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A randomized phase II trial of fulvestrant or exemestane with or without 
ribociclib after progression on anti-estrogen therapy plus cyclin-
dependent kinase 4/6 inhibition in patients with unresectable or 

metastatic hormone receptor positive, HER2 negative breast cancer:

MAINTAIN Trial

Kevin Kalinsky, Melissa K Accordino, Cody Chiuzan, Prabhjot Mundi, Meghna S Trivedi, 

Yelena Novik, Amy Tiersten, Amelia Zelnak, George Raptis, Lea Baer, Sun Y Oh, Erica 

Stringer-Reasor, Sonya Reid, Eleni Andreopoulou, William Gradishar, Kari B Wisinski, 

Anne O’Dea, Ruth O’Regan, Katherine D Crew, Dawn L Hershman

Kevin Kalinsky, MD, MS
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Schema

Arm 1

Ribociclib + Switch 

Endocrine Therapy*

Arm 2

Placebo + Switch

Endocrine Therapy* 

Key Entry Criteria

• Men or Women age > 18 yrs

• ER and/or PR > 1%, HER2- MBC

• Progression on ET + any CDK 4/6 inhibitor

• < 1 line of chemotherapy for MBC

• Measurable or non-measurable

• PS 0 or 1

• Postmenopausal

• GnRH agonist allowed if

premenopausal

• Stable brain metastases allowed

• Fulvestrant as endocrine therapy in pts with progression on a prior aromatase inhibitor for MBC and no prior fulvestrant; Protocol amended to allow exemestane 

as endocrine therapy if progression on prior fulvestrant (September 2018); Ribociclib 600 mg administered 3 weeks on/1 week off

1:1

N=120

Primary Endpoint

• Progression free survival

• Locally assessed per 

RECIST 1.1

Secondary Endpoints

• Overall response rate

• Clinical benefit rate

• Safety

• Tumor and blood 

markers, including 

circulating tumor DNA

Kevin Kalinsky, MD, MS
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Placebo

(n=59) 

Ribociclib 

(n=60) 

Female - no. (%) 58 (99%) 60 (100%)

Median age – years (IQR) 59 (52-65) 55 (48-67)

Race or ethnic group – no. (%)

White 42 (71%) 46 (77%)

Black 8 (14%) 5 (8%)

Asian 2 (3%) 5 (8%)

Other or not specified 7 (12%) 4 (7%)

ECOG PS – no. (%)

0 38 (64%) 40 (67%)

1 21 (36%) 20 (33%)

De Novo Metastasis at Dx - no. (%)*** 32 (54%) 21 (35%)

Visceral Metastasis – no. (%) 35 (59%) 36 (60%)

Bone-Only Disease – no. (%) 9 (15%) 13 (22%)

> 2 prior ET for MBC – no. (%) 11 (19%) 11 (18%)

Chemotherapy for MBC – no. (%) 7 (12%) 4 (7%)

Patient Characteristics and Prior Treatment
Placebo 

(n=59)

Ribociclib 

(n=60)

Prior CDK 4/6 inhibitor – no. (%)

Palbociclib* 51 (86%) 52 (87%)

Ribociclib** 8 (14%) 6 (10%)

Abemaciclib 0 (0%) 2 (3%)

Median duration of prior CDK 4/6 

inhibitor - months (IQR)

17 (11-23.5) 15.5 (12-21)

Prior CDK 4/6 inhibitor duration– no. (%)****

< 12 months 21 (36%) 18 (30%)

> 12 months 38 (64%) 42 (70%)

Prior CDK 4/6 inhibitor in metastatic 

setting - no. (%)

59 (100%) 60 (100%)

Intervening treatment after progression 

on prior CDK 4/6 inhibitor - no. (%)

6 (10%) 1 (2%)

Kevin Kalinsky, MD, MS

* Includes 1 pt who did not tolerate prior abemaciclib and 2 pts with insurance issues with ribociclib; ** Includes 1 pt who did not tolerate prior palbociclib;

***p=0.035; **** 10 pts (17%) in placebo arm and 7 pts (12%) pts in ribociclib arm on prior CDK4/6 inhibitor < 6 months; IQR = interquartile range
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Kevin Kalinsky, MD, MS

