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Introduction 

• Approximately 10% of patients with newly diagnosed breast cancer have 
metastatic disease at presentation.

• Management of metastatic breast cancer focuses in systemic therapy

• The underlying assumption is that such therapy will control the primary tumor sufficiently 
well for the remainder of patients life



Introduction 

This concept is being re-evaluated because the clinical course of 
metastatic breast cancer is changing

• Improved survival of metastatic breast cancer

• Tendency towards decreasing metastatic  disease burden at diagnosis

• Accumulating data suggesting that local therapy for the primary site may be beneficial



Role Of Radiotherapy in The 
Management of Metastatic 

Breast Cancer



Radiotherapy in metastatic breast cancer

Primary site

Metastatic site



The primary role of local treatment Palliation

Control of local complication from the cancer:

Infection
Bleeding
Wound management



Role of radiotherapy to the 
primary site in asymptomatic 

patients 



Slide credit: clinicaloptions.com

Patients with de novo MBC
without progression of distant
disease after 4-8 mon of optimal
systemic therapy
(N = 258*)

Follow-up
for 5 yrs

14% 
crossover

E2108: Study Design

 Randomized phase III trial (enrollment from 2011-2015)

Khan. ASCO 2020. Abstr LBA2.

Continuation of Optimal
Systemic Therapy‡

(n = 131)

Early Local Therapy† +
Optimal Systemic Therapy

(n = 125)

 Primary endpoint: OS

 Secondary endpoint: Time to locoregional progression, HRQoL (by FACT-B TOI)



Patients at Risk, n
Early local therapy    124    111  103   97    91     85    75     70      54     36     8      2 
Continued systemic  129    125  115  105   93     87    77     71      58     40    12     3
therapy

Early local therapy
Continued systemic
therapy

E2108: OS (Primary Endpoint)

 121 deaths by 
December 2019 (80% 
of full information)

 Median f/u: 53 mos 
(range: 0-91) 

 Median survival: 54 mos

 Also no statistical 
difference in Kaplan-
Meier estimates of PFS 
(P = .40)

Slide credit: clinicaloptions.comKhan. ASCO 2020. Abstr LBA2. Reproduced with permission. 
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E2108: OS by Tumor Subtype

 Trend toward worse survival outcomes in patients with TNBC receiving early 
local therapy

Slide credit: clinicaloptions.com
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Khan. ASCO 2020. Abstr LBA2. Reproduced with permission. 
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E2108: Locoregional Progression

 Definitions of locoregional 
progression:

‒ Continued systemic therapy: 
presentation of symptoms that 
would prompt local therapy

‒ Early local therapy: regional 
node progression or chest wall 
disease/invasive breast 
recurrence

 Report of later locoregional 
progression/recurrence not 
precluded by occurrence of 
distant progression

Slide credit: clinicaloptions.com
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E2108: Conclusions

 Early local therapy to intact primary tumors in patients with MBC did not
achieve a survival benefit compared to continued systemic therapy

 Although a 2.5-fold increase of local disease progression was observed in
patients who continued systemic therapy vs those who received local
therapy, this did not translate to a survival benefit or improved QoL in
these patients





untreated MBC patients received 
chemotherapy first and patients with a 
complete or partial response were 
registered for the study.

n=350 

median Follow-up
23 months

 Randomized phase III trial 

No locoregional treatment
(n = 177)

Locoregional treatment 
(n = 173)

 Primary endpoint: OS



Surgery was followed by standard postoperative adjuvant radiation treatment
to the chest wall or remaining breast as per standard institutional practice for
non-metastatic patients.

All patients who underwent breast-conserving surgery received
postoperative radiation.

 In those patients who underwent mastectomy, those with a pre-
chemotherapy tumor size of more than 5 cm or skin or chest wall
involvement or axillary lymph node-positive disease received postoperative
radiation.



No difference between two groups with regards to OS



Improvement in locoregional progression free survival







 All the patients who underwent BCS received radiotherapy (RT) to the whole breast 
as indicated in early-stage BC unless the patient died earlier. 

 Breast RT was planned to be administered within 3–6 months after surgery.



