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Strength of the Recommendation and

Strength

A

Quality

Quality of Evidence

Recommendation
Strong recommendation for use

Moderaterecommendation for use
Marginal recommendation for use

Recommendation against use

Evidence

Evidence from at least 1 properly designed randomized,
controlled trial

Evidence from at least 1 well-designed clinical trial, without
randomization; from cohortor 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
clinical experience, descriptive case studies

1.AGREE Next Steps Consortium. AGREE II: advancing guideline development, reporting and evaluation in health care.
CMAJ 2012; 182: E839-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
Strength Recommendation
A Strong recommendation for use
B Moderaterecommendation 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.



HR+ Risk Evaluation and Biomarker Testing (I)
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Quality of Strength of
Consensus Statement Evidence |Recommendation Key Reference

Single hormone receptor-positive (ER-/PR+ and
ER+/PR-) metastatic breast cancer is associated I A 1.4.5
with worse OS than double hormone receptor- 77
positive metastatic breast cancer.
Histological type (lobular vs. ductal) is I B 1
inconsistently associated with worse OS and PFS.
High Ki67 in primary tumor or metastatic site is I B 1.7
associated with worse OS and PFS. ’
Disease-free intervala <2 years is associated with

I A 1,6,11
worse OS and PFS.
De novo metastasis is associated with better OS I A 1.6.8
compared with relapsed disease.b >
;)'l:lgometastasm is associated with better OS and I A 1,6,12

a.Disease-free interval or recurrence-free interval is often defined as the date of surgery for early breast

cancer to the date of first recurrence.

b.Late recurrence with disease free interval > 5 years has similar survival outcome with de novo

metastasis6.




HR+ Risk Evaluation and Biomarker Testing (I) I
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Quality of Strength of Key
Consensus Statement Evidence | Recommendation | Reference
Bone metastasis is associated with better outcome.c Il A 1,6

Endocrine resistanced is associated with poor PFS
and OS.

Primary endocrine resistance is defined as a
relapse within 2 years of adjuvant endocrine
treatment or disease progression during the first 6
months of first-line endocrine therapy for advanced
or metastatic breast cancer (MBC). " A 12,13
Secondary endocrine resistance is defined in early
breast cancer as a relapse that occurs after at least 2
years of endocrine therapy and during or within the
first year of completing adjuvant endocrine therapy.
In advanced breast cancer or MBC, secondary
resistance is defined as disease progression after
more than 6 months of endocrine therapy.

c. Liver metastasis in HR+ HER2- breast cancer has poor outcomel3.

d. With more modern or advanced endocrine-based treatment approaches, endocrine resistance might
be better defined more by the nature of the resistance and the availability of precision medicine tools to
address it, but less by the relapse or progression-free intervall5.
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1. Prognostic Factors in Hormone Receptor-Positive/Human Epidermal Growth Factor Receptor 2-Negative (HR+/HER2-)
Advanced Breast Cancer: A Systematic Literature Review. Gebra Cuy(n Carter, Maitreyee Mohanty , Keri  Stenger, Claudia
Morato Guimaraes , Shivaprasad Singuru , Pradeep Basa, Sheena Singh , Vanita Tongbram, Sherko Kuemmel, Valentina
Guarneri, Sara M TolaneyCancer Management and Research 2021:13 6537-6566.

2. Endocrine-Based Treatments in Clinically-Relevant Subgroups of Hormone Receptor-Positive/HER2-Negative Metastatic
Breast Cancer: Systematic Review and Meta-Analysis. Francesco Schettini, Mario Giuliano, Fabiola Giudici, Benedetta Conte,
Pietro De Placido, Sergio Venturini, Carla Rognoni, Angelo Di Leo , Mariavittoria Locci, Guy Jerusalem , Lucia Del Mastro , Fabio
Puglisi, PierFranco Conte, Michelino De Laurentiis , Lajos Pusztai, Mothaffar F Rimawi, Rachel Schiff , Grazia Arpino , Sabino De
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Anna Forsythe , David Chandiwana , Janina Barth , Marroon Thabane , Johan Baeck , Anastasiya Shor, Gabriel Tremblay Cancer
Management and Research 2018:10 1015-1025. DOI: 10.2147/CMAR.S162714.

