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A GIORNATA NAZIONALE Patients with newly diagnosed or
del tumore mammario metastatico recurrent MBC

l

Biopsy of metastatic lesion to
confirm diagnosis
Reassess biomarkers ER, PgR, Escat IA: prospective trials
HER2 (a)
Patients with TNBC tumours All patients Patients with ER+/HER2—
tumours
v L . .
P ——— PIK3CA mutation status [ESCAT Escat IIA: retrospective trials
1-A] (b) (PALB2 e i I-A] (b) gBRCAm [ESCAT I-A] (b)
optional [ESCAT II-A]) (b), (PALB2 assessment optional
HER2-low by IHC/ISH [ESCAT ”"‘I]'Lébﬂ’é:';m""“’ by
v

Assessments only where
corresponding therapies are
available: MSI [ESCAT I-C], TMB,
NTRK [ESCAT I-C] (b)

J- Escat IC: basket trials

Optional assessments with
potential to guide treatment:
ESR1 (in ER+/HER2- tumours)
[ESCAT II-A] (b), somatic BRCA
mutations [ESCAT II-A] (b),
HER2-low status by IHC

v

Brain imaging should not be routinely carried out

in all asymptomatic patients; maybe only in patients with
asymptomatic HER2-positive BC or TNBC

have higher rates of brain metastases (BMs)

at initial MBC diagnosis..

Staging: history and physical
examination, haematology,
biochemistry, tumours markers,
CT of the chest and abdomen
and bone scintigraphy (or
PET-CT), brain imaging
(symptomatic patients or
according to subtype if the

B tha cholon of theramaa™ ! The imaging modality chosen at baseline should
® be applied for disease monitoring to ensure

comparability [Ill, B].
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-ET alone in the first-line setting reserved for the small group I If imminent organ failur ~If capecitabine is used,
of patients with comorbidities or a PS that test DPD, before starting treatment.
precludes the use Of CDK4/6I Combinations. ET-CDK4/6 inhibitor [|, A] (a, b) FD or intolerable toxicities
-OFS in addition to all endocrine-
based therapies. In pre and perimenopausal pts l
Somatic mutatign !esting (tissue
or liquid) . N THERZdow: A The DESTINY-Breast04 phase Il :
Germline B:;i;gz testing +  fprreeereeneenans » ) MCBS 4] (f) trastuzumab deruxtecan
® ® vs physician’s choice of ChT, after one

| or two previous lines of ChT.

| !

No imminent organ failure and
long PFS on prior endocrine
therapy

Imminent organ failure or short
PFS on endocrine-based therapy

Everolimus—exemestane (a) [l, B] If PIK3CAmM+:

or Fulvestrant-alpelisib [I, B; MCBS
Everolimus—fulvestrant (a, <) [l, Z; ESCAT I-A] (d, e)
B]

If ESR1m+: If germline BRCA/PALE2m+:
Elacestrant [I, A] PARP inhibitor [I, A; MCBS 4;

ESCAT I-A] (d, €)

OlympiAD, EMBRACA: PARPI

or

Switch endocrine therapy £
CDK4/6 inhibitor
or
Fulvestrant monotherapy

Phase Ill EMERALD | elacestrant vs ET
in patients with ERipositive MBC

v previously treated with other ET.
Phase Ill BOLERO-2 trial, everolimus—exemestane vs exemstane PD
significantly improved median PFS ® -

(7.8 versus 3.2 months) in patients who had progressed on Al

In the PIK3CA-mutant cohort of the SOLAR-1 phase lll trial,
alpelisib provided a PFS benefit of 11.0 versus 5.7 months

If HER2-0

Sacituzumah govitecan [I, A; Trastuzumab deruxtecan [I, B;
MCBS 3] MCES 4]

Phase Ill TROPICS-02 :

H i Sacituzumab govitecan if not
After at least two systemic ChT regimens. Used before 1. A: MCBS 3]
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ChT contraindicated

®

ChT contraindicated No ChT contraindications

0)

l

No ChT contraindications

Trastuzumab (t pertuzumab) + Docetaxel [or paclitaxel (Il, A)]
ET [ll, B] + trastuzumab-pertuzumab 26
cycles [I, A; MCBS 4; ESCAT |-A]
(a b, c),
followed by
trastuzumab-pertuzumab-ET
until progression [l, A]

Trastuzumab-pertuzumab until Docetaxel [or paclitaxel (II, A)] +
progression [ll, B] trastuzumab—pertuzumab 26
cycles [I, A; MCES 4; ESCAT I-A]

(a, b, c) followed by
pertuzumab-trastuzumab until
progression [l, A]

2nd-line treatment or

progressing during neoadjuvant
or adjuvant treatment (d)
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2nd-line treatment or
progressing during neoadjuvant
or adjuvant treatment (d)

'

Active BMs No, unknown or stable BMs
I
v v
Local intervention indicated (e) Local intervention not indicated
I
¥ Y
110 BMs, favourable prognostic >10 BMs, unfavourable
factors prognostic factors
! J !

