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Local-regional management after neoadjuvant therapy:
what are the controversial issues?

e Breast and axillary management after NAC

* Image-guide biopsies and localization for non-palpable breast

lesion during NAC
e Radiotherapy management after NAC
e The role of minimally invasive surgery in early breast cancer

Controversial issues in medical management of early
breast cancer

e The role of anthracyclines in adjuvant chemotherapy ...

e The extended endocrine therapy; the duration of GnRh agonists
used in adjuvant endocrine therapy in premenopausal patients

Controversial issues in medical management of advanced
breast cancer

e Should the PIK3CA and/or gBRCA testing be at the timing of 1st
line treatment of HR(+) mBC, or after failure of 1st line (such as

CDK4/6i)?

Miscellaneous controversial issues

e The role of cell therapy in advanced breast cancer ...

e The role of immune checkpoint inhibitors and PARPi in TNBC

(neoadjuvant, advanced disease, and ....)

* Nutritional supplements for breast cancer patients (vitamin D,
glutamine, etc...)

17

Strength of the Recommendation and Quality
of Evidence

Strengtr

A Strong recommendation for use

B Moderate recommendation for use
C Marginal recommendation for use
D Recommendation against use

I Evidence from at least 1 properly designed randomized,
controlled trial

Evidence from at least 1 well-designed clinical trial, without

I randomization; from cohort or case—controlled analytic
studies (preferably from > 1 center); from multiple time

series; or from dramatic results of uncontrolled experiments

m Evidence from opinions of respected authorities, based on
clinical experience, descriptive case studies

1. AGREE Next Steps Consortium. AGREE II: advancing guideline development, reporting and evaluation in health care. CMAJ 2012; 182: EB39—E842

2. Grading quality of evidence and strength of recommendations in clinical practice guidelines part 3 of 3. The GRADE approach to developing recommendations.
Allergy 2011; 66:8
3. Annals of Hematology (2018) 97:1271—1282

The Principle of Voting for Strength of

Recommendation
A Strong recommendation for use
B Moderate recommendation for use
C Marginal recommendation for use
D Recommendation against use

For the “Strength of Recommendation A and B”, a majority panel vote of at least 85% is required.
For the “Strength of Recommendation C”, a panel vote of at least 50% (but less than 85%) is required.

For recommendations where there is strong panel disagreement regardless of the quality of the evidence,
“Strength of Recommendation D” requires a panel vote of at least 25%.

1. NCCN giudelines. Development and Update of Guidelines.
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Local-regional management after neoadjuvant therapy:
what are the controversial issues?

Breast and axillary management after NAC

— EXBh /&S B

Quality of Strength of Key
Evidence | Recommendation | Reference

2021 Consensus Statement

1. Resection margin after NAC: no ink on tumor Il A 1,2
2. Upfront SLNB before NAC in cNO patients Il C 3,4

3. Improvement of the false—-negative rate of SLNB in cN(+)
—> ycNO patients

e 3.1: Targeted axillary dissection (TAD) ( Clipped node and

sentinel lymph node were dissected) I A 5,6
. gnzd ;y;:N 03 (sf;]tinel nodes removed, dual-mapping technique I A 7,8,9

4. Omitting ALND in ypN(+) (macrometastasis) patients Il D 10, 1
5. Omitting ALND in ypN1mic (SLN) patients Il D 12,13
6. Omitting ALND in ypNO(i+) (SLN) patients Il D 12, 13

Reference

Wimmer K, Bolliger M, Bago—Horvath Z, Steger G, Kauer-Dorner D, Helfgott R, Gruber C, Moinfar F, Mittlbéck M, Fitzal F. Impact of
Surgical Margins in Breast Cancer After Preoperative Systemic Chemotherapy on Local Recurrence and Survival. Ann Surg Oncol.
2020 May;27(5):1700-1707. doi: 10.1245/s10434-019-08089-x. Epub 2019 Dec 23.

Choi J, Laws A, Hu J, Barry W, Golshan M, King T. Margins in Breast—-Conserving Surgery After Neoadjuvant Therapy. Ann Surg Oncol.
2018 Nov;25(12):3541-3547. doi: 10.1245/s10434-018-6702-4. Epub 2018 Aug 20. Erratum in: Ann Surg Oncol. 2018 Aug 25

Classe JM, Loaec C, Gimbergues P, et al: Sentinel lymph node biopsy without axillary lymphadenectomy after neoadjuvant
chemotherapy is accurate and safe for selected patients: The GANEA 2 study. Breast Cancer Res Treat 173:343-352, 2019

