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Meeting Snapshot

DATE: 
December 14, 2021

PANEL: Key experts in 
breast cancer
> 5 from US
> 2 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

BREAST CANCER-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application into clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHT REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 5 US and 2 European Breast Cancer 
Experts

Joyce A. O’Shaughnessy, MD
Baylor Scott & White Charles A. 
Sammons Cancer Center

Mark Pegram, MD
Stanford Cancer Institute

Javier Cortes, MD, PhD
Vall d’Hebron University Hospital

Mary Cianfrocca, DO, MBA
City of Hope

Miguel Martín, MD
Complutense University

CHAIR: 
Adam Brufsky, MD, PhD
University of Pittsburgh 
School of Medicine 

Hope Rugo, MD, FASCO
UCSF Helen Diller Family 
Comprehensive Cancer Center



Meeting Agenda
Time (EST) Topic Speaker/Moderator
10.00 AM – 10.10 AM Welcome, Introductions, and Meeting Objectives Adam Brufsky, MD, PhD
10.10 AM – 10.20 AM Advancing Therapy for Metastatic HER2+ Breast Cancer Javier Cortes, MD, PhD
10.20 AM – 10.40 AM Discussion and Key Takeaways
10.40 AM – 10.50 AM Other Novel Endocrine Strategies for ER+ Breast Cancer Miguel Martín, MD, PhD
10.50 AM – 11.05 AM Discussion and Key Takeaways
11.05 AM – 11.15 AM ER+ Breast Cancer – Targeting CDKs Hope Rugo, MD, FASCO
11.15 AM – 11.35 AM Discussion and Key Takeaways
11.35 AM – 11.45 AM Break
11.45 AM – 11.55 AM Targeting Triple-Negative Breast Cancer Joyce O’Shaughnessy, MD
11.55 AM – 12.10 PM Discussion and Key Takeaways
12.10 PM – 12.20 PM Biomarkers and Tailored Therapy Mary Cianfrocca, DO, MBA
12.20 PM – 12.35 PM Discussion and Key Takeaways
12.35 PM – 12.40 PM Other Novel Therapeutic Approaches for Breast Cancer Mark Pegram, MD
12.40 PM – 12.55 PM Discussion and Key Takeaways
12.55 PM – 1.00 PM Closing Remarks and Adjourn Adam Brufsky, MD, PhD



Congress Highlights
ER+ Breast Cancer – Targeting CDKs 



Adjuvant palbociclib in HR+/HER2- early breast cancer: Final results
from 5,760 patients in the randomized phase III PALLAS trial
Gnant, et al. 2021, SABCS GS1-07

STUDY POPULATION
> Patients with stage II–III HR+, HER2– breast cancer (N=5761) 

were randomized to receive adjuvant endocrine therapy with or 
without 2 years of palbociclib

– 82% stage IIB/III; 28% grade 3; clinical high risk: 59%

OUTCOME
> There was no difference in iDFS between arms
> No difference was observed in invasive breast cancer-free survival 

(HR=0.99) or distant relapse-free survival (HR=1.05)
> No differences were observed on the basis of subsets
> 30% of patients discontinued palbociclib by 12 months, 45% by 24 

months
– Longer palbociclib duration or >70% dose intensity did not 

improve iDFS

EXPERT CONCLUSIONS
> It is clear that adding 2 years of palbociclib to adjuvant endocrine therapy did not improve outcomes for patients with HR+, HER2– breast 

cancer, although the precise reason for the difference between the PALLAS and monarchE results remains a matter of debate
> Ongoing translational studies may help to evaluate differences within this patient population

PRIMARY ENDPOINT: iDFS

Med FU 31 months



Correlative analysis of overall survival by intrinsic subtype across the 
MONALEESA-2, -3, and -7 studies of ribociclib + endocrine therapy in 
HR+/HER2- advanced breast cancer
Carey, et al. 2021, SABCS GS2-00
DESIGN
> Tumor samples from patients enrolled in the ML-2, -3, and -7 trials 

underwent PAM50-based subtyping and the correlation between 
intrinsic subtype and OS was analyzed

> Prior analysis suggested a greater benefit with RIB plus ET in the 
HER2E subgroup

RESULTS
> 54% of tumors were luminal A, 28% were luminal B, 15% were 

HER2E, and 3% were basal-like
> OS benefit was observed with RIB plus ET in luminal A, luminal B, 

and HER2E subtypes
> Basal-like subtype did not demonstrate OS benefit with RIB plus 

ET (small sample size; n = 30 total; 3% in each arm)

EXPERT CONCLUSIONS
> The differential benefit in HER2-enriched disease was not seen to the same degree with OS as it was with PFS, suggesting that potentially 

whatever initial endocrine resistance patients overcome with ribociclib goes away later with sequential chemotherapy during the course of
treatment for mBC

> Patients with basal-like cancers did not appear to derive either a PFS or an OS benefit from RIB plus ET, and may need other treatment strategies

INTRINSIC SUBTYPE WAS PROGNOSTIC FOR OS



Overall survival subgroup analysis by metastatic site from the phase 3 
MONALEESA-2 study of first-line ribociclib + letrozole in 
postmenopausal patients with advanced HR+/HER2- breast cancer
O’Shaughnessy, et al. 2021, SABCS GS2-01
STUDY POPULATION
> Postmenopausal patients with HR+, HER2− mBC 

OUTCOME
> 668 patients randomized to first-line letrozole ± ribociclib 
> A statistically significant OS benefit with ribociclib was previously 

reported (median, 63.9 vs 51.4 months; HR=0.76; P=.004) 
(Hortobagyi, et al. ESMO 2021)

> OS benefit was observed in all subgroups analyzed, including 
patients with bone-only metastases; liver and/or lung metastases; 
<3 or ≥3 metastatic sites; ± prior (neo)adjuvant chemotherapy

EXPERT CONCLUSIONS
> The OS benefit associated with the addition of ribociclib to first-line endocrine therapy for HR+, HER2– mBC is consistent regardless of 

subgroup
> This is the first time an OS benefit has been observed across subsets in a trial focused on the postmenopausal patient population in the first-

line setting

EXPLORATORY OS ANALYSES – BONE-ONLY METS



Fulvestrant-palbociclib vs continuing aromatase inhibitor-palbociclib 
upon detection of circulating ESR1 mutation in HR+ HER2- mBC: Results 
of PADA-1, a UCBG-GINECO randomized phase 3 trial
Bidard, et al. 2021, SABCS GS3-05
STUDY POPULATION
> Patients with HR+, HER2– mBC treated with first-line AI-

palbociclib upon detection of rising ESR1 mutation in blood

OUTCOME
> 172 patients were randomized between continuing the same 

therapy (standard arm) or switching to fulvestrant-palbociclib 
(experimental arm)

