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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

The following CLC & IB components will be addressed in this presentation: 

▪ Access to the clinical trials in HER2 positive disease in minority groups.

▪ Racial disparities in receiving treatment and the outcomes of metastatic HER2 positive breast cancer.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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OUTLINE

▪ Incidence and prognosis of metastatic HER2 positive breast cancer

▪ New treatment options for metastatic HER2 positive breast cancer

▪ Ongoing studies in HER2 positive MBC

▪ Future directions



20-30% of early-stage breast cancer patients develop metastasis

6-10% of patients have MBC at the time of diagnosis

MBC = metastatic breast cancer.
American Cancer Society (2016).
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Jatoi et al. NEJM 2022, 386;25
Jatoi et al. NEJM 2022, 386;25

Racial Disparity in US Breast Cancer Mortality
• Breast cancer mortality was slightly lower among black women before 

1980
• The death rates diverged sharply after 1980 (HR+, 19% higher in AA 

and triple negative more than twice higher)
• Multifactorial including limited access of black women to screening 

mammography and lack of access to new medical interventions
• 81% higher rate of triple negative BC in black women compared to 

non-Hispanic whites (21.9 vs. 12.1 cases per 100,000)



HER2 overexpression

• Tumors that overexpress HER2 are more aggressive and 
used to be associated with worse outcomes compared 
to HER2- cancers

• Trastuzumab has altered the natural history of HER2+ 
BC and addition of trastuzumab to chemotherapy 
significantly improves DFS and OS in early-stage BC and 
PFS and OS in MBC.

Hudis, NEJM 2007



ANTIBODY DEVELOPMENT

Leavy O: The Birth of monoclonal antibodies, Nature Immunology 17: S13-S13, 2016 



Proposal of an algorithm for defining HER2-low BC

Tarantino et al. JCO. 2020 38(17)



mAbs = monoclonal antibodies; TKIs = tyrosine kinase inhibitors.

Targeted Therapies for HER2+ Breast Cancer and FDA Approvals



HER2-Positive MBC

Grinda T, et al. ESMO Open. 2021;6(3):100114.



Swain S, et al. Presented at: ASCO Annual Meeting; 2019. Swain S, et al. Lancet Oncol. 2020;21(4):519-530.

HER2 + MBC (CLEOPATRA)

Landmark OS: 23%
Events: 280 (69.0%)

Median PFS: 18 mo
Median OS: 57 mo



T-DM1 = trastuzumab emtansine.
Verma S, et al. N Engl J Med. 2012;367(19):1783-1791.

EMILIA Study



Nakada T, et al. Chem Pham Bull (Tokyo). 2019;67(3):173-185. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. Trail PA, 
et al. Pharmacol Ther. 2018;181:126-142. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046. Mosele, ESMO Breast 2022

Trastuzumab Deruxtecan



ILD = interstitial lung disease; CBR = clinical-benefit rate; PK = pharmacokinetics.
Modi S, et al. N Engl J Med. 2020;382(7):610-621.

DESTINY-Breast01: Phase 2 Study of T-DXd in HER2-Positive MBC

Updated ORR Results with 20.5 Months Follow-Up



Median OS update at ESMO 2021: 29.1 months in exploratory analysis with 31.1 months of F/U.
Modi S, et al. N Engl J Med. 2020;382(7):610-621.

DESTINY-Breast01: 
Trastuzumab Deruxtecan for 3L+ HER2+ MBC

Additional 9.4 mo F/U showed PFS 19.4 mo and median OS was 24.6 mo



Jerusalem G, et al. Presented at: ESMO Breast Cancer Virtual Meeting; 2020.  Hurvitz S, et al. SABCS2021, Modi S, et al. 
Presented at: SABCS; 2020.

T-DXd Showed Similar Efficacy in Patients with a History of CNS Metastases at 
Baseline to the Overall Population

Median PFS in patients with brain metastases: T-DXd:    15 mo
SOC arm: 3 mo

• Median time to onset of ILD 
was 27.6 weeks 

• Requires awareness via 
monitoring, dose 
interruptions/modification, and 
early institution of steroids

• Majority of cases occur within 
12-14 months of therapy; no 
cumulative risk



Diagnostic algorithm for anti-HER2 ADCs’ related ILD<br />

.Diagnostic Algorithm for managing ILD



Presidential presentation on 9/18 at ESMO 2021 by Dr. Cortes: PFS HR: 0.28 for T-DXd

DESTINY-Breast03 – T-DXd in 2nd line

TEAE = treatment-emergent AE.
Cortes J, et al. Presented at: ESMO Congress; 2021, NEJM 2022 March 24; 386 (12):1143-1154



Destiny-Breast 03 study:<br />What about patients treated in the second line?

Cortes J, et al. Presented at: ESMO Congress; 2021, NEJM 2022 March 24; 386 (12):1143-1154

DESTINY-Breast03 – T-DXd in 2nd line



EGFR = estimated glomerular filtration rate.
ClinicalTrials.gov. Accessed September 21, 2021. https://clinicaltrials.gov/ct2/show/NCT02614794. Pheneger T, et al. Presented at: 
AACR Annual Meeting; 2009. Moulder SL, et al. Clin Cancer Res. 2017;23(14):3529-3536. Murthy R, et al. Lancet Oncol. 
2018;19(7):880-888. Metzger Filho O, et al. Ann Oncol. 2020;31(9):1231-1239. Murthy RK, et al. N Engl J Med. 2020;382(7):597-609.

