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Objective: State of TNBC

1. Evolving Therapies for Early TNBC 
2. Evolving Therapies for metastatic TNBC 
3. Will offer my opinion on treatment sequencing



Neo/Adjuvant



KEYNOTE-522 Study Design (NCT03036488) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Primary Analyses of KEYNOTE-522
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Prevalence of RCB Categories in All Patients
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EFS in RCB-0
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EFS in RCB-1
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EFS in RCB-2
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EFS in RCB-3
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Study Design-- NeoPACT



RESULTS: Pathologic Complete Response



RESULTS: Event Free Survival



All grades (N=115)

115 (100%)                    G 1/2                      G 3

Adverse event (AEs)

Grade 3 or higher treatment- related AEs (TRAEs) were observed in 26.9% of patients
• Most common grade 3 or higher TRAEs were

• Diarrhea 4.3%
• Anemia 3.5%
• Peripheral sensory neuropathy 2.6%

Treatment discontinuation due to AEs
• TRAEs led to discontinuation of any drug in 12% of patients
• discontinuation of pembrolizumab due to TRAE occurred in 7% of patients
• Discontinuation of chemotherapy due to TRAE occurred in 10% of patients



Immune-Mediated Aes (iAEs)



Summary Current Therapy Sequence

Neo-Adjuvant/Adjuvant 
Chemotherapy

Adjuvant

• AC-paclitaxel + Carboplatin + Pembrolizumab –(T ≥ 2cm 
and/or N+)

• Taxotere Cytoxan x 4/6 –(T ≤ 2cm)
• AC-paclitaxel --T ≤ 2cm
• AC-paclitaxel + Carboplatin-- pembrolizumab contraindicated
• Taxotere + carboplatin +/- pembrolizumab- when appropriate

1. pCR:
• Pembrolizumab-- can exclude if intolerable or pt preference

2. Non-pCR
• Pembrolizumab
• Pembrolizumab + Capecitabine-- Especially if RCB II/III
• Pembrolizumab + Olaparib—If gBRCA positive
• Capecitabine– if not pembrolizumab candidate
• Olaparib—if gBRCA and not pembrolizumab candidate



Study- Pembrolizumab 200mg q3WK + Olaparib 300MG bid (N) Toxicities (%)

Keynote 365 cohort A –mCRPC (84)1 o Common-all grades
• Nausea (33)
• Anemia (31)

o Grade >=3-TRAEs (35)
o Grade 5 – (2)

KeyLYNK 007- Advance solid tumors (168)2 o Common- all grades
• Nausea (39)
• Anemia (30)
• Fatigue (16)

o Grade 3-4 (36)

Phase II Niraparib  and Pembrolizumab mTNBC (55)3 o Grade All
• Nausea (55)
• Fatigue (44)
• Anemia 35)
• Thrombocytopenia (25)

o Grade 3 AE’s (58)- Fatigue, Anemia, Thrombocytopenia

1. Yu et al, JCO GU cancer symposium 2020, 2. Maio et al, Clinical Cancer Research 2021, 3. Vinayak et al Jama Oncology 2019, 4. Shah J Immuno Cancer,  2020 

Study--Pembrolizumab 200mg q3WK + Xeloda 1000mg/m2 bid (N) Toxicities (%)

Phase II mBC (30)4 o Common-all grades occurring in >= 50% pts
• Hyperglycemia (87)
• Elevate ALK (67)
• Amenia (60)
• Fatigue (57)
• Lymphopenia (53)
• Elevated AST (53)
• Nausea (53) Diarrhea (50)

o Grade >3 in >=10%
• Lymphopenia (20)
• Hand Foot (13)
• Elevated ALK (10)
• Anemia (10)



Metastatic



San Antonio Breast Cancer Symposium®, December 7-10, 2021

This presentation is the intellectual property of Javier Cortes. Contact him at jacortes@vhio.net for permission to reprint and/or distribute.

KEYNOTE-355 Study Design (NCT02819518) 

Stratification Factors:
• Chemotherapy on study (taxane or gemcitabine-carboplatin)
• PD-L1 tumor expression (CPS ≥1 or CPS <1)f

• Prior treatment with same class chemotherapy in the 
neoadjuvant or adjuvant setting (yes or no)

Key Eligibility Criteria
• Age ≥18 years
• Central determination of TNBC and 

PD-L1 expressiona

• Previously untreated locally recurrent 
inoperable or metastatic TNBC

• De novo metastasis or completion of 
treatment with curative intent ≥6 months 
prior to first disease recurrence

• ECOG performance status 0 or 1
• Life expectancy ≥12 weeks from

randomization
• Adequate organ function
• No systemic steroids
• No active CNS metastases
• No active autoimmune disease

Pembrolizumabb + Chemotherapyc

Placebod + Chemotherapyc

R 
2:1

Progressive 
diseasee/cessation 

of study therapy

aBased on a newly obtained tumor sample from a locally recurrent inoperable or metastatic site (an archival tumor sample was used with permission from the study sponsor if a new tumor 
biopsy was not obtainable). bPembrolizumab 200 mg intravenous (IV) every 3 weeks (Q3W). cChemotherapy dosing regimens are as follows: Nab-paclitaxel 100 mg/m2 IV on days 1, 8, 
and 15 every 28 days; Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days; Gemcitabine 1000 mg/m2/carboplatin AUC 2 on days 1 and 8 every 21 days. dNormal saline. 
eTreatment may be continued until confirmation of progressive disease. fPD-L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured 
using the combined positive score (CPS; number of PD-L1–positive tumor cells, lymphocytes, and macrophages divided by total number of viable tumor cells x 100). 

