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> Abbreviations:

Aromatase inhibitor

AJCC  American joint committee on cancer

Ax

BC

Axilla

Breast cancer

BCT Breast conserving therapy

BCS Breast conserving surgery

Bx

Biopsy

CEM  Contrast-enhanced mammography

CcT

Chemotherapy

EBC Early breast cancer

ECOG The Eastern Cooperative Oncology Group

EMR Electronic medical records

ESMO European society for medical oncology

ET

ER

Endocrine therapy

Estrogen receptors



FH

H&E
HER2
HR
IBC
IBTR
IHC

IKWG

ISH
LABC
LN
MDT
Mets
MRI
MRM
NACT
NCCN
NMBC
NSM
OFs
pCR
PgR
PO
PST

QoL
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Family history

Gauge

Hematoxylin and eosin

Human epidermal growth factor receptor2
Hormone receptors

Inflammatory BC

Ipsilateral breast tumor recurrence
Immunohistochemistry

International Ki67 in Breast Cancer Working Group
Internal mammary

In-situ hybridization

Locally advanced breast cancer

Lymph nodes

Multi-disciplinary team

Metastasis

Magnetic resonance imaging

Modified radical mastectomy.
Neoadjuvant chemotherapy

National comprehensive cancer network
Non metastatic breast cancer
Nipple-sparing mastectomy

Ovarian function suppression
Pathological complete response
Progesterone receptor

Per oral

Primary systemic therapy

Quality of Life
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RT Radiotherapy
SC Supraclavicular
SLNB Sentinel LN biopsy

SNM Sono-mammography

SSM Skin-sparing mastectomy
TNBC Triple negative breast cancer
TCH Taxotere carboplatin Herceptin
u/s Ultrasound

WLE Wide local excision.

> Glossary
Menopausal status (Defined by NCCN)

Postmenopausal status:
e Permanent cessation of menses includes a profound and permanent decrease in
ovarian estrogen synthesis.

Premenopausal status:
e |tis the ongoing process of menses and normal ovarian estrogen synthesis.

Perimenopausal status:
e It is the transition status between the pre- and post-menopausal status with
irregularities in menses and estrogen levels.

Definitions of molecular subtypes of breast cancer according to: (The ESMO Clinical
Practice Guidelines, 2023):

> Luminal A: (ER-positive, HER2-negative, Ki67 low, PgR high)

> Luminal B:
(HER2-negative subtype): (ER-positive, HER2-negative, and either, Ki67 high or PgR low)
(HER2-positive subtype): (ER-positive, HER2-positive, any Ki67, any PgR)

> HER2 overexpression (nonluminal): (HER2-positive, ER and PgR absent)

> Triple-negative: (ER and PgR absent, HER2-negative)

Cancers with 1%—-100% ER IHC staining are considered ER-positive.

Cancers with 1%—10% ER IHC staining are considered ER-low-positive.

HER2 positive patients (IHC+++ or ISH positive for gene amplification (HER2/CEP17 ratio >2.0
AND average HER2 copy number > 4.0 signals/cell))
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Ki67 index of 5% or less, or 30% or more, can be used to estimate prognosis for T1-2, NO-1
patients as per the International Ki67 in Breast Cancer Working Group (IKWG)

Definition of High-risk patients:
-HER2-positive disease

-TNBC

-2cT2or2cN1

-Large primary tumor relative to breast size

> Executive Summary

This guidance provides an evidence-based approach to the diagnosis, staging, treatment and follow
up of patients diagnosed with advanced breast cancer

Recommendations Strength of the recommendation

Diagnosis, pathology and molecular biology

At first diagnosis of MBC, a biopsy should be Strong
carried out to confirm histology and assess/re-
assess tumour biology including ER, PgR, HER2
status & Kl 67.

Staging and risk assessment

The minimum imaging work-up for staging includes Strong
computed tomography (CT) of the chest and
abdomen, and bone scintigraphy.

18F-FDG-PET)/CT may be used instead of CT and Conditional
bone scans only as problem solving tool.

The interval between imaging and starting treatment | Good practice statement.
should be <4 weeks.

Evaluation of response should generally occur every | Good practice statement.
2-4 months depending on disease dynamics, location,
extent of metastasis and type of treatment.

Disease monitoring intervals should not be shortened | Good practice statement.
as there is no evidence of an OS benefit but potential
for emotional and financial harm. Less frequent
monitoring is acceptable, particularly for indolent
disease.

If progression is suspected, additional tests should be | Good practice statement.
carried out in a timely manner irrespective of
planned intervals.

Repeat bone scans are a mainstay of evaluation for Conditional
bone-only/predominant metastases, but image

interpretation may be confounded by a possible flare
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during the first few months of treatment. MRl may be
added to define response in specific locations.