> Significant improvement in PFS by switching to an alternate 
endocrine agent, effect consistent across most subgroups (except 
bone-only disease)

> Median second-line PFS in the optional crossover cohort (N=47) 
that switched to fulvestrant plus palbociclib at progression was 3.5 
months

PFS AFTER RANDOMIZATION

EXPERT CONCLUSIONS
> Results suggest there may be a benefit to monitoring the appearance of mutations that correlate to resistance to the current therapy
> Switching therapies at the time of mutation appearance may improve PFS somewhat compared with switching at time of progression, but it is 

unclear whether this benefit is large enough to be clinically meaningful
– Benefit may also depend on stage of disease and type of mutation; additional studies are needed



Study of samuraciclib (CT7001), a first-in-class, oral, selective inhibitor 
of CDK7, in combination with fulvestrant in patients with advanced 
hormone receptor positive HER2 negative breast cancer (HR+BC)
Coombes, et al. 2021, SABCS GS3-10
STUDY POPULATION
> Patients with HR+, HER2– mBC previously treated with a CDK4/6 

inhibitor, no prior fulvestrant, ≤1 prior chemotherapy

OUTCOME
> 31 patients received treatment with samuraciclib plus fulvestrant
> 24-week CBR = 36% 

– 72% of patients had tumor shrinkage
> Median PFS

– ≥48 wk if no liver mets, 11.9 wk if liver mets
– 32 wk in TP53 wild-type, 7.9 wk in TP53 mutant

> Grade ≥3 toxicities
– Diarrhea 19%; nausea 10%; vomiting 3%
– Ondansetron now standard pre-medication

EXPERT CONCLUSIONS
> Response rates are promising but GI toxicities are concerning at the current dosage
> There is interest in exploring samuraciclib in combination with oral SERDs

CLINICAL BENEFIT RATE



Key Insights
ER+ Breast Cancer – Targeting CDKs 



Experts Debated the Reasons for the Differences in Outcomes 
Between the Adjuvant CDK4/6 Inhibitor Trials
PALLAS VS MONARCH-E
Results of the adjuvant PALLAS trial with palbociclib are clearly negative, in 
contrast to the positive monarchE trial with abemaciclib; reasons remain unclear 
but potentially could be related to
> A higher rate of early discontinuation of treatment or dose reduction in PALLAS

– However, longer duration of treatment or dose intensity >70% did not appear 
to impact iDFS in the PALLAS trial, although the impact of this on different 
patient subsets has not been analyzed

> Different schedules between palbociclib (3 weeks on/1 week off) vs abemaciclib 
(continuous dosing), although there is no evidence that this influences efficacy in 
the metastatic setting

– Results from the ongoing NATALEE trial with ribociclib, which is also given on 
a 3-weeks-on/1-week-off schedule, will help to address this question

> The broader range of activity with abemaciclib (eg, CDK2/9), which may lead to 
greater efficacy in endocrine-resistant or -refractory tumors compared with 
palbociclib

– Longer follow-up is needed to determine if palbociclib has an impact on late 
recurrence in highly endocrine-sensitive disease

> Differences in baseline characteristics of patients – Ki67 may have identified a 
group with more-aggressive disease (monarchE) compared with using tumor grade 
as a surrogate (PALLAS)

– mPFS was 89% in the control arm in PALLAS vs 83.8% in monarchE, 
suggesting a potentially meaningful difference in risk between the 2 trial 
populations



Experts Discussed the Impact of the Subset Analyses From 
the MONALEESA Trials
MONALEESA-2 SUBGROUPS
Results of the MONALEESA-2 metastatic site subset analyses suggest that all subgroups experience an OS benefit from ribociclib in 
the first-line metastatic setting
> Experts noted that the median OS observed with ribociclib plus letrozole in MONALEESA-2 is the longest reported to date in HR+ mBC
> While the data with ribociclib and abemaciclib look very similar in patients with aggressive disease (liver metastases, short disease-free 

interval, grade 3), one expert noted that in the clinic, abemaciclib appears to have greater efficacy against liver metastases, inducing 
responses, while ribociclib produces stable disease 

– Palbociclib is not perceived to be as effective with regard to survival in patients with primary endocrine-resistant disease

MONALEESA-2, -3, and -7 INTRINSIC SUBTYPE ANALYSIS
With regard to the correlative analyses of the MONALEESA trials suggesting that 
ER+ breast cancers with a basal-like intrinsic subtype may not benefit from 
ribociclib, experts are skeptical whether these tumors were really ER+ at the start of 
the study, or whether these may have developed from a triple-negative clone that 
grew out of an ER-low early stage breast cancer
> Experts also expressed skepticism that ribociclib would be better in the HER2E 

subtype compared with palbociclib or abemaciclib 
> The HARMONIA and LUMINARIA trials will further explore this: patients with HR+ 

mBC with a basal-like subtype will be treated with chemotherapy, while those with a 
HER2E subtype will be randomized to endocrine therapy with palbociclib or ribociclib

Dr O’Shaughnessy:
You can’t find a subgroup that 
doesn’t benefit from ribociclib 
early on in the first-line metastatic 
setting.

“ “



Experts Discussed the Future Potential of Investigational 
Strategies Involving CDK Inhibitors
PADA-1 
Results from the PADA-1 trial showed that for patients who developed an ESR-1 mutation while receiving an aromatase inhibitor, 
switching to fulvestrant at time of detection improved PFS compared with switching at progression
> However, patients who crossed over to fulvestrant plus palbociclib at progression experienced a mPFS of 3.5 months, for a total mPFS of 9.7 

months, which is not as dramatically shorter than the 11.9-month mPFS in the early switch arm
> Experts all agreed this approach is not ready for routine use in the clinic

– Results are considered provocative and worthy of further investigation
– Data showing an impact on long-term outcomes are needed for this approach to become a standard of practice
– Experts would also like more information on the rationale for the 5 specific ESR1 mutations used in this study

> It was noted that the bone-only metastases subgroup did not appear to benefit from switching, and experts commented that it is very hard to 
tell when to switch therapy with this subgroup of patients