Hunt KK, Yi M, Mittendorf EA, Guerrero C, Babiera GV, Bedrosian |, Hwang RF, Kuerer HM, Ross MI, Meric-Bernstam F. Sentinel
lymph node surgery after neoadjuvant chemotherapy is accurate and reduces the need for axillary dissection in breast cancer patients.
Ann Surg. 2009 Oct;250(4):558-66

Caudle AS, Yang WT, Krishnamurthy S, et al: Improved axillary evaluation following neoadjuvant therapy for patients with node—
positive breast cancer using selective evaluation of clipped nodes: Implementation of targeted axillary dissection. J Clin Oncol
34:1072-1078, 2016

Nguyen TT, Hieken TJ, Glazebrook KN, et al: Localizing the clipped node in patients with node—positive breast cancer treated with
neoadjuvant chemotherapy: Early learning experience and challenges. Ann Surg Oncol 24:3011-3016, 2017

Boughey JC, Suman VJ, Mittendorf EA, et al: Sentinel lymph node surgery after neoadjuvant chemotherapy in patients with node—
positive breast cancer: The ACOSOG Z1071 (Alliance) clinical trial. JAMA 310:1455-1461, 2013

Kuehn T, Bauerfeind |, Fehm T, et al: Sentinel-lymph-node biopsy in patients with breast cancer before and after neoadjuvant
chemotherapy (SENTINA): A prospective, multicentre cohort study. Lancet Oncol 14:609-618, 201

Boileau JF, Poirier B, Basik M, et al: Sentinel node biopsy after neoadjuvant chemotherapy in biopsy—proven node-positive breast
cancer: The SN FNAC study. J Clin Oncol 33:258-264, 2015

. Moo TA, Edelweiss M, Hajiyeva S, et al: Is low-volume disease in the sentinel node after neoadjuvant chemotherapy an indication for

axillary dissection? Ann Surg Oncol 25:1488-1494, 2018

Barron AU, Hoskin TL, Boughey JC: Predicting non-sentinel lymph node metastases in patients with a positive sentinel lymph node
after neoadjuvant chemotherapy. Ann Surg Oncol 25:2867-2874, 2018

. Wong SM, Almana N, Choi J et al: Prognostic Significance of Residual Axillary Nodal Micrometastases and Isolated Tumor Cells After

Neoadjuvant Chemotherapy for Breast Cancer, Ann Surg Oncol. 2019 Oct;26(11):3502-3509.

. Thomssen C, Balic M, Harbeck N, Gnant M. St. Gallen/Vienna 2021: A Brief Summary of the Consensus Discussion on Customizing

Therapies for Women with Early Breast Cancer. Breast Care (Basel). 2021 Apr;16(2):135-143. doi: 10.1159/000516114. Epub 2021 Apr 7.
PMID: 34002112; PMCID: PMC8089428.
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Local-regional management after neoadjuvant therapy:
what are the controversial issues?

Image-Guide Biopsies and Localization for Reference
Non_pal pa ble Brea St LeSion d u ri ng NAC 1. ::\::wagiztri;ﬁsilltiij‘lﬁé;/‘iE;c;’:l}n?::f?nggﬂzu;véyzi\(, Denys A: Image-guided marking techniques in interventional radiology: A

2. Franceschini G, Mason EJ, Grippo C, D'Archi S, D'Angelo A, Scardina L, Sanchez AM, Conti M, Trombadori C, Terribile DA et al:
= = e Image-Guided Localization Techniques for Surgical Excision of Non-Palpable Breast Lesions: An Overview of Current Literature
*D 1':' %Bﬂ: / %9B$ %Erﬁ and Our Experience with Preoperative Skin Tattoo. J Pers Med 2021, 11(2).
3. Bick U, Trimboli RM, Athanasiou A, Balleyguier C, Baltzer PAT, Bernathova M, Borbely K, Brkljacic B, Carbonaro LA, Clauser P et
al: Image-guided breast biopsy and localization: recommendations for information to women and referring physicians by the
European Society of Breast Imaging. Insights Imaging 2020, 11(1):12.

4. Consensus-Guideline-on-Image-Guided-Percutaneous-Biopsy-of-Palpable-and-Nonpalpable-Breast-Lesions. Breast Surgeons
2018:1-5.

Quality of Strength of Key

2021 Consensus Statement ) .
Evidence Recommendation | Reference

1. Marker clip placement should be performed in breast

cancer tumor bed before NAC. i A 1-3

2. Image (US, mammography, MRI) guided biopsy (or fine
needle aspiration) should be performed for any suspicious 1] A 3,4
nonpalpable breast lesions before NAC

3. Image (US, mammography or breast MRI) guided
localization of (nonpalpable) breast cancer tumor bed

]l A 2
for residual tumor and suspicious lesions should be 3
performed after NAC before surgery
4. Specimen mammography +/— sonography after breast
conserving surgery should be performed to confirm safe 1] B

margin
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Local-regional management after neoadjuvant therapy:
what are the controversial issues?