Primary Endpoint: Progression Free Survival (PFS)

Placebo + 

ET (n=59)

Ribociclib 

+ ET (n=60)

Median: 

95% CI (months)

2.76

(2.66-3.25)

5.29

(3.02-8.12)
HR=0.57 (95% CI: 0.39-0.95), p=0.006
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Placebo + ET (n=35) Ribociclib + ET (n=35)

CR 0 (0%) 2 (6%)

PR 4 (11%) 5 (14%)

Median DOR 

(IQR) (mos)

14.8 (6.7-21.3) 18.8 (11.4-50.2)

Placebo Ribociclib

Overall Response Rate (n=70)

Overall Response and Clinical Benefit Rate

Placebo + ET (n=57) Ribociclib + ET (n=49)

CR, PR, or SD 

> 24 weeks

14 (25%) 21 (43%)

Clinical Benefit Rate (n=105)

p=0.51

Placebo Ribociclib

p=0.06

Kevin Kalinsky, MD, MS

IQR = Interquartile Range, CR = Complete response, PR = Partial Response, DOR = Duration of Response, SD = Stable Disease
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Conclusion

➢ First randomized trial to show the benefit of ribociclib and switching ET 

after CDK 4/6 inhibitor progression

▪ Ribociclib + ET led to a statistically significant improvement in PFS compared to 

placebo + ET in pts with tumor progression following prior CDK 4/6 inhibitor 

▪ Palbociclib was the prior CDK4/6 inhibitor in 87% of pts

▪ 43% risk reduction of progression or death with ribociclib vs. placebo in ITT 

population

▪ Higher PFS rate at 6 months and 12 months, as well as improved clinical benefit 

rate, with ribociclib vs. placebo  

▪ Ribociclib + ET demonstrated a manageable safety profile

Kevin Kalinsky, MD, MS
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Trastuzumab deruxtecan (T-DXd) 
vs treatment of physician’s choice in patients with 

HER2-low unresectable and/or metastatic breast cancer: 

Results of DESTINY-Breast04, a randomized, phase 3 study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA

June 5, 2022

Additional authors: William Jacot, Toshinari Yamashita, Joo Hyuk Sohn, Maria Vidal, Eriko Tokunaga, Junji Tsurutani, 

Naoto Ueno, Yee Soo Chae, Keun Seok Lee, Naoki Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj 

Gambhire, Lotus Yung, Gerold Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron

Shanu Modi, MD

On behalf of the DESTINY-Breast04 investigators

DESTINY-Breast04
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DESTINY-

Breast04

HER2-low mBC: Unmet Clinical Need

19

Shanu Modi, MD

• HER2-low mBC is defined by IHC scores of 1+ or 2+/ISH−

– This is a heterogenous population with a high prevalence of HR 

coexpression and without a distinct biology

• HER2-low mBC is treated as HER2− mBC, with limited options 

for later lines of therapy1-4

– Current HER2-targeted therapies are not effective for patients with tumors 

that express lower levels of HER2

• Therapeutic options for patients with HR+/HER2− mBC after 

CDK4/6i progression have limited efficacy

– Real-world studies suggest a PFS of <4 months after progressive disease 

with CDK4/6i5

• Limited benefit exists for patients who progress after multiple 

lines of chemotherapy

– In a pooled analysis of patients with HER2− mBC, eribulin and 

capecitabine provide minimal benefit, with a mPFS of ~4 months and mOS

of ~15 months6

CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; gBRCA+, germline breast cancer gene positive; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; 

mOS, median overall survival; PARP, poly (ADP-ribose) polymerase; PD-L1, programmed death ligand 1; mPFS, median progression-free survival; T-DXd, trastuzumab deruxtecan.
aImmunoreactive for estrogen or progesterone receptor in ≥1% tumor cell nuclei. bImmunoreactive for estrogen or progesterone receptor in <1% tumor cell nuclei.

