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3. Low ER/PR expression (1-9%), HER2-negative breast [2] Bouchard-Fortier, A., Provencher, L., Blanchette, C., & Diorio, C. (2017). Prognostic and predictive
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5. For low ER/PR expression, HER2-negative breast
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e DA e [6] Guideline Update. J Clin Oncol 2020 Jan 13[Online ahead of print], DOI: 10.1200/JC0.19.02309
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OVERVIEW OF TNBC

PATHOLOGICAL DIAGNOSIS

Consensus Statement

1.

The good-prognosis subtypes of triple-negative breast
cancers are low-grade adenosquamous carcinoma,
fibromatosis-like metaplastic carcinoma, adenoid
cystic carcinoma, secretory carcinoma, and medullary
carcinoma.

ETV6-NTRK3 translocation-associated secretory
carcinoma can be targeted by Trk inhibitors.

Most of the metaplastic carcinomas have a worse
prognosis, except low-grade adenosquamous carcinoma
and fibromatosis-like metaplastic carcinoma.

Mixed subtype breast cancer is defined by a tumor with
10%—90% of special subtype of the cancer. The prognosis
of mixed subtypes TNBC is inconclusive (not significantly
different from IDC).

Ki67 is a predictive and prognostic marker of triple-
negative breast cancer. But cut-off value is inconclusive.

Androgen receptor is positive in 24% of triple-negative
breast cancers. It associated with lower tumor grade,
lower risk of disease recurrence. But, the assays and
definition of positivity differ among studies.

Quality of
Evidence

—

Strength of
Recommendation

Key
Reference

[1]

[2]
[3]
[4]
[5]

(6]

Quality of Strength of Key
Consensus Statement Reference

7.

8.

Discordance of ER (median 14%), PR (21%), HER2 (10%)
occurred in recurrent and metastatic breast cancers.
Re-biopsy is recommended and may have an impact on
patient outcomes and management.

I B [7]

Tumor-infiltrating lymphocytes (TILs) are a prognostic
marker. High TILs are associated with better outcome and
better response to neoadjuvant therapy in triple-negative
breast carcinomas.

I B [8]
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MOLECULAR CHARACTERISTICS

OF TNBC —

Consensus Statement

1.

Currently NO single molecular subtyping method such
as Lehmann’s TNBC-4, PAM50, or Burstein’s Immune
subtyping should be routinely used to guide treatment
for TNBC.

AR inhibitors are still under investigation and awaits
phase |lll clinical trials in TNBC. TBCS recognizes that
there is NO approved AR inhibitor yet in TNBC therapy.

The development of drugs targeting the PISK/AKT/mTOR
pathway for the treatment of TNBC is an evolving field
that should take into account the efficacies and toxicities
of new agents in addition to their interactions with
different cancer pathways.

TBCS recognizes that there is NO approved PI3K/AKT
inhibitors in TNBC therapy.

For patients eligible for clinical trials, PI3K/Akt/PTEN
testing can be considered

Quality of
Evidence

Strength of
Recommendation

Key
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[1-6]

[7]

8]

(8]
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cancer. Journal of clinical oncology, 36(9), 884-890.
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GENETIC TESTING IN
BREAST CANCER AND TNBC

1. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology.

1. In the setting of hereditary breast cancer genetic Version 3.2019.
counseling and prevention, genetic testings can be
suggested for all TNBC patients (either EBC or MBC) 2. Owens, D. K., Davidson, K. W., Krist, A. H., Barry, M. J., Cabana, M., Caughey, A. B,, ... & Mangione, C.
age <60 years; the genes to be tested included those i . [] M. (2019). Risk assessment, genetic counseling, and genetic testing for BRCA-related cancer: US
recommended by the NCCN guideline (i.e. ATM, [2] Preventive Services Task Force recommendation statement. JAMA, 322(7), 652-665.