SAMURACICLIB
Data from the early phase study of the CDK7 inhibitor samuraciclib were 
considered interesting, with promising efficacy, although the nausea/diarrhea 
experienced by almost all patients at the current dosage concerns experts
> A new formulation is in development to attempt to circumvent this issue 
> Identification of p53 mutation as a negative selection marker was perceived 

positively
> It will be important to determine whether samuraciclib works in patients with TP53

wild-type liver metastases, a common site of progression after CDK4/6 inhibition
> Experts also suggested considering evaluation in HER2+ disease, noting that CDK7 

activation can lead to resistance to HER2-targeted therapies



Congress Highlights
Other Novel Endocrine Strategies for ER+ 
Breast Cancer



A randomized control phase III trial of entinostat, a once weekly, class I 
selective histone deacetylase inhibitor, in combination with exemestane 
in patients with hormone receptor positive advanced breast cancer
Xu, et al. 2021, SABCS GS1-06
STUDY POPULATION
> Pre- or postmenopausal patients with HR+, HER2– mBC that had 

progressed on prior endocrine therapy

OUTCOME
> 354 patients were randomized 2:1 to exemestane ± entinostat 

– Premenopausal patients also received goserelin
> The addition of exemestane significantly improved PFS, meeting 

the primary endpoint of the trial 
> The most common AEs were hematologic, mostly asymptomatic, 

and manageable with supportive care

EXPERT CONCLUSIONS
> The shape of the PFS curves suggests that entinostat may be able to prevent early progression in this pretreated population
> These results are in contrast with the negative results of the ENCORE trial, which had a very similar design and patient population; details of 

both studies will need to be examined carefully to determine the reasons for the divergent outcomes 

PROGRESSION-FREE SURVIVAL



Elacestrant, an oral selective estrogen receptor degrader (SERD), vs investigator’s 
choice of endocrine monotherapy for ER+/HER2- advanced/metastatic breast cancer 
(mBC) following progression on prior endocrine and CDK4/6 inhibitor therapy: Results 
EMERALD phase 3 trial
Bardia, et al. 2021, SABCS GS2-02
STUDY POPULATION
> Patients with ER+, HER2– mBC that progressed on 1 or 2 prior 

lines of endocrine therapy, one of which must have included a 
CDK4/6 inhibitor; 1 line of prior chemotherapy was allowed

OUTCOME
> 477 patients randomized to elacestrant or investigator’s choice of 

endocrine monotherapy (fulvestrant or AI)
> PFS was significantly improved with elacestrant

– ITT population: median 2.79 vs 1.91 months; HR=0.697; 
P=.0018

– ESR1-mutated population: median 3.78 vs 1.87 months; 
HR=0.546; P=.0005

> AEs leading to discontinuation of elacestrant or SOC were 
infrequent in both arms (6.3% and 4.4%)

PFS: ELACESTRANT VS FULVESTRANT

EXPERT CONCLUSIONS
> The improvement in PFS, particularly in the ESR1-mutated population, is clinically relevant and this agent is likely to play a role in the 

management of HR+ breast cancer in the future
> Elacestrant appears to be even more effective than fulvestrant in the ESR1-mutated population



Aromatase inhibitors versus tamoxifen in pre-menopausal women with estrogen 
receptor positive early stage breast cancer treated with ovarian suppression: A 
patient level meta-analysis of 7,030 women in four randomized trials
Bradley, et al. 2021, SABCS GS2-04

STUDY POPULATION
> Premenopausal patients with ER+ early breast cancer treated with 

ovarian suppression (OFS) plus an AI or tamoxifen enrolled in 4 
randomized trials (N=7030)

OUTCOME
> OFS plus an AI was associated with a significantly lower risk of 

recurrence compared with OFS/tamoxifen
– 2.8% absolute difference at 10 years (17.5% vs 14.7%; 

RR=0.79; P=.0005)
– Benefit observed in both node-negative and node-positive 

patients, although absolute benefit was greater in the latter 
(4.8% vs 2.4%)

> There was no difference in BC mortality rates (RR=1.01; P=0.94)
> Bone fractures were more common with AIs (5.0% vs 3.8%) but 

no increase in non-breast cancer deaths

RECURRENCE RATES

CONCLUSIONS
> Using an AI rather than tamoxifen in premenopausal women receiving ovarian suppression reduces the risk of breast cancer recurrence by 

about 20%



Randomized comparison of adjuvant aromatase inhibitor exemestane (E) plus ovarian 
function suppression (OFS) vs tamoxifen (T) plus OFS in premenopausal women with 
hormone receptor-positive (HR+) early breast cancer (BC): update of the combined TEXT 
and SOFT trials
Regan, et al. 2021, SABCS GS2-05
STUDY POPULATION
> Premenopausal patients with ER+ early breast cancer 

OUTCOME
> 5738 patients were randomized to OFS plus tamoxifen or exemestane

– Prior analyses showed that exemestane reduced risk of 
recurrence but not death

– Current analysis at 12–13 years of median follow-up
> Prior findings confirmed earlier results, with a 1.8% reduction in 

relapse at 12 years (P=.03) and a 1.0% reduction in death (P=.43)
> The SOFT trial also examined the question of OFS benefit

– No benefit was observed in the lower-risk patients who did 
not receive adjuvant chemotherapy (9% N+)

– Absolute benefit was greatest in higher-risk patients who 
received adjuvant chemotherapy

EXPERT CONCLUSIONS
> Tamoxifen plus OFS may be a good option for premenopausal patients with good-risk prognostic factors, while exemestane plus OFS may be 

a better choice for patients with higher-risk disease
> Late relapses continue to occur regardless of therapy, indicating a continued need for improved therapies 

SOFT: PRIOR CHEMOTHERAPY COHORT



Key Insights
Other Novel Endocrine Strategies for ER+ 
Breast Cancer



Experts Assessed Investigational Approaches for HR+ mBC

ELACESTRANT
Experts were impressed with the results of the EMERALD trial showing superior 
RFS with the oral SERD elacestrant vs standard endocrine options in pretreated 
patients
> Results showing superiority over fulvestrant in the ESR1-mutant population are 

considered particularly striking, and could provide a rationale for monitoring for these 
mutations 

> Benefit appears to be restricted to patients with endocrine-sensitive disease, on the 
basis of the steep initial drop in the RFS curves

> Experts suggested that this agent could be used as a monotherapy for patients with 
endocrine-sensitive disease following progression on a CDK inhibitor, but should also 
be explored in combination with agents targeting resistance pathways

– More research is needed into the mechanisms of resistance to CDK4/6 inhibition 
to determine rational combination partners

ENTINOSTAT
It is unclear why the Chinese phase III trial of entinostat plus exemestane was positive while the ECOG 2112 trial was negative 
> Experts speculated that differences between pharmacogenomics or breast cancer biology between Asian and Caucasian populations or

differences in treatment option access might have contributed to the divergent results
> Experts do not think the continued development of this combination in this space would be worthwhile; other novel agents entering the 

armamentarium are perceived as more active

Dr O’Shaughnessy:
It’s [EMERALD] an impressive result. It 
puts wind in the sails of the whole oral 
SERD programs. And it puts wind in the 
sails of the frontline trials and the 
adjuvant trials.

