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AHAEFBE:

e ¥ 5 8 HEF—11EH0 Novel Trop-2 Therapies For TNBC ©

e 9 B F 6 IEMFENEHLE - Androgen receptor is positive in 10% - 50% of triple-negative breast
cancers. It is associated with lower pathological complete response (pCR) rates to neoadjuvant chemo-
therapy. Its prognostic impact shows conflicting results. o &[G 58 i SLEf ©

e % 15 B ' {28824 CONVENTIONAL THERAPIES FOR EARLY TNBC °

e % 17 B : #2885 CONVENTIONAL THERAPIES FOR METASTATIC TNBC °

eE 218 :E 1 IEMMLEHS * Anti-PD-L1 (Pembrolizumab/chemotherapy) is active in the 1st line treat-
ment of PD-L1+ advanced or metastatic TNBC. Atezolizumab/nab-paclitaxel is an optional choice. ° JE[EE
FILRE ©

e 21 H :FE 2 IBFEMEFS | PD-L1 expression (For Pembrolizumab, 22C3, threshold for positivity
combined positive score 210) is the major biomarker for immunotherapy in advanced or metastatic TNBC. For
Atezolizumab, SP142, threshold for positivity 21% is an optional choice. ° &[G B 3L EL ©

o5 21 B HiEE 5 IFMFEUL © Neoadjuvant anti-PD-L1 (Pembrolizumab/chemotherapy) for patients with
high-risk eTNBC when given in combination with chemotherapy followed by adjuvant Pembrolizumab use
after surgery could be considered.

e 5238 E 2 IEMHEILEFHA | For gBRCAmM/PD-L1- MBC, PARP inhibitor is preferred. Anti-PD-L1 therapy
benefit is not significant in this population.

e 23 H E 3 IHFEMWEHSL : For gBRCAmM/PD-L1+ MBC, the choice between PARPi or anti-PD-L1
therapy as the first line treatment has not been answered. For de novo stage |V, anti-PD-L1 therapy is
preferred because this population is not eligible for OlympiA and EMBRACA trials.

e 55 23 B  FfIEE 7 IEMEUL  Addition of 1 year of adjuvant Olaparib is an option for select patients with
gBRCA1/2m after completion of adjuvant chemotherapy.

e 3 25 H ' FE—IRIZMME IR
ZR8 : NOVEL TROP-2 THERAPIES FOR TNBC
1 IgM#E ¢ Trop-2-directed antibody-drug conjugate (Sacituzumab Govitecan, SG) would be considered for
the treatment of adult patients with unresectable locally advanced or metastatic TNBC who have received
two or more prior systemic therapies, at least one of them for metastatic disease. Biomarker testing is unnec-
essary.

Z 2 TEPENL © SG improves survival benefit in all subgroups, especially in 2L treated patients, 265 y/o
elderly patients, medium/high Trop-2 expression, compared with chemotherapies and regardless of gBRCAm
status.

2 3 TEPFL : For gBRCAmM mTNBC after 1L metastatic therapies, subsequent choice between PARPi or SG
has not been answered.
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LEVELS OF EVIDENCE AND
GRADES OF RECOMMENDATION -

A Strong recommendation for use

B Moderate recommendation for use

C Marginal recommendation for use

D Recommendation against use
N/A Inconclusive

2

Evidence from at least 1 properly designed randomized,
controlled trial

Evidence from at least 1 well-designed clinical trial, without
randomization; from cohort or case-controlled analytic
studies (preferably from > 1 center); from multiple time series;
or from dramatic results of uncontrolled experiments

Evidence from opinions of respected authorities, based on

1} - . s :
clinical experience, descriptive case studies

1. Brouwers, M. C., Kho, M. E., Browman, G. P., Burgers, J. S., Cluzeau, F., Feder, G., ... & Littlejohns, P. (2010). AGREE |I: advancing guideline development,
reporting and evaluation in health care. Cmaj, 182(18), EB39-E842.

2. BroZek, J. L., Akl, E. A, Compalati, E., Kreis, J., Terracciano, L., Fiocchi, A, ... & Lang, D. M. (2011). Grading quality of evidence and strength of
recommendations in clinical practice guidelines part 3 of 3. The GRADE approach to developing recommendations. Allergy, 66(5), 588-595.

3. Kiehl, M. G, Beutel, G., Béll, B., Buchheidt, D., Forkert, R., Fuhrmann, V., ... & Liebregts, T. (2018). Consensus statement for cancer patients requiring
intensive care support. Annals of hematology, 97(7), 1271-1282. 06




TNBC OVERVIEW —

Quality of Strength of Key

1. TNBC account for 13~15% in all invasive breast cancer,
the ratio is similar between age groups.

[ [1]

2. In HERZ2 negative breast cancer, ER 1~10% tumors take
up 5.6% ~ 8% of cases.

[4]

3. Low ER/PR expression (1-9%), HER2-negative breast [2]
cancer behaves more like triple negative breast cancer 1] B [4]
(TNBC). [6]

4. In comparison to tumor with higher ER/PR expression, [3]
low ER/PR and HER2 negative breast cancer is associated [l B 4]
with worse prognosis.