4. Prognostic factors for stage IV hormone receptor-positive primary metastatic breast cancer. Akiko Kawanol , Chikako Shimizu,
Kenji Hashimoto, Takayuki Kinoshita, Hitoshi Tsuda, Hirofumi Fujii, Yasuhiro Fujiwara Breast Cancer . 2013 Apr;20(2):145-51. DOI:
10.1007/s12282-011-0320-3. Epub 2011 Dec 3.

5. Poor prognosis of single hormone receptor- positive breast cancer: similar outcome as triple-negative breast cancer. Soo Youn
Bae, Sangmin Kim, Jun Ho Lee, Hyun-chul Lee, Se Kyung Lee, Won Ho Kil, Seok Won Kim, Jeong Eon Lee and Seok Jin Nam. BMC
Cancer. 2015 Mar 18:15:138. DOI: 10.1186/s12885-015-1121-4.

6. Prognostic impact of metastatic pattern in stage IV breast cancer at initial diagnosis. Leone BA, Vallejo CT, Romero AO,
Machiavelli MR, Pérez JE, Leone J, Leone JP. Breast Cancer Res Treat. 2017 Feb;161(3):537-548. doi: 10.1007/s10549-016- 4066-7.

7. Ki67 expression in the primary tumor predicts for clinical benefit and time to progression on first-line endocrine therapy in
estrogen receptor-positive metastatic breast cancer.Delpech Y, Wu Y, Hess KR, Hsu L, Ayers M, Natowicz R, Coutant C, Rouzier R,
Barranger E, Hortobagyi GN, Mauro D, Pusztai L. Breast Cancer Res Treat. 2012 Sep;135(2):619-27. doi: 10.1007/ s10549-012-2194-2.
8. Survival with metastaticbreast cancer based on initial presentation, denovo versus relapsed. den Brok WD,Speers CH, Gondara
L, Baxter E, TyldesleySK, LohrischCA. BreastCancer ResTreat. 2017 Feb;161(3):549-556. doi: 10.1007/s10549-016-4080-9.

9. The prognostic impact of circulating tumor cells in subtypes of metastatic breast cancer.Wallwiener M, Hartkopf AD, Baccelli I,
Riethdorf S, Schott S, Pantel K, Marmé F, Sohn C, Trumpp A, Rack B, Aktas B, Solomayer EF, Miller V, Janni W, Schneeweiss A,
Fehm TN. Breast Cancer Res Treat. 2013 Jan;137(2):503-10. doi: 10.1007/s10549-012-2382-0.

10.Prognostic value of circulating tumor cells according to immunohistochemically defined molecular subtypes in advanced
breast cancer . Munzone E, Botteri E, Sandri MT, Esposito A, Adamoli L, Zorzino L, Sciandivasci A, Cassatella MC, Rotmensz N,
Aurilio G, Curigliano G, Goldhirsch A, Nolé F.. Clin Breast Cancer. 2012 Oct;12(5):340-6. doi: 10.1016/j.clbc.2012.07.001.

11.Distinct Characteristics and Metastatic Behaviors of Late Recurrence in Patients With Hormone Receptor-positive/Human
Epidermal Growth Factor Receptor 2-negative Breast Cancer: A Single Institute Experience of More Than 10 Years. Chen X, Fan Y, Xu
B.. Clin Breast Cancer. 2018 Dec;18(6):e1353-e1360. doi: 10.1016/j.clbc.2018.07.014.

12.4th ESO-ESMO International Consensus Guidelines for Advanced Breast Cancer (ABC 4). Cardoso F, Senkus E, Costa A,
P3 paddeuinesRs Astart B anstréd eera Mech Drisols 200b Fregiad (3) 11 68art8opf AD, Grischke EM, Brucker SY. Endocrine-Resistant
Breast Cancer: Mechanisms and Treatment. Breast Care (Basel). 2020 Aug;15(4):347-354. d0i:10.1159/000508675.