Radiotherapy management after NAC

— ait&RE / =m

Quality of Strength of

2021 Consensus Statement

Evidence | Recommendation

Reginal nodal irradiation

¢ Clinical NO — ypNO: observation ] A
¢ Clinical N+ — ypN+: regional nodal irradiation Il A
¢ Clinical N2-3 — ypNO: regional nodal irradiation Il A

¢ Clinical N1 — ypNO:

* Regional nodal irradiation (cT3, cT4) I B

e Observation:
clinical small tumoe volume, ypTO, ypT1 Luminal A, older age

Chest wall irradiation after mastectomy

¢ Clinical T > 5 cm: chest wall irradiation 1l A

* ypNO: by SLNB or ALND

% BAm

Key
Reference

2 4
1,2,5

2,4,5

2,5

2,4,5

Reference

1. Miyashita M, Niikura N, Kumamaru H, et al. Role of Postmastectomy Radiotherapy After Neoadjuvant Chemotherapy in Breast Cancer
Patients: A Study from the Japanese Breast Cancer Registry. Ann Surg Oncol 2019;26:2475-2485.

2. Mamounas EP, Anderson SJ, Dignam JJ, et al. Predictors of locoregional recurrence after neoadjuvant chemotherapy: results from
combined analysis of National Surgical Adjuvant Breast and Bowel Project B-18 and B-27. J Clin Oncol. 2012;30:3960-6.

3. Haffty BG, McCall LM, Ballman KV, et al. Impact of Radiation on Locoregional Control in Women with Node—Positive Breast Cancer
Treated with Neoadjuvant Chemotherapy and Axillary Lymph Node Dissection: Results from ACOSOG 21071 Clinical Trial. Int J Radiat
Oncol Biol Phys 2019;105:174-182

4. Huang EH, Tucker SL, Strom EA, et. Al. Predictors of locoregional recurrence in patients with locally advanced breast cancer treated
with neoadjuvant chemotherapy, mastectomy, and radiotherapy. Int J Radiat Oncol Biol Phys 2005;62:351-7.

5. National Comprehensive Cancer Network. Breast Cancer (Version 8.2021). https://www.nccn.org/professionals/physician_gls/pdf/
breast.pdf. Accessed September 20, 2021.
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Local-regional management after neoadjuvant therapy:
what are the controversial issues?

The role of minimally invasive surgery in early
breast cancer

PR BE B / FRIERE BRE

Quality of Strength of Key
Evidence | Recommendation | Reference

2021 Consensus Statement

1. Nipple—skin or skin sparing mastectomy | B 1-10

2. Endoscopic nipple—skin or skin sparing mastectomy Il B 1-15
3. Robotic nipple-skin or skin sparing mastectomy 1] D 16-22
4. Minimally invasive procedure for omission of Surgery |1 D 23-27

Reference

1. NCCN guideline Breast Cancer Version 7. 2021.

2. Decker MR, et. al. Impact of neoadjuvant chemotherapy on wound complications after breast surgery. Surgery. 2012;152:382—8.
3. Santoro S. et al. Neoadjuvant chemotherapy is not a contraindication for nipple sparing mastectomy. The Breast. 2015;24:661-6.
4. Agresti R. et al. Evaluation of local oncologic safety in nipple—areola complex—sparing mastectomy after primary chemotherapy: A

20.

21.

22.

23.

24.

25.

26.

27.

propensity score-matched study. Clinical Breast Cancer. 2016;17:219-31.

Wengler CA, et al. Determinants of short and long term outcomes in patients undergoing immediate breast reconstruction following
neoadjuvant chemotherapy. Journal of Surgical Oncology. 2017;116:797-802.

Frey JD, et al. The effect of neoadjuvant chemotherapy compared to adjuvant chemotherapy in healing after nipple—sparing
mastectomy. Plastic and Reconstructive Surgery. 2017;139:10e-19e.

Bartholomew AJ, et al. Neoadjuvant Chemotherapy and Nipple-Sparing Mastectomy: Timing and Postoperative Complications. Annals
of Surgical Oncology. 2019;26:2768-72.

Wu ZY, et al. Long-term oncologic outcomes of immediate breast reconstruction vs conventional mastectomy alone for breast cancer
in the setting of neoadjuvant chemotherapy. JAMA Surgery. 2020;155: 1142-50.

