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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
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Agenda
Cases and Questions from Drs Gupta and Kumar
• Dr Gupta: 86-year-old woman with a 2.7-cm residual tumor after neoadjuvant pembrolizumab/

chemotherapy for localized TNBC 

• Dr Kumar: Approach to neoadjuvant therapy and defining residual disease; PD-L1 status and efficacy of 
pembrolizumab in the localized and metastatic settings 

• Dr Kumar: 65-year-old woman with node-positive TNBC and a single lung metastasis who receives neoadjuvant 
therapy based on the KEYNOTE-522 trial 

• Dr Kumar: 70-year-old woman with localized TNBC and residual disease after poorly tolerated neoadjuvant 
pembrolizumab/chemotherapy and lumpectomy 

• Dr Gupta: 69-year-old woman with widely metastatic ER-negative, HER2-low disease after multiple lines of 
treatment – CDH1 and ERBB2-V697L mutations, MSS, TMB 3 mut/Mb

• Dr Kumar: Adjuvant therapy selection for patients with localized TNBC with a BRCA mutation and residual 
disease; risk of AML/MDS associated with PARP inhibitor therapy

• Dr Gupta: 73-year-old woman who develops recurrent metastatic ER-negative, HER2-low breast cancer after 
nab paclitaxel/atezolizumab and receives sacituzumab govitecan 

• Dr Gupta: 54-year-old woman with TNBC chest wall metastatic recurrence after fulvestrant/abemaciclib 
for ER-positive, HER2-negative breast cancer – PIK3CA mutation 



Case Presentation: 86-year-old woman with a 2.7-cm 
residual tumor after neoadjuvant pembrolizumab/
chemotherapy for localized TNBC

Dr Ranju Gupta (Bethlehem, Pennsylvania)



Question and Comments: Approach to neoadjuvant therapy 
and defining residual disease; PD-L1 status and efficacy of 
pembrolizumab in the localized and metastatic settings

Dr KS Kumar (Trinity, Florida)



Case Presentation: 65-year-old woman with node-positive 
TNBC and a single lung metastasis who receives 
neoadjuvant therapy based on the KEYNOTE-522 trial

Dr KS Kumar (Trinity, Florida)



Case Presentation: 70-year-old woman with localized TNBC 
and residual disease after poorly tolerated neoadjuvant 
pembrolizumab/chemotherapy and lumpectomy

Dr KS Kumar (Trinity, Florida)



2022;386(6):556-67

SABCS 2023;Abstract LB01-01.



KEYNOTE-522: Event-Free Survival (EFS) by Interim Analysis

Schmid P et al. SABCS 2023;Abstract LB01-01; N Engl J Med 2022;386(6):556-67.

IA4 = fourth prespecified interim analysis; IA6 = sixth prespecified interim analysis



Phase III KEYNOTE-522 Trial Meets Overall Survival Endpoint for 
Patients with High-Risk Early-Stage TNBC
Press Release: May 28, 2024

“New OS results build on the pathological complete response and event-free survival data 
previously reported from the KEYNOTE-522 trial.

Today [it was] announced that the Phase 3 KEYNOTE-522 trial evaluating pembrolizumab ... met its 
overall survival (OS) endpoint, in combination with chemotherapy as pre-operative (neoadjuvant) 
treatment and then continuing as a single agent after surgery (adjuvant) for the treatment of 
patients with high-risk early-stage triple-negative breast cancer (TNBC). At a pre-specified interim 
analysis conducted by an independent Data Monitoring Committee, pembrolizumab demonstrated 
a statistically significant and clinically meaningful improvement in OS compared to pre-operative 
chemotherapy. 

The safety profile of pembrolizumab was consistent with that observed in previously reported 
studies; no new safety signals were observed. Results will be presented at an upcoming medical 
meeting and shared with regulatory authorities.”

https://www.merck.com/news/merck-announces-phase-3-keynote-522-trial-met-its-overall-survival-os-endpoint-
in-patients-with-high-risk-early-stage-triple-negative-breast-cancer-tnbc/



Survey of US-based general medical oncologists

For a patient with localized triple-negative breast cancer (TNBC) 
and clinically negative axilla, what is the smallest size of tumor 
for which would you generally recommend neoadjuvant 
chemotherapy/pembrolizumab à adjuvant pembrolizumab?
Median: 2 cm
Range: 0.5-3 cm
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Survey of US-based general medical oncologists

Do you generally administer adjuvant pembrolizumab to patients 
with localized TNBC who receive neoadjuvant 
chemotherapy/pembrolizumab and are found at surgery to have 
a pathologic complete response?

