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NSCLC Adenocarcinoma à BRAIN METASTASES (BM) occur in 30-50%  
	

																	
																							-		THERAPEUTIC	STRATEGIES	-		
	
	

(Non-Squamous cell carcinoma, NO ALK/EGFR mutation)	
	
v 	SURGERY 

v  CHEMOTHERAPY  à CDDP+/                     or  /Gemcitabine/ Vinorelbine/ Taxani 

v  WBRT  

v 		

Pemetrexed 

Background 

SRS 



Antifolate Multitarget:   
• Inhibition of several enzymes in the folate pathway à decrease thymidine 
• Need of premedication with folic acid, vitamin B12 and corticosteroids 

ü 500 mg/m2 in monotherapy on in association with cisplatin 

Pemetrexed 



Maintenance 

First line 

Pemetrexed 

Pemetred-Cisplatin à prolonged survival 
	

In Metastatic NSCLC 
with BM 



Indications: Limited lesions size and number and controlled extracranial disease  
	

Radiosurgery 



Aim 

In patients with Brain metasteses and primary NSCLC  
Treated with the combination of   

PEMETREXED  and  SRS 
	

																																																			Report:	
																							
																-		Safety																																											-	Clinical	outcome		
	
	
	
		
	
	
*LPFS:	local	progression	free	survival	
*DBPFS:	distant	brain	progression	free	survival	

	

OS	LPFS*	

DBPFS*	



Materials and Methods 

Retrospective analysis 
• From June 2013 to December 2015 
• 16 Patients advanced NSCLC with BM 

• INCLUSION CRITERIA: 
 
1. Primitive and extracranial disease controlled 
2. MRI performed within 20 days before RSR 
3. Adequate bone reserve 
4. Good hepatic and renal function 
  
 
Local relapse à radiological evidence of progression treated BM 
Distant brain progression à development new metastases 



Materials and Methods 

•  PEMETREXED:  Pemetrexed à as I or further line chemotherapy  
 

500 mg/m², administrated intravenously on day 1, every 21 days 
(All the patients received premedication with vitamin B12 , folic acid and corticosteroid) 

	

	
•  RADIOSURGERY:  All patients treated with Gammaknife Perfexion  

ONLY	local	treatment	



Results 

AGE	 GENDER	 KPS	 RPA	
	

GPA	

<60	 60-70	 >70	 M	 F	 <70	 ≥70	 1	 2	 0-1	 1,5-2,0	 2,5-3	

31.5%	 43.7%	 24.8%	 75
%	

25%	 0%	 100%	 37,5%	 62,5%	 18,7%	 37,5%	 43,8%	

Patients characteristics 

Prior	WBRT	 BM	at	DIAGNOSIS	

Y	 N	 3	 ≤	2	

25%	 75%	 26%	 47,3%	

*100% patients has extracranial metastases and primary tumor CONTROLLED 



Treatments caratheristic 

	PEMETREXED:				Mean	number	of	cycles	at	SRS	à	5		

																														Median	interval	beetwen	chemo-administra1on	and	SRS:	20	days						

																														1	pa1ent	had	planned	chemotherapy	interrup1on		for	1	cycle	

	

	RSR:																					Mean	dose	à	22	(range	15	–	24	Gy)		

																														Mean	BM	treated	à	4	(range	1-8)	

Results 

BM	treated	 NEW	BM	at	MRI	 Pemetrexed	 Dose	(Gy)	

≤3	 ≥4	 Y	 N	 CDDP	
associated	

Maintenance	 <20	 >20	

43,75%	 56,2%	 68,7%	 31,3%	 75%	 25%	 14%	 86%	



				NEW neurologic sympton 

    Chemotherapy interruptions due to toxicity 

    Signs of Radionecrosis  

FOLLOW UP was performed:  - Clinical evaluation 
                                                 - MRI @ 1 month 
                                                 - MRI @ 3 months 
                                                  and every 3 months thereafter 

OUTCOMES 
  at 12 months 

LDPFS	 DBPFS	 OS	

71,5%	 31,2%	 64,2%	

43,7%	pa1ents	were	deceased,	1	pt	for	neurological	causes,	6	for	PD	

Results 

Safety 



Conclusion 



SRS associated to Pemetrexed 
is a safe treatment combination  
for BM adenocarcinoma patients. 

Conclusion 

Continuation 
 therapy  

with Pemetrexed 

Delaying chemotherapy 
 change 

Not  
compromising clinical 

outcome 




