
Slides for RTP NCOA/SCOS 
Joint Annual Congress

Harold J Burstein MD PhD
Dana-Farber Cancer Institute

Harvard Medical School 



Discussion Question

Do you believe it is likely that both tucatinib and trastuzumab 
deruxtecan will be incorporated into treatment for patients 
with HER2-positive tumors and residual disease after 
neoadjuvant therapy in the near future? Which patients with 
HER2-positive localized breast cancer should be offered 1 
year of extended adjuvant therapy with neratinib?



G von Minckwitz et al. N Engl J Med 2019;380:617-628.

KATHERINE Study

Trastuzumab vs TDM1 as adjuvant
Therapy after neoadjuvant chemotherapy/H[P]
In patients with residual invasive breast cancer

Will tucatinib and TDXd replace TDM1? 

Chalk Talk – Harold J Burstein, MD, PhD 



DESTINY BREAST-03: TDM1 vs TDXd

RR 79% vs 35%

12-month PFS rate
75.2% vs 33.9%

24-month PFS rate
53.7% vs 26.4%

Chalk Talk – Harold J Burstein, MD, PhD 

Hurvitz SA et al. Lancet 2023;401(10371):105-117.



Curigliano G et al. Ann Oncol 2022 March;33(3):321-9.

HER2CLIMB: Trastuzumab/capecitabine +/- tucatinib
Chalk Talk – Harold J Burstein, MD, PhD 



Prior Rx:

Trastuz 100%
TDM1 100%
Pertuz 78%
Taxane 96%

Chalk Talk – Harold J Burstein, MD, PhD 
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Which is better? 
HER2CLIMB DESTINY 03

Prior Rx Trastuzumab 100 >99
Pertuzumab 100 62
TDM1 100 <1

Response Rates 41% vs 23% 79% vs 35%
PFS median 7.6 m vs 5.6m 28.8 m vs 6.8 m
OS median 24.7m v 19.2 m NR vs NR

Chalk Talk – Harold J Burstein, MD, PhD 



G von Minckwitz et al. N Engl J Med 2019;380:617-628.

KATHERINE Study

Trastuzumab vs TDM1 as adjuvant
Therapy after neoadjuvant chemotherapy/H[P]
In patients with residual invasive breast cancer

Will tucatinib and TDXd replace TDM1?

YES, but both are more toxic/less well tolerated 
than TDM1 so there will be risk stratification 

Chalk Talk – Harold J Burstein, MD, PhD 



Chan A, et al.  Clinical Breast Cancer 2021;21:80-91. 

Which patients should be offered
One year of extended adjuvant neratinib?

Chalk Talk – Harold J Burstein, MD, PhD 



What was treatment at that time?
• 2009 to 2011
• 2840 patients, 1631 with ER+ HER2+ tumors
• Neo/adjuvant trastuzumab: 100%
• Endocrine therapy: 100% (50% tamoxifen, 50% AI; 6% OFS)
• Neoadjuvant treatment ~ 25%
• Pertuzumab 0%
• TDM1 0%
• The challenge is that these treatments do not look like current 

management of ER+ HER2+ early stage breast cancer

Chalk Talk – Harold J Burstein, MD, PhD 



Current standards for HER2+ early stage BC
• Stage 1.  TH.  Recurrence risk < 5%

• Stage 2/3.  T[C]HP as neoadjuvant
• Adaptive treatment based on residual risk
• pCR à HP; residual à TDM1

• ET OFS, AI more common

Chalk Talk – Harold J Burstein, MD, PhD 



Chan A, et al.  Clinical Breast Cancer 2021;21:80-91. 

Which patients should be offered
One year of extended adjuvant neratinib?

Rather few as treatment standards have 
shifted.

Chalk Talk – Harold J Burstein, MD, PhD 



Treatment algorithm for HER2+ MBC circa Q1 2023

1st Line
Trastuzumab/pertuzumab/taxane

2nd Line
Trastuzumab deruxtecan

5th Line and Beyond*
Trastuzumab plus chemotherapy, or
Other anti-HER2 TKI directed therapy

After initial response, maintenance HP
Introduce 1st line endocrine therapy
with HP if ER+

After initial response,
consider 2nd line endocrine therapy if ER+

Legend

After response

At progression

If long PF interval,
consider … 

*no data for lapatinib, neratinib, margetuximab post-ADCs, other TKIs

3rd or 4th Line
Trastuzumab emtansine, or
Trastuzumab / tucatinib / capecitabine

Chalk Talk – Harold J Burstein, MD, PhD 



Discussion Question

How do you generally sequence trastuzumab deruxtecan
and tucatinib/trastuzumab/capecitabine for patients with 
HER2-positive mBC with and without brain metastases? 