80%

18%

2%

0% 20% 40% 60% 80% 100%

Yes

Yes, for select patients

No



Case Presentation: 69-year-old woman with widely 
metastatic ER-negative, HER2-low disease after multiple 
lines of treatment – CDH1 and ERBB2-V697L mutations, 
MSS, TMB 3 mut/Mb

Dr Ranju Gupta (Bethlehem, Pennsylvania)





DESTINY-Breast04: Exploratory Analyses of Efficacy in the 
HR-Negative Cohort

Modi S et al. ESMO 2023;Abstract 376O. 



Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, would you offer trastuzumab 
deruxtecan to a patient with ER-negative, HER2-ultralow (IHC >0 but <1+) mBC?

64%

36%
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Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, would you offer trastuzumab 
deruxtecan to a patient with HER2 IHC 0 mBC with a HER2 mutation?

57%

43%

0% 20% 40% 60% 80%

Yes

No



Survey of US-based general medical oncologists

What grade of interstitial lung disease (ILD) would lead you to permanently 
discontinue treatment with trastuzumab deruxtecan?

70%

30%

0% 20% 40% 60% 80%

Grade 2

Grade 3



Survey of US-based general medical oncologists

Questions for the faculty related to the use of trastuzumab deruxtecan for 
HR-negative, HER2-low or HER2-ultralow mBC

• Any concerns for usage of T-DXd in patients with HER2 mutations aside from simply 
expression?

• HER2 ultralow is not tested in routine clinical practice. Should we start requesting this and 
treating based on HER2 ultralow?

• Would you move T-DXd to the first line? In what context?
• Would using trastzumab deruxtecan after multiple lines of chemotherapy increase pneumonitis 

risk as opposed to use in early lines?
• In which scenarios do you rechallenge with T-DXd after documented pneumonitis?
• How do you use trastuzumab deruxtecan in patients with HER2 ultralow mBC? 
• How do you manage Grade 2 ILD?
• What is the best way to test for pulmonary toxicity? If only mild SOB, would you test?  
• How long do I continue the imaging tests to monitor for the history of Grade 1 ILD?
• When would you consider using trastuzumab deruxtecan? 2nd line or 3rd line? Would you 

consider repeat biopsy and repeat HER2 status determination before T-DXd?
• Can we use sacituzumab govitecan immediately after T-DXd or do we have to use 

chemotherapy followed by an ADC?
• When can you stop treatment?



Question and Comments: Adjuvant therapy selection for 
patients with localized TNBC with a BRCA mutation and 
residual disease; risk of AML/MDS associated with PARP 
inhibitor therapy

Dr KS Kumar (Trinity, Florida)



J Clin Oncol 2024 April 10;42(11):1288-300. 

Author conclusions: Treatment-emergent symptoms from olaparib were limited, generally resolving after 
treatment ended. Olaparib- and placebo-treated patients had similar functional scores, slowly improving 
during the 24 months after (neo)adjuvant chemotherapy, and there was no clinically meaningful persistence 
of fatigue severity in olaparib-treated patients.



Int J Cancer 2023 August 15;153(4):803-14. 



OlympiAD Subgroup Analyses: Investigator-Assessed PFS in the 
Overall and TNBC Patient Populations

Senkus E et al. Int J Cancer 2023 August 15;153(4):803-14. 



Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, have you combined or would 
you combine olaparib with adjuvant pembrolizumab for a patient with a 
germline BRCA mutation and PD-L1-positive TNBC who had residual disease 
after neoadjuvant chemotherapy/pembrolizumab?

23%
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14%
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the right patient

I haven’t and would not



Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, in general what would you 
recommend as adjuvant therapy for a patient with TNBC, a germline BRCA 
mutation and a PD-L1 combined positive score of 1 who has residual disease 
after neoadjuvant chemotherapy?

60%

20%

12%

8%

0% 20% 40% 60% 80%

Olaparib for 1 year
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for longer than 1 year

Olaparib for longer than 1 year
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Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, have you attempted or would 
you attempt to access olaparib as part of adjuvant therapy for a patient with 
a germline PALB2 mutation and TNBC who had residual disease after 
neoadjuvant chemotherapy?

18%

66%

16%

0% 20% 40% 60% 80%

I have

I haven’t but would for 
the right patient

I haven’t and would not



Survey of US-based general medical oncologists

For a patient with PD-L1-positive metastatic TNBC (mTNBC) and a germline 
BRCA mutation, which type of agent do you generally administer first?

