


Filipa Lynce, MD

Dr. Lynce received her medical degree from the Universidade Nova de Lisboa, 
Portugal in 2004. She completed her residency in Internal Medicine and 
fellowship in Hematology and Medical Oncology at MedStar Washington 
Hospital Center/MedStar Georgetown University Hospital. She was faculty at 
MedStar Georgetown University Hospital from 2015 to 2020 where she served 
as the institutional PI for Alliance and the co-PI of the National Capital Area 
(NCA) Minority/Underserved NCORP. In 2020, she joined the staff of Dana-
Farber Cancer Institute and Brigham and Women's Hospital, where she is a 
medical oncologist and clinical investigator in the Breast Oncology Center. Her 
research focuses on inflammatory breast cancer, triple-negative breast cancer, 
BRCA-associated breast cancers and novel therapies in the treatment of breast 
cancer.

10
/2

0/
20

22
Co

nf
id

en
tia

l



3

Most Important Advances in  
Breast Cancer 2022

10.14.2022

Filipa Lynce, MD
Breast Medical Oncologist

Dana-Farber Cancer Institute 
Harvard School of Medicine



4

• Hormone Receptor (HR) Positive
– Alpelisib SOLAR-1

• HER2 Positive
– TDM1 in residual disease  KATHERINE 
– Trastuzumab, pertuzumab and docetaxel  CLEOPATRA 

updated OS  
– SAFE-HEART

• Triple Negative Breast Cancer (TNBC) 
– Atezolizumab and nabpaclitaxel IMPASSION130 

Outline (2019)
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• Hormone Receptor (HR) Positive

• HER2 Positive
– Trastuzumab Deruxtecan DESTINY-Breast01
– Tucatinib, trastuzumab and capecitabine  HER2CLIMB 
– Neratinib and capecitabine -> NALA trial 

• Triple Negative Breast Cancer (TNBC) 
– Sacituzumab govitecan -> ASCENT trial 
– KEYNOTE-355

• HR pathway genes mutations  
– TBCRC 048  

Outline (2020)
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• Hormone Receptor (HR) Positive
– Abemaciclib  monarchE

• HER2 Positive
– Trastuzumab Deruxtecan DESTINY-Breast03

• Triple Negative Breast Cancer (TNBC) 
– Pembrolizumab  KEYNOTE-522 and KEYNOTE-355

• BRCA associated tumors
– Olaparib  OLYMPIA  

Outline (2021)
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• Hormone Receptor (HR) Positive
– DESTINY-Breast04
– TROPICS-02
– MAINTAIN

• Triple Negative Breast Cancer (TNBC) 
– DESTINY-Breast04

• BRCA associated tumors
– OLYMPIA survival data  

• Local therapy 
– E2108
– NRG-BR002 

Outline (2022)
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Antibody Drug Conjugates (ADCs)

 Deliver a toxic payload directly to the 
cancer cell

 Examples:
 Ado-trastuzumab emtansine
 Trastuzumab deruxtecan
 Sacituzumab govitecan
 SGN-LIV1A

Gaertner KM et al. The Journal of Targeted Therapies in Cancer 2015
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Trastuzumab Deruxtecan

Modi S. N Eng J Med 2020 

2-part, open-label, single-group, 
multicenter phase 2 study

DESTINY-Breast01 (NCT03248492)

 HER2+ metastatic breast cancer
 Previously received TDM1
 Median of 6 previous treatments

Patient Population (N = 184)

ORR: 61% 
PFS: 16.4 months



Patients
• Unresectable or metastatic HER2-positivea

breast cancer 
• Previously treated with trastuzumab and 

taxane in advanced/metastatic settingb

• Could have clinically stable, treated brain 
metastases

Stratification factors
• Hormone receptor status 
• Prior treatment with pertuzumab 
• History of visceral disease

R
1:1

T-DXd 
5.4 mg/kg Q3W

(n = 261)

T-DM1 
3.6 mg/kg Q3W

(n = 263)

Primary endpoint
• PFS (BICR)
Key secondary endpoint
• OS 

Secondary endpoints
• ORR (BICR and 

investigator)
• DOR (BICR)
• PFS (investigator)
• Safety

Prior therapy for MBC: 
• 100% received prior 

trastuzumab
• 60% received prior pertuzumab
• 16% received HER2 TKI

DESTINY-Breast03: First Randomized Ph3 Study of T-DXd

N=524

Cortes, J et al. ESMO 2021
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T-DXd T-DM1 
mPFS, mo (95% CI) NR (18.5-NE) 6.8 (5.6-8.2)
12-mo PFS rate, % 
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75.8
(69.8-80.7) 

34.1 
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HR (95% CI) 0.28 (0.22-0.37)
P = 7.8 × 10-22

Cortes, J et al. ESMO 2021

DB03: Primary Endpoint - PFS by BICR
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• December 2019: fam-trastuzumab deruxtecan-nxki received accelerated 
approval for adult patients with unresectable or metastatic HER2-positive 
breast cancer who have received two or more prior anti-HER2-based 
regimens in the metastatic setting. 