Javier Cortes, MD



Presented By Javier Cortes at TBD ASCO 2020

Progression Free Survival by PD-L1 expression
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Overall Survival at Final Analysis San Antonio Breast Cancer Symposium, December 7-10, 2021



mPFS, Mos

KEYNOTE-355: PFS by Chemotherapy Regimen Across Subgroups

Slide credit: clinicaloptions.comHope Rugo. SABCS 2020. Abstr GS3-01..
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Hope S. Rugo, ASCO 2022

SACITUZMAB GOVITECAN (SG)



TPC arm (n)= eribulin (139), vinorelbine (52), gemcitabine (38), capecitabine (33)

Bardia NEJM 2021



Progression Free Survival  (BICR Analysis)



Overall Survival



Overall Response and Best Percent Change 
From Baseline in Tumor Size



Bardia, NEJM 2021

Subgroup Analysis



TRAEs (All Grade, >20%; Grade ¾, >5% of Patients)



DESTINY-BREAST04:  FIRST RANDOMIZED PHASE 3 STUDY OF 
T-DXd FOR HER2-LOW mBC

Modi, S ASCO 2022



PROPOSAL OF AN ALGORITHM FOR DEFINING HER2-LOW BC

LoRusso, P ASCO 2022



PFS IN HR+ AND ALL PATIENTS

Modi, S ASCO 2022



OS IN HR+ AND ALL PATIENTS

Modi, S ASCO 2022



PFS AND OS IN HR– (EXPLORATORY ENDPOINTS)

Modi, S ASCO 2022



CONFIRMED ORR

Modi, S ASCO 2022



ANTITUMOR ACTIVITY AND SAFETY OF TRASTUZUMAB DERUXTECAN IN PATIENTS WITH 
HER2-LOW–EXPRESSING ADVANCED BREAST CANCER: RESULTS FROM A PHASE IB 
STUDY

FIG 1. Best percent change in tumor size and percent change 
in tumor size, respectively, over time for individual patients 
in (A, D) the entire human epidermal growth factor receptor 
2 (HER2)-low population, (B, E) the HER2 
immunihistochemistry (IHC) 2+ group, and (C, F) the HER2 
IHC 1+ group. Data cutoff was February 1, 2019. Dotted lines 
denote 30% decrease and 20% increase in tumor size cutoffs 
for partial response and progressive disease, respectively. 
Tumor responses shown are per independent central review. 
The IHC status subgroups represent the IHC status as 
determined by local assessment. (*) HR negative. HR, 
hormone receptor.

mPFS-11 mos

ORR=35.7% ORR=38.5%

Shanu Modi; Haeseong Park; Rashmi K. Murthy; Hiroji Iwata; Kenji Tamura; Junji Tsurutani; Alvaro Moreno-Aspitia; Toshihiko Doi; Yasuaki Sagara; Charles Redfern; Ian E. 
Krop; Caleb Lee; Yoshihiko Fujisaki; Masahiro Sugihara; Lin Zhang; Javad Shahidi; Shunji Takahashi; Journal of Clinical Oncology 2020 381887-1896.



ADVERSE EVENTS OF SPECIAL INTEREST

Modi, S ASCO 2022



DRUG-RELATED TEAEs IN ≥20% OF PATIENTS

Modi, S ASCO 2022



PREVALENCE OF NAUSEA AND VOMITING: DB03

Erika Hamilton, MD, ASCO 2022



Summary Current Therapy mTNBC

First-line MBC Second-line MBC Third-line and beyond MBC

• Pembrolizumab + chemo if PDL1+
• Olaparib/Talazoparib if BRCA + and 

PDL1 –
• Chemotherapy (taxane, xeloda, 

gem/carbo) if BRCA/PDL1-
• Clinical trial
• Sacituzumab- pt progressed within 

6 months of [AC-TC]P

Consider repeat molecular profile through liquid ctDNA on progression
Or repeat biopsy for HER2 expression testing in pt who are HER2 0

• Olaparib/Talazoparib if 
BRCA+ and PDL1 (+ or -)

• Sacituzumab
• Chemotherapy (taxane, 

xeloda, gem/carbo)
• Clinical trial

• Sacituzumab (if not in 2nd line)
• Chemotherapy
• TDxD- if prior sacituzumab
• Clinical trial

• NTRK Fusion: larotrectinib or entrectinib
• MSI-H/dMMR:  pembrolizumab or dostarlimab-gxly
• TMB-H: pembrolizumab
• Somatic gBRCA 1/2  or PAPLB-2 Mutation  olaparib

or talazoparib

• Comfort measures

Comprehensive profiling
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• The West Cancer Center and 
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