14.Risk and prognostic factors of breast cancer with liver metastases.JiL, Cheng L, Zhu X, Gao Y, Fan L, Wang Z. BMC Cancer. 2021
Mar 6;21(1):238. doi: 10.1186/s12885-021-07968-5.

15. Abstract Book of The Advanced Breast Cancer Seventh International Consensus Conference (ABCT7).Lisa A. Carey. The Breast
2023 Oct. Vol 71, Supplement 1. page S22.



Risk Evaluation & Biomarker Testing

—by R &R B BT

Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

1. For PIK3CA gene, both somatic tissue
and liquid biopsy testing can be used for
determining mutation status.

2. Mutations in somatic
PIK3CA/AKT1/PTEN, ESRI, and germline
pathogenic BRCA1/2 mutations are
associated with improved treatment
outcome to relevant targeted therapies.
(QoE:1;SoR:A)

3. In HR(+) mBC with HER2-low (IHC 1+ or
IHC 2+/ISH-) or HER2-ultralow (IHC 0 with
membrane staining) status is predictive
of trastuzumab deruxtecan treatment
efficacy.

4. FSRI mutation, determined by
circulating tumor DNA has both
predictive and prognostic indicator
values.

(2025
UPDATE)
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Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

5. Determination of TROP2
expression status is not required for
decision of TROP2 antibody drug
conjugates use (such as sacituzumab
govitecan, datopotamab deruxtecan)

6. There is data to support replacing
Al with a SERD (e.g. camizestrant) in
combination to first line CDK4/6
inhibitor use upon emergence of
mutant ESR1 ctDNA before clinical
progression #

7. Biopsy of metastatic sites may be
considered for guiding treatment
options if no risk of major
complications.

10

# testing for ESR1 ctDNA started at least 6 months after initiation of CDK4/6 inhibitors plus

aromatase inhibitors

(2025
UPDATE)
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2. Oliveira M, et al. Capivasertib and fulvestrant for patients with hormone receptor-positive, HER2-negative advanced breast
cancer (CAPItello-291). Lancet Oncol. 2024.

3. Jhaveri KL, et al. Overall Survival with Inavolisib in PIK3CA-Mutated Advanced Breast Cancer. N Engl J Med. 2025.

4. Bidard FC, et al. Elacestrant... Versus Standard Endocrine Therapy... EMERALD Trial. J Clin Oncol. 2022.

5.Campone M, et al. Vepdegestrant, a PROTAC Estrogen Receptor Degrader, in Advanced Breast Cancer. N Engl J Med. 2025.
6. Bardia A, et al. Trastuzumab Deruxtecan after Endocrine Therapy in Metastatic Breast Cancer. N Engl J Med. 2024.

7.Modi S, et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. N Engl J Med. 2022.

8. Bardia A, et al. Datopotamab Deruxtecan Versus Chemotherapy... TROPION-Breast01. J Clin Oncol. 2025.

9. Bidard FC, et al. First-Line Camizestrant for Emerging ESR1-Mutated Advanced Breast Cancer. N Engl J Med. 2025.

10. S.A. Im et al. Pan-Asian adapted ESMO Clinical Practice Guidelines... ESMO Open 2023.
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Selection of First-line Treatment (I)
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Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

CDK4/6 inhibitors combined with endocrine
treatment(ET) are advised for first line
treatment of HR-positive, HER2-negative
MBC, including those with clinically
aggressive diseasea, regardless of primary or
secondary resistance of ET.b

In the case of premenopausal patients,
ovarian function suppression is
recommended.

1-6

For patients who did not relapse on an
aromatase inhibitor (Al), or did not
recurrence within 12 months of stopping
adjuvant Al, a CDK4/6 inhibitor in
combination with an Al is advised. Otherwise,
SERDc combined with a CDK4/6 inhibitor is
considered.

