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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.





Recent Advances and Future Directions in Oncology: 
A Daylong Multitumor Educational Webinar in 

Partnership with Florida Cancer Specialists
A CME-MOC/NCPD Accredited Virtual Event

Saturday, October 23, 2021
9:30 AM – 4:30 PM ET

Neeraj Agarwal, MD
Tanios Bekaii-Saab, MD

Kristen K Ciombor, MD, MSCI
Brad S Kahl, MD

Mark Levis, MD, PhD
Ann Partridge, MD, MPH

Mark D Pegram, MD
Moderator

Neil Love, MD

Faculty Daniel P Petrylak, MD
Noopur Raje, MD

David Sallman, MD
Lecia V Sequist, MD, MPH

David R Spigel, MD
Saad Zafar Usmani, MD, MBA
Andrew D Zelenetz, MD, PhD



Role of Genomic Profiling for Patients 
with Non-Small Cell Lung Cancer 
(NSCLC) and the Optimal Application 
of Available Testing Platforms
Tuesday, October 26, 2021
5:00 PM – 6:00 PM ET
Guest Speaker
Joel W Neal, MD, PhD

New and Important Developments 
in the Management of NSCLC 
with EGFR Mutations or Other 
Novel Targets 
Thursday, November 11, 2021
5:00 PM – 6:00 PM ET
Guest Speaker
Helena Yu, MD

Virtual Molecular Tumor Board: Optimizing 
Biomarker-Based Decision-Making for Patients with 

Non-Small Cell Lung Cancer with EGFR Mutations 
or with Other Oncogene-Addicted Lung Cancers

A 2-Part CME/MOC-Accredited Webinar Series

Moderator
Neil Love, MD

Faculty
Marc Ladanyi, MD

Andrew J McKenzie, PhD



Meet The Professor
Optimizing the Clinical Management of 
Hodgkin and Non-Hodgkin Lymphomas

Wednesday, October 27, 2021
5:00 PM – 6:00 PM ET

Jonathan W Friedberg, MD, MMSc

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with ER-Positive Breast Cancer
Thursday, October 28, 2021

5:00 PM – 6:00 PM ET

Matthew P Goetz, MD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Management of BRAF-Mutant Melanoma

Monday, November 1, 2021
5:00 PM – 6:00 PM ET

Prof Georgina Long, AO, BSc, PhD, MBBS

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with Urothelial Bladder Carcinoma
Tuesday, November 2, 2021

5:00 PM – 6:00 PM ET

Andrea Apolo, MD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with HER2-Positive Breast Cancer
Wednesday, November 3, 2021

5:00 PM – 6:00 PM ET

Adam M Brufsky, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.
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Meet The Professor with Dr Bardia

MODULE 1: Introduction

MODULE 2: Case Presentations
• Dr Patt: A 40-year-old woman with localized triple-negative breast cancer (TNBC)
• Dr Jasani: A 60-year-old Jehovah’s Witness with metastatic TNBC – PD-L1 >1% 
• Dr Heeke: A 61-year-old woman with metastatic TNBC – HRD-positive, TP53 and RB1 mutations
• Dr Mahtani: A 55-year-old woman with metastatic TNBC – PD-L1 5%
• Dr Choksi: A 73-year-old woman with microsatellite stable TNBC and suspected bone metastases
• Dr Kumar: A 53-year-old Jehovah’s Witness with localized TNBC

MODULE 3: Beyond the Guidelines

MODULE 4: Journal Club with Dr Bardia

MODULE 5: Other Key Data Sets
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Case Presentation – Dr Patt: A 40-year-old woman 
with localized TNBC

• March 2021: normal screening mammogram 

• Patient self-palpated firmness in upper outer quadrant of right breast

• May 2021: additional imaging by contrast-enhanced mammography and ultrasound show a 5-cm 
abnormality and axillary lymphadenopathy

• Biopsy: invasive TNBC

Questions

• Are there optimal breast imaging strategies when mammography is normal to identify potential disease?

• What is the optimal approach for neoadjuvant therapy for patients with localized TNBC?

• What is the role of genetic testing and what implications can that information have for potential 
therapeutic options in the adjuvant setting? 

