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Strength of the Recommendation and Quality
of Evidence

A

B
C
D

Recommendation

Strong recommendation for use
Moderate recommendation for use
Marginal recommendation for use

Recommendation against use

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
clinical experience, descriptive case studies

1. AGREE Next Steps Consortium. AGREE |I: 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

A
B
C
D

Recommendation

Strong recommendation for use
Moderate recommendation for use
Marginal recommendation for use

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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Consensus Statement

Quality of

Evidence

Clinical Risk Stratification for ER (+)/HER2(-) EBC
and the Role of Neoadjuvant Endocrine Therapy

— BRI/ FBIE BEh

Clinical and pathological parameters for risk
stratification of ER(+)/HER2(-) early breast cancer
should include the patient’s age, tumor size, node
status, tumor grade, ER expression level, Ki-67 and
response to neoadjuvant chemotherapy to individualize
the personalized adjuvant treatment.

If a patient has stage |-l breast cancer, the clinician
may use Ki-67 expression in conjunction with other
clinical and pathologic parameters to guide decisions on
adjuvant endocrine and chemotherapy when multigene
assays are not available.

Ki—-67 expression levels are most informative for
prognosis when the level is < 5% (low proliferation) or >
30% (high proliferation) because the technical reliability
of distinguishing values within this range is limited. The
measuring Ki-67 level method needs to be standardized
because the median Ki-67 level varied widely in
different individual institutions.

A patient with 1-3 positive nodes ER+/HER2- breast
cancer with a Ki—-67 score of = 20% may be offered
2 years of abemaciclib plus endocrine therapy, but
KI-67 baseline with cut-off of 20% is prognostic not
predictive for abemaciclib benefit.

Strength of Key
Recommendation | Reference
A 1,2,3
B 4,5,6
B 4,5,6
B 3,7




5.

Consensus Statement

If a patient is postmenopausal and had invasive breast
cancer and is recurrence—free after 5 years of adjuvant
endocrine therapy, the clinical treatment score post-

5 years (CTS5) web tool may be used to calculate the
estimated risk of late recurrence (recurrence between
years 5-10), which could assist in decisions about
extended endocrine therapy.

The CPS + EG staging system in ER+/HER2- patients
receiving neoadjuvant chemotherapy may be used for
the clinical risk stratification, which could adjust in
decisions about adjuvant therapy.

If neoadjuvant chemotherapy is contraindicated or not
available, neoadjuvant endocrine treatment in ER+/
HER2- EBC patients is a rational alternative treatment
option with lower toxicities compared with neoadjuvant
chemotherapy which is still the standard treatment.

If a patient is postmenopausal and has breast cancer,
there is insufficient evidence to use baseline Ki-67
expression or Ki—67 level after 2 weeks or PEPI score
of neoadjuvant aromatase inhibitor (Al) therapy to guide
decisions on adjuvant endocrine and chemotherapy.

Quality of
Evidence
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Reference

Y

10,11

12,13,

12,13,
14,15
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Biomarkers for Adjuvant Endocrine and
Chemotherapy in Early-Stage Breast Cancer

— EXER / REH BEh

Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

1. Multigene expression signature could be applied to
ER+/HER2- node-negative or node-positive with 1-3
positive nodes early—stage breast cancer to provide
additional prognostic insights that could facilitate the
discussion of adjuvant chemotherapy and endocrine
therapy.

2. When multigene expression signature test result is
not available, Immunohistochemistry 4 (IHC4) could
be used for patients LN-negative or LN positive with
1-3 LNs to guided selection of chemotherapy and | B 1,2
endocrine therapy. The interpretation of IHC results
is recommended to perform by experienced breast
pathologists.

3. Ki-67 is a prognostic marker and should not be used
as the only biomarker for adjuvant chemotherapy
or endocrine therapy. When the Ki—67 report is in

doubt, clinicians could consult an experienced breast ! A =
pathologist to validate or confirm the interpretation of
Ki-67 level.