Wu ZY, et al. Factors Predicting Locoregional Recurrence After Neoadjuvant Chemotherapy and Nipple-Sparing/Skin-Sparing
Mastectomy With Immediate Breast Reconstruction Frontiers in Oncology. 2021. Jul 1;11:675955.

. Kuo, YL, et al. Endoscopy-Assisted Total Mastectomy with and without Immediate Reconstruction: An Extended Follow-Up,

Multicenter Study. Plastic and Reconstructive Surgery. 2021 Feb 1;147(2):267-278.

Lai HW, et al. Oncologic Outcome of Endoscopic Assisted Breast Surgery Compared with Conventional Approach in Breast Cancer: An
Analysis of 3426 Primary Operable Breast Cancer Patients from Single Institute with and Without Propensity Score Matching. Annals
of Surgical Oncology. 2021 May 11. doi: 10.1245/s10434-021-09950-8.

. Lai HW, et al. Current Trends in and Indications for Endoscopy—-Assisted Breast Surgery for Breast Cancer: Results from a Six-Year

Study Conducted by the Taiwan Endoscopic Breast Surgery Cooperative Group. PLoS One. 2016 Mar 7;11(3):e0150310.

. Hung CS, et al. The learning curve of endoscopic total mastectomy in Taiwan: A multi-center study. PLoS One. 2017 Jun

8,12(6):e0178251.

Mok CW, et al. Endoscopic—assisted surgery in the management of breast cancer: 20 years review of trend, techniques and outcomes.
Breast. 2019 Aug;46:144-156.

. Filipe, MD, et al. Robotic nipple—sparing mastectomy complication rate compared to traditional nipple—sparing mastectomy: a

systematic review and meta—analysis. Journal of Robotic Surgery. 2021 Jun 14. doi: 10.1007/s11701-021-01265

. Toesca A, et al. A Randomized Trial of Robotic Mastectomy versus Open Surgery in Women With Breast Cancer or BRCA Mutation..

Ann Surg. 2021 Jun 9.

Houvenaeghel G, et al. Robotic Versus Conventional Nipple-Sparing Mastectomy With Immediate Breast Reconstruction..Front Oncol.
2021 Mar 4;11:637049.

Morrow M. Robotic mastectomy: the next major advance in breast cancer surgery? Br J Surg. 2021 Apr 5;108(3):233-234.

. Lai HW, et al. Robotic Nipple-Sparing Mastectomy and Immediate Breast Reconstruction with Gel Implant: Technique, Preliminary

Results and Patient-Reported Cosmetic Outcome. Ann Surg Oncol. 2019 Jan;26(1):42-52

Lee J, et al. Post-Operative Complications and Nipple Necrosis Rates Between Conventional and Robotic Nipple—Sparing Mastectomy.
Front Oncol. 2021 Jan 8;10:594388.

Loh ZJ, et al. Evaluation of the Learning Curve in Robotic Nipple-sparing Mastectomy for Breast Cancer. Clin Breast Cancer. 2021
Jun;21(3):e279-e284.

Lai HW, et al. Robotic— Versus Endoscopic—Assisted Nipple-Sparing Mastectomy with Immediate Prosthesis Breast Reconstruction in
the Management of Breast Cancer: A Case—Control Comparison Study with Analysis of Clinical Outcomes, Learning Curve, Patient—
Reported Aesthetic Results, and Medical Cost. Ann Surg Oncol. 2020 Jul;27(7):2255-2268.

Heil J, Kummel S, Schaefgen B, et al. Diagnosis of pathological complete response to neoadjuvant chemotherapy in breast cancer by
minimal invasive biopsy techniques. Br J Cancer. 2015;113(11):1565—1570

van la Parra RF, Kuerer HM. Selective elimination of breast cancer surgery in exceptional responders: historical perspective and
current trials. Breast Cancer Res. 2016;18(1):28.

Kuerer H. Eliminating breast cancer surgery in exceptional responders with neoadjuvant systemic therapy. 2018. Available at: https://
clinicaltrials.gov/ct2/show/NCT02945579.

Katz SJ, Jagsi R, Morrow M. Reducing overtreatment of cancer with precision medicine: just what the doctor ordered. JAMA.
2018;319(11):1091—1092.

Heil. J.et al. Eliminating the breast cancer surgery paradigm after neoadjuvant systemic therapy: current evidence and future
challenges. Annals of Oncology. 2020 Jan;31(1):61-71.
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Controversial issues in medical management of
early breast cancer

The role of anthracyclines in adjuvant Reference

chemothera 1. NCCN guildeline Version 7.2021. Invasive Breast Cancer
py 2. Thomssen C, Balic M, Harbeck N, Gnant M. St. Gallen/Vienna 2021: A Brief Summary of the Consensus Discussion on Customizing
Therapies for Women with Early Breast Cancer. Breast Care (Basel). 2021 Apr;16(2):135-143.
. =SEE= /T oo BR 3. Blum JL, Flynn PJ, Yothers G et al. Anthracyclines in early breast cancer: the ABC Trials—USOR 06-090, NSABP B-46-1/USOR 07132,
SEKEEPT | I T AT v v Y

and NSABP B-49 (NRG Oncology). J Clin Oncol 2017; 35(23): 2647—2655.

