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STRENGTH OF THE RECOMMENDATION
AND QUALITY OF EVIDENCE -

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

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 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



1. Risk Evaluation and Patient Selection for HER2+ Neoadjuvant

A. CLINICAL BENEFIT AND INDICATION
OF NEOADJUVANT

Quality of Strength of Key
2020 Consensus Statement P

1. Neoadjuvant therapy is the preferred schedule for

patients with HER2+ high risk breast cancer ( = T2 or N+). ! A (11, [2]
2. Pertuzumab in combination with trastuzumab and
chemotherapy is recommended for patients in I A [3]

neoadjuvant setting.

3. Consider using neoadjuvant platform to tethering
regimens based on "clinical” and/or pathologic response 1[; C [4], [5]
to therapy
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1. Risk Evaluation and Patient Selection

B. RECOMMENDATION FOR EVALUATION OF
AXILLARY LYMPH NODE BEFORE AND AFTER

2020 Consensus Statement

1.

NEOADJUVANT THERAPY

No benefit of Pre-Neoadjuvant chemotherapy Sentinel Lymph
Node Dissection except for drug application

In a patient clinically node positive at presentation who
downstages after neoadjuvant chemotherapy, the Panel
considered that sentinel node biopsy was appropriate, but
that in this situation axillary lymph node dissection was
required if even one sentinel node were positive.

False negative rates however remain high unless 3 or more
sentinel nodes are examined.

High false negative rate in 2nd Sentinel Lymph Node
Dissection

Data from the SENTINA Trial do not support the use of repeat
SNB after NST due to an unacceptably low sentinel node
identification rate and an exceedingly high false negative rate
if neoadjuvant SNB showed positive result.

Among patients shown to be node-positive prior to
neoadjuvant systemic therapy, SLNB has a >10% false-
negative rate when performed after neoadjuvant systemic
therapy. This rate can be improved by marking biopsied lymph
nodes to document their removal, using dual tracer, and by
removing more than 2 sentinel nodes.

Several clinical trials have evaluated the feasibility of SNB
after NST in patients with T1-3, N1-3 disease at baseline.
Currently, NCCN guidelines support use of the SNB procedure
after NST among previously node-positive patients converted
to clinically node-negative. Acceptable SN false negative
rates may be obtained when dual tracers (i.e., blue dye and
radioisotope) are used for SN mapping, a minimum of three
SN are removed, and when specimen radiography of the SN
confirms removal of the original biopsy-positive axillary node.
Under such circumstances, SNB-negative patients may avoid
ALND whereas SNB-positive patients should undergo ALND.

L

Quality of
Evidence

Strength of
Recommendation

B

Key
Reference

(]
[2]

[2]

(3]

(3]

[4]

(3], [5],
(6], [71,
[8]




Quality of Strength of Key
2020 Consensus Statement

8.

Identification of the originally biopsied node may be facilitated
by wire-guided or ultrasound-guided dissection. There may
be arole for emerging nodal localization techniques, e.g.,
tattoo ink-guided or radioactive seed localization. A specimen i
radiograph of the resected node(s) should be obtained of the
resected node(s) to document removal of any radio-opaque
marker placed within a biopsy-positive node.

[9],
c [10]
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2. Recommendation of Regimens for HER2+ Neoadjuvant

A. CURRENT THERAPY FOR EARLY BREAST CANCER
CHEMOTHERAPY & TARGET THERAPY

2020 Consensus Statement

1.

The regimens recommended in adjuvant setting can be
considered in neoadjuvant setting.

Similar to that in adjuvant setting (with duration at
least 18 weeks, recommend complete all neoadjuvant
chemotherapy if tolerable and no evidence of
progression)

Patients who fit the main characteristics (not eligibility) of
APT trial may consider surgery first followed by standard
adjuvant treatment.

For HER2+ disease, trastuzumab ( plus pertuzumab
neoadjuvant at high risk)

- Sequential A/T-based regimen with concurrent T+
anti-HER2 therapy.

- Anthracycline-freg, platinum-containing regimen

- Anthracycline-free, taxane-containing regimen.

Quality of Strength of
Evidence [|Recommendation

A

Key
Reference
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2. Recommendation of Regimens for HER2+ Neoadjuvant

B. ROLE OF APPROVED NEW (SC) FORMULATION
OF HER2 TARGETED AGENTS

Quality of Strength of Key
2020 Consensus Statement Reference

1. Comparable efficacy and safety of subcutaneous and
intravenous trastuzumab highlights the suitability of
subcutaneous trastuzumab as an alternative route of I A 1]
administration for patients with ERBB2-positive early
breast cancer.

oM
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2. Recommendation of Regimens for HER2+ Neoadjuva

C. NEOADJUVANT CONSIDERATION IN CASE OF
NO EARLY RESPONSE

Quality of Strength of Key
2020 Consensus Statement Reference

1. Multiple imaging modalities may enhance the

diagnostic accuracy of (no) early response. ! B [1.2]
2. Neoadjuvant therapy allows individualization of
therapy according to mid-course treatment effect. ! B (11121, [41,15]
(11,121,131
3. Incase of no change in mid-term evaluation, also based
completion of neoadjuvant therapy with original I B on opinions
regimen or with non cross-resistant regimen is from CY
reasonable. Liuand CS
Huang

4. In case of progressive but without systemic
metastatic disease and under adequate NACT, stop
current therapy and proceed with surgery, RT, or
non cross-resistant NACT is recommended. The
appropriate action for most PD patients is to cease M C [1],[2],[6-8]
current treatment and proceed immediately to
surgery and/or radiotherapy. In addition, alternative
medical treatment as a clinical trial should be
considered.