• May 4, 2022: the FDA approved fam-trastuzumab deruxtecan-nxki for adult 
patients with unresectable or metastatic HER2-positive breast cancer who 
have received a prior anti-HER2-based regimen either in the metastatic 
setting, or in the neoadjuvant or adjuvant setting and have developed disease 
recurrence during or within 6 months of completing therapy

FDA Approval: Trastuzumab Deruxtecan in mHER2+ 
Breast Cancer 
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HER2 low: unmet need 

Modi S. ASCO 2022 
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DESTINY-Breast04 

Modi S. N Eng J Med 2022 
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DESTINY-B04: PFS results 

Modi S. N Eng J Med 2022 
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DESTINY-B04: OS results 

Modi S. N Eng J Med 2022 
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DESTINY-B04: Outcomes in ER neg 

Modi S. N Eng J Med 2022 
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DESTINY-B04: Drug-Related TEAEs in ≥ 20% of 
Patients  

Modi S. N Eng J Med 2022 
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DESTINY-B04: Overall Safety Summary

Modi S. N Eng J Med 2022 
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DESTINY-Breast04 

Modi S. N Eng J Med 2022 
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• On August 5, 2022, the FDA approved fam-trastuzumab deruxtecan-nxki
(brand name Enhertu®) for adult patients with unresectable or metastatic 
HER2-low breast cancer who have received a prior chemotherapy in the 
metastatic setting or developed disease recurrence during or within six 
months of completing adjuvant chemotherapy.

• HER2-low expression was defined as IHC 1+ or IHC 2+/ISH-, determined 
at a central laboratory.

FDA Approval: Trastuzumab Deruxtecan in mHER2+ 
Breast Cancer 
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Sacituzumab Govitecan

• Trop-2/EGP-1 -> pan-
epithelial cancer antigen with 
broad expression in many 
cancers

• Sacituzumab govitecan -> 
Trop2-specific antibody 
(RS7), site-specifically 
conjugated with a SN-38, 
using a pH-sensitive linker

Humanized 
anti‒Trop-2 antibody
• Directed toward 

Trop-2, an epithelial 
antigen expressed on 
many solid cancers

SN-38 payload
• SN-38 more potent than 

parent compound, irinotecan

Linker for SN-38
• Hydrolyzable linker for payload 

release
• High drug-to-antibody ratio 

(7.6:1)6
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• Phase 3 Confirmatory Study

Metastatic TNBC
(per ASCO/CAP)

≥2 chemotherapies for 
advanced disease 

[no upper limit; 1 of the required 
prior regimens could be from 

progression that occurred within 
a 12-month period after 

completion of (neo)adjuvant 
therapy)]
N=529

Sacituzumab Govitecan (SG) 
10 mg/kg IV                                  

days 1 & 8, every 21-day cycle
(n=267)

Treatment of Physician’s 
Choice (TPC) 

(n=262) 

Endpoints

Primary 
• PFS†

Secondary 
• PFS for the full 

population
• OS, ORR, 

DOR, TTR, 
safety

R 
1:1

Stratification factors
• Number of prior chemotherapies (2-3 vs >3)
• Geographic region (North America vs Europe)
• Presence/absence of known brain metastases (yes/no)

Continue 
treatment until 

progression 
or 

unacceptable 
toxicity

ASCENT: Sacituzumab Govitecan in TNBC 

Bardia A. N Eng J Med 2021 
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ASCENT: Results
OSPFS

Bardia A. N Eng J Med 2021 
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• In April 2020, sacituzumab govitecan received accelerated approval for 
patients with mTNBC who have received at least two prior therapies for 
metastatic disease. 

• On April 7, 2021, the Food and Drug Administration granted regular approval 
to sacituzumab govitecan (Trodelvy, Immunomedics Inc.) for patients with 
unresectable locally advanced or metastatic triple-negative breast cancer 
(mTNBC) who have received two or more prior systemic therapies, at least 
one of them for metastatic disease.