Impending fracture risk should be evaluated by CT or | Strong
X-rays. In the case of suspected cord compression,
MRI is the modality of choice.

Symptomatic patients should always undergo brain Strong
imaging, preferably with MRI.

HR-positive, HER2-negative breast cancer
First Line.

A CDK4/6 inhibitor combined with endocrine therapy | Conditional
(ET) may be used as first-line therapy for patients
with ER-positive, HER2-negative MBC. However this
depends on the availability, access-ability, patient
comorbidity, and budget impact.

Pre- and perimenopausal women should be offered Strong
OFS or ovarian ablation in addition to all endocrine-
based therapies.

Second-line treatment.

Selection of second-line therapy (chemotherapy Good practice statement.
versus further endocrine-based therapy) should be
based on disease aggressiveness, extent and organ
function, and consideration of the associated toxicity
profile.

Everolimus- exemestane is a recommended Strong
option.

Tamoxifen or fulvestrant can also be combined Strong
with everolimus and is recommended. If
everolimus is used, stomatitis prophylaxis must
be used.

At least two lines of endocrine-based therapy are Strong
preferred before moving to chemotherapy in the
absence of endocrine refractory disease and/or
imminent organ failure.

In patients with imminent organ failure, Strong
chemotherapy is the preferred option.

For patients with endocrine-sensitive tumours, Strong
continuation of ET with agents not previously
received in the metastatic setting is recommended.

Beyond second-line treatment

Patients with tumours that are endocrine resistant Strong
should be considered for chemotherapy.
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Sequential single-agent chemotherapy is generally Strong
preferred over combination strategies. In patients
where a rapid response is needed due to imminent
organ failure, combination chemotherapy is
preferred.

Available drugs for single-agent chemotherapy Strong
include anthracyclines, taxanes, capecitabine,
vinorelbine, and platinums.

HER2-positive breast cancer

Standard first-line treatment of HER2-positive MBC Strong
should be trastuzumab-docetaxel regardless of HR
status.

Docetaxel should be given for at least six cycles, if Strong
tolerated, followed by maintenance trastuzumab until
progression.

An alternative taxane (paclitaxel) can be substituted | Strong
for docetaxel.

ET can be added to trastuzumab maintenance after Strong
completion of chemotherapy for HER2-positive, HR-
positive .

If chemotherapy is contraindicated in patients Strong
with HER2-positive, HR-negative MBC, HER2-
targeted therapy without chemotherapy (e.g.
trastuzumab) is recommended.

if taxane chemotherapy is contraindicated, a less Strong
toxic chemotherapy partner (e.g. capecitabine or
vinorelbine) should be considered.

In selected cases of HER2-positive, HR-positive MBC | Strong
where the patient is not suitable for first-line
chemotherapy, ET (e.g. an Al) in combination with an
HER2-targeted therapy, such as trastuzumab, or
lapatinib, can be recommended.

The use of single-agent ET without HER2-targeted Conditional
therapy in HER2-positive, HR-positive MBC is not
routinely recommended unless comorbidities (e.g.
cardiac disease) preclude the safe use of HER2-
directed therapies.

Patients with metastatic recurrence within 12 Strong
months of receiving adjuvant trastuzumab should
follow the second-line therapy recommendations.

In later lines of therapy, lapatinib is an evidence- Conditional
based therapy option to be used preferably in
combinations (e.g. with capecitabine, trastuzumab or
ET).
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TNBC

In cases of imminent organ failure, combination
therapy is preferred based on a taxane and/or
anthracycline combination.

After progression, all chemotherapy
recommendations for HER2-negative disease also
apply for TNBC, e.g. capecitabine, and vinorelbine.

Site-specific management
Primary stage IV disease

For patients with newly diagnosed stage IV breast Good practice statement.
cancer and an intact primary tumour, therapeutic
decisions should ideally be discussed in a
multidisciplinary context.

Locoregional treatment of the primary tumour in the | Good practice statement.
absence of symptomatic local disease does not lead
to an OS benefit and is not routinely recommended.

In patients with local symptoms caused by the Strong
primary tumour or metastatic disease, the use of
local treatment modalities should be evaluated.

Surgery of the primary tumour is recommended for | Strong
patients who may benefit from salvage surgery (e.g.
those with bone-only metastases, a good response to
initial systemic therapy, HR-positive tumours, HER2-
negative tumours, age <55 years and those with
OMD).

Surgery or RT of the primary tumour should be Conditional
carefully considered for circumstances in which they
provide added value for symptom palliation or
prevention of complications.

Oligometastatic disease

A multidisciplinary approach is essential to manage Good practice statement.
patients with bone metastases and prevent skeletal-
related events (SREs).

Patients with OMD should be discussed in a Good practice statement.
multidisciplinary context to individualise

management.