“ “



Experts Discussed Endocrine Therapies for Premenopausal 
Patients With Early Stage HR+ Breast Cancer
META-ANALYSIS AND SOFT/TEXT DATA
The meta-analysis of 4 trials comparing adjuvant therapy with OFS with either 
tamoxifen or an aromatase inhibitor (AI), along with the updated results from 
SOFT/TEXT, in premenopausal women confirmed a significant RFS benefit for the 
AI, but also highlighted the increased risk of adverse events such as fractures
> Experts agree that OFS plus an AI is preferable and worth the increased risk of 

toxicities in patients with poor prognostic features (high Ki67, low PR, grade 3, very 
young, more positive nodes), noting that the relative benefit is greater in the high-risk 
subgroup

> Although no OS benefit has been detected, experts noted that reducing the risk of 
local relapse or second cancers provides a meaningful psychological benefit to 
patients

> Menopausal symptoms can be substantial with the AI combination, and this can 
make it challenging to keep patients on therapy

Dr Cianfrocca:
I think [the meta-analysis results] are 
clinically significant enough to make 
that change [to AI plus OFS] but I’ll be 
transparent; I found it challenging with 
the side effects, giving AIs to 
premenopausal women in combination 
with ovarian suppression. The patients 
have to be motivated.

“
“



Congress Highlights
Advancing Therapy for Metastatic HER2+ 
Breast Cancer



Trastuzumab deruxtecan vs trastuzumab emtansine in HER2+ mBC: 
subgroup analyses from DESTINY-Breast03
Hurvitz, et al. 2021, SABCS GS3-01

STUDY POPULATION
> Patients with HER2+ mBC previously treated with trastuzumab 

and a taxane
– 17% of patients had stable or treated brain metastases at 

baseline

OUTCOME
> 524 patients randomized T-DXd or T-DM1

– T-DXd significantly improved PFS, with a trend toward 
improved OS (Cortes, et al. ESMO 2021)

> PFS
– No brain mets at baseline: median not reached vs 7.1 

months; HR=0.30; 95% CI: 0.22–0.40
– Brain mets at baseline: median 15.0 months vs 3.0 months; 

HR=0.25; 95% CI: 0.13–0.45
> Intracranial response rate: 64% (T-DXd) vs 33% (T-DM1)

PFS IN PATIENTS WITH STABLE/TREATED BRAIN METS

EXPERT CONCLUSIONS
> Hazard ratios are essentially identical for patients with or without brain metastases at baseline, and not predictive of the response to T-DXd
> Intracranial response rates were substantially higher with T-DXd, although response cannot be formally attributed to the systemic agent, since 

some patients received local therapy for brain metastases prior to trial enrollment



Updated OS results from the phase 3 PHOEBE trial of pyrotinib versus 
lapatinib in combination with capecitabine for HER2+ mBC
Xu, et al. 2021, SABCS GS3-02

STUDY POPULATION
> Patients with HER2+ mBC previously treated with ≤2 prior lines of 

chemotherapy including trastuzumab, taxanes, and/or 
anthracyclines

OUTCOME
> 267 patients randomized to capecitabine plus either pyrotinib or 

lapatinib
> A previous interim analysis showed that pyrotinib significantly 

improved PFS compared with lapatinib (Xu, et al. Lancet Oncol. 
2021)

> The current analysis showed a significant improvement in OS with 
the pyrotinib-capecitabine combination

– Median not reached vs 26.9 months; HR=0.69; P=.02
– Benefit was consistent across most clinically relevant 

subgroups

OVERALL SURVIVAL

CONCLUSIONS
> In combination with capecitabine, pyrotinib is superior to lapatinib in terms of both PFS and OS, supporting this combination as an option for 

patients with previously treated HER2+ mBC



Results from phase 2 TBCRC049 study: Tucatinib-trastuzumab-
capecitabine for leptomeningeal metastasis in HER2+ breast cancer
Murthy, et al. 2021, SABCS PD4-02

STUDY POPULATION
> Patients with HER2+ mBC with newly diagnosed leptomeningeal 

metastases (LM; defined as positive CSF cytology and/or 
radiographic evidence of LM plus clinical signs/symptoms) 

OUTCOME
> 17 patients with HER2+ LM have been enrolled and treated with 

the triplet regimen to date
– 5 patients had positive CSF cytology
– 7 patients had negative CSF cytology

> Median follow-up is 18.0 months
> Median OS is 10.0 months 
> Median time to CNS progression is 6.9 months

SURVIVAL AND PROGRESSION

EXPERT CONCLUSIONS
> Median PFS compares very favorably with the literature for patients with HER2+ LM

– However, only 5 of the patients had positive CSF cytology confirming HER2+ LM, raising the question of how many truly had 
leptomeningeal disease; it would be useful to see the data for this specific patient subset



Updated results of tucatinib vs placebo added to trastuzumab and 
capecitabine for patients with previously treated HER2+ mBC with brain 
metastases (HER2CLIMB)
Lin, et al. 2021, SABCS PD4-04
STUDY POPULATION
> Patients with HER2+ mBC previously treated with trastuzumab, 

pertuzumab, and T-DM1
– Patients with brain metastases (stable or active) were 

allowed to enroll

OUTCOME
> Patients were randomized to trastuzumab-capecitabine ± tucatinib

– 291 patients had brain metastases at baseline
– Prior analysis showed that the addition of tucatinib 

significantly improved CNS-PFS and OS in this patient 
subset (Lin, et al. J Clin Oncol. 2020)

> Current OS analysis at a median follow-up of 29.6 months 

OVERALL SURVIVAL

CONCLUSIONS
> With longer follow-up, the tucatinib-trastuzumab-capecitabine regimen continues to provide a robust and durable prolongation of OS for all 

patients with HER2+ mBC and brain metastases, including those with stable disease and those with active metastases

All Patients With Brain Metastases

Patients With Active Brain Metastases

Patients With Stable Brain Metastases



Preliminary results from DEBBRAH: Trastuzumab deruxtecan in patients 
with HER2[+] or HER2-low-expressing mBC with CNS involvement
Vaz Batista, et al. 2021, SABCS PD4-06

STUDY POPULATION
> Patients with HER2+ or HER2-low mBC with stable or progressing 

brain metastases after local therapy
– Cohort 1: HER2+ mBC with stable brain metastases
– Cohort 3: HER2+ mBC with progressing brain metastases

OUTCOME
> 8 patients have been treated with T-DXd in cohort 1 and 9 patients 

in cohort 3
> 7 patients (87.5%) in cohort 1 were alive without disease 

progression at 16 weeks, meeting the primary endpoint
> In cohort 3, best intracranial response rate was 44% and the 

clinical benefit rate was 56%

ANTITUMOR ACTIVITY

EXPERT CONCLUSIONS
> T-DXd has demonstrated preliminary efficacy in pretreated patients with HER2+ mBC with stable and progressing brain metastases after local 

treatment
> These results are consistent with data emerging from other trials such as TUXEDO and DESTINY-Breast01 and -03
> Further investigation in larger cohorts is warranted