4. Nitz U, Gluz O, Clemens M et al. West German Study PlanB Trial: adjuvant four cycles of epirubicin and cyclophosphamide plus
docetaxel versus six cycles of docetaxel and cyclophosphamide in HER2-negative early breast cancer. J Clin Oncol 2019; 37(10):
799—808.

5. Ejlertsen B, Tuxen MK, Jakobsen EH et al. Adjuvant cyclophosphamide and docetaxel with or without epirubicin for early TOP2A-
normal breast cancer: DBCG 07-READ, an open-label, phase I, randomized trial.J Clin Oncol 2017; 35(23): 2639—2646.

6. Joseph A. Sparano, MD; Robert J. Gray, PhD; Della F. Makower, MD; et al. Clinical Outcomes in Early Breast Cancer With a High
21-Gene Recurrence Score of 26 to 100 Assigned to Adjuvant Chemotherapy Plus Endocrine TherapyA Secondary Analysis of the

Quality of Strength of Key
Evidence | Recommendation | Reference

2021 Consensus Statement

1. In luminal breast cancer, standard or dose dense TAILORx Randomized Clinical Trial. JAMA Oncol. 2020;6(3):367-374.
anthracycline/cyclophosphamide/taxane combination A 1.2 7. Slamon D, Eiermann W, Robert N, et al. Adjuvant trastuzumab in HER2-positive breast cancer. N Engl J Med. 2011 Oct 6;365(14):1273-
’ 83.

would be recommended in luminal disease with higher

. 8. Schneeweiss A, Chia S, Hickish T, et al. plus trastuzumab in combination with standard neoadjuvant anthracycline-containing and
stage or higher tumour burden.

anthracycline-free chemotherapy regimens in patients with HER2-positive early breast cancer: a randomized phase Il cardiac safety
study (TRYPHAENA). J.Ann Oncol. 2013 Sep;24(9):2278-84.

2. The non—anthracycline TC regimen may be an effective 9. Yu KD, et al. Anthracycline-free or short-term regimen as adjuvant chemotherapy for operable breast cancer: A phase Il randomized

. . . non-inferiority trial. Lancet Reg Health West Pac. 2021. PMID: 34327363
substitute for anthracycline/cyclophosphamide/taxane

. . . . . . 10. ZaheedM, WilckenN, WillsonML, O‘ConnellDL, GoodwinA. Sequencing of anthracyclines and taxanes in neoadjuvant and adjuvant
combination , particularly in women with ER positive,

" A 3, 4 therapy for early breast cancer. Cochrane Database of Systematic Reviews 2019, Issue 2. Art. No.: CD012873
HERZ2 negative cancers and lower risk TNBC such as 56,9
secretory or adenoid cystic carcinomas or very early

(T1aNO) tumours

3. For Her-2 positive breast cancer, non—-anthracycline
regimen with targeted therapy could be considered. In
neoadjuvant setting, post—surgical treatment could be
tuned according to the condition of residual disease. Il A 1,78
In adjuvant setting, the use of anthracycline depends
on tumor burden and severity of axillary lymph node
involvement.

4. Sequential anthracycline/taxane-based regimen is the
standard for the majority of TNBC patients who should Il A 1,3,9
receive chemotherapy.

5. In the neoadjuvant setting, there is high— to low-
certainty evidence of equivalent outcomes for the
sequence in which taxanes are delivered. Both sequence ]l B 10
of anthracyclines and taxanes could be considered,
especially in neoadjuvant setting.
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Controversial issues in medical management of
early breast cancer

The Extended GnRH agonist in still premenopausal
patients after initial 5-years of adjuvant endocrine
therapy

BIfRPMACSER | AT B

Quallty of Strength of Key
2021 Consensus Statement Recommendation | Reference

Premenopausal women at diagnosis who become amenorrheic

during adjuvant treatment with or without chemotherapy may

have continued estrogen production from ovaries without | A 1.2
menses. Panel suggests serial assessment of circulating LH, ’
FSH, and estradiol to assure the true postmenopausal status if

women are considered for extended endocrine therapy.