Multimodality treatment approaches involving Strong

locoregional therapy [e.g. high conformal
radiotherapy (RT), image-guided ablation,selective
internal RT and/or surgery] combined with systemic
treatments are recommended, and should be tailored
to the disease presentation in the individual patient.
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Local ablative therapy to all metastatic lesions may be| Conditional
offered on an individual basis after discussion in a
multidisciplinary setting.

Bone metastases and bone-modifying agents

A multidisciplinary approach is essential to manage Strong
patients with bone metastases and prevent skeletal-
related events (SREs).

An orthopaedic evaluation is advised in the case of | Strong
significant lesions in the long bones or vertebrae as
well as in patients with MSCC to discuss the possible
role of surgery.

RT is recommended for lesions at moderate risk of Strong
fracture and those associated with moderate to
severe pain.

Asingle 8-Gy RT fraction is as effective as fractionated| Strong
schemes in patients with uncomplicated bone
metastases.

RT should be delivered after surgery for stabilisation | Strong
or separation surgery for MSCC.

Bone-modifying agents (BMAs) are recommended for | Strong
patients with bone metastases,regardless of
symptoms.

Before the initiation of BMAs, patients should have a | Strong
complete dental evaluation and ideally complete any
required dental treatment. Calcium and vitamin D
supplements should be prescribed.

The optimal duration of BMA therapy has not been | Good Practice Statement
defined but it is reasonable to interrupt therapy after
2 years for patients in remission.

The ideal sequence of therapies has not been defined | Conditional
but it seems reasonable to document tumour
response with a systemic treatment before
suggesting locoregional therapy.

Brain metastases and leptomeningeal metastases

Brain metastases should be managed according to Strong
the recommendations outlined in the European
Association of Neuro-Oncology-ESMO (EANO-ESMO)
Clinical Practice Guideline (CPG) for the management
of patients with brain metastases from solid tumours.

Leptomeningeal metastases should be treated Strong
according to the recommendations outlined in the
EANO-ESMO CPG for the management of patients
with leptomeningeal metastases from solid tumours.

Long-term implications and survivorship
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An interdisciplinary approach is critical, including Good practice statement.
specialised oncology and/or breast care nurses to
proactively screen for and manage treatment-
emergent toxicities.

Patients should be informed about treatment choices | Good practice statement.
and side-effect profiles of recommended systemic
treatments.

All treatments should include formal patient Strong
education regarding side-effects of management.

All efforts should be done to encourage integrated Strong
electronic medical records (EMR) in different
hospitals.

QoL assessments should be incorporated into the Strong
evaluation of treatment efficacy.
Dose reduction and delay are effective strategies to Strong
manage toxicity in advanced disease.

> Introduction

Breast cancer is the most common cancer in females and the second most common in the Egyptian
population with more than 26 thousand newly diagnosed cases(1). Moreover, it is also the second
cause of cancer death in Egypt after hepatocellular carcinoma with estimated mortality rate around
10% in 2022. Approximately 46,000 incident cases are forecasted in 2050.

» Purpose and scope

These guidelines will help to improve the quality of care for advanced breast cancer patients via
providing a uniform standard of care across the country to help in early diagnosis and treatment for
breast cancer, with less aggressive treatment options and improved clinical outcomes. These
guidelines cover primary diagnosis, staging, treatment and follow-up of advanced breast cancer
patients.

» Target audience

Clinicians who are involved in the care and treatment of patients with breast cancer, including
medical oncologists, radiation oncologists, clinical oncologists , surgeons, interventional radiologists,
radiologists and pathologists.

» Methodology

A comprehensive search for guidelines was undertaken to identify the most relevant guidelines to
consider for adaptation. inclusion/exclusion criteria followed in the search and retrieval of

guidelines to be adapted:
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- Selecting only evidence-based guidelines (guidelines must include a report on systematic
literature searches and explicit links between individual recommendations and their supporting

evidence). - Selecting only national and/or international guidelines.

- Specific range of dates for publication (using Guidelines published or updated 2015 and later).
- Selecting peer reviewed publications only.

- Selecting guidelines written in English language.

- Excluding guidelines written by a single author not on behalf of an organization to be valid and

comprehensive, a guideline ideally requires multidisciplinary input.

- Excluding guidelines published without references as the panel needs to know whether a
thorough literature review was conducted and whether current evidence was used in the

preparation of the recommendations.

All retrieved Guidelines were screened and appraised using AGREE Il instrument
(www.agreetrust.org) by at least two members. the panel decided a cutoff point or rank the
guidelines (any guideline scoring above 50% on the rigor dimension was retained)

The NCCN, ESMO, NICE guidelines are the main sources used while formulating the national

guidelines for breast cancer.