Intracranial efficacy of tucatinib, palbociclib and letrozole combination in 
patients with HR+/HER2+ breast cancer and brain metastases
Shagisultanova, et al. 2021, SABCS P1-18-26

STUDY POPULATION
> Patients with HR+, HER2+ mBC previously treated with at least 2 

HER2-targeted agents
– Patients with untreated asymptomatic or treated stable CNS 

metastases were allowed 

OUTCOME
> 15 patients have been treated on study; 13 patients had received 

local therapy and 2 patients had untreated asymptomatic 
metastases

> The 2 patients with untreated disease achieved stable disease (5 
and 8 months)

> Of the patients with treated mets, there was 1 CR, 5 had stable 
disease ≥6 months, and 6 had stable disease <6 months

> Median PFS was 8 months

TIME ON STUDY

EXPERT CONCLUSIONS
> Median PFS is good and similar to what was seen in the HER2CLIMB trial
> More data in a larger number of patients are needed to assess the utility of this combination



Phase 3 SOPHIA study of margetuximab + chemotherapy vs 
trastuzumab + CTX in patients with HER2+ mBC: Final OS analysis
Rugo, et al. 2021, SABCS PD8-01

STUDY POPULATION
> Patients with HER2+ mBC with disease progression on ≥2 lines of 

anti-HER2 therapy, including pertuzumab

OUTCOME
> 536 patients randomized to chemotherapy with margetuximab or 

trastuzumab
– Previous analysis showed a significant improvement in PFS 

with margetuximab (Rugo et al. JAMA Oncol. 2021)
> No difference in OS was detected in the ITT population: median 

21.6 vs 21.9 months; HR=0.95; P=.620
> OS by CD16A genotype

– CD16A-158F carriers (F/F and F/V): HR=0.86
– CD16A-158F homozygotes (F/F): HR=0.72
– CD16A-158F/V heterozygotes: HR=0.96
– CD16A-158V homozygotes (V/V): HR=1.77

OVERALL SURVIVAL

EXPERT CONCLUSIONS
> The activity of margetuximab appears to vary depending on Fc receptor polymorphisms

– Future clinical trials should be focused on the genotypes (FF and FV) that have been shown to be more sensitive to margetuximab



Key Insights
Advancing Therapy for Metastatic HER2+ 
Breast Cancer



Experts Discussed Treatments for Patients With HER2+ CNS 
Metastases
TRASTUZUMAB DERUXTECAN
The activity of trastuzumab deruxtecan (T-DXd) against stable brain metastases observed in the DESTINY-Breast03 trial is considered 
quite dramatic and reassuring 
> Results are considered consistent with preliminary data from the phase II TUXEDO-1 study of T-DXd in patients with active brain metastases 

(Bartsch, et al; ESMO 2021), and from cohorts 1 and 3 of the DEBBRAH trial
– Collective data from DEBBRAH and TUXEDO-1, as well as retrospective reports, suggest T-DXd does have activity in patients with 

unstable or untreated progressive CNS metastases; experts look forward to further research in this patient population
> T-DXd has now been designated as the preferred second-line therapy for HER2+ mBC in NCCN guidelines

– The presence of stable brain metastases may no longer be a defining feature for selection between T-DXd and tucatinib
– Most experts would now use the tucatinib triplet third-line after T-DXd, and would reserve T-DM1 for later use

TUCATINIB-TRASTUZUMAB-CAPECITABINE
Experts consider the updated HER2CLIMB data showing similar hazard ratios for OS in 
the stable and unstable brain mets subsets to be reassuring

Tucatinib-trastuzumab-capecitabine is considered reasonable for patients with 
leptomeningeal metastases, for whom effective options are limited
> More information on the patients with positive CSF cytology in the TBCRC049 study, and 

larger numbers, are needed to assess the activity specifically in patients with confirmed 
leptomeningeal disease

> Experts also noted that there are anecdotal reports of activity with T-DXd against 
leptomeningeal disease

– Cohort 5 of the DEBBRAH study will evaluate T-DXd in patients with HER2+ and 
HER2-low leptomeningeal disease

Dr Pegram:
The paradigm that ADCs have similar 
response rates in the brain as the 
extracranial space is now, I think, an 
established paradigm. It's reassuring for 
at least patients with stable brain mets. It 
will be really interesting to see what 
happens with patients with untreated or 
unstable brain metastasis in the future.

“ “



Experts Discussed Currently Approved and Investigational 
Agents for HER2+ Breast Cancer
NERATINIB
Neratinib is still being used in the extended adjuvant setting
> Proactive measures to prevent and/or manage diarrhea such as 

dose escalation, loperamide, and patient education are considered 
crucial to effectively using this agent

> Experts think the data from ExteNet hinting at a reduction in the 
development of brain metastases if a TKI is given early are 
interesting, and look forward to results from other trials, such as 
COMPASS, that are further investigating this concept 

MARGETUXIMAB
Although there was no OS advantage for margetuximab in the 
intent-to-treat population of the SOPHIA trial, benefit was 
observed in specific subsets on the basis of CD16A (FcR) 
genotypes
> The practical application of these data is limited because CD16A 

polymorphism testing is not currently commercially available
– A commercial assay is in development and is expected to 

be available in 2022

PYROTINIB
An OS benefit was observed in the PHOEBE trial with capecitabine plus pyrotinib 
vs lapatinib, in contrast to no OS benefit in the similarly designed NALA trial with 
neratinib, but it was noted that there were more patients with de novo or 
previously untreated disease in the PHOEBE trial
> Experts do not see a place for pyrotinib in the treatment armamentarium for HER2+ 

mBC in the US/Europe, where several TKIs are already in use, but noted that it is 
used widely in China, where options are more limited

– Experts do not believe regulatory approval will be sought for pyrotinib in the US

ENDOCRINE COMBINATIONS
Combinations of HER2-targeted agents with 
endocrine therapies for HR+, HER2+ mBC, 
such as the study of tucatinib plus letrozole-
palbociclib, are considered worthwhile areas 
for investigation to address mechanisms of 
resistance



Congress Highlights
Targeting Triple-Negative Breast Cancer



Final results of KEYNOTE-355: Pembrolizumab + chemotherapy for 
previously untreated mTNBC
Cortes, et al. 2021, SABCS GS1-02

