date”

• Fulvestrant monotherapy is no longer used in the second-line setting, and it is not reflective of current sequencing strategies.
“PFS with endocrine therapy alone post-CDK is dismal because PFS is in the low 2-month range. And so, we’re usually using 
targeted strategies in that setting.” Additionally, it was mentioned that relying on a “weak” second-line treatment would lower the 
OS benefit

• “People also got different therapies, and not everyone follows a strict stringent crossover, so that PFS2 is a little bit clouded”
• QOL was shown, but the methodology to measure it was not presented nor explained, and the same could be said for safety and 

for the health economics assessment. “I think that’s a disservice to patients, because health technology assessments may look at 
this data with a different angle and may not have such in-depth understanding of the underlying weaknesses and strengths”



New and Emerging Approaches in HR+, HER2– Metastatic BC
SONIA Trial (continued)

> SONIA is an academic trial that addressed an important question regarding treatment with CDK4/6 inhibitors in the first and second line. 
However, it raised a number of concerns among the experts

– In the US, these data will not impact clinical practice “and probably around the world, where we’re using ribo plus abema now first line 
because of the survival data. I think that these just will not end up being relevant to standard of care”

– In the EU, where drugs receive marketing authorization largely on the basis of survival data, these data may be confusing to regulatory 
agencies, and also to health ministries for reimbursement decisions

– A couple of positive remarks were made
• The trial showed that some patients benefit from second-line endocrine monotherapy, and this may be a relevant point for the use

of oral SERDs
• The trial demonstrated that avoiding CDK4/6 inhibitors in the first line may be an option for some patients with ER+ disease, eg, 

those with more-indolent disease, modest tumor burden, lack of visceral disease



New and Emerging Approaches in HR+, HER2– Metastatic BC
Latest Updates

HR+, HER2-low and ADCs 
> The ESMO Clinical Practice Guidelines established the use of T-DXd in HER2-low patients after at least 1 line of chemotherapy, and the data 

from DESTINIY-Breast06 will shed light on this patient population without prior chemotherapy
> Sacituzumab govitecan should be reserved in the second-line setting for HER2 IHC 0 patients or for patients with HER2-low disease who 

have progression on T-DXd. The question that now opens is if ADCs should be moved to earlier lines
> It was noted that the data from the repeat biopsies to increase the number of patients with HER2-low status raises the question “does this 

biomarker even matter at all?”
> The fact that sacituzumab govitecan is not associated with ILD risk is very encouraging; it was noted that it would be used in patients with a 

history of low-grade ILD from treatment with everolimus or T-DXd

Oral SERDs
> Oral SERDs in the metastatic setting for patients with an ESR1 mutation remain a better choice than any other endocrine-based therapy. 

However, it remains to be determined whether the same can be said with the ongoing trials of patients with ESR1 wild-type in the adjuvant 
trials. “They’re banking on the fact that its activity against the wild-type ESR1 sequence will be better than an AI. It’s a big gamble, but huge 
payoff. If there’s a benefit in the adjuvant setting, that will be a gigantic market”

CDK4/6 inhibitors
> Palbociclib, abemaciclib, and ribociclib all remain good options in the metastatic setting, and the choice will be determined by use of ribociclib 

or abemaciclib in the adjuvant setting or in the first-line setting, and by tolerability issues 
> It was noted that palbociclib remains a very effective drug that prolongs PFS and stabilizes patients, with a very good safety profile that is 

easy to manage: “I think we have individual patients with the individual needs. And I’m glad I have all 3 of them [ribociclib, abemaciclib, 
palbociclib] available”
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Advances in Early and Metastatic TNBC



Differential impact of proliferation signature on efficacy of neoadjuvant chemoimmunotherapy 
in sTIL-high and sTIL-low triple-negative breast cancer (TNBC): Biomarker analysis of the 
NeoPACT trial 
Stecklein S, et al. 507 

BACKGROUND
> TNBCs with enrichment of stromal TILs (sTILs) and/or immune gene expression 

are more sensitive to neoadjuvant systemic therapy (NAST) and exhibit higher 
rates of pCR. Other biomarkers, including proliferation, are also prognostic in 
TNBC patients treated with NAST. This biomarker analysis aimed to investigate 
the impact of proliferation gene expression on efficacy of NAST in sTIL-high and 
sTIL-low TNBC