4. The recommendation regarding Oncotype Dx is shown | A 4-6

in table 1:




» table 1

Risk score

0-15 recommend endocrine therapy
16-25 consider chemoendocrine therapy* recommend endocrine therapy
= 26 recommend chemoendocrine therap

recommend endocrine therapy

Insufficient evidence to use Oncotype
Dx RS to guide treatment decision

recommend chemoendocrine therapy

N2-3 (LN >4)

Insufficient data to use Oncotype Dx RS to guide treatment decision

* In a subgroup (n = 671, 23% of age <560; 7% of TAILORx) of Age < 50, RS 16-20, low clinical risk, EndoCT treatment improved IDFS (recurrence,
second primary, or death) but not distant recurrence risk (Sparano et al. NEJM 2019)
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Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

5. The recommendation regarding MammaPrint use is

| A 7,8
shown in Table 2: ’
» table 2
=50 > 50
Clinical risk . Insufficient data to support MammaPrint test to guide adjuvant
low-risk .
based on endocrine and chemotherapy
modified
version of i
! : Insuff|C|ent. data to support May use MammaPrint test to
adjuvan . . MammaPrint test to guide . . .
line & LN high-risk . . . guide decisions for adjuvant
on decision for adjuvant endocrine -
0-3 endocrine and chemotherapy
and chemotherapy

Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

6. EndoPredict and Prosigna (PAM50) tests are prognostic
and could be considered to assist in discussion of
adjuvant chemotherapy and endocrine therapy in
postmenopausal women with node—negative or node— | B 9,10
positive with 1-3 positive nodes patients. There is
insufficient data to support routine use of EPClin and
Prosigna in premenopausal patients.

7. If a patient has node—negative or node—positive with 1-3
positive nodes breast cancer and has been treated with
5 years of primary endocrine therapy without evidence
of recurrence, the clinician may offer BCI test to guide
decisions about extended endocrine therapy. There is
insufficient data to use BCI for patients with 4 or higher
LN involvement or premenopausal patients to guide
extended endocrine therapy.

| B 11,12




©

Quality of Strength of Key
Evidence | Recommendation | Reference

Consensus Statement

8. If a patient has node—negative breast cancer and has
had 5 years of endocrine therapy without evidence of
recurrence, there is insufficient evidence to use Oncotype Il B 1,10
DX, EndoPredict, Prosigna, Ki—-67, or IHC4 tests to
guide decisions about extended endocrine therapy.
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Consensus Statement

In ER(+)/HER2(-) node-negative breast cancer, all
tumors < 0.5 cm (T1a) and most cases < 1 cm (T1b),
prognosis is good with endocrine therapy alone and
adjuvant chemotherapy is usually not needed.

In patients with T1c-3NO-1 ER(+)/HER2(-) breast
cancer, some clinicopathologic factors may consider
adjuvant chemotherapy: younger age, histologic high
grade, high Ki-67 and low ER expression.

. Adjuvant chemotherapy is indicated in patients with T1-

3, N2-3, or T4 ER(+)/HER2(-) breast cancer who have
not received neoadjuvant chemotherapy.

Neoadjuvant chemotherapy is indicated for inflammatory
breast cancer and can be consider for ER(+)/HER2(-)
breast cancer patients with clinical N2-3 nodal disease
and T3-4 tumors.

Neoadjuvant chemotherapy can be considered for
down-staging the tumor to achieve BCT and/or limited
ALND in patients with ER(+)/HER2(-) breast cancer.

. Adjuvant chemotherapy options range from

anthracycline— containing regimens, or combined with
taxane—containing regimens, or anthracycline—sparing
(such as TC) regimens.

Adjuvant chemotherapy with anthracycline and taxane—
containing regimens or TC regimens is recommeded for
ER(+)/HER2(-) high-risk patients.

Principles of Adjuvant Chemotherapy and When
to Consider Neoadjuvant Chemotherapy

— SR | i BT
Quality of Strength of Key
Evidence | Recommendation | Reference
Il A 1-3
Il A 2-8
Il A 10, 11
Il A 12,13
Il A 13-17
| A 18-22
| A 22-25
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PARP Inhibitor for ER(+)HER2(-) Early Breast
Cancer

— EXE/ RinE BT

Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

1. Considered for those with gBRCA1/2m, and either LN
= 4 or CPS+EG = 3 after NACT

2. For those who are gBRCA1/2m (+), and are both
candidates for adjuvant olaparib or abemacilib, there are 3-6
insufficient evidence to suggest which one is preferred.