5. For low ER/PR expression, HER2-negative breast
cancer, hormonal therapy is also beneficial. Threshold
for chemotherapy in this group of patient should be
individualized and approaching to TNBC.

(3]
[ B 5]

6]
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OVERVIEW OF TNBC
PATHOLOGICAL DIAGNOSIS ——

Quality of Strength of Key

1. The good-prognosis subtypes of triple-negative breast
cancers are low-grade adenosquamous carcinoma,
fibromatosis-like metaplastic carcinoma, adenoid Il B [1]
cystic carcinoma, secretory carcinoma, and medullary
carcinoma.

2. ETV6-NTRKS3 translocation-associated secretory
carcinoma can be targeted by Trk inhibitors.

3. Most of the metaplastic carcinomas have a worse
prognosis, except low-grade adenosquamous carcinoma I B [3]
and fibromatosis-like metaplastic carcinoma.

4. 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 . . it
different from IDC).
5. Ki67 is a predictive and prognostic marker of triple- I B 5]

negative breast cancer. But cut-off value is inconclusive.

6. Androgen receptor is positive in 10% - 50% of triple-
negative breast cancers. It is associated with lower
pathological complete response (pCR) rates to neoad- M & 6]
juvant chemotherapy. Its prognostic impact shows
conflicting results.
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Quality of Strength of Key

7. 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 . = [7]
patient outcomes and management.

8. Tumor-infiltrating lymphocytes (TILs) are a prognostic
marker. High TILs are associated with better outcome and

: . : Il B [8]
better response to neoadjuvant therapy in triple-negative
breast carcinomas.
References

1. WHO Classification of Tumours Editorial Board. Breast tumours. 5th ed. Lyon, France: IARC Press,
2019.

2. Penault-Llorca, F., Rudzinski, E. R., & Sepulveda, A. R. (2019). Testing algorithm for identification of
patients with TRK fusion cancer. Journal of clinical pathology, 72(7), 460-467.
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of triple-negative breast cancer. Annals of oncology, 23(suppl_6), vi13-vi18.

4. Yang, M., Bao, W., Zhang, X., Kang, Y., Haffty, B., & Zhang, L. (2017). Short-term and long term clinical
outcomes of uncommon types of invasive breast cancer. Histopathology, 71(6), 874-886.

5. Tao, M., Chen, S., Zhang, X., & Zhou, Q. (2017). Ki-67 labeling index is a predictive marker for a
pathological complete response to neoadjuvant chemotherapy in breast cancer: A meta-analysis.
Medicine, 96(51).
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a review. Cancer and Metastasis Reviews, 35(3), 427-437.

8. Loi, S., Michiels, S., Adams, S., Loibl, S., Budczies, J., Denkert, C., Salgado, R. (2021). The journey of
tumor-infiltrating lymphocytes as a biomarker in breast cancer: clinical utility in an era of checkpoint
inhibition. Annals of Oncology, 32(10), 1236-1244.
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MOLECULAR CHARACTERISTICS
OFTNBC

Quality of Strength of Key

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.

[ A [1-6]

2. AR inhibitors are still under investigation and awaits
phase |l clinical trials in TNBC. TBCS recognizes that Il A [7]
there is NO approved AR inhibitor yet in TNBC therapy.

3. The development of drugs targeting the PIBK/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 Il A [8]
different cancer pathways.

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

4. For patients eligible for clinical trials, PI3K/Akt/PTEN

testing can be considered. i B (8]
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GENETIC TESTINGIN
BREAST CANCER AND TNBC

Consensus Statement

1.

13

In the setting of hereditary breast cancer genetic
counseling and prevention, genetic testings can be
suggested for all TNBC patients (either EBC or MBC)
age< 60 years; the genes to be tested included those
recommended by the NCCN guideline (i.e. ATM,
BARD1, BRCA1, BRCA2, BRIP1, CDH1, CHEK2, EPCAM,
MLH1, MSH2, MSH6, PMS2, PTEN, STK11, TP53, NBN,
NF1, PALB2, RAD51C, RAD51D)

In the setting of therapeutic consideration, such as
treatment for metastatic TNBC and/or when treatment
choice includes a PARP inhibitor, germline BRCA
status should be tested.

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

Quality of
Evidence

Strength of
Recommendation

Key
Reference

(1]
[2]

3]
[4]

(1]
(2]
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CONVENTIONAL THERAPIES FOR
EARLY TNBC

Quiality of Strength of Key
Consensus Statement

1. Not all TNBC patients are required for dose-dense
adjuvant chemotherapy. The use of dose-dense should Il C [1]
be considered, particularly in highly proliferative tumours.

2. 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 [ © 2]
survival. In most institutions, standard practice would be
to deliver anthracycline followed by taxane. However, it
could be considered that more and more recent trial
designs prefer to upfront taxane regimen in
neoadjuvant/adjuvant setting.