7-9

For patients who relapse on adjuvant ET or
within 12 months after completing adjuvant
treatment, in the presence of a PIK3CA
mutation, a combination of
inavolisib+palbociclib+fulvestrant is
recommended.

10-11

a. Definition of aggressive ABC: symptomatic visceral metastases, rapid disease progression or
impending visceral compromise, marked non-visceral disease but with total bilirubin <1.5 ULN.
b. Ribociclib and Abemaciclib have shown OS benefit in phase 3 randomized controlled trial.

c. Imlunestrant (FDA-approved as monotherapy for ESR1 mutation) or Fulvestrant

(2025
UPDATE)
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Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

For patients on first-line CDK4/6
inhibitor plus Al therapy, substitution of
the Al with camizestrant upon ESR1
mutation detection by liquid biopsy
may be appropriate before disease
progression.d

12

Delayed combination of CDK4/6
inhibitor to second line treatment is
acceptable.e

13-14

If recurrence develops at least one year
after the completion of adjuvant CDK4/6
inhibitor treatment, the re-introduction
of a CDK4/6 inhibitor could be
considered.

15

d. At least 6 months of treatment with Al+CDK 4/6 inhibitor and no evidence of disease

progression

e. ET alone is acceptable for patients with comorbidities or a poor performance status.

Palbociclib may be safer for older patients.

(2025
UPDATE)
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2017;35(32):3638-3646
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2020.
9. Jhaveri KL, Neven P, Casalnuovo ML, et al. Imlunestrant with or without Abemaciclib in Advanced Breast Cancer. N Engl J Med. 2025.

10. Turner NC, Im SA, Saura C, et al. Inavolisib-Based Therapy in PIK3CA-Mutated Advanced Breast Cancer. N Engl J Med. 2024.
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12. Bidard FC, Mayer EL, Park YH, et al. First-Line Camizestrant for Emerging ESR1-Mutated Advanced Breast Cancer. N Engl J Med. 2025.
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2018.
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Quality of Strength of Key

nsen men . .
Consensus Statement Evidence Recommendation Reference

ET with CDK 4/6 inhibitor is standard of
care in 1st line therapy for themajority
of ER+/ HER2-advancedbreast cancer
patients, including those with clinically
aggressive disease.

#Definition of aggressive ABC:symptomatic
visceral metastases, rapid disease progression
orimpending visceral compromise, marked
non- visceral-diseasebut withtotal bilirubin
<1.5ULN.

ET with CDK 4/6 inhibitor maybe
consideredafter surgical resection or
radiotherapy for clinically stable CNS
metastasis.

ET with CDK4/6 inhibitor is effective
both in luminal A and luminal B
subgroups.”

*The subgroups refer to PAM50 defined intrinsic
subtypes, rather than clinicopathologic
subtypes.




Reference

1. Yen-Shen Lu, et al. Primary results from the randomized Phase Il RIGHT Choice trial of premenopausal
patients with aggressive HR+/HER2 — advanced breast cancer treated with ribociclib + endocrine therapy vs
physician’s choice combination chemotherapy [abstract]. In: Proceedings of the 2022 San Antonio Breast
Cancer Symposium; 2022 Dec 6-10; San Antonio, TX. Philadelphia (PA): AACR; Cancer Res 2023;83(5
Suppl):Abstract nr GS1-10.
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83.d0i:10.1016/j.breast.2022.01.016.

3. Alexi Prat et al. Correlative Biomarker Analysis of Intrinsic Subtypes and Efficacy Across the
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Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

Fulvestrant in combination with a CDK 4/6 inhibitor
may be offered to patients who experienced disease
progression during prior treatment with endocrine
therapy.

1-5

Alpelisib plus fulvestrant or Al is a treatment option
for patients with PIK3CA-mutanted breast cancer
who have progressed on endocrine therapy with or
without a CDK4/6 inhibitor.

6-8

Everolimus plus any other endocrine therapy is an
option for patients who have progressed on prior
endocrine therapy.