Dr Debra Patt



Case Presentation – Dr Jasani: A 60-year-old Jehovah’s 
Witness with metastatic TNBC – PD-L1 >1%

• Massive chest wall disease which extended into the right, reconstructed breast, and 
mediastinal, supraclavicular lymph node involvement and pleural effusion, PD-L1 >1%

• Nab paclitaxel/atezolizumab, with minimal response, continued PD

• Sacituzumab govitecan, with clinical and radiographic response
- Neutropenia addressed by growth factor support

Dr Nikesh Jasani



Case Presentation – Dr Heeke: A 61-year-old woman 
with metastatic TNBC – HRD-positive, TP53 and RB1 
mutations

• Initially diagnosed with Stage IIIA TNBC and treated with neoadjuvant ddAC followed 
by carboplatin/paclitaxel → surgery → adjuvant capecitabine due to residual disease (RCB3)

• Experienced swelling and pain in the affected breast and biopsy confirmed inflammatory 
recurrence of TNBC

• Staging and biopsy revealed small-volume metastatic disease in the lungs

• Molecular profiling: HRD-positive with LOH 43.5%, TP53 and RB1 mutations

• Atezolizumab/nab paclitaxel → PD 

• Currently receiving pembrolizumab/carboplatin/gemcitabine with some areas showing PD

Question

• What is the role of PARP inhibitors for patients that don’t have an actionable mutation?

Dr Arielle Heeke



Case Presentation – Dr Mahtani: A 55-year-old 
woman with metastatic TNBC – PD-L1 5%

• Diagnosed with metastatic TNBC at another institution

• Genetic testing was negative; PD-L1 5%

• Atezolizumab/nab paclitaxel with strong hypersensitivity reaction → atezolizumab discontinued, 
nab paclitaxel continued until disease progression in breast, nodes and bones

• Seen as a second opinion and given palliative radiation to the breast

• Screened for precision medicine trials, such as MATCH and TAPUR, but was not a candidate

• Discussed re-challenging with pembrolizumab and gemcitabine/carboplatin 

Question

• Would you feel comfortable re-challenging this patient given her prior strong infusion reaction? 

Dr Reshma Mahtani



Case Presentation – Dr Mahtani: A 55-year-old 
woman with metastatic TNBC – PD-L1 5% (continued)

• Diagnosed with metastatic TNBC at another institution

• Genetic testing was negative; PD-L1 5%

• Atezolizumab/nab paclitaxel with strong hypersensitivity reaction → atezolizumab discontinued, 
nab paclitaxel continued until disease progression in breast, nodes and bones

• Seen as a second opinion and screened for precision medicine trials, such as MATCH and TAPUR, 
but was not a candidate

• Pembrolizumab and gemcitabine/carboplatin x 2 doses and tolerating well with some 
improvement of tumor nodules

Dr Reshma Mahtani



Case Presentation – Dr Choksi: A 73-year-old woman with 
microsatellite stable TNBC and suspected bone metastases
• 5/2020 Mammogram/US/Biopsy: 4.4-cm high-grade, ER/PR-negative, HER2-negative 

carcinoma, with lymphovascular invasion
• PET/CT staging denied à CT C/A/P: Multifocal, left breast and axillary, mediastinal, hilar LAD

- Clinical stage: T2N1/2M0, inflammatory characteristics
• 6/2020: AC à dd paclitaxel
• 10/2020 CT: Improvement in breast but possible bone involvement unconfirmed with further workup
• 12/2020 CT-guided bone biopsy: Negative
• 12/2020: After completion of chemotherapy, 2-2.5-cm residual disease in breast, erythematous 

changes over left breast, CEA increased from 13.8 to 17.4 

Questions
• If she has residual disease based on the final pathology after surgery, what is the next treatment 

option you would recommend? 
• What do we know about checkpoint inhibitor/chemotherapy regimens, especially in patients 

with triple-negative inflammatory breast cancer?

Dr Mamta Choksi



Case Presentation – Dr Kumar: A 53-year-old 
Jehovah’s Witness with localized TNBC

• PMH: Primary biliary cirrhosis of the liver, Child-Pugh A; Massive GI bleeding 
3 years ago, with varices treated with iron, epoetin-alfa and TIPS procedure; Scleroderma 

• Presents with 2-cm mass in the right breast à Biopsy-confirmed TNBC

Questions
• How would you manage this patient for whom it would be difficult to administer neoadjuvant 

chemotherapy? Would you proceed to surgery and then offer adjuvant chemotherapy?
• What are your thoughts about adjuvant immunotherapy for this patient in light of her underlying 

autoimmune disease?