• Patients treated by local management experienced an

with locoregional treatment(46.4 versus 26.4 percent)

• In a post-hoc subgroup analysis, patients with:

• Hormone positive & Her2 negative

• younger than 55 years

• solitary bone-only metastases

Have the greatest benefit from locoregional treatment.

improvement in five year
survival







Role of radiotherapy to the 
primary site in asymptomatic 

patients 



Radiotherapy in metastatic breast cancer

Primary site

Metastatic site



• Pain

• Loss of function

• Oncologic emergency(cord compression)



• Retrospective data suggest a survival benefit for aggressive local 
therapy in patients with oligometastatic disease prospective data are 
not available.

• RT is an option to potentially improve survival for patients with 
oligometastatic disease.





• Inclusion criteria were the following:

• Olig-ometastatic breast cancer with <5 metastatic sites

• The extent of disease had to be assessed with FDG-PET/CT

• No brain metastases

• Primary tumor controlled

• ECOG performance status <2

Radiotherapy could be delivered using stereotactic body radiotherapy (SBRT) 
technique or fractionated intensity modulated radiotherapy (IMRT).

Primary endpoint: PFS



After a median follow-up of 30 
months (range, 6–55 months),
1- and 2-year PFS was 75% and 
53%, respectively





Systemic therapy is first line treatment for most patients in metastatic 
disease

 Local therapies such as surgeruy and/or radiation may be targeted to 
the breast/chest wall, regional lymph nodes or to distant metastases.

Goal may be symptom palliation or prolonging survival in situations 
such as oligometastases disease.



Bone metastases

• Hormone receptor positive tumors are more likely to spread to bone.

• The axial skeleton is the most common site of bone metastases.

• The most common symptom of bone metastases is slowly, 
progressive pain that is well localized.



• In Painful bone metastases:

Radiotherapy cause :         Partial pain relief 

Complete pain relief

60-90%

30-50%

Dose:
30 Gy/10 Fr

20 Gy/5 Fr

8 Gy/1 Fr :poor PS, Limited LE ,extensive non osseous metastases



May cause a flare reaction        temporary increase in pain at the site of 
the metastases.

Provide similar pain relief to longer treatment regimens.

Retreatment rates are higher.

Short course radiotherapy :



• The use of bisphosphonates with EBRT may further improve 
the outcome in terms of 

Pain and bone healing



Systemic treatment in 

metastatic breast cancer



ER-PR positive , Her2 negative

ER-PR positive ,Her2 positive

ER-PR negative , Her2 positive

ER-PR negative , Her2 negative



Luminal breast cancer

Visceral 
crisis

No visceral 
crisis



Luminal breast cancer

Visceral 
crisis

No visceral 
crisis

Initial chemotherapy



•Jadvale safe 83

• Sequential single agents are preferred but chemotherapy combinations may be
used in select patients with high tumor burden rapidly progressing disease

visceral crisis



Luminal breast cancer

Visceral 
crisis

No visceral 
crisis

prior endocrine therapy within 1 Y

No prior endocrine therapy within 1 Y

Switch to a different 
endocrine therapy 

option



• For patients who did not relapse on an AI, or within 12 months of 
stopping adjuvant AI:

• In patients who relapsed on adjuvant AI therapy, or within 12 months 
of stopping adjuvant AI:

CDK4/6 inhibitor + AI
no clear advantage of fulvestrant seen in a phase II study

CDK4/6 inhibitor + Fulvestrant



CDK4/6 Inhibitors

Palbociclib

Abemaciclib

Ribociclib



• there have been no head-to-head comparisons of the three approved
CDK4/6 inhibitors, the efficacy of the three drugs in the metastatic
setting appears similar.

• Palbociclib and Ribociclib have not demonstrated single-agent efficacy 
and must be combined with ET.

• Abemaciclib has demonstrated limited single-agent efficacy



• ET alone in the first-line setting should be reserved for the small 
group of patients with comorbidities or a performance status (PS) 
that prevents the use of CDK4/6 inhibitor combinations.

• Older age alone should not be used to select for endocrine 
monotherapy.