STUDY POPULATION
> Patients with previously untreated mTNBC

OUTCOME
> 566 patients were randomized 2:1 to chemotherapy plus 

pembrolizumab or placebo
> Median PFS was significantly improved with pembrolizumab in 

patients with CPS ≥10 (HR=0.65; P=.0012) but did not quite reach 
the prespecified P-value boundary in the CPS ≥1 population 
(HR=0.74; P=.0014)

> Median OS was significantly improved in patients with CPS scores 
of 10–19 or ≥20, but not in those with scores <10

OVERALL SURVIVAL BY CPS SCORE

EXPERT CONCLUSIONS
> These findings are important, clearly demonstrating that there is no OS benefit in patients with CPS scores <10, suggesting a need to be 

more rigorous with regard to patient selection in the clinic



KEYNOTE-522: Neoadjuvant pembrolizumab + chemotherapy followed by 
adjuvant pembro for early TNBC: EFS sensitivity and subgroup analyses
Schmid, et al. 2021, SABCS GS1-01

STUDY POPULATION
> Patients with newly diagnosed T1c N1-2 or T2-4 N0-2 TNBC

OUTCOME
> 1174 patients randomized neoadj chemotherapy ± pembrolizumab, 

followed by adj pembrolizumab for those who received it 
preoperatively

– Previously shown that pembrolizumab significantly improves 
EFS (Schmid, et al. N Engl J Med. 2020)

> Sensitivity analysis showed that removing the 44 patients who 
received adjuvant capecitabine did not impact EFS results (3-yr 
EFS: 85.3% vs 77.9%; HR=0.64)

> Subgroup analyses demonstrated that all subgroups derive benefit 
from pembrolizumab

– Absolute benefit is greater in patients with higher-risk disease, 
but relative benefit is similar in patients with lower-risk disease

EFS SUBGROUP ANALYSES

EXPERT CONCLUSIONS
> The subset analyses are helpful, suggesting that (neo)adjuvant pembrolizumab should be considered in patients with lower-risk TNBC, such as 

stage 2 or node-negative cancers, if there are no contraindications
> More data are needed to determine whether patients who achieve a pCR require or benefit from continued adjuvant therapy with pembrolizumab



Quality of life results from OlympiA: Adjuvant olaparib in patients with 
high-risk gBRCA1/2 mutated HER-2 negative early breast cancer
Ganz, et al. 2021, SABCS GS4-09

STUDY POPULATION
> TNBC (82%): non-pCR OR if adjuvant, ≥pT2 or ≥N1 
> HR+, HER2– (18%): non-pCR AND CPS+EG ≥3 OR if adjuvant, 

≥4 nodes

OUTCOME
> 1836 patients randomized to 1 yr adjuvant therapy with olaparib or 

placebo
– Prior analysis showed significant improvement in iDFS 

(HR=0.58; P<.0001) and a trend toward improved OS 
(HR=0.68; P=.024) (Tutt, et al. N Engl J Med. 2021)

> Patients experienced slightly more fatigue with olaparib than 
placebo, but difference was not clinically meaningful (3-point 
difference considered clinically meaningful)

> Worse nausea and vomiting with olaparib at 6 and 12 months
> No difference in fatigue, nausea, vomiting, or global health status 

at 18 and 24 months

FACIT-FATIGUE CHANGE FROM BASELINE

EXPERT CONCLUSIONS
> Although there was some worsening of fatigue with adjuvant olaparib, it is not a clinically meaningful diminution in quality of life 
> Patients did experience more nausea and vomiting, highlighting the need for close attention to supportive care during therapy
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Experts Discussed Treatments for Patients With Early Stage 
TNBC and Residual Disease After Neoadjuvant Therapy
OLYMPIA
The quality-of-life analysis of the OlympiA trial is considered reassuring, 
showing no detriment over the extended 1 year of adjuvant therapy with 
olaparib
> Experts speculated that clinicians would be more likely to use olaparib rather than 

capecitabine in the adjuvant setting for gBRCA1/2-mutated cancers with residual 
disease, noting that olaparib outperformed capecitabine in the OlympiA trial

THERAPEUTIC STRATEGIES BASED ON BRCA STATUS
For patients with gBRCA1/2-mutated TNBC with residual disease, many 
clinicians in the US are administering both pembrolizumab and olaparib in the 
adjuvant setting, noting that there is adequate safety for the combination

For patients with gBRCA wild-type TNBC with residual disease, many will 
administer both pembrolizumab and capecitabine, again citing adequate safety 
data

In Europe, adjuvant capecitabine is widely used for patients with TNBC with 
residual disease; neither pembrolizumab nor olaparib are approved for early 
stage disease
> It is unclear whether capecitabine is beneficial in patients who received a platinum 

preoperatively and still have residual disease

Dr Brufsky:
The gratifying thing is that there is no real 
detriment in quality of life or at least out at 
1 year of adjuvant [olaparib] therapy.“ “
Dr Pegram:
The non-pCRs with triple-negative 
disease do very poorly as a group. And 
so, I think that is high enough risk to merit 
consideration of these combinations.

“ “



Experts Discussed Pembrolizumab for Early Stage and 
Metastatic TNBC
KEYNOTE-522 
The subset analyses of the KEYNOTE-522 trial confirmed that all subsets of patients benefited from the addition of pembrolizumab to 
neoadjuvant therapy, with a clinically meaningful benefit even in the lower-risk subset
> Experts agreed that (neo)adjuvant pembrolizumab is now standard of care in the US for patients with stage II or III TNBC

– Pembrolizumab is not yet available in Europe in this setting, but European experts agreed it should be standard of care for stage 3, and 
possibly stage 2, TNBCs

> There is some debate regarding the necessity of including an anthracycline in the neoadjuvant chemotherapy backbone
– A single-arm study is evaluating preoperative docetaxel-carboplatin with pembrolizumab; depending on results, SWOG may conduct a

phase III trial to compare the 4-drug vs 2-drug chemotherapy backbone 
> It is unclear whether patients who achieve a pCR should continue to receive pembrolizumab in the adjuvant setting

– EFS outcomes were similar in patients with a pCR with or without pembrolizumab in KN-522
– There was a suggestion of benefit with adjuvant durvalumab in patients with pCR in the GeparNuevo trial, but this was likely due to 

underperformance by the control arm

KEYNOTE-355 
Pembrolizumab in combination with chemotherapy is now considered the first-
line standard of care for patients with PD-L1+ mTNBC in the US, and will likely 
become the standard in Europe following the recent regulatory approval
> The updated analysis of KEYNOTE-355 suggests benefit is restricted to patients 

with a tumor CPS score ≥10

Dr O’Shaughnessy:
To me the subgroup [analysis] was basically that 
even for the low-risk individuals, there's enough of 
a delta there on EFS to be clinically meaningful.