Dr KS Kumar
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A 45-year-old woman who completed dose-dense AC-T and 
radiation therapy 3 years ago for localized TNBC now presents 
with low-volume metastatic disease to the lung and bones. 
What type of biomarker assessment would you recommend? 

PD-L1, Germline BRCA, 
NGS

PD-L1, Germline BRCA, 
NGS

PD-L1, Germline BRCA, 
NGS

PD-L1, Germline BRCA, 
NGS

PD-L1, Germline BRCA, 
NGS

NGS = next-generation sequencing



If a patient with TNBC and a germline BRCA1/2 mutation 
received olaparib as part of adjuvant therapy on a clinical 
trial and then developed metastatic disease 3 years later, 
would you attempt to administer a PARP inhibitor during a 
subsequent line of treatment? 

Yes, during 1st line if 
relatively asymptomatic

Yes, during 1st line if 
PD-L1-negative

Yes, during 1st line

Yes, during 2nd line

Yes, during 3rd

or later line



Regulatory and reimbursement issues aside, have you attempted 
or would you attempt to access a PARP inhibitor for a patient 
with metastatic TNBC and a somatic BRCA mutation? 

I haven't but would 
for the right patient

I have

I have

I have

I have



Regulatory and reimbursement issues aside, have you attempted 
or would you attempt to access a PARP inhibitor for a patient 
with metastatic TNBC and a germline PALB2 mutation? 

I haven't but would 
for the right patient

I have

I have

I haven't but would 
for the right patient

I have



Regulatory and reimbursement issues aside, have you attempted 
or would you attempt to access a PARP inhibitor for a patient 
with metastatic TNBC and a germline ATM mutation?

I haven't but would 
for the right patient

I have

I haven’t and would not

I haven’t and would not

I haven’t and would not



What would be your preferred treatment approach for a 
60-year-old patient with a BRCA germline mutation and de 
novo metastatic TNBC that is PD-L1-positive?

Talazoparib

Pembrolizumab/
gem/carbo

Pembro/gem/carbo → 
pembro/olaparib

Atezolizumab/
nab paclitaxel

Pembrolizumab/
gem/carbo



A 60-year-old woman with TNBC and a germline BRCA1 mutation (PD-L1 CPS >10)
receives neoadjuvant carboplatin/paclitaxel/pembrolizumab à AC/
pembrolizumab and achieves a pathologic complete response. Three years after 
completion of adjuvant pembrolizumab, she develops metastatic TNBC 
(PD-L1 CPS >10). Which first-line treatment would you generally recommend? 

Talazoparib

Pembro/gem/carbo

Pembro/gem/carbo → 
pembro/olaparib

Nab paclitaxel and 
immunotherapy

Pembrolizumab/
nab paclitaxel

Gem = gemcitabine; carbo = carboplatin



Regulatory and reimbursement issues aside, have you 
attempted or would you attempt to access olaparib as part of 
neoadjuvant therapy for a 45-year-old patient with a germline 
BRCA2 mutation and a 6-cm TNBC with negative axillary nodes
on biopsy (PD-L1 10%)?

I haven't but would for 
the right patient

I haven't but would for 
the right patient

I haven’t and would not

I haven’t and would not

I haven’t and would not



Regulatory and reimbursement issues aside, have you 
attempted or would you attempt to access an anti-PD-1/PD-L1 
antibody as part of neoadjuvant therapy for a 45-year-old patient 
with a germline BRCA2 mutation and a 6-cm TNBC with 3 positive 
axillary nodes on biopsy (PD-L1 10%)? 

I haven't but would for 
the right patient

I have

I have

I haven't but would for 
the right patient

I have



If olaparib receives FDA approval as adjuvant therapy for 
patients with germline BRCA mutations, would you incorporate 
it as adjuvant therapy for a patient who was also receiving 
neoadjuvant/adjuvant pembrolizumab? 

Yes

Yes

Yes

Yes

Yes



A 60-year-old woman with BRCA1/2 wild-type TNBC and PD-L1 CPS >10
receives neoadjuvant carboplatin/paclitaxel/pembrolizumab à
AC/pembrolizumab and achieves a pathologic complete response. Three 
years after completion of adjuvant pembrolizumab, she develops 
metastatic TNBC (BRCA1/2 wild type, PD-L1 CPS >10). Which first-line 
treatment would you generally recommend? 