2. Anti-mullerian hormone (AMH) could be used for checking
ovary function status during or after initial 5—years of adjuvant
endocrine therapy with/without ovarian function suppression. ]} B 3
Baseline AMH level could be obtained before initiating either
chemotherapy or endocrine therapy for future comparison.

3. For women who are premenopausal during diagnosis but
became postmenopausal after initial 5 years of adjuvant
endocrine therapy, Panel recommends considering extended | A 4,5
endocrine therapy with either aromatase inhibitor or tamoxifen
for additional 5 years.

4. For women who are still premenopausal after initial 5 years
of adjuvant endocrine therapy plus OFS, Panel recommends
continuing tamoxifen alone (category 1). Additional 2~5 years.
additional 2~5 GnRH agonist plus either tamoxifen or aromatase 1] C
inhibitor may provide clinical benefit in high risk group, such as
age <40, multiple axillary lymph node metastasis, high Ki-67,
HER2 positive, intermediate or higher—risk genomic signature.

® o
o N

-

Reference

Yu B, Douglas N, Ferin MJ, Nakhuda GS, et. al. Changes in markers of ovarian reserve and endocrine function in young women with
breast cancer undergoing adjuvant chemotherapy. Cancer. 2010 May 1;116(9):2099-105

Smith IE, Dowsett M, Yap YS, et al. Adjuvant aromatase inhibitors for early breast cancer after chemotherapy-induced amenorrhoea:
caution and suggested guidelines. J Clin Oncol. 2006 Jun 1;24(16):2444-7

Fréour T, Barriére P, Masson D. Anti-mullerian hormone levels and evolution in women of reproductive age with breast cancer treated
with chemotherapy. Eur J Cancer. 2017 Mar;74:1-8.

Davies C, Pan H, Godwin J, et al; Adjuvant Tamoxifen: Longer Against Shorter (ATLAS) Collaborative Group. Long-term effects of
continuing adjuvant tamoxifen to 10 years versus stopping at 5 years after diagnosis of oestrogen receptor—positive breast cancer:
ATLAS, a randomised trial. Lancet. 2013 Mar 9;381(9869):805-16.

Goss PE, Ingle JN, Pritchard Ki, et al. Extending aromatase—-inhibitor adjuvant therapy to 10 years. N Engl J Med 2016;375:209-219.

Bartlett JMS, Sgroi DC, Treuner K, et al. Breast Cancer Index and prediction of benefit from extended endocrine therapy in breast
cancer patients treated in the Adjuvant Tamoxifen-To Offer More? (aTTom) trial. Ann Oncol. 2019 Nov 1;30(11):1776-1783. doi:
10.1093/annonc/mdz289. PMID: 31504126; PMCID: PMC6927322.

Pagani O, Francis PA, Fleming GF, et al; SOFT and TEXT Investigators and International Breast Cancer Study Group. Absolute
Improvements in Freedom From Distant Recurrence to Tailor Adjuvant Endocrine Therapies for Premenopausal Women: Results From
TEXT and SOFT. J Clin Oncol. 2020 Apr 20;38(12):1293-1303

LHRH-agonists in Early Breast Cancer Overview group, Cuzick J, Ambroisine L, Davidson N et al. Use of luteinising—hormone—
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. Thomssen C, Balic M, Harbeck N, et al. St. Gallen/Vienna 2021: A Brief Summary of the Consensus Discussion on Customizing

Therapies for Women with Early Breast Cancer. Breast Care (Basel). 2021 Apr;16(2):135-143. doi: 10.1159/000516114

2021 2o
Controversial Issue Consensus 4

in Breast Cancer




Controversial issues in medical management of
advanced breast cancer

Should the PIK3CA and/or gBRCA testing be at the
timing of 1st line treatment of HR(+) mBC, or after
failure of 1st line (such as CDK4/6i)?

— =I5 E / S HR BT

Quality of Strength of Key
2021 Consensus Statement Recommendation | Reference

Clinicians should use either next—generation sequencing or

gPCR in tumor tissue or cell-free DNA in plasma to detect

PIK3CA mutations. If no mutation is found in cell-free DNA, Il A 4
testing in tumor tissue, if available, should be considered as this

will detect a small number of additional patients with PIK3CA

mutations when alpelisib is indicated.

2. Although PIKBCA mutations can be found throughout all stages
of breast cancer, mutations can be acquired during treatment
in the metastatic setting. Therefore, test should be conducted 1l B 1,2
for the most recent tumor tissue sample, and if no sample is
available, cf-DNA testing may be an alternative.

3. Testing for PIKBCA mutations in SOLAR-1 focused on specific
activating mutations in PIK3BCA, including exons 9 and 20
(mutation subtypes E542K, E545X, and H1047X). These 1l A 7
mutations are the basis for the regulatory approval of the
combination therapy.