The Lin Rule 

The drugs that work best outside the CNS are 

also the drugs that work best inside the CNS.

Chalk Talk – Harold J Burstein, MD, PhD 



Discussion Question

How should trastuzumab deruxtecan be sequenced relative 
to other available therapies for patients with ER-positive or 
ER-negative, HER2-low mBC? 



S Modi et al. N Engl J Med 2022;387:9-20.

DESTINY Breast04: TDXd vs TPC in HER2-low breast cancer

TPC

Erib 51%
Cape 20%
Nab-pac 10%
Gem 10%
Pacl 8%

How should TDXd be sequenced in 
ER+ HER2 low
metastatic breast cancer?

Chalk Talk – Harold J Burstein, MD, PhD 



Algorithm for ER+ HER2-low MBC

• Maximize use of endocrine + targeted approaches

• Maximize use of endocrine + targeted approaches

• Maximize use of endocrine+ targeted approaches

• Choose chemotherapy based on prior treatment, tolerability, side effects, and 
logistics

• Capecitabine
• TDXd or paclitaxel
• Eribulin, carboplatin, gemcitabine, anthracyclines, cyclophosphamide, vinorelbine, 

ixabepilone, and so forth 

Chalk Talk – Harold J Burstein, MD, PhD 



Discussion Question

Which patients with localized triple-negative breast cancer 
(TNBC) should be offered treatment with neoadjuvant 
pembrolizumab in combination with chemotherapy? For 
which patients should pembrolizumab be continued in the 
adjuvant setting? 



P Schmid et al. N Engl J Med 2022;386:556-567.

Which patients with localized TNBC should be offered
Neoadjuvant pembrolizumab with chemotherapy? 
Should pembro be continued in adjuvant setting? 

pCR:  51% à 65%

Chalk Talk – Harold J Burstein, MD, PhD 



Which patients with localized TNBC should be offered
Neoadjuvant pembrolizumab with chemotherapy? 
Should pembro be continued in adjuvant setting? 

• This regimen is challenging for patients
• A lot more toxicity than with AC/T chemotherapy
• Recommended for fit patients with:
• Stage 3
• Stage 2, node-positive
• Stage 2, larger primary tumors

• No data on whether adjuvant phase is needed, or not

Chalk Talk – Harold J Burstein, MD, PhD 



Discussion Question

How do you generally approach therapeutic sequencing for 
patients with metastatic TNBC, and how do PD-L1 and BRCA 
status affect this decision?



J Cortes et al. N Engl J Med 2022;387:217-226.

KN355: Chemotherapy +/- pembrolizumab as 1st line 
treatment for triple-negative breast cancer.

Chalk Talk – Harold J Burstein, MD, PhD 



Robson M et al. N Engl J Med 2017;377:523-533.
Robson M et al. Ann Oncol 2019;30:558-566.

OlympiAD Trial of Olaparib in BRCA-associated MBC
Chalk Talk – Harold J Burstein, MD, PhD 



Bardia A et al. ASCO 2022;Abstract 1071.

ASCENT trial: Sacituzumab govitecan vs TPC in mTNBC
Chalk Talk – Harold J Burstein, MD, PhD 

Brain Metastases-Negative (BMNeg) Population

Median PFS in ITT: 4.8 mo vs 1.7 mo (HR 0.41, p<0.0001) Median OS in ITT: 11.8 mo vs 6.9 mo (HR 0.51, p<0.0001)

Responses in BMNeg



DB04
Supplement to 
NEJM paper 

Chalk Talk – Harold J Burstein, MD, PhD 

Figure S3. Kaplan-Meier Analysis of Progression-Free Survival…in the Hormone 
Receptor-Negative Cohort. Panel A shows the Kaplan-Meier analysis of progression-
free survival, as assessed by blinded independent central review, in the hormone 
receptor-negative cohort as derived by electronic data capture.



Key Point: exciting new options for mTNBC
• Precise sequencing not well established
• Most patients in the US will have already had prior chemotherapy, 

often extensive prior chemotherapy, in neo/adjuvant setting
• All patients should have tumor tested for PD-L1
• All patients should have genetic testing for BRCA1/2 mutations
• Common algorithm
• 1st line.  PD-L1 posà pembro + chemo; PD-L1 neg à chemo
• 2nd line.  ADC-based approaches
• 3rd line.   ? ongoing ADC approaches vs other chemotherapy options
• 4th line.  Additional chemotherapy  

Chalk Talk – Harold J Burstein, MD, PhD 