Atezolizumab/
nab paclitaxel

Pembrolizumab/
nab paclitaxel

Pembrolizumab/
gem/carbo

Atezolizumab/
nab paclitaxel

Pembrolizumab/
nab paclitaxel



What treatment would you recommend next for a 60-year-old 
woman who received adjuvant carboplatin/paclitaxel, 
developed metastatic TNBC (BRCA wild type, PD-L1-positive)
and experienced disease progression after 7 months of first-line 
atezolizumab/nab paclitaxel? 

Sacituzumab govitecan

Sacituzumab govitecan

Sacituzumab govitecan

Sacituzumab govitecan

Sacituzumab govitecan



For a patient with localized TNBC and PD-L1 CPS ≥1, would 
you generally recommend neoadjuvant chemotherapy/
pembrolizumab à adjuvant pembrolizumab if they had…

3.0-cm tumor, N0?

Yes

Yes

Yes

Yes

No



For a patient with localized TNBC and PD-L1 CPS ≥1, would 
you generally recommend neoadjuvant chemotherapy/
pembrolizumab à adjuvant pembrolizumab if they had…

6.0-cm tumor, N0?

Yes

Yes

Yes

Yes

Yes



For a patient with localized TNBC that was PD-L1-negative, 
would you generally recommend neoadjuvant chemotherapy/
pembrolizumab à adjuvant pembrolizumab if they had…

6.0-cm tumor, N0?

Yes

Yes

Yes

Yes

Yes



When administering neoadjuvant/adjuvant pembrolizumab, 
which schedule of pembrolizumab would you generally use? 

200 mg q3wk neoadj, 
400 mg q6wk adj

200 mg q3wk neoadj, 
400 mg q6wk adj

200 mg q3wk neoadj, 
400 mg q6wk adj

200 mg q3wk neoadj, 
400 mg q6wk adj

400 mg q6wk



Would you likely include adjuvant capecitabine along with 
pembrolizumab if the patient had residual disease after 
neoadjuvant chemotherapy/pembrolizumab? 

Yes

Depends, only if 
RCB II or III and 
gBRCA-negative

Yes, if olaparib not 
planned

Depends, if very 
high risk

Yes

RCB = residual cancer burden
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Journal Club with Dr Bardia
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• Beyerlin K et al. The adjuvant use of capecitabine for residual disease following pre-operative 
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Pract 2020:[Online ahead of print]. 

• Spring LM et al. Sacituzumab govitecan for metastatic triple-negative breast cancer: Clinical overview 
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• Bardia A et al. Sacituzumab govitecan in metastatic breast cancer. Reply. N Engl J Med 
2021;385(3):e12. 

• Spring LM et al. Phase 2 study of response-guided neoadjuvant sacituzumab govitecan (IMMU-132) 
in patients with localized triple-negative breast cancer (NeoSTAR). SABCS 2020;Abstract OT-03-06.
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• Reynolds KL et al. The art of oncology: COVID-19 era. Oncologist 2020;25(11):997-1000g. 

• Zubiri L et al. Temporal trends in inpatient oncology census before and during the COVID-19 
pandemic and rates of nosocomial COVID-19 among patients with cancer at a large academic 
center. Oncologist 2021;26(8):e1427-33. 

• Jacob S et al. The use of serial circulating tumor DNA to detect resistance alterations in 
progressive metastatic breast cancer. Clin Cancer Res 2021;27(5):1361-70. 

• Vidula N et al. Phase II multicenter study of talazoparib for somatic BRCA1/2 mutant metastatic 
breast cancer. ASCO 2021;Abstract TPS1110. 

• Vidula N et al. Clinical application of liquid biopsies to detect somatic BRCA1/2 mutations and 
guide potential therapeutic intervention for patients with metastatic breast cancer. Oncotarget
2021;12(2):63-5. 



Journal Club with Dr Bardia

• Rugo H et al. KEYLYNK-009: A phase 2/3, open-label, randomized study of pembrolizumab plus 
olaparib vs pembrolizumab plus chemotherapy after induction with first-line pembrolizumab 
plus chemotherapy in patients with locally recurrent inoperable or metastatic triple-negative 
breast cancer (TNBC). SABCS 2020;Abstract OT-30-01.

• Dai C et al. Molecular alterations in the androgen receptor and associated clinical outcomes in 
hormone receptor-positive/HER2- metastatic breast cancer. SABCS 2020;Abstract PS17-02.