1. Tarantino P, et al. J Clin Oncol. 2020;38(17):1951-1962. 2. Aogi K, et al. Ann Oncol. 2012;23:1441-1448. 3. Eiger D, et al. Cancers (Basel). 2021;13(5):1015. 4. Fehrenbacher L, et al. J Clin Oncol. 2019;38(5):444-453. 5. Mo H, et al. Clin Breast Cancer. 

2022;22:143-148. 6. Kaufman PA, et al. J Clin Oncol. 2015;33:594-601. 

Current Standard of Care

HER2-negative
(IHC 0, IHC 1+, IHC 2+/ISH−)

HR−bHR+a

HER2-low

Chemotherapy

Endocrine therapy (ET)

ET combinations

PARP inhibitors (gBRCA+)

Checkpoint inhibitors (PD-

L1+)

PARP inhibitors (gBRCA+)

Sacituzumab govitecan
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Shanu Modi, MD

HER2, human epidermal growth factor receptor 2; MOA, mechanism of action; mBC, metastatic breast cancer; mPFS, median progression-free survival; ORR, objective response rate; T-DXd, trastuzumab deruxtecan.

1. Nakada T, et al. Chem Pharm Bull. 2019;67:173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097-5108. 3. Modi S, et al. J Clin Oncol. 2020;38:1887-1896.

T-DXd MOA, Bystander Effect, and Rationale for Targeting HER2-low mBC

Adapted with permission from Modi S, et al. J Clin Oncol 2020;38:1887-96. CC BY ND 4.0.

T-DXd 

binds to 

HER2

T-DXd 

internalized

Linker 

cleaved, 

releasing 

topoisomeras

e I inhibitor

Topoisomeras

e I inhibitor 

enters nucleus
Membrane-

permeable 

payload 

results in 

bystander 

effect

Tumor Cell

Neighborin

g Tumor 

Cell

Tumor 

cell 

death

HER2 proteinT-DXd

Topoisomerase I inhibitor 

payload

Internalization of T-DXd leads to release of the DXd 

payload and subsequent cell death in the target tumor cell 

and neighboring tumor cells through the bystander 

effect1,2

Cleavable linker

T-

DXd1,2

Highly potent 

topoisomerase I 

inhibitor payload

8:1 drug-to-

antibody ratio
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Shanu Modi, MD

An open-label, multicenter study (NCT03734029) 

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2; 

HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan; 

TPC, treatment of physician’s choice.
aIf patients had HR+ mBC, prior endocrine therapy was required. bOther secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR− cohort was an exploratory endpoint. cTPC was 

administered accordingly to the label. dPerformed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system. 

DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for 
HER2-low mBC

Stratification factors

• Centrally assessed HER2 statusd (IHC 1+ vs IHC 2+/ISH−)

• 1 versus 2 prior lines of chemotherapy 

• HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR−

Primary endpoint

• PFS by BICR (HR+) 

Key secondary 

endpointsb

• PFS by BICR (all patients) 

• OS (HR+ and all patients)

R

2:1

Patientsa

• HER2-low (IHC 1+ vs IHC 

2+/ISH−), unresectable, 

and/or mBC treated with 1-2 

prior lines of chemotherapy in 

the metastatic setting

• HR+ disease considered 

endocrine refractory

T-DXd 
5.4 mg/kg Q3W

(n = 373)

TPC 
Capecitabine, eribulin, 

gemcitabine, 

paclitaxel, nab-

paclitaxelc

(n = 184)

HR+ ≈ 480

HR− ≈ 60
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Hormone receptor–positive All patients

T-DXd

(n = 331)

TPC

(n = 163)

T-DXd

(n = 373)

TPC

(n = 184)

Age, median (range), years 57 (32-80) 56 (28-80) 58 (32-80) 56 (28-80)

Female, n (%) 329 (99) 163 (100) 371 (99) 184 (100)

Region, n (%)

Europe + Israel 149 (45) 73 (45) 166 (45) 85 (46)

Asia 128 (39) 60 (37) 147 (39) 66 (36)

North America 54 (16) 30 (18) 60 (16) 33 (18)

HER2 status (IHC), n (%)

1+ 193 (58) 95 (58) 215 (58) 106 (58)

