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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
How to answer survey or poll questions

Clinicians in the audience, please click your answer choice 
for the premeeting survey as well as the live polling questions.

Quick Survey Quick Poll



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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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.



Familiarizing Yourself with the Zoom Interface
How to answer survey or poll questions

Clinicians in the audience, please click your answer choice 
for the premeeting survey as well as the live polling questions.

Quick Survey Quick Poll
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Meet The Professor with Dr Hurvitz

MODULE 1: Case Presentation
• Dr Ibrahim: A 41-year-old woman with metastatic triple-negative breast cancer (TNBC) 

• Dr Partridge: A 46-year-old woman with oligometastatic TNBC

• Dr O’Regan: A 41-year-old woman with metastatic TNBC and a BRCA2 mutation 

• Dr Choksi: A 73-year-old woman with TNBC and suspected bone metastases – MSS, TMB 3 mut/Mb, PD-L1 unknown 

MODULE 2: Beyond the Guidelines

MODULE 3: Journal Club with Dr Hurvitz

MODULE 4: Other Key Data Sets



A patient with localized triple-negative breast cancer (TNBC) 
is found to have residual disease after receiving neoadjuvant 
AC à T. She begins treatment with adjuvant capecitabine and 
1 month later is found to have a germline BRCA mutation. 
Would you offer olaparib?

1. Yes
2. No



A patient with localized TNBC is found to have residual disease 
after neoadjuvant AC à T and receives adjuvant capecitabine. 
One year after completing adjuvant capecitabine she is found 
to have a germline BRCA mutation. Would you offer olaparib?

1. Yes
2. No
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Case Presentation – Dr Ibrahim: A 41-year-old woman 
with metastatic TNBC

• Neoadjuvant AC, with shrinkage of mass
• Neoadjuvant paclitaxel, with apparent increase in mass à Surgery
• Patient declines adjuvant capecitabine

• Six months later: Widespread liver and bone metastases with jaundice
- Biopsy of liver: TNBC
- PD-L1 testing was positive

• Pembrolizumab/gemcitabine/carboplatin

Questions

• Among the two immunotherapy-based regimens approved for patients with triple-negative 
breast cancer, do you have a preference for one versus the other?

Dr Sulfi Ibrahim



Case Presentation – Dr Ibrahim: A 41-year-old woman 
with metastatic TNBC (continued)

• Neoadjuvant AC, with shrinkage of mass
• Neoadjuvant paclitaxel, with apparent increase in mass à Surgery
• Patient declines adjuvant capecitabine

• Six months later: Widespread liver and bone metastases with jaundice
- Biopsy of liver: TNBC
- PD-L1 testing was positive

• Pembrolizumab/gemcitabine/carboplatin
- Response x 6 months before PD, with severe back pain

Question
• Do patients with liver metastases receive less benefit from immunotherapy?
• What do we know about CD 274 amplification as a marker of response to immunotherapy?

Dr Sulfi Ibrahim



Case Presentation – Dr Ibrahim: A 41-year-old woman 
with metastatic TNBC (continued)

• Neoadjuvant AC, with shrinkage of mass
• Neoadjuvant paclitaxel, with apparent increase in mass à Surgery
• Patient declines adjuvant capecitabine

• Six months later: Widespread liver and bone metastases with jaundice
- Biopsy of liver: TNBC
- PD-L1 testing was positive

• Pembrolizumab/gemcitabine/carboplatin
- Response x 6 months before PD, with severe back pain

• Sacituzumab govitecan

Question
• Would you have recommended another treatment beyond sacituzumab govitecan?