• Vidula N et al.  Microsatellite instability high (MSI-H) detection utilizing targeted plasma based 
genotyping in metastatic breast cancer. SABCS 2020;Abstract PS18-18.

• Isakoff SJ et al. Feasibility of integrating the Outcomes4Me smartphone navigation application 
into the care of breast cancer patients (FIONA). ASCO 2021;Abstract 1570.



Meet The Professor with Dr Bardia

MODULE 1: Introduction

MODULE 2: Case Presentations
• Dr Patt: A 40-year-old woman with localized TNBC
• Dr Jasani: A 60-year-old Jehovah’s Witness with metastatic TNBC – PD-L1 >1% 
• Dr Heeke: A 61-year-old woman with metastatic TNBC – HRD-positive, TP53 and RB1 mutations
• Dr Mahtani: A 55-year-old woman with metastatic TNBC – PD-L1 5%
• Dr Choksi: A 73-year-old woman with microsatellite stable TNBC and suspected bone metastases
• Dr Kumar: A 53-year-old Jehovah’s Witness with localized TNBC

MODULE 3: Beyond the Guidelines

MODULE 4: Journal Club with Dr Bardia

MODULE 5: Other Key Data Sets



Pivotal Phase III Trials Supporting the FDA Approvals of Olaparib and 
Talazoparib for Metastatic Breast Cancer with a Germline BRCA Mutation

Trial Eligibility Randomization Primary endpoint

OlympiAD1

(n = 302)
• HER2-negative metastatic BC

– ER+ and/or PR+ or TNBC
• Deleterious or suspected deleterious 

gBRCA mutation
• Prior anthracycline and taxane
• ≤2 prior chemotherapy lines in metastatic setting

• Olaparib
• Physician’s choice

– Capecitabine
– Eribulin
– Vinorelbine

• PFS by blinded 
independent 
central review

EMBRACA2

(n = 431)
• HER2-negative locally advanced or metastatic BC
• Germline BRCA1 or BRCA2 mutation
• ≤3 prior cytotoxic chemotherapy regimens
• Prior treatment with a taxane and/or anthracycline 

unless medically contraindicated

• Talazoparib
• Physician’s choice

– Capecitabine
– Eribulin
– Gemcitabine
– Vinorelbine

• PFS by blinded 
independent 
central review

1 Robson M et al. N Engl J Med 2017;377(6):523-33. 2 Litton JK et al. San Antonio Breast 
Cancer Symposium 2017;Abstract GS6-07; www.clinicaltrials.gov. Accessed August 2019.



OlympiAD and EMBRACA: Efficacy Summary

OlympiAD 1-3 EMBRACA 4-6

HR (PFS) 0.58 0.54 

HR (PFS) ER/PR-positive 0.82 0.47

HR (PFS) TNBC 0.43 0.60

HR (OS) 0.84 0.76 

ORR 59.9% (vs 28.8% TPC) 67.6% (vs 27.2% TPC)

1 Robson M et al. N Engl J Med 2017;377(6):523-33. 2 Robson M et al. Ann Oncol 2019;30(4):558-66. 3 Robson M et al. San Antonio Breast 
Cancer Symposium 2019;Abstract PD4-03. 4 Litton JK et al. N Engl J Med 2018;379(8):753-63. 5 Litton JK et al. San Antonio Breast Cancer 
Symposium 2017;Abstract GS6-07. 6 Rugo HS et al. ASCO 2018;Abstract 1069.

Cross-trial comparisons are challenging in terms of
determining the relative efficacy and tolerability of treatments

TPC = treatment of physician’s choice



OlympiAD and EMBRACA: Adverse Event and Quality of Life Summary

OlympiAD 1,2 EMBRACA 3,4

Serious AEs Grade ≥3 36.6% (vs 50.5% TPC) 25.5% (v. 25.4% TPC)

Anemia Grade ≥3 16.1% 39.2%

Neutropenia Grade ≥3 9.3% 20.9%

Thrombocytopenia Grade ≥3 2.4% 14.7%

MDS/AML 0 0

Nausea (any grade) 58.0% 48.6%

Alopecia (any grade) 3.4% 25.2%

Dose modification/reduction due to AE 25.4% (vs 30.8% TPC) 66% (vs 60% TPC)

Treatment discontinuation due to AE 4.9% (vs 7.7% TPC) 5.9% (vs 8.7% TPC)

1 Robson M et al. N Engl J Med 2017;377(6):523-33. 2 Robson M et al. Ann Oncol 2019;30(4):558-66. 3 Litton JK et al. N Engl J Med 
2018;379(8):753-63. 4 Litton JK et al. San Antonio Breast Cancer Symposium 2017;Abstract GS6-07.