“ “
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Clinical utility of molecular tumor profiling: Results from the randomized 
trial SAFIR02-BREAST
Andre, et al. 2021, SABCS GS1-10

STUDY POPULATION AND DESIGN
> Patients with HER2– mBC, ≤1 prior chemotherapy

– IF ER+, resistant to endocrine therapy
> After 6–8 cycles of chemotherapy, if CR/PR/SD, patients with 

targetable mutations randomized to matched targeted therapy or 
maintenance chemotherapy

OUTCOME
> 646 patients had targetable mutations and were randomized 
> There was no statistically significant difference in PFS in the 

overall population (HR=0.77; P=.109)
> Targeted therapy matched with genomic alteration in ESCAT I/II 

population improved median PFS
– 9.1 vs 2.8 months, HR=0.41; P<.001

CONCLUSIONS
> Patients should be offered genomic testing to detect ESCAT I/II alterations
> Genomic reports should rank genomic alterations according to a validated framework of actionability
> Outside of clinical trials, targeted therapies matched to genomic alterations should be limited to ESCAT I/II

ESCAT CLASSIFICATION FRAMEWORK



cTRAK TN: Utilising ctDNA mutation tracking to detect MRD and trigger 
intervention in patients with moderate and high risk early stage TNBC
Turner, et al. 2021, SABCS GS3-06

STUDY POPULATION
> Patients with moderate- or high-risk TNBC (residual disease or 

tumor >20 mm or node positive
> Individualized ctDNA assays designed for each patient; patients 

monitored at baseline and every 3 months

OUTCOME
> 161 patients undergoing active ctDNA surveillance; 45 patients 

were ctDNA+ and randomized to pembrolizumab (N=32) or 
observation (N=14)

– 28.5% of high-risk patients had metastatic disease at baseline 
ctDNA assessment

– Overt metastatic disease was detected at time of ctDNA 
detection in 72% of patients

> Only 9 patients eligible for pembrolizumab, 4 declined treatment
– No patients exhibited sustained clearance of ctDNA after 

initiating pembrolizumab

EXPERT CONCLUSIONS
> This was the first prospective study to assess the proof of principle of whether these assays can have clinical utility in guiding further therapy
> It gives a sense of what trials need to look like in the future; baseline needs to be earlier, patients need to be assessed more frequently with an 

assay that assesses for multiple variants, and perhaps the really high-risk patients are not the best population to benefit from this screening

OBSERVATION GROUP – LEAD TIME TO RECURRENCE



RxPONDER Update: Endocrine therapy +/- chemotherapy for HR+/HER2-
BC with 1–3 positive lymph nodes with an RS ≤25
Kalinsky, et al. 2021, SABCS GS2-07

STUDY POPULATION
> Patients with HR+, HER2– breast cancer with 1–3 positive nodes 

and a recurrence score of 0–25

OUTCOME
> 5000 patients randomized to endocrine therapy ± chemotherapy
> Prior analysis showed that premenopausal patients did benefit from 

adjuvant chemotherapy (iDFS, distant RFS) but postmenopausal 
patients did not (Kalinsky, et al. SABCS 2020)

> Current analysis with median follow-up of 6.1 years confirms these 
findings

– Premenopausal patients have a 5-year distant relapse-free 
interval absolute chemotherapy benefit of 2.4%

> Landmark analysis showed no difference in iDFS in premenopausal 
patients on the basis of OFS, but iDFS was improved in patients if 
they no longer had regular periods in the first 24 months

EXPERT CONCLUSIONS
> Postmenopausal women continued to not benefit from adjuvant chemotherapy if they have a recurrence score between 0 to 25, while 

premenopausal women did continue to benefit from the addition of chemotherapy
> Given the small percentage of patients who received OFS, these data do not answer the question of whether chemotherapy can be replaced by 

OFS in in premenopausal women, and this should be considered in a future randomized trial

PREMENOPAUSAL SUBSET ANALYSES
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Experts Discussed Results From Trials Exploring the Use of 
Molecular Testing in Breast Cancer
SAFIR02
The SAFIR02 trial evaluated whether matching targeted therapies to molecular alterations compared with standard chemotherapy in 
patients with HER2– mBC is considered a successful proof-of-principle trial, showing there is benefit to molecularly driven 
interventions 
> Experts would like more detailed information on the non-PIK3CA mutations and matching targeted agents that were used in this trial, as well 

as whether patients with PIK3CA mutations received endocrine therapy with the targeted agent
> One question not addressed by this trial is whether starting therapy before progression provides greater benefit compared with the same 

therapy started at time of progression
> Experts agreed that breast cancer has entered an era where testing for molecular alterations has become the standard because there are 

now effective drugs to treat many of the common mutations

C-TRAK TN
The c-TRAK TN trial evaluating ctDNA mutation tracking of minimal residual disease 
in patients with early stage TNBC is also considered to be well-designed and to 
demonstrate proof of principle, but results were disappointing, potentially due to 
the aggressive disease that investigators picked for this particular trial
> Results highlighted the virulence of residual disease, and the need for better upfront 

therapies
– Experts are very concerned with the rate of patients who recurred while still on 

adjuvant capecitabine
> This technology may be a useful and less invasive method for monitoring patients, if 

costs can be contained, although it is unclear whether early detection would change 
the natural history of the disease once it is metastatic 

Dr Pegram:
This could be a very good way to follow 
patients and at least make the diagnosis of 
metastasis when they occur instead of waiting 
for symptoms to appear. I don't know if that's 
going to change the natural history of the 
disease once it's metastatic, but it might 
spare patients a lot of unnecessary scans.

“ “



Experts Reviewed Updated Results From the RxPONDER Trial

RxPONDER
The Oncotype DX Recurrence Score (RS) is perceived to be useful in the 
decision-making process about adjuvant chemotherapy for postmenopausal 
patients with ER+, HER2– breast cancer with 1–3 positive nodes, but does not 
discriminate enough in premenopausal patients

> The updated analysis of the RxPONDER trial confirmed this perception, 
showing no benefit for chemotherapy in postmenopausal patients with RS ≤25, 
while premenopausal patients did derive significant benefit

> Some experts are now using the RS in postmenopausal patients with node-
positive disease to aid decision-making about adjuvant chemotherapy

> Numerous trials have suggested that the benefit of chemotherapy in 
premenopausal patients may be related to suppression of ovarian function

– Although the subset analysis of RxPONDER tried to address this 
question, only 17% of patients in the endocrine therapy-alone arm 
received ovarian suppression, making it difficult to draw conclusions from 
the results

Dr O’Shaughnessy:
The data that regardless of the 
endocrine therapy-alone arm or chemo-
endocrine, that patients who had 
amenorrhea, who lost menses, benefited 
. . . we've seen in many other trials. And 
so, it's suggestive that in some patients, 
the chemo benefit may be all about 
OFS. Problem is, we still can't tease it 
out from these data.