4. Patients with PIKBCA mutations which are not part of the
therascreen panel, or hotspot and non-hotspot PIK3CA
mutations identified using sequencing—based assays with ] C 5
higher sensitivities than therascreen, might benefit from
alpelisib.

5. Mutation N345K represented 5.5% of all PIKBCA mutations
which was the fourth most frequent PIK3CA mutation in the BC
dataset. Moreover, N345K confers a gain of function, and it M C 6
has shown to increase sensitivity to PI3K inhibitors in preclinical
models. However, N345K isn’t included in the therascreen
panel.

6. Mutation E726K (the sixth most frequently observed PIK3CA
mutation) has been shown that as a single mutation it is M C 6
weakly activating but as a double mutation (with E545K or
H1047R) it is synergistically activating.

uality of Strength of Key

7.

Reference

Assess for germline BRCA1/2 mutations in all patients with

ABC/MBC to identify candidates for PARP inhibitor therapy. Il B 4
The NCCN panel recommends assessing for germline BRCA1/2

mutations in all subtypes.

BRCAT1/2 pathogenic/likely pathogenic mutations revealed

from tumor only sequencing such as multi-gene panel should

elicit reflux germline testing and indicate potential benefits Il B 1.2
from synthetic lethality. If no BRCAT1/2 variants revealed from 2
tumor-only sequencing, it is less likely to identify additional

germline mutations.

Testing for the HRD phenotype rather than the discrete, causal

genomic aberrations of BRCA1/2 may identify additional Il C 8
patients likely to benefit from platinum and/or PARP inhibitor

based therapy.
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Miscellaneous controversial issues

The role of cell therapy in advanced breast
cancer

— ZEREM / BBAZE EBAT

Quality of Strength of Key

2021 Consensus Statement : .
Evidence | Recommendation | Reference

1. Adoptive Cell therapy in advanced/metastatic breast I C 1, 2,
cancer 3,7,8
2. Adoptive Cell therapy with chemotherapy in advanced/ " NA 1.8
metastatic breast cancer ’
3. Adoptive Cell th ith i th ICls) i
optive Cell therapy with immunotherapy (ICIs) in " NA 6

advanced/metastatic breast cancer

Reference
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2. 2003-2013, a valuable study: Autologous tumor lysate—pulsed dendritic cell immunotherapy with cytokine—induced killer cells improves
survival in stage IV breast cancer. Lin M, at al. Immunol Lett. 2017 Mar;183:37-43

3. Adoptive cellular immunotherapy for the treatment of patients with breast cancer: a meta—analysis.Wang ZX, Cao JX, Wang M, Li D,
Cui YX, Zhang XY, Liu JL, Li JL. Cytotherapy. 2014 Jul;16(7):934-45

4. Chimeric antigen receptor-T cells immunotherapy for targeting breast cancer.Rahimmanesh I, Khanahmad H.Res Pharm Sci. 2021 Aug
19;16(5):447-454

5. Breast cancer immunotherapy: Current and novel approaches.Barzaman K, Moradi-Kalbolandi S, Hosseinzadeh A, Kazemi MH,
Khorramdelazad H, Safari E, Farahmand L. Int Inmunopharmacol. 2021 Sep;98:107886

6. Chinnasamy H, Rosenberg SA, Goff SL, Feldman SA. Immune recognition of somatic mutations leading to complete durable regression
in metastatic breast cancer.Zacharakis N, Nat Med. 2018 Jun;24(6):724-730

7. Adoptive Cell Therapy in Breast Cancer: A Current Perspective of Next—Generation Medicine. Fuentes—Antras J, et al. Front Oncol.
2020. PMID: 33194771

8. Jun Ren et al. Selections of appropriate regimen of high-dose chemotherapy combined with adoptive cellular therapy with dendritic
and cytokine—induced killer cells improved progression—free and overall survival in patients with metastatic breast cancer. Clin Transl
Oncol, 2013 Oct;15(10):780-8.
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Miscellaneous controversial issues

The role of immune checkpoint inhibitors
and PARPi in TNBC (neoadjuvant, advanced
disease, and ....)