Cross-trial comparisons are challenging in terms of
determining the relative efficacy and tolerability of treatments



J Clin Oncol 2021;[Online ahead of print].



2021 Updated Recommendations

• For patients with early-stage, HER2-negative breast cancer with high risk of recurrence and germline 
BRCA1 or BRCA2 pathogenic or likely pathogenic variants, 1 year of adjuvant olaparib should be 
offered after completion of (neo)adjuvant chemotherapy and local treatment, including 
radiation therapy.

• For those who underwent surgery first, 1 year of adjuvant olaparib should be offered for patients with 
triple-negative breast cancer and tumor size >2 cm or any involved axillary nodes. 

• For those with hormone receptor (HR)-positive disease, 1 year of adjuvant olaparib should be offered 
to those with at least 4 involved axillary lymph nodes. 

• For patients who received neoadjuvant chemotherapy, 1 year of adjuvant olaparib should be offered 
to patients with triple-negative breast cancer and any residual cancer; for patients with HR-positive
disease, 1 year of adjuvant olaparib should be offered to patients with residual disease and a clinical 
stage, pathologic stage, estrogen receptor and tumor grade score ≥3.

Tung NM et al. J Clin Oncol 2021;[Online ahead of print]. 



N Engl J Med 2021;384:2394-405



OlympiA: Invasive and Distant Disease-Free Survival 

Tutt ANJ et al. N Engl J Med 2021;384:2394-405.

Invasive DFS Distant DFS

3-year iDFS difference: 8.8%
HR: 0.58, p < 0.001
N = 1,836

3-year dDFS difference: 7.1%
HR: 0.0.57, p < 0.001
N = 1,836



OlympiA: 3-Year Invasive DFS

Tutt ANJ et al. N Engl J Med 2021;384:2394-405.



OlympiA: Overall Survival 

3-year OS difference: 3.7%
HR: 0.68, p < 0.02
N = 1,836

Tutt ANJ et al. N Engl J Med 2021;384:2394-405.



OlympiA: Summary of Adverse Events

Tutt ANJ et al. N Engl J Med 2021;384:2394-405.



Abstract 505



NEOTALA: Multicenter Phase II Study Schema

Litton JK et al. ASCO 2021;Abstract 505.



NEOTALA: Pathologic Complete Response

Litton JK et al. ASCO 2021;Abstract 505.



NEOTALA: Residual Cancer Burden

Litton JK et al. ASCO 2021;Abstract 505.



Phase III KEYNOTE-355 Trial Met Primary Endpoint of Overall Survival 
for Patients with Metastatic Triple-Negative Breast Cancer Whose 
Tumors Expressed PD-L1 (CPS ≥10) 
Press Release – July 27, 2021

“Positive overall survival (OS) results [were announced] from the pivotal Phase 3 
KEYNOTE-355 trial evaluating pembrolizumab in combination with chemotherapy for the 
treatment of patients with metastatic triple-negative breast cancer (mTNBC). Findings 
from the final analysis show first-line treatment with pembrolizumab in combination with 
chemotherapy (nab-paclitaxel, paclitaxel or gemcitabine/carboplatin) demonstrated a 
statistically significant and clinically meaningful improvement in OS compared with 
chemotherapy alone in patients with mTNBC whose tumors expressed PD-L1 (Combined 
Positive Score [CPS] ≥10). No new safety signals were identified. These OS results will be 
presented at an upcoming medical meeting and submitted to regulatory authorities.”

https://www.joplinglobe.com/region/national_business/merck-announces-phase-3-keynote-355-trial-met-primary-endpoint-
of-overall-survival-os-in/article_c2d17a73-33cf-5d36-8201-85b5fa2bb130.html



Lancet 2020;396:1817-28



KEYNOTE-355: Progression-Free Survival (Combined Positive 
Score ≥10)  

Cortes J et al. Lancet 2020;396:1817-28.