G, [ERGA, ERERZ, [ERP, EIDI, SlRl2e, EREA) 3. Robson, M., Im, S. A, Senkus, E., Xu, B., Domchek, S. M., Masuda, N., ... & Wu, W. (2017). Olaparib
Il\\lAIIZ_1|:||13,AT§l2-|,2FéANI|DS5|‘-I|(§' :AMngl'DI;TEN' STK, TPS3, NBN, for metastatic breast cancer in patients with a germline BRCA mutation. New England Journal of
Medicine, 377(6), 523-533.

2. In the setting of therapeutic consideration, such 4. Litton, J. K., Rugo, H. S., Ettl, J., Hurvitz, S. A., Gongalves, A, Lee, K. H., ... & Roché, H. (2018).
as treatment for metastatic TNBC and/or when 3] Talazoparib in patients with advanced breast cancer and a germline BRCA mutation. New
treatment choice includes a PARP inhibitor, germline ! A [4] England Journal of Medicine, 379(8), 753-763.

BRCA status should be tested.

3. After genetic testing, if the patient has BRCA or other
variants of hereditary cancer genes, it is suggestion 1
that the patient and his/her family be referred to I B 2]
genetic counseling and follow the NCCN guideline for
cancer screening and prevention.

11 12




13

CURRENT THERAPIES FOR

EARLY TNBC

Consensus Statement

1.

—

Not all TNBC patients are required for dose-dense
adjuvant chemotherapy. The use of dose-dense should
be considered, particularly in highly proliferative tumours.

In the neoadjuvant setting, there is high- to low-certainty
evidence of equivalent outcomes for the sequence in
which taxanes are delivered. In the adjuvant setting, none
of the studies reported on overall survival or disease-free
survival. In most institutions, standard practice would be
to deliver anthracycline followed by taxane, and currently
available data do not support a change in this practice.

The correlation between pathologic response and long-
term outcome is strongest for TNBC. Neoadjuvant
chemotherapy allows the modification or addition of
adjuvant regimens among TNBC patients with residual
disease. For patients with more than T2 disease,
neoadjuvant approach should be considered.

Recommend adjuvant capecitabine(at a dose of 1250 mg
per square meter of body-surface area, twice per day,
on days 1to 14) every 3 weeks up to 8 courses in patients
with TNBC and residual invasive disease following
standard neoadjuvant/adjuvant treatment with taxane
and anthracyclin-based chemotherapy. The dose of
capecitabine may be adjusted according to patients’
clinical complications.

Quality of
Evidence

Strength of
Recommendation

Key
Reference

[1]

[2]

[3]
[4]
[5]

[5]

Quality of Strength of Key
Consensus Statement Reference

58

In TNBC patients, platinum-based neoadjuvant
chemotherapy is associated with significantly increased
PCR rates at the cost of worse hematological toxicities. I B [6]
Platinum-based neoadjuvant chemotherapy may be
considered an option in TNBC patients.
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1796-1804.
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Pathological complete response and long-term clinical benefit in breast cancer: the CTNeoBC
pooled analysis. The Lancet, 384(9938), 164-172.

Masuda, N., Leg, S. J., Ohtani, S., Im, Y. H., Lee, E. S., Yokota, ., ... & Yanagita, Y. (2017). Adjuvant
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CURRENT THERAPIES FOR

METASTATIC TNBC

Consensus Statement

1.

—

Both combination and sequential single-agent
chemotherapy (CT) are reasonable options. We
recommend combination therapies including combined
CT, CT with immunotherapy in PD-L1 + group or CT
with bevacizumab as the preferred choice for mTNBC.
Sequential single-agent CT should be reserved for
patients not requiring rapid symptom and/or disease
control.

Paclitaxel and platinum ( prefer carboplatin over cisplatin),
as combination agents, would usually be considered
as first-line CT (treatment naive or > 12 months since
adjuvant taxane ) for mTNBC.

In the absence of medical contraindications or patient
concerns, anthracycline or taxane-based regimens are
recommended. Other options such as capecitabine and
vinorelbine, particularly if avoiding alopecia is a priority
for the patient.