•Jadval safe 82





• Trastuzumab/ pertuzumab/taxane is recommended in the first-line setting 
regardless of HR status.
• The CLEOPATRA trial established the gold standard in the first-line setting: adding pertuzumab to docetaxel

and trastuzumab increased median PFS by >6 months

• Taxane should be given for at least six cycles, if tolerated, followed by 
maintenance trastuzumab/pertuzumab until progression.

• In HR positive tumor after completion of chemotherapy: ET added to 
maintenance trastuzumab/pertuzumab.

Her2 positive



• In case of patient comorbidities, personal preferences or PS preclude
the use of ChT in patients with HER2-positive, HR-positive breast
cancer, ET in combination with a HER2-targeted therapy.







Triple negative MBC

• defined by the absence of expression of ER and PgR receptors and of

overexpression of HER2 or amplification of HER2neb

• 15%-20% of all BCs

Triple negative



Triple negative MBC



Triple negative MBC

• 1st treatment For most TNBCs, ChT remains the standard treatment.

PD-L1-positive mTNBC. gBRCAm mTNBC
PD-L1-negative and 
gBRCA-wild-type mTNBC

Triple negative MBC



Triple negative MBC

• 1st treatment For most TNBCs, ChT remains the standard treatment.

PD-L1-positive mTNBC. gBRCAm mTNBC
PD-L1-negative and 
gBRCA-wild-type mTNBC

Triple negative MBC

Three trials have addressed the
question of adding an ICI to ChT in mTNBC
• two with atezolizumab : Impassion 130 and 131
• one with pembrolizumab: KEYNOTE355

ICI: Immune Checkpoint Inhibitor



Triple negative MBC

• 1st treatment For most TNBCs, ChT remains the standard treatment.

PD-L1-positive mTNBC. gBRCAm mTNBC
PD-L1-negative and 
gBRCA-wild-type mTNBC

Triple negative MBC

The preferred options are olaparib or talazoparib or ChT with carboplatin
Carboplatin may be considered as a superior treatment option to docetaxel, since median PFS 
was improved but only by 2.6 months without an OS benefit. PARP inhibitors are 
recommended



Triple negative MBC

• 1st treatment For most TNBCs, ChT remains the standard treatment.

PD-L1-positive mTNBC. gBRCAm mTNBC
PD-L1-negative and 
gBRCA-wild-type mTNBC

Triple negative MBC

The initial treatment is ChT



Triple negative MBC

• 1st treatment For most TNBCs, ChT remains the standard treatment.

PD-L1-positive mTNBC. gBRCAm mTNBC
PD-L1-negative and 
gBRCA-wild-type mTNBC

Triple negative MBC

• Taxane monotherapy is the most frequent option.
• Anthracyclines are an option in cases of no prior exposure or if rechallenge is possible.
• In case of imminent organ failure, combination therapy is preferred based on a taxane and/or 

anthracycline combination and including bevacizumab (first line only) if available.



Triple negative MBC

• 1st treatment 

• Progression after anthracyclines and taxanes
• The ADC,sacituzumab govitecan-hziy (sacituzumab)  

• received accelerated FDA approval phase I/II dose escalation, dose expansion 
study (IMMU-132-01).

• is not currently EMA approved



Antibody-drug conjugates 

• Antibody-drug conjugates or ADCs 
• are a class of biopharmaceutical drugs designed as a targeted therapy for 

treating cancer.

• Unlike chemotherapy, ADCs are intended to target and kill tumor 
cells while sparing healthy cells



Triple negative MBC

• 1st treatment 

• Progression after anthracyclines and taxanes
• The ADC,sacituzumab govitecan-hziy (sacituzumab)  

• received accelerated FDA approval phase I/II dose escalation, dose expansion 
study (IMMU-132-01).

• is not currently EMA approved

• After progression, all ChT recommendations for HER2- negative disease
also apply for TNBC such as eribulin, capecitabine and vinorelbine.







Summary 

• Radiotherapy in metastatic breast cancer
• Primary site

• Metastatic site

• Chemotherapy in metastatic  breast cancer



Thanks for your attention 