Withdrawal of Accelerated Approval of Atezolizumab in 
Combination with Chemotherapy for Unresectable Locally 
Advanced or Metastatic TNBC
Press Release – August 27, 2021

Accelerated approval has been voluntarily withdrawn in the United States for 
atezolizumab in combination with chemotherapy (nab paclitaxel) for the treatment of 
unresectable locally advanced or metastatic TNBC in adult patients whose tumors 
express PD-L1 as determined by an FDA-approved test. 

The decision was made in consultation with the FDA after failure of the confirmatory 
IMpassion131 trial to meet its primary endpoint of PFS for the initial (first-line) 
treatment of mTNBC in the PD-L1-positive population. 

https://www.gene.com/media/press-releases/14927/2021-08-27/genentech-provides-update-on-tecentriq-u



Phase III Studies of Neoadjuvant Chemotherapy with 
Anti-PD-1/PD-L1 Antibodies: IMPASSION 031 and KEYNOTE-522

Loibl S et al. ASCO 2021;Abstract 506.

Mittendorf et al. Lancet 2020

Schmidt P et al. New Engl Journal 2020
Paclitaxel Q1W x12 + Carboplatin AUC5 Q3weeks or 1.5 Q1W +pembrolizumab Q3W x 4 à AC Q3W x4+ pembrolizumab Q3W



Primary Endpoints of Phase III Studies of Neoadjuvant 
Immunotherapy with Chemotherapy

Change in pCR rate Overall PD-L1-positive PD-L1-negative

KEYNOTE-5221 (Pembrolizumab + CT vs Placebo + CT) +13.6% +14% +18%

IMpassion 0312 (Atezolizumab + CT vs Placebo + CT) +17% +20% +14%

1 Schmid et al. NEJM 2020; 2 Mittendorf et al. Lancet 2020; 3 Schmid et al. ESMO 2021 Virtual Plenary

Event-free survival Median FU Events HR

KEYNOTE-5223 (Pembrolizumab + CT vs Placebo + CT) 39.1 mo 15.7% vs 23.8% 0.63

IMpassion 0312 (Atezolizumab + CT vs Placebo + CT)* 20.6 mo 10.3% vs 13.1% 0.76

*IMpassion 031 not powered for event-free survival, disease-free survival or overall survival

pCR = pathologic complete response



FDA Approves Pembrolizumab for High-Risk Early-Stage Triple-
Negative Breast Cancer
Press Release – July 26, 2021

“The Food and Drug Administration approved pembrolizumab for high-risk, early-stage, triple-negative breast 
cancer (TNBC) in combination with chemotherapy as neoadjuvant treatment, and then continued as a single 
agent as adjuvant treatment after surgery.

FDA also granted regular approval to pembrolizumab in combination with chemotherapy for patients with 
locally recurrent unresectable or metastatic TNBC whose tumors express PD-L1 (Combined Positive Score 
[CPS] ≥10) as determined by an FDA approved test. FDA granted accelerated approval to pembrolizumab for 
this indication in November 2020.

The following trial was the basis of the neoadjuvant and adjuvant approval, as well as the confirmatory trial 
for the accelerated approval.

The efficacy of pembrolizumab in combination with neoadjuvant chemotherapy followed by surgery and 
continued adjuvant treatment with pembrolizumab as a single agent was investigated in KEYNOTE-522 
(NCT03036488), a randomized, multicenter, double-blind, placebo-controlled trial conducted in 1174 patients 
with newly diagnosed previously untreated high-risk early-stage TNBC (tumor size >1 cm but ≤2 cm in 
diameter with nodal involvement or tumor size >2 cm in diameter regardless of nodal involvement). Patients 
were enrolled regardless of tumor PD-L1 expression.”

www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-high-risk-early-stage-triple-negative-breast-
cancer?utm_medium=email&utm_source=govdelivery





KEYNOTE-522: Updated OS (Median Follow-Up 39.1 Months)

Schmid P et al. ESMO 2021 Virtual Plenary



ASCO 2021;Abstract 506

Loibl S et al. ASCO 2021;Abstract 506.

investigating neoadjuvant durvalumab in addition to an



GeparNuevo Primary Endpoint: pCR – ypT0, ypN0



GeparNuevo: iDFS, DDFS and OS Between Treatment Arms

Loibl S et al. ASCO 2021;Abstract 506.

iDFS = invasive disease-free survival; DDFS = distant disease-free survival; OS = overall survival



FDA Grants Regular Approval to Sacituzumab Govitecan for 
Triple-Negative Breast Cancer
Press Release: April 7, 2021

“The Food and Drug Administration granted regular approval to sacituzumab govitecan 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.