FDA Approval: Sacituzumab Govitecan in mTNBC
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TROPiCS-02  

Rugo H, et al. ASCO 2022 



30

Key All Grade and Grade ≥3 Treatment-Related <br />Adverse Eventsa

Key all Grade and Grade ≥ 3 Treatment Related AEs

Rugo H, et al. ASCO 2022 



31

Slide 9

TROPiCS-02: Primary Endpoint  

Rugo H, et al. ASCO 2022 
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TROPiCS-02: Overall Survival

Rugo H, et al. ASCO 2022 
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TROPiCS-02: Overall Survival (2nd Interim Analysis)

Rugo H, et al. ESMO 2022 
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MAINTAIN – P2 RCT<br />Role of continuing CDK4/6i post PD on CDK4/6i 

Kalinsky K, et al. ASCO 2022 
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MAINTAIN - PFS

MAINTAIN: PFS

Kalinsky K, et al. ASCO 2022 
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MAINTAIN - PFS

MAINTAIN: PFS

Kalinsky K, et al. ASCO 2022 
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MAINTAIN – PFS by Subgroup

MAINTAIN: PFS by Subgroup

Kalinsky K, et al. ASCO 2022 
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MAINTAIN – CDK4/6i post PD CDK4/6i

Isaacs C, et al. ASCO 2022 
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OlympiA: Trial schema

OlympiA: Study Design

Tutt A et al. ASCO 2021  



44Tutt A et al. ASCO 2021  

OlympiA: Patient Characteristics
Olaparib (N=921) Placebo (N=915)

BRCA gene affected in germline
BRCA1
BRCA2
BRCA1 and BRCA2

657 (71.3%)
261 (28.3%)

2 (0.2%)

670 (73.2%)
239 (26.1%)

5 (0.5%)
Hormone receptor status
HR ≥ 1% / HER2-
TNBC

168 (18.2%)
751 (81.5%)

157 (17.2%)
758 (82.8%)

Prior chemotherapy
Adjuvant 
Neoadjuvant

Anthracycline and taxane regimen
Neo(adjuvant) platinum-based therapy

461 (50.1%)
460 (49.9%)

871 (94.6%)
247 (26.8%)

455 (49.7%)
460 (50.3%)

849 (92.8%)
239 (26.1%)

Concurrent endocrine therapy (HR-positive 
only)

146/168 (86.9%) 142/157 (90.4%)
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Slide 17

Adverse events %

OlympiA: Toxicity

Tutt A et al. ASCO 2021  
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Slide 11

OlympiA: IDFS

Tutt A et al. ASCO 2021  
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Slide 11

OlympiA: DDFS

Tutt A et al. ASCO 2021  
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OlympiA: Second Overall Survival Interim Analysis

Tutt A et al. ESMO 2022  
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• On March 11, 2022, the Food and Drug Administration approved 
olaparib (Lynparza®, AstraZeneca Pharmaceuticals, LP) for the 
adjuvant treatment of adult patients with deleterious or suspected 
deleterious germline BRCA-mutated (gBRCAm) human 
epidermal growth factor receptor 2 (HER2)-negative high-risk 
early breast cancer who have been treated with neoadjuvant or 
adjuvant chemotherapy. 

FDA approval
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E2108: randomized phase III trial of systemic therapy +/- early local 
therapy in women with de novo stage IV breast cancer 

Khan SA, et. al. J Clin Oncol 2020

Khan SA, et al. J Clin Oncol 2022
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Overall Survival (Primary Endpoint)

• Median f/u: 53 months (range: 0-91)
• Median survival: 54 months 
• (not shown) No statistical difference in Kaplan-Meier estimates of PFS  (P =.40)

• 79 locoregional recurrences/progression
• 57 in the systemic therapy, 22 in the local therapy arms

Locoregional Progression (Secondary 
Endpoint)

Khan SA, et al. J Clin Oncol 2022

E2108: randomized phase III trial of systemic therapy +/- early local 
therapy in women with de novo stage IV breast cancer 
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• 79 locoregional recurrences/progression
• 57 in the systemic therapy, 22 in the local therapy arms

Chmura SJ, et al. ASCO 2022

NRG-BR002: A phase IIR/III trial of standard of care systemic therapy with or 
without SBRT and/or surgical resection for newly oligometastatic breast cancer 
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Conclusions

• First approved drug in HER2 low breast cancer

• First approval of PARPi in the early-stage setting

• No role for breast surgery or ablation of metastases for most 
patients with de novo metastatic breast cancer 



Q&A
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