5. The full course of NAC should be completed unless

there is evidence of disease progress. i c [8-10]
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3. Recommendation after Neoadjuvant ‘

A. MANAGEMENT OF PRIMARY TUMOR

2020 Consensus Statement

1.

Resection into new margin is the goal of neoadjuvant
therapy. The resection extent should be limited to residual
lesions with reasonable safety margin. If no detectable
lesion remains, the resection extent may be limited to the
tissue in the immediate vicinity of the biopsy site marker.

It is recommended to place a clip or tattooing in the
primary tumor after biopsy.

It is recommended to remove all suspicious
microcalcifications after neoadjuvant therapy.

Obtaining an image (mammography and/or ultrasound)
for resected specimen is recommended.

Placing multiple clips around the resection cavity is
helpful for future radiotherapy planning.

For patients whose negative margin were achieved after
breast conserving surgery, but having large amount

of tumor or scatter lesions presented in proximity

to the margin, the decision for re-excision should be
individualized and discussed in a multidisciplinary setting
to determine if wider margins are needed.

Quality of
Evidence

Strength of
Recommendation

Key
Reference
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3. Recommendation after Neoadjuvant ‘

B. BREAST CONSTRUCTION AFTER

2020 Consensus Statement

1.

NEOADJUVANT THERAPY

Neoadjuvant therapy does not increase the complication
rate after breast reconstruction.

Delay timing or insufficient dosage of radiotherapy may
increased the risk of recurrence. Patients with clinical
node positive or locally advanced stage whose post-
mastectomy R/T was planed, delayed reconstruction may
be considered for avoid complication.

It should be caution if radiotherapy is planned after
breast reconstruction due to increased complication
rate. Autologous reconstruction had a lower complication
rate than implant after radiotherapy.

If nipple sparing mastectomy was planned, it should be
careful evaluation of tumor to nipple distance by image
before operation and standard retroareolar biopsy should
be performed.

Breast reconstruction is oncologic safe to performin the
setting of neoadjuvant therapy.

Quality of Strength of
Evidence [|Recommendation
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3. Recommendation after Neoadjuvant ‘

C. SYSTEMIC ADJUVANT ACCORDING TO PCR AND
BASELINE RISK-STRATIFICATION

2020 Consensus Statement

1.

T-DM1 for 14 cycles as the adjuvant treatment is a better

option than trastuzumab if pCR is not achieved after
HER2-directed neoadjuvant treatments.

In those pCR population, trastuzumab (to complete 12
months) as the adjuvant treatment is the standard of
care and adding pertuzumab may be the other option.

Pertuzumab together with trastuzumab (to complete
12 months) as the adjuvant treatment offers better
outcomes than trastuzumab alone in the high risk
population (esp. N+) but its efficacy in non-pCR
population is unknown.

Neratinib can be a single agent, for the extended
adjuvant treatment of adult patients with early stage
HER2-positive breast cancer, to follow adjuvant
trastuzumab-based therapy.

Extended 1-year adjuvant neratinib should be an
option in HR+/HER2+ and high-risk patients

(such as =4 positive LN) after receiving
trastuzumab/pertuzumab as (neo)adjuvant therapy
regimens, with or without adjuvant T-DM1 therapy.

Quality of Strength of
Evidence [|Recommendation
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4. Algorithm Establishment in HER2+ EBC

ALGORITHM ESTABLISHMENT IN
HER2+ EBC

T=2cmandLN- — WPTXx12weeks +H x 1year

&

HER2+

EBC
Algorithm

N+/-

PTX = Paclitaxel

T>2cmor
G i

T>2cmorLN+ —

(Y

H*P to complete 18 cycle
+ Chemo regimen

NCCN: Preferred Regimens

TCH=P X 6 (docetaxel+carboplatin)
ACx4->WPTXx12+H+Px 4
Dose-dense AC x4 - PTXx 4 (WPTXx 12)+HxP

wPTXx12+H

NCCN: Useful in Certain Circumstances

TCH X 6 (docetaxel+carboplatin)

NCCN: Other Recommended Regimens
ACXx4->Tx4+HxP

Other Recommendations
(F)ECx4->THPx 4

THP x 4->(F)EC x 4

NCCN Guidelines. Breast Cancer 2020 v6.

HR+, LN+, Neratinib x 1 year

pCR

HP
[ tocomplete |
1year

@ Residual tumor

AC x4
(Considered

anthracyline-
—  basedif
TDM-1not
available)

- TDM1x14

If HR+ and
high-risk
patients
(suchasz4
positive LN)*,
Neratinib x 1
year234

*2021ST. GALLEN Panel Voting
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