9-13

CDK4/6 inhibitor combined with switching endocrine
therapy is a treatment option for HR+, HER2-
advanced breast cancer after CDK4/6 progression
with endocrine therapy.

14-15

Capivasertib plus fulvestrant is a treatment choice for
one or more PIK3CA/AKT1/PTEN alterations
metastatic breast cancer after at least one line of
endocrine therapy in the metastatic setting or
recurrence on or within 12 months of completing
adjuvant therapy.

16

(2025
UPDATE)
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15. Kalinsky K, et al. Abemaciclib Plus Fulvestrant... postMONARCH Trial.

16. Turner NC, et al. Capivasertib in Hormone Receptor-Positive Advanced Breast Cancer. N Engl J Med.
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Consensus Statement . .
Evidence | Recommendation | Reference

Elacestrant is a treatment option for patients
with ESR1-mutated ER-positive, HER2-negative
advanced or metastatic breast cancer | A Il
progressing after at least one line of endocrine
therapy.

Tucidinostat plus exemestane might be
consider for alternative treatment for ER-
positive HER2-negative advanced or I* A 2
metastatic breast cancer.

* Only in Asia, not gobal trial

Imlunestrant with or without abemaciclib is a
treatment option for ESR1-mutated ER-
positive, HER2-negative advanced or
metastatic breast cancer with disease I A 3
progression following at least one line of
endocrine therapy. *

* FDA proven monotherapy imlunestrant

Giredestrant combined with everolimus is a
treatment option for ER-positive, HER2-
negative advanced or metastatic breast cancer | A 4
after prior CDK4/6 inhibitor progression with
endocrine therapy

Vepdegestrant, a proteolysis-targeting
chimera (PROTAC) estrogen receptor
degrader, is a treatment option for with ESR1-
mutated ER-positive, HER2-negative advanced I B 5
or metastatic breast cancer breast cancer
progressing after at least one line of endocrine
therapy.

(2025
UPDATE)
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Non-Endocrine Based Approaches
—by $ERFREED

Consensus Statement

Quality of
Evidence

Strength of
Recommendation

Key
Reference

1.PARP inhibitors could be used for patients
bearing deleterious germline BRCA1/2
mutations who fail or are not suitable for
endocrine therapy (ET) and have received at
least one line of chemotherapy either in early
or metastatic setting.

1,2

2.Trastuzumab deruxtecan could be used for
patients with HR+/HER2-low (HER2IHC 1+ or
HER2IHC 2+ with negative FISH) or HER2-
ultralow (HER2IHC 0 with membrane
staining) metastatic breast cancer who fail =
2 lines of ET or 1 line of ET but with indicated
conditions.a

3,4,5

3.Datopotamab deruxtecan could be used
for patients with HR+/HER2-negative
metastatic breast cancer who fail ET and = 1
line of chemotherapy.b

a. If patients only experience 1 line of ET, the condition can be as follows: progression < 6 months of starting first-line ET +
CDK4/6i, recurrence < 24 months of starting adjuvant ET, or failure of = 1 line of chemotherapy.
b. TROPION-Breast01 trial did not enroll patients who received more than two lines of chemotherapy.

(2025
UPDATE)




Non-Endocrine Based Approaches
—by 4B %R

Quality of Strength of

Consensus Statement Evidence Recommendation

Key Reference

4.Sacituzumab govitecan could be used
for patients with HR+/HER2- metastatic
breast cancer who fail ET and =2 lines
of chemotherapy.c

A 78,9

5.Abemaciclib as monotherapy could be
considered for patients with HR+/HER2-
metastatic breast cancer with disease
progression following ET and prior
chemotherapy in the metastatic
setting.d

c. TROPiCS-02 trial did not enroll patients who received more than four lines of chemotherapy.
d. The dosage of Abemaciclib used in MONARCH 1 trial was 200mg twice a day, which caused notable diarrhea.

(2025
UPDATE)




Reference

1. Robson, M., et al. Olaparib for metastatic breast cancer in patients with a germline BRCA mutation. New
England Journal of Medicine, 2017.