> Evidence assessment

According to WHO handbook for Guidelines we used the GRADE (Grading of
Recommendations, Assessment, Development and Evaluation) approach to assess the quality
of a body of evidence, develop and report recommendations. GRADE methods are used by
WHO because these represent internationally agreed standards for making transparent
recommendations. Detailed information on GRADE is available through the on the following

sites:

. GRADE working group: http://www.gradeworkingroup.org
. GRADE online training modules: http://cebgrade.mcmaster.ca/

. GRADE profile software: http://ims.cochrane.org/revman/gradepro

11
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Table 1: Quality of evidence in GRADE

Quality level Definition

High We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate  Weare moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the
effect, but there is a possibility that it is substantially different.

Low Our confidence in the effect estimate is imited: the true effect may be substantially different from the
estimate of the effect.

Verylow  Wehave verylittle confidence in the effect estimate: the true effect s likely to be substantially different

from the estimate of effect.

GRADE: Grading of Recommendations Assessment, Development and Evaluation.

Table 2: Significance of the four levels of evidence

Quality

Definition

Implications

High

Moderate

Low

Very low

The guideline development group
is very confident that the true effect
lies close to that of the estimate of
the effect

The guideline development group
is moderately confident in the effect
estimate: the true effect is likely to
be close to the estimate of the effect,
but there is a possibility that it is
substantially different

Confidence in the effect estimate
is limited: the true effect may be
substantially different from the
estimate of the true effect

The group has very little confidence
in the effect estimate: the true effect
is likely to be substantially different
from the estimate of the effect

12

Further research is very unlikely
to change confidence in the
estimate of effect

Further research is likely to
have an important impact on
confidence in the estimate of
effect and may change the
estimate

Further research is very likely to
have an important impact on
confidence in the estimate of
effect and is unlikely to change
the estimate

Any estimate of effect is very
uncertain



Advanced / Metastatic Breast Cancer

Table 3: Factors that determine how to upgrade or downgrade the quality of evidence.

Downgrade in presence of Upgrade in presence of
Study limitations Dose-response gradient
-1 Serious limitations +1 Evidence of a dose-response gradient

-2 Very serious limitations
Direction of plausible bias

Consistency +1 All plausible confounders would have

-1 Important inconsistency reduced the effect

Directness Magnitude of the effect

-1 Some uncertainty +1 Strong, no plausible

-2 Major uncertainty confounders, consistent and direct evidence
Precision +2 Very strong, no major threats to validity and
-1 Imprecise data direct evidence

Reporting bias
-1 High probability of reporting bias

» The strength of the recommendation

The strength of a recommendation communicates the importance of adherence to the
recommendation:

Strong recommendations: With strong recommendations, the guideline communicates the message
that the desirable effects of adherence to the recommendation outweigh the undesirable effects.
This means that in most situations the recommendation can be adopted as policy.

Conditional recommendations: These are made when there is greater uncertainty about the four
factors above (Table 2) or if local adaptation must account for a greater variety in values and
preferences, or when resource use makes the intervention suitable for some, but not for other
locations. This means that there is a need for substantial debate and involvement of stakeholders
before this recommendation can be adopted as policy.

When not to make recommendations; when there is lack of evidence on the effectiveness of an
intervention, it may be appropriate not to make a recommendation.

> Recommendations

Diagnosis, pathology and molecular biology

13
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® At first diagnosis of MBC, a biopsy should be carried out to confirm histology and
assess/re-assess tumour biology including ER, PgR, HER2 status & Kl 67.

Strong recommendation, high grade evidence (1).

Staging and risk assessment
® The minimum imaging work-up for staging includes computed tomography (CT) of
the chest and abdomen, and bone scintigraphy.

Strong recommendation, high grade evidence (2,3).

® 18F-FDG-PET)/CT may be used instead of CT and bone scans only as problem
solving tool.

Conditional recommendation, high grade evidence (2,3).

® Theinterval between imaging and starting treatment should be <4 weeks.
Good practice statement.
® Evaluation of response should generally occur every 2-4 months depending on
disease dynamics, location, extent of metastasis and type of treatment.
Good practice statement.
® Disease monitoring intervals should not be shortened as there is no evidence of an

OS benefit but potential for emotional and financial harm. Less frequent monitoring
is acceptable, particularly for indolent disease.

Good practice statement.
® |If progression is suspected, additional tests should be carried out in a timely
manner irrespective of planned intervals.
Good practice statement.
® Repeat bone scans are a mainstay of evaluation for bone-only/predominant
metastases, but image interpretation may be confounded by a possible flare during

the first few months of treatment. MRI may be added to define response in specific
locations.

14
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Conditional recommendation, low grade evidence (3).
® Impending fracture risk should be evaluated by CT or X-rays. In the case of
suspected cord compression, MRl is the modality of choice.

Strong recommendation, high grade evidence (4).

® Symptomatic patients should always undergo brain imaging, preferably with MRI.

Strong recommendation, high grade evidence (5).