2+/ISH− 138 (42) 68 (42) 158 (42) 78 (42)

ECOG performance status, %

0 187 (56) 95 (58) 200 (54) 105 (57)

1 144 (44) 68 (42) 173 (46) 79 (43)

Hormone receptor,a n (%)

Positive 328 (99) 162 (99) 333 (89) 166 (90)

Negative 3 (1) 1 (1) 40 (11) 18 (10)

Brain metastases at baseline, n (%) 18 (5) 7 (4) 24 (6) 8 (4)

Liver metastases at baseline, n (%) 247 (75) 116 (71) 266 (71) 123 (67)

Lung metastases at baseline, n (%) 98 (30) 58 (36) 120 (32) 63 (34)

22

Shanu Modi, MD

ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
aHormone receptor status is based on data collected using the interactive web/voice response system at the time of randomization, which includes misstratified patients.

Baseline Characteristics
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Hormone receptor–positive All patients
T-DXd

(n = 331)

TPC

(n = 163)

T-DXd

(n = 373)

TPC

(n = 184)

Lines of systemic therapy (metastatic setting)

Number of lines, median (range) 3 (1-9) 3 (1-8) 3 (1-9) 3 (1-8)

Number of lines, n (%)

1 23 (7) 14 (9) 39 (10) 19 (10)

2 85 (26) 41 (25) 100 (27) 53 (29)

≥3 223 (67) 108 (66) 234 (63) 112 (61)

Lines of chemotherapy (metastatic setting)

Number of lines, median (range) 1 (0-3) 1 (0-2) 1 (0-3) 1 (0-2)

Number of lines, n (%)

0 1 (0.3) 1 (0.6) 1 (0.3) 1 (0.5)

1 203 (61.3) 93 (57.1) 221 (59.2) 100 (54.3)

2 124 (37.5) 69 (42.3) 145 (38.9) 83 (45.1)

≥3 3 (0.9) 0 6 (1.6) 0

Lines of endocrine therapy (metastatic setting)

Number of lines, median (range) 2 (0-7) 2 (0-6) 2 (0-7) 2 (0-6)

Number of lines, n (%)

0 28 (8) 17 (10) 60 (16) 34 (18)

1 105 (32) 49 (30) 108 (29) 51 (28)

2 110 (33) 53 (33) 115 (31) 54 (29)

≥3 88 (27) 44 (27) 90 (24) 45 (24)

Prior targeted cancer therapy, n (%)

Targeted therapy 259 (78) 132 (81) 279 (75) 140 (76)

CDK4/6 inhibitor 233 (70) 115 (71) 239 (64) 119 (65)

23

Shanu Modi, MD

Prior Therapies

Based on derived data, which includes protocol deviations. CDK, cyclin-dependent kinase; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Shanu Modi, MD

PFS by blinded independent central review. 
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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P < 0.0001
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Shanu Modi, MD

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Shanu Modi, MD

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

For efficacy in the hormone receptor–negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.

PFS and OS in HR− (Exploratory Endpoints)
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No. of Events/No. of Patients PFS, median (95% CI), mo
Hazard Ratio for Disease Progression or Death  (95% CI)

T-DXd TPC T-DXd TPC

Prior CDK4/6 inhibitors

Yes 149/233 74/115 10.0 (8.3-11.4) 5.4 (4.0-7.8) 0.55 (0.42-0.73)

No 60/96 35/47 11.7 (9.5-17.7) 5.9 (4.3-8.2) 0.42 (0.28-0.64)

IHC status

IHC 1+ 119/192 66/96 10.3 (8.6-12.3) 5.3 (4.1-7.8) 0.48 (0.35-0.65)

IHC 2+/ISH− 92/139 44/67 10.1 (8.2-12.2) 5.9 (4.3-7.9) 0.55 (0.38-0.80)

Prior lines of chemotherapy

1 129/203 63/93 10.9 (8.5-12.3) 6.8 (4.5-8.2) 0.54 (0.40-0.73)

≥2 81/127 47/69 9.9 (8.3-11.7) 4.6 (2.8-6.2) 0.47 (0.33-0.68)