“
“
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Datopotamab deruxtecan in advanced/metastatic HER2- breast cancer: 
Results from the phase 1 TROPION-PanTumor01 study
Krop, et al. 2021, SABCS GS1-05

STUDY POPULATION
> Patients with metastatic TNBC that progressed on standard 

therapies

OUTCOME
> 43 patients have been treated to date; 95% had received ≥2 prior 

lines of therapy, 44% had received prior immunotherapy, and 16% 
had received prior sacituzumab govitecan

> ORR was 34% in the overall population and 52% in patients who 
had not received a prior Topo-1 inhibitor-based ADC

– Median duration of response has not been reached
> Most common AEs were nausea and stomatitis (primarily grade 1/2)

– No cases of drug-related ILD observed to date

ANTITUMOR ACTIVITY

CONCLUSIONS
> Response rates and durations are impressive, with a manageable safety profile

– Encouraging that no drug-related ILD has been seen yet, but larger patient numbers and longer follow-up are needed
– Potential activity in patients previously treated with sacituzumab govitecan is interesting, and may reflect a uniqueness of the payload 



CCTG MA.32, a phase III trial of adjuvant metformin vs placebo in early 
breast cancer: Primary efficacy analysis
Goodwin, et al. 2021, SABCS GS1-08

STUDY POPULATION
> Patients with T1c-T3, N0-3 breast cancer 

OUTCOME
> 3649 patients randomized to 5 yr of adjuvant metformin or placebo

– Futility previously declared in HR–, HER2– population
> In HR+ population, there was no difference in iDFS between arms 

(HR=1.01; P=.93)
> In HER2+ population

– iDFS: HR=0.64; P=.026
– OS: HR=0.53; P=.038
– Patients with HER2+ BC and at least 1 C allele of the ATM-

associated rs 11212617 snp experienced improved IDFS 
and OS 

OS IN HER2 POPULATION BY SNP

CONCLUSIONS
> Overall, this trial is absolutely negative and metformin should not be used as a treatment for breast cancer in this population
> Metformin could have the legs in the future in the unique subset of patients with HER2+ breast cancer carrying a C allele of this particular 

SNP, but this is not ready for prime time and requires a prospective trial for further investigation



Nimbus: A phase 2 trial of nivolumab plus ipilimumab for patients with 
hypermutated her2-negative mBC
Barroso-Sousa, et al. 2021, SABCS GS2-10

STUDY POPULATION
> Patients with HER2– mBC with 0–3 prior lines of therapy and a 

TMB ≥9 mut/Mb

OUTCOME
> 30 patients were treated with nivolumab plus ipilimumab
> ORR was 17% overall

– 60% if TMB ≥14 mut/Mb
– Median duration of response: 12.1 months
– Median time to response: 1.2 months

> 30% of patients experienced an immune-related AE grade ≥2

MEDIAN PFS AND OS ACCORDING TO TMB

CONCLUSIONS
> Response data are provocative, and durability was fair in patients who did respond, but numbers are small
> This combination can be tough for patients who develop an immune-related adverse event, and that will have to be taken into consideration 

for any future development of this regimen in breast cancer



Neratinib + fulvestrant + trastuzumab for HR+, HER2-mutant mBC and 
neratinib + trastuzumab for TNBC: SUMMIT trial updates
Jhaveri, et al. 2021, SABCS GS4-10

STUDY POPULATION
> Patients with previously treated HR+, HER2– or TN mBC 

harboring a HER2 mutation

OUTCOME
> Patients with HR+ mBC (N=33; median 5 prior therapies) received 

treatment with neratinib plus trastuzumab plus fulvestrant; patients 
with TN mBC (N=19) received neratinib plus trastuzumab

> In the HER2-mutant HR+ cohort
– ORR = 42% 
– mPFS = 7 months
– Grade 3 diarrhea higher than anticipated for N plus F plus T

> In the HER2-mutated TN mBC cohort
– ORR = 29%

HR+ COHORT: RESPONSE AND DURATION

CONCLUSIONS
> The activity of the triplet in heavily pretreated patients with HER2-mutated HR+ mBC is encouraging, with an impressive duration of response 
> The activity of the doublet in TN mBC is provocative and requires further follow-up
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Experts Assessed Phase I Data With Novel Agents for mBC 

DATOPOTAMAB DERUXTECAN
Experts were enthusiastic about the phase I data with datopotamab 
deruxtecan, particularly the activity observed in patients with TN mBC 
previously treated with sacituzumab govitecan
> Further evaluation is warranted, and experts are interested in trials in HR+ 

mBC also
> Trials are ongoing or planned to evaluate datopotamab deruxtecan in 

combination with durvalumab in TNBC (BEGONIA), HR+, HER2– mBC 
(TROPION-Breast01), and in mTNBC (in planning)

NIVOLUMAB PLUS IPILIMUMAB
The activity of ipilimumab plus nivolumab in patients with hypermutated HER2– mBC is considered interesting, and worth further 
investigation
> Although patients with hypermutated breast cancers are rare, experts agreed it is worth testing for this genotype, noting the dramatic 

responses
– One expert commented on one of their patients with basal-like TN mBC who appeared to be cured on a trial of durvalumab plus 

tremelimumab
> Experts think it may also be worthwhile to investigate these combinations in a broader patient subgroup, such as those with HRD deficiency

Dr Brufsky:
I'm really curious about this . . . 
[datopotamab deruxtecan] is really 
not a me-too [drug]. It's something 
we potentially could use in series.

“ “



Experts Discussed Data From Trials in HER2+ or HER2-
Mutated Breast Cancer
SUMMIT
Experts had mixed views regarding the results of the SUMMIT trial 
evaluating neratinib plus trastuzumab and fulvestrant in HER2-mutated 
ER+ mBC

> Some experts indicated they would consider using neratinib plus fulvestrant 
in this patient subgroup, but do not see a rationale for including trastuzumab

MA.32
Although the MA.32 trial evaluating adjuvant metformin was negative in the 
overall study population, exploratory analysis revealed a significant 
benefit in the subset of patients with HER2+ breast cancer with a specific 
polymorphism in the ATM-associated rs 11212617 snp

> Experts think further studies in this population subset are warranted, but 
acknowledged such studies are unlikely, due to funding considerations

Dr Cortes:
I completely understand neratinib plus fulvestrant. I 
would use it. . . . But I wouldn't use trastuzumab. I 
don't know the rationale behind that, and I do not 
understand what trastuzumab is doing there.

“ “
Dr Martin:
It's very intriguing. . . . I think we should move 
ahead with the subpopulation of patients that could 
have a better fit because the same polymorphism 
is predictive of efficacy of metformin in diabetes.

“ “
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