Tucatinib-capecitabine-trastuzu

Resection [Il, B] § SRT: For 1-4 BMs [I, A]; For 5-10
BMs (Il B] mab [Il, B; MCBS 4; ESCAT I-A]
(a, b, c) (preferred) or

l Trastuzumab deruxtecan [lll, B;

MCBS 4 ESCAT I-A] (b, c. f)

Trastuzumab deruxtecan [l, A;
MCBS 4; ESCAT I-A] (b, ¢, f)
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Patients with HER2+ MBC

|

| 3rd-line treatment and beyond

vi1- May 2023

v

Active BMs

®

'

Local intervention indicated (f)

'

!

1-10 BMs, favourable prognostic
factors

v

Local intervention not indicated

>10 BMs, unfavourable
prognostic factors

|

Resection [ll, B]

|

SRT:

For 1-4 BMs [I, A]
For 5-10 BMs [Il, B]

WERT [ll, B]

|

Tucatinib—capecitabine-trastuzu
mab [ll, A; MCBS 3; ESCAT I-A]

(b, c, h)

v

No, unknown or stable BMs

Tucatinib-capecitabine-trastuzu
mab [I, A; MCBS 4; ESCAT I-A]
(b, ¢, h)
or
Trastuzumab deruxtecan [lll, A;
MCBS 2; ESCAT I-A] (b, ¢, e, h)
or
T-DM1 [1, A; MCBS 4; ESCAT |-A]
(b,c,e h)

Trastuzumab deruxtecan [Il, A;

MCBS 2 ESCAT I-A] (b, ¢, g, h)

mmmmmme Margetuximab—ChT [l, B; MCBS

Lapatinib—capecitabine [|,C]
Lapatinib-trastuzumab [l, B;
MCBS 4; ESCAT I-A] (a-c, h)
Trastuzumab-ChT [lll, A; ESCAT
I-A] (a, c, h)

2; ESCAT |-A] (a-d, h)
Neratinib-capecitabine [l, C;

MCBS 1; ESCAT I-A] (a-d, h)
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Patients with mTNBC

Search theragnostic markers I

PD-L1+

Atezolizumab-nab-paclitaxel [II,

A; MCBS 3] (a, b, e, f) or preferred ovel

Pembrolizumab-ChT [I, A; MCBS
4] (a, c)

ChT-based therapy (platinum (g)

gBRCAM

r

r taxane) [l, A] (preferred over ChT) [1, A,
4; ESCAT I-A] (e, f)

PARP inhibitor-based therapy

'

vi.1-May 2023

@

PD-L1-, gBRCAM-wild-type

!

!

Imminent organ failure

No imminent organ failure

|

Preferred:
anthracycline-taxane-based
combination Alternative:
taxane-bevacizumab or
capecitabine-bevacizumab

MCES

|

Preferred: taxane or
anthracyeline monotherapy

Sacituzumab govitecan
(preferred)[l, A; MCBS 4] (c, e)
or ChT

If HER2-low: Trantuzumah
deruxtecan [MCBS 4] (e)

ChT: eribulin, capecitabine or
vinorelbine
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Surgery of the primary tumour may be considered
for patients with bone-only metastasis,
HR-positive tumours, HER2-negative

tumours, patients <55 years, patients

with OMD and those with a good response

to initial systemic therapy [, B].

Patients with a suspicion of OMD

0,
¥

Biopsy confirmation (when
appropriate)
Systemic imaging staging,
preferably with PET scan

l

Patients with a diagnosis of OMD
(@)

®

1

MDT discussion
Informed discussion with
patient, aligning expectations

Consider site of metastases
(CNS, bone, visceral, etc.) as
they may require different
approaches
Consider management of the
primary tumour and axilla in
patients with synchronous OMD
Consider systemic treatment to
document response as a first
approach
Consider local approach
(surgery, RT, RFA, etc.)

®

l

Continue systemic treatment
when appropriate (b)

v1.00 - May 2022

Local ablative therapy to all metastatic lesions

may be offered on an individual basis after discussion

in a multidisciplinary setting [ll, C]; however, it is unknown
if this leads to improved OS.
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