OUTCOME
> “ImSig proliferation signature is associated with pCR particularly in TIL-low 

population, but not in the TIL-enriched population”
> “When you have low TILs and signature high, you might achieve a clear difference 

regarding the pCR rate compared to the low TIL and the low-profile signature”
> “They find that clearly, proliferation may predict the impact of immunotherapy 

benefit. When they look at the low-level TILs, they find a difference of 20% pCR 
rate [proliferation signature high vs low], indicating that potentially this signature 
might be a good predictor of the impact, not only of the chemotherapy, but also 
the addition of pembrolizumab here and even checkpoint therapy”

CONCLUSIONS
> Proliferation signature is positively associated with pCR in sTIL-low tumors but not in sTIL-high tumors. Proliferation signature could identify 

a subgroup of immune-low TNBCs that can achieve substantial rates of pCR with neoadjuvant chemoimmunotherapy



Neoadjuvant single-dose trilaciclib prior to combination chemotherapy in patients with early 
triple-negative breast cancer: Safety, efficacy, and immune correlate data from a phase 2 study 
Force J, et al. 603

BACKGROUND
> Trilaciclib is an IV CDK4/6 inhibitor. Preliminary data from a phase II, 

single-arm, open-label study of neoadjuvant trilaciclib in TNBC showed 
that single-dose trilaciclib increased CD8+ T-cell/Treg ratios within the 
TME. The combination of immune analysis with clinical outcomes to 
identify correlates of treatment response were presented

OUTCOME
> “The pCR rate is close to 40%. Clearly, it’s more important in the PD-

L1+ population compared to the PD-L1–. But when you see the tumor 
microenvironment status [inflamed] there is, even if it’s a small number, 
a trend of patients who benefit”

EXPERT CONCLUSIONS
> “We have the potential effect of this molecule of a synergistic effect with immunotherapy that might improve the pathological complete 

response”



TORCHLIGHT: A randomized, double-blind, phase III trial of toripalimab versus placebo, in 
combination with nab-paclitaxel(nab-P) for patients with metastatic or recurrent triple-negative 
breast cancer (TNBC) 
Jiang Z, et al. LBA1013

BACKGROUND
> This phase III study compares the efficacy and safety of toripalimab vs 

placebo, in combination with nab-paclitaxel for metastatic or recurrent TNBC. 
Toripalimab is a humanized IgG4K monoclonal antibody specific for PD-1

OUTCOME
> “The PD-L1 subgroup was clearly in favor of the benefit with toripalimab in 

addition with nab-paclitaxel, with a hazard ratio of 0.65 and an absolute 
improvement close to 3 months of median PFS”

> “Regarding the PFS in the ITT population, there is also a positive result with 
an HR of 0.77, but the absolute benefit is close to 1.5 months. I’m not sure 
that is very clinically relevant”

> “Regarding the overall survival analysis, in the PD-L1 subgroup, there is a 
benefit with an HR of 0.62, and in the ITT analysis it is 0.69. Again, when you 
look at the absolute difference, it’s 10 months in the ITT and more than 1 year 
in the PD-L1+ subgroup”

> “The profile is pretty similar compared to what we have with, I would say, the 
classical approach, maybe a little bit more hepatic toxicity, but it’s usually of 
any grade. The grade 3, the grade 4 were pretty low”

CONCLUSIONS
> The addition of toripalimab to nab-paclitaxel provided a significant improvement in PFS for patients with PD-L1+ metastatic or recurrent 

TNBC receiving first-line treatment, with an acceptable safety profile



Olaparib (O) in advanced triple negative breast cancer (aTNBC) patients (pts) with BRCA1/2 
promoter methylation: GEICAM/2015-06 study (COMETA-Breast) 
De La Haba J, et al. 1093

BACKGROUND
> BRCA1/2 promoter methylation (BRCA-meth) can be responsible for a 

dysfunctional BRCA protein. BRCA-meth occurs in 15%–57% of TNBC 
patients. BRCA-meth BC displays pathologic features and genetic 
profiles like germline BRCA1/2 mutated. The results of a phase II study 
assessing the efficacy of olaparib in advanced TNBC patients with 
BRCA1/2-meth were presented