68%

32%

0% 20% 40% 60% 80%

Immune checkpoint inhibitor

PARP inhibitor



Case Presentation: 73-year-old woman who develops 
recurrent metastatic ER-negative, HER2-low breast cancer 
after nab paclitaxel/atezolizumab and receives 
sacituzumab govitecan

Dr Ranju Gupta (Bethlehem, Pennsylvania)



J Clin Oncol 2024;42:1738-44. 



ASCENT Final Results: Sacituzumab Govitecan (SG) versus Treatment 
of Physician’s Choice (TPC) for Relapsed/Refractory Metastatic TNBC

Bardia A et al. J Clin Oncol 2024;42:1738-44. 

• TROP2 subgroups analysis: SG improved progression-free survival (PFS) in comparison to TPC in each TROP2 
expression quartile (n = 168); a trend was observed for improved overall survival (OS) across quartiles. 

Progression-free survival (ITT population) Overall survival (ITT population)



ASCENT Final Results: Select Treatment-Emergent Adverse Events 
(TEAEs) with Sacituzumab Govitecan (SG) for Metastatic TNBC

Bardia A et al. J Clin Oncol 2024;42:1738-44. 

• Overall, the safety profile of SG was manageable, with ≤5% of treatment-related discontinuations because of 
adverse events and no treatment-related deaths. 

• The safety profile was consistent across all subgroups.





MORPHEUS-Pan BC Study Design

Schmid P et al. ESMO Breast Cancer Congress 2024;Abstract 181O. 



MORPHEUS-Pan BC: Results Summary

Schmid P et al. ESMO Breast Cancer Congress 2024;Abstract 181O. 

• PFS and OS data were immature but showed a trend toward benefit with atezolizumab + SG. 
• The SG treatment benefit was seen across all TROP2 expression levels, with a trend toward higher response 

rates with higher TROP2



MORPHEUS-Pan BC: Most Common Adverse Events (AEs) and 
Immune-Related AEs of Special Interest with Atezolizumab and 
Sacituzumab Govitecan

Schmid P et al. ESMO Breast Congress 2024;Abstract 181O. 



Ongoing Trials of Sacituzumab Govitecan as First-Line Treatment 
for Metastatic TNBC (mTNBC)

Courtesy of Joyce O’Shaughnessy, MD. 



ASCENT-05/OptimICE-RD (AFT-65): An Ongoing Phase III Trial of Adjuvant 
Sacituzumab Govitecan with Pembrolizumab for Patients with TNBC and 
Residual Disease After Neoadjuvant Therapy and Surgery

Tolaney SM et al. ASCO 2023;Abstract TPS619. 



Survey of US-based general medical oncologists

Regulatory and reimbursement issues aside, which next line of therapy 
would you recommend to a patient with BRCA wild-type TNBC who received 
neoadjuvant chemoimmunotherapy and developed metastatic disease while 
receiving adjuvant immunotherapy?

61%

19%

14%

5%

0% 20% 40% 60% 80%

Sacituzumab govitecan

Capecitabine

Platinum-based chemotherapy

Eribulin



Survey of US-based general medical oncologists

How do you generally sequence trastuzumab deruxtecan and sacituzumab 
govitecan for a patient with ER-negative, HER2-low metastatic breast cancer 
(mBC) who is eligible to receive both?

59%

41%

0% 20% 40% 60% 80%

Trastuzumab deruxtecan → 
sacituzumab govitecan

Sacituzumab govitecan → 
trastuzumab deruxtecan



Survey of US-based general medical oncologists

Questions for the faculty related to the use of sacituzumab govitecan for mTNBC

• Could you review general issues seen in clinic with sacituzumab govitecan (after already 
adding G-CSF and maximizing anti-emetic premeds)?

• How do you dose in elderly/frail patients? Do you start at a lower dose if worried about 
tolerability?

• How do you sequence a different ADC now that multiples are available? How do you 
sequence TROP2-directed ADC, HER3 ADC, HER2 ADC?

• Should sacituzumab be brought in as front-line therapy as opposed to later lines of 
chemotherapy?

• Should any other agent be considered before sacituzumab govitecan? 
• For a patient who is HER2 low, would investigators use sacituzumab govitecan or T-DXd?
• Any pearls to mitigate side effects?
• When do I change to T-DXd if tolerance is poor to sacituzumab and response less than 

optimal?
• How often do you see Grade 3 or more diarrhea?
• Is growth factor mandatory for sacituzumab govitecan? 
• How do you manage the fatigue associated with sacituzumab govitecan?
• Can we ever discontinue therapy if a patient has a good response?   



J Clin Oncol 2024 April 23;[Online ahead of print].



TROPION-PanTumor01: Response and PFS with Dato-DXd for TNBC

Bardia A et al. J Clin Oncol 2024 April 23;[Online ahead of print].