— EXREB | M= B

» Current Guideline:

e Pembrolizumab plus paclitaxel, docetaxel, is a preferred treatment for first-line therapy
for PD-L1-positive (CPS = 10) triple-negative ABC, either de novo or at least 6 months

since completed (neo)adjuvant chemotherapy.’

e For patients with a gBRCA mutation, single agent PARPI (olaparib or talazoparib) is a
preferred treatment option for those with triple-negative ABC.*?

uality of Strength of
2021 Consensus Statement Quality g
Evidence | Recommendation Reference

Atezolizumab plus nab—paclitaxel is an option for
first-line therapy for PD-L1-positive (IC = 1%) triple—

negative ABC, either de novo or at least 12 months since £ ~
completed (neo)adjuvant chemotherapy.
2. Pembrolizumab monotherapy in later lines for triple— I B 5
negative ABC is an option for CPS = 20.
3. Anti-PD1/PDL1 plus chemotherapy in later lines for triple—
. . . Il C 6,7
negative ABC is an option.
o : A
4. PARP inhibitor for chemotherapy pretreated triple— (gPALB2)
negative ABC patients with germline PALB2 mutation or Il 9 B > 8,9
somatic BRCA1/2 mutation is an option.
/ g (sBRCA1/2)

» Current Guideline:

e For stage Il or Ill TNBC, neoadjuvant pembrolizumab + carboplatin + paclitaxel, followed
by pembrolizumab + AC or EC, followed by adjuvant pembrolizumab is a preferred

treatment ™"

® For high-risk early TNBC and gBRCA1/2 mutation, adjuvant olaparib after completion
of local treatment and neoadjuvant or adjuvant chemotherapy is a preferred

treatment.”

Quality of Strength of Key

2021 Consensus Statement Evidence | Recommendation | Reference

1. For stage Il or lll TNBC, neoadjuvant atezolizumab + nab—
paclitaxel, followed by atezolizumab + AC, followed by | C 13
adjuvant atezolizumab is an option.

2. For stage II/lll TNBC, adjuvant immune checkpoint
inhibitor with chemotherapy for non—CR to neoadjuvant 1] C 14, 15
chemotherapy is an option.

3. For stage Il or Il TNBC, adjuvant pembrolizumab plus " c 10, 1,
chemotherapy is an option. 16
4. Considering immune checkpoint inhibitor use, low (1%- 17.18
10%) ER—-positive (and/or PgR-positive), HER2—-negative Il B 19
ABC can be considered as TNBC.
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Miscellaneous controversial issues

Nutritional supplements for breast cancer
patients (vitamin D, glutamine, etc...)

— RBEEERR / FRES e

Quallty of Strength of Key
2021 Consensus Statement Recommendation | Reference

SRZFEUHAILPETERE - E—EERROHN 5
RO RERASE EERIORE TR Somman | | No oo

ERRZ% > FRBERAAERELTH - EEEE (Strength of concept
Recommendation) A #t¥]-Z IHEEFER D M IEERE O fmit

1. BIRMEEEIRA R EREREIERRR - I D 1,2,3

2. Hifthen BﬁHEFHLi;LF‘E‘"EKT RETIRERAIREE - 2IRR
ke

3. IERMEEMRER - MREER (IE5R ERER - BmiRS)
MESRRER > B ERA R 2R R OER -

[ B 1,2,8

4. ZEEHEAMEH 30 2R (Y3 10-20mg A2 E=HE) B
EEETERR  BENNEEEANAE RS 7 RIEZ I B 3
i3z

5. BAVGRSHMEARZUSEHIEARNENRARARTE
RE ST HF

6. {CERTEMCERP{EMRMthes B12 BEE 7 I EBRREFERE
A -

7. ey D EEHIERARIIFR AR » MY EEEFEER
SIRIFEER - 152 EEaEE - (B4Ma D WORIBEE I B /A 4,5,
BT IS A R HRRTE - HIRAREHMS D M7E8l (5 6,7
K10 9€) -

8. #ifthan D RIREFFAE S - AR 250H-vitamin D jRE
HEAA > BEERE—REWR—IXIESAR TRAERKENEIE Il D 4, 6,7
SERENFTEEBAIE—UELE W AFRFRIFE

9. EEIE4ths D S5 7 (2000 IU~7100 IU/day) > FAER
FRFLEEYS BRBIIFIE 2E » BEREZRBEERBIERR
KERDEM - 4GB EIRURIR KA E MR R E B _Eits
B2 REMAIRRE -

Quality of Strength of Key
2021 Consensus Statement Recommendation | Reference

10. AEBEZZERFTEMS AE,C, Coenzyme Q10, K iEtAEEE

1.

(LA CET(ER - B > WA RS RAR o | 2 8

EABRRZEL (glutamine) FREAERR  IRIEIER RIS [H#EZ I 9, 10,
RIEKRKE LRI FERAIR OB AEAR AR T 2 e mEs |

B (RRSEE) - MEMERORSEEeEEEEns | | c N, 12,
— MR o 17
12, w-3 BITREAIASHAE (EPA, DHA) HiMLRE M iR s
RABISTANE - WA SEREIRAARS 2R 1 c 3
R RHIBERL -
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