Age

<65 years 170/260 79/120 9.8 (8.4-11.3) 5.4 (4.1-7.8) 0.51 (0.39-0.67)

≥65 years 41/71 31/43 12.0 (9.5-14.7) 5.6 (4.3-10.8) 0.47 (0.29-0.77)

Race 

White 100/156 43/78 10.0 (8.5-12.2) 7.1 (4.0-10.0) 0.64 (0.44-0.91)

Asian 83/131 54/66 11.0 (8.4-13.8) 4.8 (4.2-6.4) 0.40 (0.28-0.56)

Other 25/37 11/16 6.0 (5.4-10.5) 7.0 (1.4-11.0) 0.83 (0.41-1.69)

Region 

Asia 81/128 48/60 10.9 (8.4-14.7) 5.3 (4.2-6.8) 0.41 (0.28-0.58)

Europe and Israel 90/149 44/73 10.8 (8.5-13.0) 7.1 (3.0-10.7) 0.62 (0.43-0.89)

North America 40/54 18/30 8.5 (6.3-11.3) 4.5 (2.9-8.2) 0.54 (0.30-0.97)

ECOG performance status

0 116/187 55/95 10.9 (9.5-13.0) 7.0 (4.2-8.5) 0.56 (0.40-0.77)

1 95/144 55/68 9.7 (7.3-11.5) 4.6 (2.9-6.2) 0.45 (0.32-0.64)

Visceral disease at baseline

Yes 196/298 100/146 9.8 (8.5-11.1) 5.8 (4.4-7.1) 0.54 (0.42-0.69)

No 15/33 10/17 17.9 (10.9-26.4) 4.5 (1.6-12.4) 0.23 (0.09-0.55)

0.0 0.5 1.0 1.5 2.0

Shanu Modi, MD

27

Favors TPCFavors T-DXd

Subgroup Analysis: PFS in HR+

PFS by blinded independent central review. Based on derived data, which include protocol deviations.
CDK, cyclin-dependent kinase; ECOG, Eastern Cooperative Oncology Group; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice. 
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Shanu Modi, MD

Shown are the best percentage changes from baseline in the sum of the largest diameters of measurable tumors in patients for whom data from both baseline and postbaseline assessments of target lesions by independent central review 

were available. The upper dashed horizontal line indicates a 20% increase in tumor size in the patients who had disease progression, and the lower dashed line indicates a 30% decrease in tumor size (partial response).

HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice. 
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Nausea

Alopecia

Neutropenia

Decreased appetite

Transaminases increased

Diarrhea
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T-DXd, Any Grade

T-DXd, Grade ≥3

TPC, Any Grade

TPC, Grade ≥3

080 8060 40 20 604020
Patients Experiencing Drug-Related TEAE (%)

Nausea

Fatiguea

Alopecia

Vomiting

Neutropeniab

Anemiac

Decreased appetite

Thrombocytopeniad

Transaminases increasede

Leukopeniaf

Diarrhea

Constipation

Drug-Related TEAEs in ≥20% of Patients

Shanu Modi, MD

T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice. 
aThis category includes the preferred terms fatigue, asthenia, and malaise. bThis category includes the preferred terms neutrophil count decreased and neutropenia. cThis category includes the preferred terms hemoglobin decreased, red-cell count 

decreased, anemia, and hematocrit decreased. dThis category includes the preferred terms platelet count decreased and thrombocytopenia. eThis category includes the preferred terms transaminases increased, aspartate aminotransferase increased, 

alanine aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal. fThis category includes the preferred terms white-cell count decreased and leukopenia. 
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ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice. 
aSafety analyses were performed in patients who received ≥1 dose of a study regimen. bPatient-years of exposure are the treatment duration with year as unit. cGrouped term. dFatigue includes the preferred terms fatigue, malaise, and asthenia; neutropenia 

included the preferred terms of neutropenia and neutrophil count decreased. eOn-treatment death was defined as any death that occurred from the date of the first dose to 47 days after the last dose of study drug irrespective of the cause; the TEAEs 

associated with deaths represent a subset of on-treatment deaths reported by the investigators as adverse events.

