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Reason for Surgery

• Palliation of symptoms
– Main indication 

• Improved survival ?



RCTs: Two basic designs

Khan SA, Schuetz S, Hosseini O 2022



Turkish Trial MF07-01

• 274 patients, 2002-2012, Multiple centers across 
Turkey 

• Randomization prior to therapy. 
• Locoregional treatment was mastectomy or breast 

conservation (26%) and SLNB was allowed if cN0, 
however 90% required ALND. This was followed by 
standard adjuvant radiation as per nonmetastatic 
protocols.
– Systemic therapy was given after surgical intervention 

Soran et al, 2018
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Indian Trial TATA
• 716 patients, 2005-2013, de-novo metastatic breast cancer At Tata 

Memorial Centre Mumbai India 
• Randomization after initiation of systemic therapy. Most patients 

(96%) received pre-randomization chemotherapy with an 
anthracycline based combination chemotherapy. Endocrine therapy 
was also given as indicated. 

• Excluded women >65, expected survival < 1yr, extensive liver 
metastasis, limited metastatic disease amendable to local therapy.

• Local regional treatment was mastectomy or breast conservation 
and axillary lymph node dissection. Superclavicular dissection was 
performed for persistent or residual lymph nodes. This was followed 
by standard adjuvant radiation as per nonmetastatic protocols. 

– Bilateral oophorectomy was performed In hormone receptor positive patients 
who had menstrual cycles after chemotherapy.

• Salvage mastectomy for symptom palliation was required in 10% of 
the systemic therapy patients. 

Badwe et al, 2015
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USA/ Canada, ECOG E2108

Khan et al, 2022

• 256 patients , 2011-2015, multiple centers in USA and 
Canada. 

• Randomization after initiation of systemic therapy, given for 16 
to 32 weeks. Endocrine therapy alone was given in 31% of 
patients. Patients who progressed were not randomly 
assigned.  

• Excluded expected survival <6mths
• Locoregional therapy was mastectomy or breast conservation 

with SLNB allowed in cN0 patients and ALND if involved 
nodes. This was followed by standard adjuvant radiation as 
per nonmetastatic protocols. 

• Salvage mastectomy for symptom palliation was required in 
13% of the systemic therapy patients. 



Khan et al, 2022
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Other Trials

• Austrian Trial POSYTIVE
– Early termination, closed with 90/254 planned patients accrued 

in 4 years. 
• Netherlands Trial

– Closed due to accrual 
• Thailand Trial 

– Closed due to accrual
• Japanese Trail

– Results expected 2023

Khan SA, Schuetz S, Hosseini O 2022
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Comparison of trials 
• Overall studies suggest that 

Local regional therapy does not 
have a large impact in overall 
survival.

• These studies show the 
importance of systemic therapy. 

• Differences between trials may 
be due to imbalance in the arms 
of the Turkish trial. 

Khan SA, Schuetz S, Hosseini O 2022

MF 07-01 vs E2108



Quality of life 
E2108

• QoL measurements at 
multiple time points.

• Functional Assessment of 
Cancer Therapy Breast 
questionnaire. 

• Similar across five time 
points except at 18 
months which favored the 
systemic therapy arm. 

MF07-01

• QoL measurements at 
every six months. 

• SF36 questionnaire 
• Similar across time points

Khan SA, Schuetz S, Hosseini O 2022, Khan et 
al, 2021, Soran et al, 2018



Retrospective Reviews

• Multiple retrospective reviews have been done which 
overall show and overall survival hazard ratio 
approximately 0.7 favoring the local therapy group. 

• These studies suffer from selection bias.

Khan SA, Schuetz S, Hosseini O 2022



Scenarios to Consider 

• Controlled distant disease but primary tumor progression 
• Bone only or low volume metastatic disease

– BOMET MF 14-01
• Contralateral axillary metastasis only 

– M1, Stage 4 but must exclude second primary. 
– CAM may be present at time of local recurrence due to lymphatic 

drainage changes caused by prior treatments. 
– Surgery is controversial due to low level of data but often 

surgical resection is offered. 

Magnoni et al, 2020



BOMET MF 14-01
• 505 patients prospective, multicenter 

registry study. Bone only metastasis. 

• Five-year OS was 72% in the LRT group 
and 33% in the ST group

– HR 0.40, 95% CI 0.30–0.54, p<0.0001 

• Non-randomized study with 
clinicopathological differences in patients 
who underwent locoregional therapy. 

Soran et al, 2021



Takeaways 
• Palliation of local symptoms is an indication for surgery in the 

metastatic setting. 
• Overall randomized controlled trials do not show an overall 

survival advantage to local regional therapy in the setting of 
metastatic disease. 

• There are certain cases for which surgery may be considered 
such as primary tumor progression with stable a distant 
disease and isolated contralateral metastasis. However a 
survival advantage has not been established.  
– These are difficult cases where patients must be considered on a 

case by case basis. 
• Tumor board discussion and multidisciplinary consideration is 

important when considering surgery in the setting of 
metastatic disease. 
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