HR-positive, HER2-negative breast cancer

® A CDK4/6 inhibitor combined with endocrine therapy (ET) may be used as first-line
therapy for patients with ER-positive, HER2-negative MBC. However this depends
on the availability, access-ability, patient comorbidity, and budget impact.

Conditional recommendation, high grade evidence (6-8).
® Pre- and perimenopausal women should be offered OFS or ovarian ablation in
addition to all endocrine-based therapies.

Strong recommendation, high grade evidence (9).

Second-line treatment
® Selection of second-line therapy (chemotherapy versus further endocrine-based
therapy) should be based on disease aggressiveness, extent and organ function,
and consideration of the associated toxicity profile.

Good practice statement.

® Everolimus- exemestane is a recommended option
Strong recommendation, high grade evidence(10-13).
® Tamoxifen or fulvestrant can also be combined with everolimus and is
recommended. If everolimus is used, stomatitis prophylaxis must be used.

Strong recommendation, high grade evidence (10-13).

® At least two lines of endocrine-based therapy are preferred before moving to
chemotherapy in the absence of endocrine refractory disease and/or imminent
organ failure.

15
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Strong recommendation, very low grade evidence (14).

® |n patients with imminent organ failure, chemotherapy is the preferred option.
Strong recommendation, low grade evidence(14).
® For patients with endocrine-sensitive tumours, continuation of ET with agents not
previously received in the metastatic setting is recommended.

Strong recommendation, low grade evidence (14).

Beyond second-line treatment
® Patients with tumours that are endocrine resistant should be considered for
chemotherapy.

Strong recommendation, very low grade evidence (14).
® Sequential single-agent chemotherapy is generally preferred over combination

strategies. In patients where a rapid response is needed due to imminent organ
failure, combination chemotherapy is preferred.

Strong recommendation, high grade evidence (14).
® Available drugs for single-agent chemotherapy include anthracyclines, taxanes,
capecitabine, vinorelbine,and platinums .

Strong recommendation, high grade evidence(14).

HER2-positive breast cancer

® Standard first-line treatment of HER2-positive MBC should be trastuzumab-
docetaxel regardless of HR status.

Strong recommendation, high grade evidence (15,16).

® Docetaxel should be given for at least six cycles, if tolerated, followed by
maintenance trastuzumab until progression.

Strong recommendation, high grade evidence(15,16).

® An alternative taxane (paclitaxel) can be substituted for docetaxel

Strong recommendation, high grade evidence(15,16).
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® ET can be added to trastuzumab maintenance after completion of chemotherapy
for HER2-positive, HR-positive .

Strong recommendation, high grade evidence (17).

® |f chemotherapy is contraindicated in patients with HER2-positive, HR-negative
MBC, HER2-targeted therapy without chemotherapy (e.g. trastuzumab) is
recmmended.

Strong recommendation, low grade evidence (18).

® if taxane chemotherapy is contraindicated, a less toxic chemotherapy partner (e.g.
capecitabine or vinorelbine) should be considered.

Strong recommendation, low grade evidence.

® In selected cases of HER2-positive, HR-positive MBC where the patient is not
suitable for first-line chemotherapy, ET (e.g. an Al) in combination with an HER2-
targeted therapy, such as trastuzumab, or lapatinib, is recommended.

Strong recommendation, high grade evidence (19,20).

® The use of single-agent ET without HER2-targeted therapy in HER2-positive, HR-
positive MBC is not routinely recommended unless comorbidities (e.g. cardiac
disease) preclude the safe use of HER2-directed therapies.

Conditional recommendation, low grade evidence (21).

® Patients with metastatic recurrence within 12 months of receiving adjuvant
trastuzumab should follow the second-line therapy recommendations.

Strong recommendation, high grade evidence (22).

® |n later lines of therapy, lapatinib is an evidence-based therapy option to be used
preferably in combinations (e.g. with capecitabine, trastuzumab or ET).

Conditional recommendation, low grade evidence(23).

TNBC

® In cases of imminent organ failure, combination therapy is preferred based on a
taxane and/or anthracycline combination.

Conditional recommendation, low grade evidence (14).
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® After progression, all chemotherapy recommendations for HER2-negative disease
also apply for TNBC, e.g. capecitabine, and vinorelbine.

Strong recommendation, low grade evidence (14).

Site-specific management
Primary stage IV disease

® For patients with newly diagnosed stage IV breast cancer and an intact primary
tumour, therapeutic decisions should ideally be discussed in a multidisciplinary
context.

Good practice statement.
® Locoregional treatment of the primary tumour in the absence of symptomatic local
disease does not lead to an OS benefit and is not routinely recommended.
Good practice statement.
® In patients with local symptoms caused by the primary tumour or metastatic
disease, the use of local treatment modalities should be evaluated.
Strong recommendation, high grade evidence(24).
® Surgery of the primary tumour is recommended for patients who may benefit from
salvage surgery (e.g. those with bone-only metastases, a good response to initial

systemic therapy, HR-positive tumours, HER2-negative tumours, age <55 years and
those with OMD).