3. The correlation between pathologic response and long-
term outcome is strongest for TNBC. Neoadjuvant

chemotherapy allows the modification or addition of 3]
adjuvant regimens among TNBC patients with residual Il B [4]
disease. For patients with more than T2 disease, 5]

neoadjuvant approach should be considered. It also
could be optional for T1 disease.

4. Recommend adjuvant capecitabine(at a dose of 1250 mg
per square meter of body-surface area, twice per day,
on days 1 to 14) every 3 weeks up to 8 courses in patients
with TNBC and residual invasive disease following

standard neoadjuvant/adjuvant treatment with taxane ! 2 ]
and anthracyclin-based chemotherapy. The dose of
capecitabine may be adjusted according to patients’
clinical complications.
15
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Quality of Strength of Key

5. In TNBC patients, platinum-based neoadjuvant
chemotherapy is associated with significantly increased
PCR rates at the cost of worse hematological toxicities. ] B [6]
platinum-based neoadjuvant chemotherapy may be
considered an option in TNBC patients.
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CONVENTIONAL THERAPIES FOR
METASTATIC TNBC

Quality of Strength of Key
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 one of preferred
choice and reserved for patients not requiring rapid
symptom and/or disease

I A [1]

2. 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.

| B [1]

3. In the absence of medical contraindications or patient
concerns, anthracycline or taxane-based regimens are
recommended. Other options such as capecitabine and Il A [2]
vinorelbine, particularly if avoiding alopecia is a priority
for the patient.

4. In patients pretreated with an anthracycline and a taxane,
single-agent eribulin or Ixabepilone+capecitabine are | A [3]
the preferred regimens.

5. InmTNBC 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.

| A [4]
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Consensus Statement

6. 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/or vinorelbine.

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

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

9. 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.

10. 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]

[6]

[7]

[8]

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

Quality of Strength of Key

1. Anti-PD1/PD-L1 (Pembrolizumab/chemotherapy) is
active in the 1% line treatment of PD-L1 + advanced
or metastatic TNBC. Atezolizumab/nab-paclitaxel is
an optional choice.

| A [1,2]

2. PD1/PD-L1 expression (For Pembrolizumab, 22C3,
recommend threshold for positivity combined positive
score 210) is the major biomarker forimmunotherapy in
advanced or metastatic TNBC. For Atezolizumab,
SP142, recommend threshold for positivity 21% is
an optional choice.

| A [1,2]

3. Other biomarkers, TILs, mutation burden, CD8+ cells, MSI,

gBRCA mutation, need further validation. N/A N/A [3]

4. Best chemotherapy partner for immunotherapy

combination to be explored. N/A N/A

5. Neoadjuvant anti-PD1-L1 (Pembrolizumab/chemotherapy)
for patients with high-risk eTNBC when given in
combination with chemotherapy followed by adjuvant
Pembrolizumab use after surgery could be considered.

| A [4]
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CLINICAL APPLICATION OF DDR
TARGETING AGENTS FOR TNBC e

Quality of Strength of Key

1. PARP inhibitor, either olaparib or talazoparib, is
indicated for the treatment of patients with deleterious
or suspected deleterious germline BRCA-mutated , HER2- [1]
negative metastatic breast cancer who have been treated 2]
with chemotherapy either in the neoadjuvant, adjuvant,
or metastatic setting.

2. For gBRCAmM/PD1/PD-L1- MBC, PARP inhibitor is
preferred. Anti-PD1/PD-L1 therapy benefit is not | B [3]
significant in this population.

3. For gBRCAM/PD1/PD-L1+ MBC, the choice between
PARPI or anti-PD1/PD-L1 therapy as the first line treat- 1]
ment has not been answered. For de novo stage |V, I N/A 2]
anti-PD1/PD-L1 therapy is preferred because this

population is not eligible for OlympiA and EMBRACA [4]
trials.

4. A small phase Il study showed that two patients with I c [5]
gPALB2 responded to PARPI.

5. PARPI could be an optional choice for advanced BC m N/A [6]

with somatic BRCA1/2m. (Phase Il single arm trial)

6. 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 PARPihas | ! D [7]
not been well studied.

7. Addition of 1 year of adjuvant Olaparib is an option
for select patients with gBRCA1/2m after completion | B [4]
of adjuvant chemotherapy.
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ANTI-TROP-2 THERAPIES THERAPIES
FOR TNBC —

Quality of Strength of Key

1. Trop-2-directed antibody-drug conjugate (Sacituzumab
Govitecan, SG) would be considered for the treatment
of adult patients with unresectable locally advanced or | A [1]
metastatic TNBC who have received two or more prior [2]
systemic therapies, at least one of them for metastatic
disease. Biomarker testing is unnecessary.

2. SG improves survival benefit in all subgroups, espe- (]
cially in 2L treated patients, =65 y/o elderly patients,
medium/high Trop-2 expression, compared with che- ' A [2]
motherapies and regardless of gBRCAm status. [3]

3. For gBRCAm mTNBC after 1L metastatic therapies,
subsequent choice between PARPi or SG has not Il N/A [3]
been answered.
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