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“It’s just a met…..”
What is the role of surgery in this disease and how is it evolving?



A few areas of debate….



Controversy 1: is the role and 
timing of surgery / radiation 

/systemic tx changing for newly 
diagnosed brain mets??
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Shifting role of systemic 
therapy in brain mets

Melanoma
Avg tumor size approx 1.5cm (asymptomatic)



NSCLC
EGFR + 

• High rate of IC mets
• Osimertinib (TKI) with 

improved CNS penetration
• FLAURA study (NEJM,  brain - 

JCO 2020)

ALK +
• Multiple agents with 

promising CNS penetration
• Alectinib, lorlatinib, certinib
• Active clinical trials

• Delay asymptomatic brain 
mets progression by 6-12 
months in about 50% or 
patients across multiple 
studies



HER2+ Breast Ca

• HER2CLIMB: Increased OS and delay 
in brain mets progression in HER2 
Breast CA patients

• TKI-mAB-chemo combo
• All major brain mets subtypes: Not 

at a stage (yet) for neoadjuvant 
chemo prior to surgery

• Oncology adjusting post 
surgery/radiation algorithms and 
even pre-radiation in small mets in 
melanoma, lung (NCCN guidelines)





Currently, surgical 
indications still include…

• > 2.5 – 3cm

• Neurologically symptomatic

• Solitary, dominant, or 2-3 dominant 
lesions

• Lots of mass effect

• Tissue diagnosis

• You have doubts radiation or systemic 
therapy will control quickly






Controversy 2: Recurrence versus 
radiation necrosis – how do we 

tell and how do we treat?



Salvage therapy: Rapidly growing population

It is exceedingly challenging to 
distinguish recurrent tumor versus 
treatment effect



Salvage therapy

Medical treatment and surveillance

Trial multiple Steroid taper(s)

Avastin

vit E, pentoxifylline

HBO

Multiple MRIs

Tissue sampling up front

Figure out composition of 
lesion (% tumor, % treatment 
effect) via biopsy or resection

LITT (biopsy AND treat same 
setting, minimally invasive) 



LITT (Laser 
Interstitial 
Thermal 
Therapy)



Controversy 3: Preoperative 
SRS



Resection associated with increased risk of 
pachymeningeal seeding (p<0.001) but not 

LMD. Rate of 8.6%.



Preop SRSAdvantages
Increased local control via target 
delineation

Less LMD

Less Rad Nec (less normal brain 
radiated and radiated tissue is resected)

Improved time to systemic therapy 

Disadvantages

Lack of pathological 
confirmation

Impaired wound healing

Increased time with 
neurologic deficit, need 
agile radiation dept

Multiple ongoing national and institutional trials to evaluate
WINSHIP TRIAL - RAD5234-21: Preoperative radiosurgery for brain metastases planned for surgical resection: a two arm pilot study (PI: Zach Buchwald, 
MD)
NRG trial soon to open



Hypofractionation

TRIAL @ WINSHIP
Alliance 071801: Phase III Trial of Post-Surgical 

Single Fraction SRS compared with fractioned SRS 
for resected met brain disease (PI: Eaton MD, 

Hoang MD)

• Better LC with RTOG recommended 
dose of 24 Gy

• For large lesions (>2cm) or large 
cavities, however, single dose 24 Gy 
associated with higher acute and 
late CNS toxicity, primarily rad nec

• Hypofractionation (3-5 fx) for larger 
lesions / cavities

• 3x9Gy versus, 5x6Gy

• Multiple retrospective studies, now 
onto national and institutional 
prospective trials



Brachytherapy

• Cesium brachytherapy
• Recurrent or newly 

diagnosed mets
• Patients who are 

noncompliant
• WINSHIP TRIAL: GTM-102 A 

Phase 3 Randomized Controlled Trial of 
Post-Surgical Stereotactic Radiotherapy 
(SRT) versus Surgically Targeted 
Radiation Therapy (STaRT) with Gamma 
Tile for Treatment of Newly Diagnosed 
Metastatic Brain Tumors (PI: Hoang)

• IORT



Controversy 4: Tissue 
sampling of brain mets to 

identify actionable mutations



Genomic profiling – 
actionable mutations (53%)  

All the brain mets the sameBrain met different than primary Secondary visceral diff than 
primary diff than brain met 



Consider tissue sampling?
• Is brain disease quite different from systemic 

disease control
• “Onco - functional balance”

Maximal resection  
Poor resection = Poor 

SURVIVAL

Bad function (KPS, ECOG)
 Less aggressive adjuvant therapy

 Clinical trial ineligibility
 Poor QoL with terminal disease
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