Strong recommendation, high grade evidence(25).

® Surgery or RT of the primary tumour should be carefully considered for
circumstances in which they provide added value for symptom palliation or
prevention of complications.

Conditional recommendation, very low grade evidence(25).

Oligometastatic disease

® A multidisciplinary approach is essential to manage patients with bone metastases
and prevent skeletal-related events (SREs).

Good practice statement.

18
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® Patients with OMD should be discussed in a multidisciplinary context to
individualise management.

Good practice statement.

® Multimodality treatment approaches involving locoregional therapy [e.g. high
conformal radiotherapy (RT), image-guided ablation,selective internal RT and/or
surgery] combined with systemic treatments are recommended, and should be
tailored to the disease presentation in the individual patient.

Strong recommendation, very low grade evidence (26).

® Local ablative therapy to all metastatic lesions may be offered on an individual
basis after discussion in a multidisciplinary setting.

Conditional recommendation, moderate grade evidence (26).

Bone metastases and bone-modifying agents
® A multidisciplinary approach is essential to manage patients with bone metastases
and prevent skeletal-related events (SREs).

Strong recommendation, very low grade evidence (26).

® An orthopaedic evaluation is advised in the case of significant lesions in the long
bones or vertebrae as well as in patients with MSCC to discuss the possible role of
surgery.

Strong recommendation, very low grade evidence (26).
® RTis recommended for lesions at moderate risk of fracture and those associated
with moderate to severe pain.

Strong recommendation, very low grade evidence (26).

® Asingle 8-Gy RT fraction is as effective as fractionated schemes in patients with
uncomplicated bone metastases.

Strong recommendation, high grade evidence (26).
® RTshould be delivered after surgery for stabilisation or separation surgery for
MSCC.

Strong recommendation, low grade evidence(26).

® Bone-modifying agents (BMAs) are recommended for patients with bone
metastases,regardless of symptoms.

19



Advanced / Metastatic Breast Cancer

Strong recommendation, high grade evidence (26).

® Before the initiation of BMAs, patients should have a complete dental evaluation
and ideally complete any required dental treatment. Calcium and vitamin D
supplements should be prescribed.

Strong recommendation, low grade evidence (26).

® The optimal duration of BMA therapy has not been defined but it is reasonable to
interrupt therapy after 2 years for patients in remission.

Good Practice Statement

® The ideal sequence of therapies has not been defined but it seems reasonable to
document tumour response with a systemic treatment before suggesting
locoregional therapy.

Conditional recommendation, very low grade evidence(26).

Brain metastases and leptomeningeal metastases

® Brain metastases should be managed according to the recommendations outlined
in the European Association of Neuro-Oncology-ESMO (EANO-ESMO) Clinical
Practice Guideline (CPG) for the management of patients with brain metastases
from solid tumours.

Strong recommendation, high grade evidence (27).
® |Leptomeningeal metastases should be treated according to the recommendations

outlined in the EANO-ESMO CPG for the management of patients with
leptomeningeal metastases from solid tumours.

Strong recommendation, high grade evidence (27).

Long-term implications and survivorship
® Aninterdisciplinary approach is critical, including specialised oncology and/or
breast care nurses to proactively screen for and manage treatment-emergent
toxicities.

Good practice statement.

® Patients should be informed about treatment choices and side-effect profiles of
recommended systemic treatments.

Good practice statement.

20



Advanced / Metastatic Breast Cancer

® All treatments should include formal patient education regarding side-effects of
management.

Strong recommendation, high grade evidence (28).

® All efforts should be done to encourage integrated electronic medical records
(EMR) in different hospitals

Strong recommendation, high grade evidence(28).

® QoL assessments should be incorporated into the evaluation of treatment efficacy.

Strong recommendation, high grade evidence(28).

® Dose reduction and delay are effective strategies to manage toxicity in advanced
disease.

Strong recommendation, high grade evidence(28).

> Research Gaps

* Head-to-Head comparison for adjuvant Olaparib versus Capecitabine in TNBC received
neoadjuvant treatment with residual disease.

* Pembrolizumab neoadjuvant exclusively versus neoadjuvant and adjuvant regarding
survival benefit, toxicity including financial toxicity and quality of life.

* This guideline will be updated whenever there is new evidence.

* Randomized trials to determine the risks and benefits of brain screening in TNBC
needed.

» Update of this guidline

This guideline will be updated whenever there is new evidence.

> Annexes
Annex 1.