• Median treatment duration

– T-DXd: 8.2 months (range, 0.2-33.3)

– TPC: 3.5 months (range, 0.3-17.6) 

• Most common TEAE associated with treatment 

discontinuation

– T-DXd: 8.2%, ILD/pneumonitisc

– TPC: 2.3%, peripheral sensory neuropathy

• Most common TEAE associated with dose 

reduction

– T-DXd: 4.6%, nausea and fatigued

– TPC: 14.0%, neutropeniad

• Total on-treatment deathse

– T-DXd: 3.8%

– TPC: 4.7%

Safety analysis seta

n (%)
T-DXd

(n = 371)

TPC

(n = 172)

Total patient-years of exposure, yearsb 283.55 63.59

TEAEs 

Grade ≥3

369 (99)

195 (53)

169 (98)

116 (67)

Serious TEAEs 103 (28) 43 (25)

TEAEs associated with dose discontinuations 60 (16) 14 (8)

TEAEs associated with dose interruptions 143 (39) 72 (42)

TEAEs associated with dose reductions 84 (23) 66 (38)

TEAEs associated with deaths 14 (4) 5 (3)

Overall Safety Summary
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CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free 

survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice. 

DESTINY-Breast04 establishes T-DXd as the new standard of care in 
HER2-low, HR+/HR− mBC

• T-DXd is the first HER2-targeted therapy to 

demonstrate unprecedented statistically significant 

and clinically meaningful improvement in PFS and 

OS versus TPC

• Similar magnitude of benefit across all subgroups, 

including HER2 IHC status and prior CDK4/6i use

• Safety is consistent with the known safety profile 

and showed an overall positive benefit-risk

• DESTINY-Breast04 establishes HER2-low (IHC 

1+, IHC 2+/ISH−) mBC as a new targetable 

patient population, with T-DXd as a new standard 

of care

Hazard ratio: 0.50, P < 0.0001

Progression-Free Survival

Hazard ratio: 0.64, P = 0.001

Overall Survival 

5.1 mo

9.9 moT-DXd

TPC
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n

23.4 mo

16.8 mo

T-DXd

TPC M
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n

Efficacy in All Patients 
(HR+ and HR−)
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Future Directions

More trials and research regarding CDK 4/6 inhibitor use upon 

progression and mechanisms of resistance

- Pace trial

Multiple trials investigating oral SERDs in HR+ MBC

- SERENA-2 trial, EMBER-3 trial

Sequencing of these agents

Awaiting approval for Sacituzumab govitecan in HR+ MBC
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HER2+ Breast Cancer

- Destiny Breast 02
- Destiny Breast 03
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Trastuzumab Deruxtecan vs Trastuzumab Emtansine in Patients With HER2-Positive Unresectable and/or Metastatic Breast Cancer: Safety Follow-up of the Randomized, Phase 3 Study 

DESTINY-Breast03

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



DESTINY-Breast03 Study Design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Background

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Exposure-Adjusted Incidence Rates (EAIRs)a

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Conclusions

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Treatment Algorithm for HER2+ MBC

68

First Line MBC 

Gold Standard 
(THP): Taxane
+ Trastuzumab 
+ Pertuzumab

Second Line MBC Third Line and beyond  MBC 

T-DM1

T-DXD Capecitabine + 
Trastuzumab + 

Tucatinib

CNS metastasis?

No Yes

T-DM1
Capecitabine + Trastuzumab + Tucatinib
T-DXD
Lapatinib + capecitabine
Neratinib + capecitabine (brain mets)
Trastuzumab + chemotherapy
Margetuximab-cmkb + chemotherapy 



Future Directions

Sequencing therapy

Novel Combinations of anti-HER2 therapies

Emerging therapies

• New ADCs (trastuzumab duocarmazine)

• Immune checkpoint inhibitor combinations

• Bispecific antibodies

• HER3 ADCs (patritumumab deruxtecan)
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Questions?

Dr. Aixa Soyano

Aixa.Soyano@moffitt.org

Medical Oncologist

Breast Oncology Department
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