Dr Sulfi Ibrahim



Case Presentation – Dr Partridge: A 46-year-old 
woman with oligometastatic TNBC

• 9/2015: Diagnosed with right, Stage II triple-negative IDC
• Dose-dense ACT à Lumpectomy, with residual disease < 0.1-cm, Grade III, with no LVI, SLNB-negative
• RT, with near pCR, followed by observation 

• 3/2020: Local recurrence in right internal mammary node, medial chest mass
• 4/2020: Docetaxel/carboplatin and tested positive for PD-L1
• 4/2020: Switched to atezolizumab/nab paclitaxel/carboplatin x 6
• 10/2020: Thoracotomy, NED, post-operative RT
• 1/2021: Re-started atezolizumab to complete one full year

Questions
• If she presented today, would you include an immune checkpoint inhibitor (ICI) in her 

neoadjuvant therapy? And then if she had a great response to an ICI would you continue 
it to complete a full course of up to a year?

Dr Ann Partridge



Case Presentation – Dr O’Regan: A 41-year-old woman 
with metastatic TNBC and a BRCA2 mutation

• Family history positive for ovarian cancer in paternal grandmother and aunt

• 2020: Diagnosed with triple-negative breast cancer à AC-paclitaxel

• BRCA2 mutation identified à Bilateral mastectomies, with residual disease (ypT2 N0)

• Adjuvant capecitabine (WBC: 40,000 last dose of capecitabine)

• Diagnosed with AML à Induction treatment followed by matched, unrelated donor transplant

• Pulmonary nodules consistent with TNBC

Question

• How would you manage a patient like this who’s received a large amount of chemotherapy 
previously?

Dr Ruth O’Regan



Case Presentation – Dr O’Regan: A 41-year-old woman 
with metastatic TNBC and a BRCA2 mutation 
(continued)
• Family history positive for ovarian cancer in paternal grandmother and aunt

• 2020: Diagnosed with triple-negative breast cancer à AC-paclitaxel

• BRCA2 mutation identified à Bilateral mastectomies, with residual disease (ypT2 N0)

• Adjuvant capecitabine (WBC: 40,000 last dose of capecitabine)

• Diagnosed with AML à Induction treatment followed by matched, unrelated donor transplant

• Pulmonary nodules consistent with TNBC à Olaparib

Questions

• In a patient like this if you gave them a PARP inhibitor what would be your choice in the 
second-line setting? Would you use just standard chemotherapy, or would you use 
sacituzumab in a patient like this?

Dr Ruth O’Regan



Case Presentation – Dr Choksi: A 73-year-old woman 
with TNBC and suspected bone metastases – MSS, 
TMB 3 mut/Mb, PD-L1 unknown

• May 2020: Diagnosed with T2N1/2M0 triple negative breast cancer with inflammatory-
like characteristics

• August 2020: AC with dose-dense paclitaxel x 4 cycles completed followed by weekly paclitaxel 
• November 2020: CEA rising to 17.3 from 11.4 during treatment
• PET CT shows osseous lesions without FDG activity; bone biopsy is negative for malignancy
• December 2020: Last cycle of weekly paclitaxel completed
• Post chemotherapy: CEA rose to 17.4, residual 2 to 2.5-cm palpable lump in left breast; surgery is 

scheduled

Questions
• If she has residual disease based on the final pathology report, what treatment option would you 

recommend next?
• What do we know about the use of a checkpoint inhibitor with chemotherapy, especially in those 

challenging patients with a triple-negative inflammatory breast cancer?

Dr Mamta Choksi
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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 Hurvitz
• ASCENT: Sacituzumab govitecan for metastatic triple-negative breast cancer (TNBC)

• ASCENT: Outcomes in patients aged ≥65 years 

• ASCENT: Assessment of sacituzumab govitecan

• EMBRACA: Characterization of long-term responders after treatment with talazoparib

• EMBRACA: Safety analyses with talazoparib

• EMBRACA: Exploring the impact on efficacy of mutations in non-BRCA DNA damage 
response (DDR) and non-DDR genes

• EMBRACA: Clinical outcomes in patients with a history of CNS metastases receiving 
talazoparib

• Innovations in targeted therapy for TNBC

• Do all patients with cancer experience fatigue? 