American Joint Committee on Cancer (AJCC) TNM Staging System For Breast Cancer
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Table 1. Definitions for T,N, M

' T2 Tumor =20 mm but <50 mm in greatest dimension
™ ana.ry tumorcaljnot be assessed T3 Tumor =50 mm in greatest dimension
TO No evidence of primary tumor T4 Tumor of any size with direct extension to the chest wall and/
Tis Ductal carcinoma in situ or to the skin (ulceration or macroscopic nodules); invasion
(DCIS)* of the dermis alone does not qualify as T4
Tis Paget disease of the nipple NOT associated with invasive Td4a  Extensionto the chest wall; invasion or adherence to
(Paget) carcinoma and/or carcinoma in siti (DCIS) in the underlying pectoralis muscle in the absence ofinvasion of chest wall
breast parenchyma. Carcinomas in the breast parenchyma structures does not qualify as T4
associated with Paget disease are categorized based on T4b  Ulceration and/or ipsilateral macroscopic satellite nodules
tne size and characteristics ofthe parenchymal disease, and/or edema (induding peau d’orange) ofthe skin that does
although the prgsence ofPaget d|§ease should still be noted not meet the criteria for inflammatory carcinoma
T . Tumor =20 mm in greatest qmen.smn T4c  Both T4a and T4bare present
Timi  Tumor <1 mm in greatest dimension T4d  Infammatory carcinoma
T1a  Tumor =1 mm but <5 mm in greatest dimension
(round any measurement =1.0—1.9 mm to 2 mm) *Mote: Lobular carcinoma in sifu (LCIS) is a benign entity and is
Tib  Tumor»5mm but <10 mm in greatest dimension removed from TNM staging in the AJCC Cancer Staging Manual, 8th
- Edition.
T1c  Tumor =10 mm but =20 mm in greatest dimension
Regional Lymph Nodes (N) .
Clinical (cN) Pathologic (pN)
NX* Regional | d ath dle.q. iousl pNX Reaqional lymph nodes cannot be assessed (e.g.. not
© reerf%?:;a ymph nodes cannot be assessed (e.q., previously removed for pathological study or previously removed)
cNOo Mo regional lymph node metastases (by imaging or clinical PNO No regional lymph node metastasis identified or ITCs only
examination) pNO(i+) ITCs only (malignant cells clusters no larger than 0.2 mm)
cN1 Metastases tomovable ipsilaterallevel I. Il axillary lymph node(s) in regional lymph node(s)
pNO(mol+) Positive molecular findings by reverse transcriptase
cM1mi*™  Micrometastases adjproximately 200 cells, largerthan 0.2 mm, but polymerase chain reaction (RT-PCR); no ITCs detected
none larger than 2.0 mm) - . - ]
ST i pN1 Micrometastases; or metastases in 1-3 axillary lymph
cN2 Metastases in ipsilateral level I, Il axillary lymph nodesthat are nodes: and/or in clinically negative intemal mammary
dinically fixed or matted, ) ) nodes with micrometastases or macrometastases by
ﬁfrrhnp}]pﬁLljeg:ﬁe|tn;:tr::égnammarv nodes in the absence ofaxillary sentinel lymph node biopsy
s . 1mi Micrometastases (approximately 200 cells, larger than
chNZa Metastases in ipsilateral level |, Il axillary lymph nodes fixed to one PN
another (matted) or to other structures 0.2mm, but.none larger than 2.0 mm)
ch2b Metastases only in ipsilateral intemal mammary nodes in the ph1a Mefastases in 1-3 axillary lymph nodes, at least one
absence of axillary lymph node metastases metastasis larger than 2.0 mm
cN3 Metastases in ipsilateral infraclavicular (level Ill axilary) lymph ph1b Metastases in ipsilateral intemal mammary sentinel
node(s]_\lcvitth rJlr_\c\«'ithoutI level I, 1I axliIIar;HIymghfn]od_ehijnlvolvlelm”ent; nodes, excluding ITCs
arin ipsilateral internal mammary [ym node(s) wr evell, i
axillary lymph node metastases; . . pM1c pN1a and pN1b combined.
or metastases in ipsilateral supraclavicular lymph node(s) with or pN2 Metastases in 4-9 axillary lymph nodes; or positive
without axillary or internal mammary lymph node involvement ipsilateral internal mammary lymph nodes by imaging in
ch3a Metastases in ipsilateral infraclavicular lymph node(s) the absence of axillary lymph node metastases
ch3b Metastases in ipsilateral internal mammary lymph node(s) and ph2a Metastases in 4-9 axillary lymph nodes (at least one
axillary lymph node(s) tumor deposit larger than 2.0 mm)
ch3c Metastases in ipsilateral supraclavicular lymph node(s) pM2b Metastases in clinically detected intemal mammary lymph

nodes with or without microscopic confirmation; with
pathologically negative axillary nodes
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Pathologic (pN)