2. Litton, J. K., et al. Talazoparib in patients with advanced breast cancer and a germline BRCA mutation. New
England Journal of Medicine, 2018.

3. Modi, S., et al. Trastuzumab deruxtecan in previously treated HER2-low advanced breast cancer. New England
Journal of Medicine, 2022.

4. Modi, S., et al. Trastuzumab deruxtecan in HER2-low metastatic breast cancer... DESTINY-Breast04 trial. Nature
Medicine, 2025.

5. Bardia, A., et al. Trastuzumab deruxtecan after endocrine therapy in metastatic breast cancer. New England Journal
of Medicine, 2024.

6. Bardia, A., et al. Datopotamab deruxtecan versus chemotherapy... TROPION-Breast01. Journal of Clinical Oncology,
2025.

7.Schmid, P., et al. Sacituzumab govitecan (SG) efficacy... TROPiICS-02 study. Annals of Oncology, 2022.

8. Rugo, H. S, et al. Overall survival with sacituzumab govitecan... TROPiCS-02. The Lancet, 2023.

9.Xu, B., Wang, S., Yan, M., Sohn, J., Li, W., Tang, J., ... & Dai, M. S. (2024). Sacituzumab govitecan in HR+ HER2-
metastatic breast cancer: the randomized phase 3 EVER-132-002 trial. Nature Medicine, 30(12), 3709-3716.

10. Dickler, M. N., et al. MONARCH 1, a phase Il study of abemaciclib... Clinical Cancer Research,
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Treatment Options Other Than Endocrine-
Based Approaches (II)

— EARBMR / RER B0

Quality of Strength of Key

Consensus Statement . .
Evidence Recommendation Reference

Chemotherapy is an option for patients
with clinically aggressive metastatic
breast cancer or evidence of endocrine
resistance.a

The optimal sequence of
chemotherapeutic agents has not been I A 2,3
established.b

Metronomic chemotherapy is an option
for patients with advanced hormone- I B 4,5
receptor positive disease.c, d

a.Please refer to previous points about the definition endocrine resistance

b.Anthracyclines (including liposomal doxorubicin) and taxanes (paclitaxel, docetaxel, nab-paclitaxel), vinorelbine,
capecitabine, cisplatin/ carboplatin, gemcitabine, eribulin, and ixabepilone could be considered as options for
MBCpatients when chemotherapy is considered.

c.Metronomic chemotherapy treatment refers to the chronic administration of low doses of chemotherapeutic
agent(s). The availability of NHI coverage makes metronomic chemotherapy a reasonable alternative.
d.Metronomic chemotherapy regimens that have been validated in prospective clinical trials includes single agent
oral vinorelbine andcapecitabine or combinations such as oral methotrexate plus oral cyclophosphamide, oral
vinorelbine plus capecitabine, oral cyclophosphamide plus capecitabine, and triple combination of oral
vinorelbine, oral cyclophosphamide, and capecitabine.
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Investigational Biomarker-
guideditherapy ABE

Endocrine Sensitive

De novo PD >12 moths after completing adjuvant ET

CDK4/6i + Al

DoT > 6 mos

ESR1 mutation detected in ctDNA

CDK4/6i
+

camizestrant

Endocrine Resistance

PD on adjuvant ET or <12 months after completing adjuvant ET

PFS < 6 mos of ET+CDKA46i
or recurrence £24 mos of
starting adjuvant ET

CDK4/6i -
Abemaciclib PIK3CA mut PIK3CA/AKT1
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Capivasertib

Fulvestra
nt

HER2:

Imlunestrant

Palbociclib
+
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Investigational Biomarker- A
guided therapy A58 PARPI

1L

2L and later lines

Endocrine Refractory

Endocrine refractory / Not a candidate for ET

Genomic testing Reassessment of
HER2 status

gBRCA1/2 mut
HER2-
gPALB2 mut low/ultra-low

| Not a candidate for T-DXd |

2-4 lines of
Prior 1 line of chemo for mBC chemo for mBC

If not used
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