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HER2 Immunohistochemistry Testing in Metastatic Breast Cancer: Guiding
Treatment Decisions and the Role of Sacituzumab Govitecan

Description:

The purpose of this document is to discuss the clinical utility and implications of human epidermal
growth factor receptor 2 (HER2) immunohistochemistry (IHC) testing in metastatic triple-negative
breast cancer INTNBC) and metastatic hormone receptor-positive HER2-negative (MHR+/HER2-)
breast cancer. It also reviews current treatment approaches for these two subsets of metastatic
breast cancer, with a focus on the role of sacituzumab govitecan (SG).

Background:
e HERZ2 is commonly overexpressed on the surface of breast cancer cells and HER2 testing
should be performed on all new primary or newly metastatic breast cancers’
e HER?2 testing occurs in a two-step process: first with IHC, then with fluorescence in-situ
hybridization (FISH) testing if IHC results are uncertain or equivocal (see table below)'-2

Table 1. HER2 protein expression by IHC assay’-?

Score Description Interpretation

0 No staining or faint staining in <10% of HERZ2 negative
tumor cells

1+ Faint/barely perceptible incomplete HER2 low
membrane staining in >10% of tumor cells

2+ Weak to moderate complete membrane HER2 equivocal - reflex to
staining in >10% of tumor cells FISH testing

If FISH negative: HER2 low

If FISH positive: HER2
positive

3+ Intense, complete circumferential HER2 positive
membrane staining in >10% of tumor cells

e HER2-negative and HER2-low (IHC 1+ or 2+/FISH negative) tumors may be considered for
treatment with antibody drug conjugate therapy in the second line or beyond setting
e Inthe phase Ill ASCENT trial* (SG vs physician choice, single-agent chemotherapy in mTNBC
patients)
o SG improved PFS and OS in both HER2 IHCO and HER2-Low patients
o ORR was improved for SG vs chemotherapy in HER2 IHCO and HER2-Low patients

IMPORTANT NOTICE: NCODA has developed this Positive Quality Intervention platform. This platform is intended as an educational aid, does not
provide individual medical advice, and does not substitute for the advice of a qualified healthcare professional. This platform does not cover all existing
information related to the possible uses, directions, doses, precautions, warning, interactions, adverse effects, or risks associated with the medication.
The materials contained in this platform do not constitute or imply endorsement, recommendation, or favoring of this medication by NCODA. NCODA
does not ensure the accuracy of the information presented and assumes no liability relating to its accuracy. All decisions related to taking this medication
should be made with the guidance and under the direction of a qualified healthcare professional. It is the individual's sole responsibility to seek guidance
from a qualified healthcare professional. Updated 1.5.26 PQI-147
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PQl Process:
e Confirm HER2 and HR status

e Evaluate prior lines of therapy and performance status
e Determine appropriate treatment recommendations based on patient’s biomarker results and

treatment history

Table 2. Treatment for endocrine refractory mHR+/HER2-negative disease’

Setting Biomarker Regimens

Second Line | HER2 IHC 1+ or 2+/FISH e Fam-trastuzumab deruxtecan (category
negative 1, preferred)
HER2 IHC 0+ e Fam-trastuzumab deruxtecan (other

recommended regimen)

Not a candidate for fam-
trastuzumab deruxtecan

Sacituzumab govitecan
(category 1, preferred)

Systemic chemotherapy

Targeted therapy

For HER2 IHC 0, 1+, or 2+/FISH
negative: Datopotamab deruxtecan
(other recommended regimen)

Table 3. Treatment for mTNBC'

Setting Biomarker

Regimens

Second Line | Germline BRCA 1/2 mutation

PARP inhibitor
(category 1, preferred)

Any

Sacituzumab govitecan
(category 1, preferred)

Systemic chemotherapy or targeted
agents

HER2 IHC 1+ or 2+/FISH-

No germline BRCA 1/2 mutation

Fam-trastuzumab deruxtecan (other
recommended regimen)

If proceeding with SG2:

e SG is a trophoblast cell-surface antigen 2 (TROP2) directed ADC linked to a topoisomerase |

inhibitor chemotherapy payload

cancer cells

toxicity

High emetic risk: provide prophylactic antiemetics
Risk of febrile neutropenia: provide primary G-CSF prophylaxis if patient has additional risk

TROP2 does not require biomarker testing; it is found in high amounts of the surface of breast

Administer SG 10 mg/kg IV on Days 1 and 8 of a 21-day cycle
Boxed warnings for diarrhea and neutropenia
Patients with UGT1A1*28 genotype and reduced UGT1A1 activity and are at increased risk for

factors (prior chemotherapy, age > 65, renal dysfunction, etc)
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Patient-Centered Activities:

e Discuss the importance and implications of HER2 testing, including how results influence
treatment selection

¢ Review the NCODA PQI document, Sacituzumab govitecan: Prophylaxis and Management of

Adverse Events, prior to providing patient education

e Provide chemotherapy patient education sheet for sacituzumab govitecan
¢ Reinforce importance of early symptom reporting (e.g., diarrhea, nausea/vomiting, fever, fatigue)
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