pN3 Metastases in 10 or more axillary lymph nodes;

orin infraclavicular (level Il axillary) lymph nodes;
or positive ipsilateral internal mammary lymph nodes by
imaging in the presence of one or more positive level |, II
axillary” lymph n
or in more than three axillary lymph nodes and
micrometastases or macrometastases by sentinel lymph
node b|0psy|n r:lmu:aun.r negative ipsilateral internal
mammary Fh nodes;
orin \pswlatera supraclavmular lymph nodes

ph3a Metastases in 10 or more a.>(|l\a Iym h nodes (at least
one tumor deposit larger than 2 51
or metastases to the mfrac\awcular (level Il axillary
lymph) nodes

ph3b pN1a or pMN2a in the presence of cN2b (positive internal
mammary nodes by imaging);
or pN2a in the presence of pN1b

pM3c Metastases in ipsilateral supraclavicular lymph nodes

Note: (sn) and (f) suffixes should be addedtothe N category to denote
confirmation of metastasis by sentinel node biopsy or FMA/core needle
biopsy respectively, with NO further resection ofnodes

Distant Metastasis (M)

Mo No clinical orradiographic evidence of distant
metastases™

cMO(i+) No clinical or radiographic evidence of distant
metastases in the presence of tumor cells or deposits
no larger than 0.2 mm detected microscopically or by
molecular techniques in circulating blood, bone marrow,
or other nonregional nodal tissue in a patient without
symptoms or signs of metastases

cM1 Distant metastases detected by clinical and radiographic
means
pM1 Any histologically proven metastases in distant organs,

or iTin nonTegional nodes, metastases greaterthan 0.2

Table 2. AJCC Anatomic Stage Groups

The Anatomic Stage Group table shouldonly be usedin global regions where
biomarker tests are not routinely available.

Cancer registries in the U.5. must use the Clinical and Pathological Prognostic
Stage Grouptables for case reporting.

Stage 0 Tis NO W Stage lIA T0 N2 [
StagelA T1 NO MO ™ M2 M0
StageIB TO  MNAmi - MO T2 N2 M0
T Nimi MO T3 N1 M0

StagellA TO N1 MO T3 N2 M0
T N1 Ma Stage lIB T4 MO MO

T2 NO Ma T4 N1 MO

Stage lIB T2 N1 Ma T4 N2 MO
T3 NO MO StagelliC  AnyT N3 M0

Stage IV AnyT AnyN M1

Notes:

1. T1 includes T1mi.

2.T0 and T1 tumors with nodal micrometastases (N1mi) are staged as Stage IB.
3.T2, T3, and T4 tumors with nodal micrometastases (M1mi) are staged using
the N1 category

4. M0 |ncludes MU(|+]|

5. The designation pM0 is not valid; any M0 is clinical

6. If a patient presents with M1 disease prior to necadjuvant systemic therapy, the
stage is considerad Stage IV and remains Stage IV regardless of response to
neoaduvant therapy.

Stage designation may be changed if postsurgical imaging studies reveal the
presence of distant metastases, providedthe studies are performedwithin 4
months of diagnosis in the absence of disease progression, and providedthe
patient has not received neoaduvant therapy.

Staging following neoadjuvant therapy is designated with *yc” or “yp” prefix
tothe T and N classification. There is no anatomic stage group assignedif
there is a complete pathological response (pCR) toneoadjuvant therapy, for
example, ypTOypNOcMO.

~

=

The AJCC Cancer Staging Manual, Eighth Edition (2017) published by Springer International
Publishing
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Annex 2.

Spine instability neoplastic score (SINS)

SINS component Score

Location

Junctional (occiput-C2, C7-T2, T11-L1, L5-S1) 3

Mobile spine (C3-6,12-4) 2

Semirigid (T3-10) 1

Rigid (S2-5) 0
Pain*

Yes 3

Occasional pain but not mechanical 2

Pain-free lesion 0
Bone lesion

Lytic 2

Mixed (lytic/blastic) 1

Blastic 0
Spinal alignment

Subluxation/translation present 4

De novo deformity (kyphosis/scoliosis) 2

Normal alignment 0
Vertebral body collapse

>50% collapse 3

<50% collapse 2

No collapse with >50% body involved 1

None of the above 0
Posterolateral involvement of the spinal elementsy'

Bilateral 3

Unilateral 1

None of the above 0

Criteria of instability. Total score (TS) 0-6 : stable spine, TS 7-12 : potential unsta-
ble spine, TS 13-18 : unstable spine. Recommendation : TS =7, consider surgical
intervention. *Pain improvement with recumbency and/or pain with movement/
loading of the spine, 'Facet, pedicle, or costovertebral joint fracture or replacement

with fumor

Ho-Young Park et.al., J Korean Neurosurg Soc 57 (2) : 100-107, 2015
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