Efficacy and safety were evaluated in a multicenter, open-label, randomized trial (ASCENT; 
NCT02574455) conducted in 529 patients with unresectable locally advanced or mTNBC
who had relapsed after at least two prior chemotherapies, one of which could be in the 
neoadjuvant or adjuvant setting, if progression occurred within 12 months. Patients were 
randomized (1:1) to receive sacituzumab govitecan, 10 mg/kg as an intravenous infusion, 
on days 1 and 8 of a 21-day (n = 267) cycle or physician’s choice of single agent 
chemotherapy (n = 262).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-regular-approval-sacituzumab-govitecan-
triple-negative-breast-cancer



Sacituzumab Govitecan Is a First-in-Class TROP-2-Directed 
Antibody-Drug Conjugate

Rugo H et al. Future Oncol 2020;16(12):705-15. 



N Engl J Med 2021;384:1529-41.



ASCENT: Progression-Free Survival (Overall Population)

Bardia A et al. N Engl J Med 2021;384:1529-41.



ASCENT: PFS and OS among Patients without Brain Metastases

Bardia A et al. N Engl J Med 2021;384:1529-41.



ASCENT: Selected Adverse Events

Adverse event

Patients (N = 108)

Any grade Grade 3 Grade 4
Gastrointestinal disorders
Nausea 67% 6% 0
Diarrhea 62% 8% 0
Vomiting 49% 6% 0
Blood and lymphatic system disorders
Neutropenia 64% 26% 16%
Anemia 50% 11% 0
Abnormal values
Decrease white blood cell counts 21% 8% 3%

Bardia A et al. N Engl J Med 2021;384:1529-41.



Outcomes in Patients (pts) Aged ≥65 Years in the 
Phase 3 ASCENT Study of Sacituzumab Govitecan (SG) 
in Metastatic Triple-Negative Breast Cancer (mTNBC)

Kalinsky K et al. 
ASCO 2021;Abstract 1011.



ASCENT: Overall Survival for Young and Older Patients with 
mTNBC Treated with Sacituzumab Govitecan

Kalinsky K et al. ASCO 2021;Abstract 1011.



San Antonio Breast Cancer Symposium 2020;Abstract GS3-06 



Hurvitz SA et al. SABCS 2020;Abstract GS3-06.



Gene Mutations Associated with Breast Cancer Risk in 
Population-Based Studies: Proportion of Carriers among 
Women with Breast Cancer and Control Groups

Breast Cancer Association Consortium. N Engl J Med 2021;384:428-39.

*

*

*

*

*

***
*DNA repair deficiencies that may result in sensitivity to PARP inhibition
Gilmore E et al. J Oncol 2019



Datopotamab Deruxtecan (Dato-DXd), a TROP2-Directed 
Antibody-Drug Conjugate (ADC), for Triple-Negative 
Breast Cancer (TNBC): Preliminary Results from an 
Ongoing Phase 1 Trial 

Bardia A et al.
ESMO Breast 2021;Abstract LBA4.



TROPION-PanTumor01: Datopotamab Deruxtecan for Heavily 
Pretreated Metastatic TNBC

Efficacy endpoint Total evaluable in TNBC cohort (N = 21)

ORR 9/21 (43%)

CR/PR (confirmed) N = 5

CR/PR (pending confirmation) N = 4

Disease control rate 20/21 (95%)

Disease progression 1/21 (5%)

Bardia A et al. ESMO Breast 2021;Abstract LBA4.



Recent Advances and Future Directions in Oncology: 
A Daylong Multitumor Educational Webinar in 

Partnership with Florida Cancer Specialists
A CME-MOC/NCPD Accredited Virtual Event

Saturday, October 23, 2021
9:30 AM – 4:30 PM ET

Neeraj Agarwal, MD
Tanios Bekaii-Saab, MD

Kristen K Ciombor, MD, MSCI
Brad S Kahl, MD

Mark Levis, MD, PhD
Ann Partridge, MD, MPH

Mark D Pegram, MD
Moderator

Neil Love, MD

Faculty Daniel P Petrylak, MD
Noopur Raje, MD

David Sallman, MD
Lecia V Sequist, MD, MPH

David R Spigel, MD
Saad Zafar Usmani, MD, MBA
Andrew D Zelenetz, MD, PhD



Thank you for joining us!

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