© Reference

1. Tutt A et al: Adjuvant olaparib for patients with BRCA1- or BRCA2- mutated breast cancer. New Eng J Med, 2021; DOI:10.1056/
NEJMo0a2105215

2. Tutt A et al: Pre-specified event driven analysis of overall survival (OS) in the OlympiA phase Il trial of adjuvant olaparib (OL) in
germline BRCA1/2 mutation (gBRCAm) associated breast cancer, ESMO vVrtual Plenary, 2022

3. Johnston S et al: Abemaciclib combined with endocrine therapy for the adjuvant treatment of HR+, HER2-, node-positive, high—
risk, early breast cancer(E). J Clin Oncol 38: 3987-3998, 2020

4. O’Shaunessy et al: Adjuvant abemaciclib combined with endocrine therapies: updated results from monarchE. ESMO Virtual
Plenary, Oct 14th, 2021

5. Johnston S et al: Abemaciclib plus endocrine therapy for HR+, HER2—, node—positive, high-risk early breast cancer: results from
a pre—planned monarchE overall survival interim analysis, including 4—year efficacy outcomes. SABCS 2022, GS 1-09

6. Safonov A et al: Comprehensive genomic profiling of patients with breast cancer identifies germline-somatic interactions
mediating therapy resistance. SABCS 2021, GS 4-08
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Other Choices of Adjuvant Chemotherapies or
Adjuvantives

— =/ [ iR BT

Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

1. Adjuvant bisphosphonate therapy (i.v. zoledronate
or daily oral clodronate or ibandronate) should be
discussed with all postmenopausal patients with primary
breast cancer, irrespective of hormone receptor status

| B 1,2
and human epidermal growth factor receptor 2 status, ’
who are candidates to receive adjuvant systemic
therapy. Adjuvant bisphosphonates, if used, are not
substitutes for standard anticancer modalities.*

2. Denosumab is not recommended for the prevention of | B 1.2
b

metastasis.

3. Antiresorptive therapy is recommended for women
receiving either an aromatase inhibitor (Al) or ovarian
function suppression (OFS) for more than six months | A 1
and having either a bone mineral density (BMD) T score
of less than -2 or more than one risk factor for fracture.

4. Denosumab 60 mg every 6 months could be considered
to prevent fractures in postmenopausal women with | B 1
early breast cancer.

* Starting bisphosphonate therapy early, within 3 months of definitive surgery or within 2 months of completion of adjuvant chemotherapy.




uality of Strength of Ke
Consensus Statement Quality g y

Evidence Recommendation | Reference

5. The addition of 1 year S-1 to endocrine therapy in
adjuvant setting significantly improves iDFS in HR+/
HER2- early breast cancer patients with risk factors
which defines by prior treatment status:

1) When adjuvant chemotherapy is applied or patients
received no prior adjuvant treatment:
a) Positive axillary lymph node or lympho-
vascular invasion
b) Negative axillary lymph node with at least one
of the following:
i. Tumor size = 3 cm | B 3
ii. Grade 3 disease
iii. Tumor size = 2 to <8 cm and Grade 2
disease
iv. Tumor size = 2 to <3 cm or Grade 2
disease with Ki-67 = 30%

2) When neoadjuvant chemotherapy is applied:

a) Positive axillary lymph node before neoadjuvant
chemotherapy

b) Residual tumor after neoadjuvant
chemotherapy

Reference

Coleman R, et al. Ann Oncol 2020:50923—7534(20)39995—6.

Andrea E, et al. Use of Adjuvant Bisphosphonates and Other Bone-Modifying Agents in Breast Cancer: ASCO-OH (CCO) Guideline
Update. JCO 2022; 40: 787-800

Toi M, Imoto S, Ishida T, Ito Y, Iwata H, Masuda N, et al. Adjuvant S-1 plus endocrine therapy for oestrogen receptor—positive, HER2—
negative, primary breast cancer: a multicentre, open-label, randomised, controlled, phase 3 trial. Lancet Oncol. 2021;22(1):74-84.
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CDK4/6 Inhibitors for ER(+)/HER2(-) Early
Breast Cancer

— BUKEFR [ SBAFR BT

Quality of Strength of

Consensus Statement

Evidence Recommendation

1. A two-year addition of abemaciclib to endocrine
therapy in the adjuvant setting significantly improved
invasive disease—free survival in patients with high—risk
early breast cancer, which has been defined as pN2 and
pN3 or pN1 with at least one of the following: tumor size
= 5 cm, histologic grade 3, or Ki-67 = 20%.

Key
Reference

1,2,3



© Reference

1. Stephen R. D. Johnston, Nadia Harbeck, Roberto Hegg, et al. Abemaciclib Combined With Endocrine Therapy for the Adjuvant
Treatment of HR+, HER2-, Node-Positive, High-Risk, Early Breast Cancer (monarchE). J Clin Oncol 38:3987-3998.