All patients
(N = 44)

Topo I inhibitor naïve
(N = 30)

Median PFS 4.4 mo 7.3 mo

Objective response rate (All): 32%
Objective response rate, Topo I inhibitor-naïve: 40% 





Schmid P et al. ESMO 2023;Abstract 379MO.

BEGONIA: Updated Antitumor Activity of Dato-DXd and Durvalumab 



Survey of US-based general medical oncologists

Questions for the faculty related to the use of datopotamab deruxtecan for mTNBC
• Any pearls for side effects management?
• Where do you see datopotamab deruxtecan being sequenced?
• How do you sequence this ADC in the context of T-DXd?
• With it targeting TROP2 but having a deruxtecan payload, will datopotamab deruxtecan have 

any benefit after using sacituzumab govitecan and T-DXd?
• How do you anticipate using the drug (patient selection)? 
• How do you sequence therapy, and any words on mechanism of resistance?
• In which line can we use datopotamab deruxtecan for HER2 IHC=0 or IHC=1 patients?
• What's the efficacy of datopotamab deruxtecan vs sacituzumab govitecan?
• In which patients would you use it and how do you sequence it?
• Would you use datopotamab deruxtecan up front before T-DXd?
• How far away are we from routine TROP2 H score in mTNBC to guide care?
• Without a head to head, would the faculty prefer datopotamab deruxtecan over T-DXd for 

HER2 ultralow disease?
• Is there any data to support the use of datopotamab deruxtecan for patients previously treated 

with sacituzumab govitecan?
• Difference between T-DXd and datopotamab deruxtecan? How to use both optimally?



Abstract 104



OptiTROP-Breast01 Phase III Trial Design

Xu B et al. ASCO 2024;Abstract 104. 



OptiTROP-Breast01: Sacituzumab Tirumotecan Efficacy in the 
ITT Population

Xu B et al. ASCO 2024;Abstract 104. 



OptiTROP-Breast01: PFS with Sacituzumab Tirumotecan (by BICR) 
by TROP2 Expression

Xu B et al. ASCO 2024;Abstract 104. 



J Clin Oncol 2023;41(36):5550-60. 



U31402-A-J101: Clinical Activity of Patritumab Deruxtecan Across 
Breast Cancer Subtypes

Krop IE et al. J Clin Oncol 2023;41(36):5550-60. 

BC = breast cancer; BICR = blinded independent central review; CBR = clinical benefit rate; DCR = disease control rate; DOR = duration of response; 
HER2 = human epidermal growth factor receptor 2; HER2+ = HER2-positive; HER2- = HER2-negative; HER3 = human epidermal growth factor receptor 3; 
HR + = hormone receptor-positive; IHC = immunohistochemistry; NE = not estimable; ORR = objective response rate; OS = overall survival; 
PD = progressive disease; PFS = progression-free survival; PR = partial response; SD = stable disease; TNBC = triple-negative breast cancer.
a HER3-high includes patients assessed as IHC 2+/3 + or ≥75% HER3 membrane positivity.
b 95% exact binomial Cl (by the Clopper-Pearson method).
c No patients had a complete response.



Survey of US-based general medical oncologists

Questions for the faculty related to the use of patritumab deruxtecan for 
HER3-expressing mBC

• How to test for HER3 accurately, can we use in HER2 failures?  
• Do we need to check expression of HER3? 
• This drug was studied in EGFR-mutated lung cancer — has HER3 expression been correlated 

with response in breast cancer?
• Does patritumab deruxtecan function similar to T-DM1 or T-DXd in terms of the requirement for 

HER3 expression level? 
• Is there a difference if HER3 is negative?
• Can this be used in sequence after trastuzumab deruxtecan?
• How do you sequence this ADC and T-DXd?
• Can you use the drug earlier?
• Who would be best candidates for this?
• What’s the best sequence of therapy?
• For HER3 positive and HER2 low mBC how would you sequence T-DXd and patritumab?
• What would be the optimal way to sequence this drug? Is there benefit to sequencing this after 

trastuzumab deruxtecan failure?
• What are the adverse effects of this medication?
• Any advice for side effects management?



Abstract 1005



EV-202: Conclusions

Giordano A et al. ASCO 2024;Abstract 1005. 



Case Presentation: 54-year-old woman with TNBC chest 
wall metastatic recurrence after fulvestrant/abemaciclib for 
ER-positive, HER2-negative breast cancer – PIK3CA mutation 
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Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback

 is very important to us. The survey will remain open 
for 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to 
each participant within 5 business days.