• Oncology team perception and patient experience discordances in TNBC care



N Engl J Med 2021;384(16):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.



Assessment of Sacituzumab Govitecan (SG) versus 
Treatment of Physician’s Choice (TPC) Cohort by Agent 
in the Phase 3 ASCENT Study of Patients (pts) with 
Metastatic Triple-Negative Breast Cancer (mTNBC) 

O’Shaughnessy J et al. 
ASCO 2021;Abstract 1077.



Characterization of Long-Term Responders 
Following Treatment with Talazoparib (TALA) or 
Physician’s Choice of Chemotherapy (PCT) in the 
Phase 3 Embraca Trial

Etti J et al. 
ASCO 2021;Abstract 1029.



Oncologist 2020;25(3):e439-50 



Exploring Impact of Mutations in Non-BRCA DNA 
Damage Response (DDR) and Non-DDR Genes on 
Efficacy in Phase III EMBRACA Study of Talazoparib
(TALA) in Patients (pts) with Germline BRCA1/2 
Mutated (gBRCAm) HER2-Negative (HER2-) Advanced 
Breast Cancer (ABC)

Litton JK et al. 
ASCO 2020;Abstract 1018.



Clinical Outcomes in Patients (pts) with a History of 
Central Nervous System (CNS) Metastases Receiving 
Talazoparib (TALA) or Physician’s Choice of 
Chemotherapy (PCT) in the Phase 3 EMBRACA Trial

Litton JK et al. 
ASCO 2021;Abstract 1090.



Curr Opin Obstet Gynecol 2021;33(1):34-47 



Cancer 2021;127(8):1334-44 



Oncology Team Perception and Patient 
Experience Discordances in Triple-Negative Breast 
Cancer (TNBC) Care 

Hurvitz SA et al. 
ASCO 2021;Abstract e19176.
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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.



Lancet Oncol 2020;21:44-59



IMpassion130: PFS Results

Schmid P et al. Lancet Oncol 2020;21(1):44-59.

Atezo + nab-P 
(n = 451)

Plac + nab-P 
(n = 451)

PFS events, n 358 378
1-year PFS 23.7% 17.7%
2-year PFS 10% 6%
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PFS analysis: ITT population PFS analysis: PD-L1+ population

Atezo + nab-P 
(n = 185)

Plac + nab-P 
(n = 184)

PFS events, n 138 157
1-year PFS 30.3% 17.3%
2-year PFS 12.4% 7.4%

Months

5.5 mo 7.2 mo

Stratified HR = 0.80
p = 0.0025

Stratified HR = 0.63
p < 0.0001

5.3 mo 7.5 mo

Months

Second interim analysis median follow-up = 18.5 mo (atezo) vs 17.5 mo (placebo)



Time (months)

O
S 

(%
)

Time (months)

O
S 

(%
)

18.7 mo 21.0 mo
18.0 mo 25.0 mo

Stratified HR = 0.86
Log-rank p = 0.078

Stratified HR = 0.71*

IMpassion130: OS Results at Second Interim Analysis

Schmid P et al. Lancet Oncol 2020;21(1):44-59

* Not formally tested because of prespecified hierarchical analysis plan
• Median OS (PD-L1-negative population): 19.7 mo (atezo) vs 19.6 mo (placebo); HR = 0.97

Atezo + nab-P 
(n = 451)

Plac + nab-P 
(n = 451)

24-month 
OS rate 42.4% 38.7%

Atezo + nab-P 
(n = 185)

Plac + nab-P 
(n = 184)

24-month 
OS rate 50.7% 36.9%

Second interim analysis of OS: 
ITT population

Second interim analysis of OS: 
PD-L1+ population



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



Meet The Professor
Optimizing the Selection and Sequencing 

of Therapy for Patients with Advanced 
Gastrointestinal Cancers

Wednesday, August 25, 2021
5:00 PM – 6:00 PM ET

Wells A Messersmith, MD

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.