2. N. Harbeck, P. Rastogi, M. Martin, et al. Adjuvant abemaciclib combined with endocrine therapy for high-risk early breast cancer:
updated efficacy and Ki-67 analysis from the monarchE study. Ann Oncol. 2021 Dec;32(12):1571-1581.

3. Stephen R D Johnston, Masakazu Toi, Joyce O’Shaughnessy, et al. Abemaciclib plus endocrine therapy for hormone receptor—
positive, HER2-negative, node-positive, high-risk early breast cancer (monarchE): results from a preplanned interim analysis of a
randomised, open-label, phase 3 trial. Lancet Oncol 2022 Published Online December 6, 2022.
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Adjuvant Endocrine Therapy for Postmenopausal
Patients

— EJC5RAE / FBILER BEET

Quality of Strength of Key

Consensus Statement Evidence Recommendation | Reference

1. For hormone receptor (HR)+ early breast cancers
(EBC) who are postmenopausal at diagnosis, adjuvant
endocrine therapy (ET) with aromatase inhibitors (Al) or
tamoxifen may be given if not contraindicated.

2. For HR+ postmenopausal EBC patients, standard
adjuvant ET include 5 years of Al, 2-3 years of Al
followed by tamoxifen to complete 5 years, 2-3 years | A 2
of tamoxifen followed by Al to complete 5 years, and
tamoxifen 4.5-6 years.

3. For HR+ postmenopausal EBC patients who received
tamoxifen 4.5-6 years, additional 5 years of tamoxifen | A 3,4,5
or Al may be recommended.*

4. After being treated by Al for 5 years, extended ET for
2-5 years may be given to HR+ postmenopausal EBC
patients with positive lymph nodes or tumors larger than
2 cm in size.*

5. Adjuvant Al for 10 years has not shown significant
overall survival benefit over 7 years, and currently, the Il B 6-9
optimal length of extended Al is still unclear.

* Studies have demonstrated increased incidence of adverse effects (including but not limited to osteoarthritis, myalgia in Al, thromboembolic disease in
tamoxifen) in patients receiving additional Al or tamoxifen
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2017
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Consensus Statement

Adjuvant Endocrine Therapy for Premenopausal*
Patients

— SIS/ =HR BT

Quality of

Evidence

For hormone receptor (HR)+ early breast cancers (EBC)
who are premenopausal at diagnosis, tamoxifen + OFS
or Al + OFS should be given if not contraindicated.

For HR+ EBC who are still premenopausal after 5 years
of endocrine therapy, continue additional 5 years of
tamoxifen if not contraindicated or no further therapy if
the sufficiently low risk is impressed.

For HR+ EBC who are premenopausal at diagnosis and
becomes post—-menopausal after 5 years of endocrine
therapy, continue additional 2 to 5 years of Al or
tamoxifen may be given if not contraindicated or no
further treatment is needed if the sufficiently low risk is
impressed.

For HR+ EBC who are premenopausal at diagnosis,
OFS should be considered for those with a high

risk of recurrence, including patients indicated for
chemotherapy, and patients who do not achieve upfront
ovarian function suppression or who later resume
ovarian function within 24 months after chemotherapy—
induced amenorrhea.

ASTRRA study: the addition of 2 years of OFS to
tamoxifen improved disease—free survival (DFS)
and overall survival (OS) in patients who remained
premenopausal or resumed ovarian function after
chemotherapy.

Strength of Key
Recommendation | Reference

A 1,2,3
A 1,2

1,2,
A 5,6
A 7,8
B 10




Quality of Strength of Key
Evidence | Recommendation | Reference

Consensus Statement

6. Distant recurrence rate cutoffs of <5%, 5% to 15%, and
> 15%, calculated by the Regan score, can be used to Il B 8,9
define low, intermediate, and high risk.

7. SOFT/TEXT data provided evidence of a benefit of
Al over tamoxifen in DFS although not in OS. Meta-
analysis of EBCTCG also indicates that using Al rather
than tamoxifen with OFS can lower breast recurrence,
distant recurrence but not breast cancer and overall
survival.

* premenopausal: NCCN defines menopause as no menses for 1 year in the absence of prior chemotherapy or tamoxifen use, or no menses after surgical

removal of all ovarian tissue. For chemotherapy—induced amorrhea, periodic menopause testing is warranted.
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