In patients pretreated with an anthracycline and a taxane,
single-agent eribulin is the preferred choice.

In MTNBC patients carboplatin demonstrated comparable
efficacy and a more favorable toxicity profile, compared
with docetaxel, and is, therefore, an important treatment
option particularly for BRCA-associated advanced TNBC.

Quality of
Evidence

Strength of
Recommendation

Key
Reference

[1]

[1]

[2]

[3]

[4]

Consensus Statement

6.

10.

Metronomic CT is a reasonable treatment option for
unfit TNBC patients and those not requiring rapid tumor
response. Preferred options include CM(low-dose oral
cyclophosphamide and methotrexate), capecitabine and/
orvinorelbine.

In patients with mTNBC who achieved disease control
with an initial CT, we recommend maintenance CT.

Metronomic CT is a reasonable treatment option for
maintenance therapy in patients following regimens with
tumor response but developing unacceptable toxicity.

Optimal combination and sequence of bevacizumab and
CT can be considered as an option in selected cases
who desperate for a response particularly for brain
metastases.

For patients with cancer experiencing CT-induced
peripheral neuropathy (CIPN), clinicians may
offer duloxetine. There are no established agents
recommended for the prevention of CIPN in patients with
cancer undergoing treatment with neurotoxic agents.

Quality of
Evidence

Strength of
Recommendation

Key
Reference

[5]
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[7]

(8]

[9]
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CURRENT THERAPIES FOR
METASTATIC TNBC ——
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IMMUNOTHERAPY FOR TNBC: RATIONALE,
RESULTS, AND ONGOING TRIALS

References
1. Anti-PDL1 (Atezolizumab) is active in the 1** line treatment | A (1]
of PDL1+ advanced or metastatic TNBC. 1. Schmid, P, Adams, S., Rugo, H. S., Schneeweiss, A., Barrios, C. H., lwata, H., ... & Henschel, V. (2018).
Atezolizumab and nab-paclitaxel in advanced triple-negative breast cancer. New England
2. PDL1 (SP142) is the major biomarker for immunotherapy | f 1 Journal of Medicine, 379(22), 2108-2121.
in advanced or metastatic TNBC. 2. Lemery, S., Keegan, P., & Pazdur, R. (2017). First FDA approval agnostic of cancer site—when a
biomarker defines the indication. N Engl J Med, 377(15), 1409-1412.
3. Other biomarkers, TILs, mutation burden, CD8+ cells, MSI, N/A N/A 2]
gBRCA mutation, need further validation.
4. Best chemotherapy partner for immunotherapy
o N/A N/A
combination to be explored.
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CLINICAL APPLICATION OF DDR

TARGETING AGENTS FOR TNBC

Consensus Statement

1.

PARP inhibitor, either olaparib or talazoparib, is
indicated for the treatment of patients with deleterious
or suspected deleterious germline BRCA-mutated , HER2-
negative metastatic breast cancer who have been treated
with chemotherapy either in the neoadjuvant, adjuvant,
or metastatic setting.

For gBRCAm/PD-L1- MBC, PARP inhibitor is preferred.
Atezolizumab benefit is not significant in this population.

For gBRCAm/PD-L1+ MBC, the choice between PARPi
or atezolizumab/chemotherapy as the first line
treatment has not been answered. For de Novo stage IV,
atezolizumab/chemotherapy is preferred because this
population is not eligible for OlympiA and EMBRACA trials.

A small phase Il study showed that two patients with
gPALB2 responded to PARPI.

The efficacy of PARPi for advanced BC with somatic
BRCA1/2m is currently being investigated in a phase Il
single arm trial (NCT03344965)

Some studies showed high HRD predicted response of
neoadjuvant platinum, but it did not predict platinum
efficacy in MBC (TNT trial). Its role in predicting PARPi has
not been well studied.

Quality of
Evidence

—

Strength of
Recommendation

N/A

N/A
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