OUTCOME
> “Even [though] it’s a very small number of patients you can see here 

that you might achieve, by monotherapy, stable disease, and even 
some partial response with a very long duration and an impact in the 
PFS of some of the patients”

> “It’s a very first signal, which, according to the promoter methylation of a 
gene, may potentially have the same effect as the mutation”

EXPERT CONCLUSIONS
> “I think this approach is very interesting and encouraging, particularly when we have to discuss and use potential new tools, biological one, to 

try to identify this rate of methylation of several genes”



Dynamic HER2-low status among patients with triple negative breast cancer (TNBC): The impact 
of repeat biopsies 
Bar Y, et al. 1005

BACKGROUND
> T-DXd is FDA approved for HER2-low, but not HER2-0 TNBC and HR+ BC. 

Therefore, identifying HER2-low status is of great clinical importance. Prior 
studies have shown HER2-low status in TNBC is dynamic, and this study 
examined the correlation between the number of successive biopsies 
conducted and the likelihood that a HER2-low result is unknown. HER2-low 
was defined as HER2 IHC 1+, or 2+ with nonamplified ISH

OUTCOME
> “They have reported that if you achieve 5 biopsies in this population, you might 

reach 100% of HER2-low status”
> “We have to be careful because some of these patients have been excluded 

with no additional biopsies among them, because some of them are HER2 IHC 
0. Now, that doesn’t mean for me that 100% of the patient will be HER2 low at 
one moment, but if we still can biopsy this population that are HER2–, there 
might be, at one moment, HER2 low, so it’s still valid to try to find this low 
expression of HER2 as a target for particularly, again, trastuzumab deruxtecan”

EXPERT CONCLUSIONS
> “The probability of obtaining a HER2-low result increased with the total number of biopsies reaching 100% with 5 or more biopsies. But be 

careful; some of these patients have been excluded before without a positive test”
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Advances in Early and Metastatic TNBC
Latest Updates

> No practice-changing data were presented at ASCO
> Repeat biopsies as a means to increase the number of patients with HER2-low status is not considered feasible; experts were not impressed 

by the fact that the presentation did not explain whether this finding is driven by biology or testing methodology. Additionally, if the DESTINY-
Breast06 trial is positive, it will show that T-DXd will be used regardless of HER2 status, also in the HER2-0 population

> In the metastatic frontline setting, it was highlighted that the way forward is to incorporate ADCs with immune checkpoint inhibitors (eg, anti–
Trop-2) for patients who are PD-L1+, and to use ADCs alone for patients who are PD-L1–

> Trilaciclib is an interesting agent, and data from the phase III PRESERVE 2 trial are awaited. This study is evaluating the safety and efficacy 
of trilaciclib vs placebo administered prior to gemcitabine and carboplatin for patients receiving first- or second-line treatment for metastatic 
TNBC. The trial is designed to confirm the OS benefit seen in the phase II study and to evaluate efficacy in a post-checkpoint inhibitor 
population. “It’s a fascinating set of hypotheses around the agent about whether it decreases Tregs, it increases clonality of CD8s, but also 
can increase HRD, at least preclinically. Interesting, but we need more data [from the PRESEVE trial]”



Other Key Observations



Other Key Observations
Latest Updates

> In the EBC setting, more studies are needed on patients with residual disease following neoadjuvant immune checkpoint inhibitors and 
chemotherapy

> The findings from the EBCTCG on the meta-analysis of individual patient data from trials of ovarian ablation or suppression vs not, to study 
their effect on BC recurrence and survival in premenopausal women, are very important; they showed substantial and persistent benefit of 
these interventions in this patient population, also in patients who received chemo and did not have chemo-induced amenorrhea

> ADCs will pave the way for the evolution of BC treatment; it will be important to identify predictive biomarkers and determine optimal 
sequencing and how to use these agents in the early-stage setting

> It was postulated that the response to immune checkpoint inhibition is probably determined by the interaction at the synapse between 
immune effector cells and tumor targets, and quantitative measure of these synapses by multiplex methods will be the most robust predictor 
of clinical response. “And those will replace PD-L1 and TILs as discriminators for predicting response in breast cancer”

> The PreCycle study is the first randomized trial demonstrating a significant benefit of an interactive, autonomous patient application on QOL 
in patients with mBC receiving oral tumor therapy. Furthermore, AI is now being evaluated (NCT04531995) to predict side effects before they 
happen
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