Tucatinib – HER2CLIMB



CNS Metastasis – HER2CLIMB
Improves ORR, CNS PFS, and OS

TUC = tucatinib.
Von Minckwitz G, et al. N Engl J Med. 2019;380(7):617-628. Pestalozzi BC, et al. Lancet Oncol. 2013;14(3):244-248. Lin NU, et 
al. J Clin Oncol. 2020;38(23):2610-2619.

HR computed from Cox proportional hazards model using stratification factors (ECOG PS: 0/1, and region of world: North America/rest of world) at randomization.



Curigliano G, et al. Presented at: ASCO Annual Meeting; 2021.

HER2CLIMB: Updated Overall Survival
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Baselga J, et al. Crit Rev Oncol Hematol. 2017;119:113-122. Kim JY, et al. Int J Cancer. 2019;145(6):1669-1678. Kunte S, et al. 
Cancer. 2020;126(19):4278-4288. Xuhong JC, et al. Am J Cancer Res. 2019;9(10):2103-2119. Saura C, et al. J Clin Oncol. 
2020;38(27):3138-3149.



CBA = central blinded analysis.
Rugo H, et al. Presented at: SABCS; 2019.

Margetuximab: A Novel HER2 mAB with a Modified Fc Domain



Slide 23

Rugo H et al. JAMA Oncol 2021 Apr 1;7(4)573-584

Phase 3 SOPHIA Trial: Primary Endpoint PFS



Slide 24

Rugo H et al. JAMA Oncol 2021 Apr 1;7(4)573-584



GI = gastrointestinal.
Modi S, et al. Presented at: ESMO; 2021.

2nd line

2022 Approach to Therapy for Metastatic HER2+ BC

/ T-DM1



Modi, S et al. N Engl J Med. 2022;387(1):9-20. Schmid P, et al. J Clin Oncol. 2021;39(15_suppl):1023. 

Trastuzumab Deruxtecan in Previously Treated HER2-low Advanced Breast Cancer
Her2 low subgroup:
• TNBC: 34% and ER+: 63%
• HER2 is not the oncogenic driver
• Benefit from ADC due to payload release before internalization –

bystander effect
• Her2 low status variable over time
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PFS

Hormone receptor-negative

Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20
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OS in HR+ and HR - Patients

Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20



Slide 13

Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20

T-DXd: 8.2% ILD



DESTINY-Breast04 Summary and Impact



Mechanisms of resistance to ADCs<br />
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BRIDGET/BRE21-516: Single arm, phase II, multicenter, clinical trial of tucatinib added to trastuzumab/pertuzumab or T-DM1 in patients with isolated intracranial progression in 
HER2+ advanced breast cancer<br />



PERMEATE: Pyrotinib + capecitabine for HER2+ BCBM



Pyrotinib

.

PFS



Slide 27

Tolaney SM et al. Lancet Onc 2020



Slide 28

Saura C et al. ESMO 2021



Slide 30

Hu X et al. ASCO 2021; Presented at ASCO 2022 by Giuseppe Curigliano

Hurvitz S et al. SABCS 2021
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Barriers to clinical trial enrollment in racial and ethnic 
minority patients

Hamel et al. Cancer Control 2016; 23(4) 327-337

▪ Enrollment in African American patients lower than whites

▪ Enrollment in clinical trials between 2 cohorts of patients, 2001-2010 with 1990-2000 compared and showed more diversity

▪ In 1990-2000: 89% white, 10.5% African American, 0.4% Hispanic and 0.04% Asian

▪ 2001-2010: 82.9% white, 6.2% African American, Asian 3.3%, 2.2% Hispanic, Native American 0.1% 

▪ Barriers: System: limited number of available studies since a lot of minorities receive care at under resourced centers, lack of community practice engagement

o Individual (healthcare professional, patient and family)

o Interpersonal level: doctor-patient relationship

▪ Open discussion about past abuse of minorities in research to create and sustain partnership in community

▪ Minority based community clinical oncology program of NCI and to include patient advocacy group to work on future plans to increase minority enrollment

▪ To improve the funding for all clinical trials within NCI 

▪ Awareness  – sensitivity  - knowledge - skills
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FIG 1. Treatment algorithm. If the patient is receiving HER2-targeted therapy and chemotherapy combinations, provide chemotherapy for 4-6 months and/or to the time of maximal 

response, if low toxicity and no progression. Continue HER2-targeted therapy after stoppage of chemotherapy. aExcept if contraindications to taxanes. ER, estrogen receptor; HER2, 

human epidermal growth factor receptor 2; PgR, progesterone receptor; T-DM1, trastuzumab emtansine; T-Dxd, trastuzumab deruxtecan.

Published in: Sharon H. Giordano; Maria Alice B. Franzoi; Sarah Temin; Carey K. Anders; Sarat Chandarlapaty; Jennie R. Crews; Jeffrey J. Kirshner; Ian E. Krop; Nancy U. Lin; Aki 

Morikawa; Debra A. Patt; Jane Perlmutter; Naren Ramakrishna; Nancy E. Davidson; Journal of Clinical Oncology 2022 402612-2635.

DOI: 10.1200/JCO.22.00519
Copyright © 2022 American Society of Clinical Oncology

ASCO Guidelines Update 2022
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Future Directions

▪ Significant advances in the management of  Her2 positive breast cancers are made

▪ Strategies to control the cost of cancer care, choosing wisely and bridging the gap 
and disparities in oncology care

“ Science will only fulfill its promises when the benefits are 
equally shared by the really poor of the world”  

Cesar Milstein (Noble Prize recipient in 1984)


