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Impact of the SSO-ASTRO Consensus Guidelines on Invasive 
Margins on the Re-excision Rate among PaGents Undergoing 
BCS               Maria Chavez-MacGregor, et al, MD Anderson



Methods

• Breast	cancer	pts	undergoing	BCS	for	invasive	disease	between	Jan	
2012	and	Dec	2015	idenHfied	among	beneficiaries	in	MarketScan		
database	

• Based	on	guideline	recommendaHons	in	October	2013	(presentaHon)	
•  Pre-guidline	period	Jan	2012-Sept	2013	
•  Post-guideline	period	March	2014	onward	(publicaHon	Feb	2014	

• Re-excision	or	compleHon	mastectomy	within	3	months	of	iniHal	
surgery	using	CPT	codes	and	ICD-9	codes	



Results

• PaHents	undergoing	BCS	in	
post-guideline	period	had	a	
stasHcally	significant	decrease	
in	risk	of	re-excision			



Significant geographical variability by state in 
re-excision rates



Conclusions

•  In	2014	there	were	approximately	113,894	BCS	naHonwide.		A	
decrease	in	re-excision	rate	of	3.7%	corresponds	to	4,214	fewer	
unnecessary	procedures	just	in	one	year.	

•  The	comorbidity	and	cost	associated	with	this	reducHon	has	profound	
implicaHons	for	paHents	and	for	the	health	care	system	



Appropriate margins for breast cancer conserving 
surgery in paGents with early stage breast cancer- A 
meta-analysis     Frank Vicini et al
• Wider	margins	may	reduce	local	recurrence	but	might	increase	
morbidity	and	cost	

• Previous	meta-analysis	concluded	wider	margins	unlikely	to	have	
substanHal	benefit	

• Current	SSO-ASTRO	guideline	“no	tumor	on	ink”	

• Updated	meta-analysis	
•  AddiHonal	studies	
•  Evaluate	different	margin	definiHon	models	



Methods

•  SystemaHc	literature	review	1995-2016	
•  Inclusion	criteria	

•  Minimal	f/u	50	mo	
•  Pathologic	margin	
•  Local	recurrence	reported	

•  38	studies/55,302	paHents	
•  Including	31	of	33	previous	studies	included	
•  AddiHonal	20,000	paHents	

• Median	f/u	7.2	years	



Methods

• Margin	definiHon	similar	to	previous	analysis	
• PosiHve	=	invasive	or	DCIS	at	surgical	margin	
• NegaHve	=	no	tumor	within	a	specified	distance	from	margin	
• Close	=	no	tumor	on	ink	but	tumor	less	than	a	specified	distance	from	
the	margin	

•  Series	of	models	developed	based	on	cut-point	desired	



Methods

• Previous	analysis	
•  Model	1-	negaHve	margins	compared	with	close/posiHve	

•  Model	2-	comparison	of	negaHve,	close	and	posiHve	

• Present	analysis	
•  Model	1-	negaHve	margins	compared	with	close/posiHve	



Model 1
• Consistent	with	previous	model	sowing	that	
negaHve	margin	associated	with	lower	risk	
of	recurrence	



Model 2

•  Looking	at	range	of	margins	a	wider	
margin	further	reduced	the	local	
recurrence	and	was	validated	on	MVA	

• Margin	range	
•  >0-2	mm	7.2	%	OR:	0.56	p<0.001	
•  2-5	mm				3.6%	OR:	0.44	p<0.001	
•  >5	mm					3.2%		OR:	0.32	p<0.001	

• MulHvariate	Analysis:	margin	width	
only	significant	variable	



Model 3 negaGve, close or posiGve

• NegaHve/Close/PosiHve	
•  1mm:	8.0%/13%/14%	
•  2mm:	3.6%/5.5%/9.5%	
•  5mm:	2.9%/4.1%/12.8%	

• Odds	RaHo	for	LR	
•  Close	vs	Neg:	1.58	
•  PosiHve	vs	Neg:		2.49	
•  2mm	vs	1mm:	0.50	
•  5mm	vs	1mm:	0.40	(both	of	these	different	from	previous)	



Conclusions

•  LimitaHons	of	meta-analysis	
• However:	data	suggests	having	a	margin	width	beyond	no	tumor	on	
ink	may	further	reduce	rates	of	local	recurrence	

•  Further	prospecHve	studies	required	to	validate	appropriate	margin	
width	

• QuesHon??	Should	we	achieve	a	1-2	mm	margin	as	compared	to	no	
tumor	on	ink?	



Axillary dissecGon vs no dissecGon in paGents with cT1-
T2 N0 breast cancer and micrometastases only in the 
senGnel node: 10 yr results IBCSG 23-01      GalimberG et al

•  5	yr	results	of	23-01	and	10	yr	results		of	Z-0011	showed	that	for	pts	
with	moderate	axillary	involvement	AD	provided	no	advantage	for	OS	
or	DFS	with	low	axillary	failure	rate	

•  These	data	represent	10	yr	update	for	23-01	with	83%	follow-up	
completed	



Design

• Prior	to	amendment	in	2006	
•  Tumor	<	3cm,	unicentric,	one	micromet	(<2mm),	no	ECE	or	macromet	

• Aler	amendment	
•  Tumor	<	5cm,	uni	or	mulHcentric,	one	or	more	micromet	in	senHnel	node	

• PaHents	randomized	to	axillary	dissecHon	or	no	dissecHon	



StaGsGcs

• Primary	endpoint:	invasive	disease-free	survival	(DFS)	

•  Secondary	endpoint:	overall	survival,	incidence	of	re-appearance	of	
tumor	in	un-dissected	axilla	

•  The	non-inferiority	margin	was	defined	as	a	DFS	hazard	raHo	of	<	1.25	

•  934	paHents	randomized	



PaGent and Tumor CharacterisGcs



PaGent and Tumor CharacterisGcs



PaGent and Tumor CharacterisGcs





Results
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Summary

• Aler	median	follow-up	9.8	yrs	
•  No	difference	between	groups	for	DFS	or	OS	
•  Rate	of	failure	in	no	AD	was	low	at	1.7%	

•  Findings	are	fully	consistent	with	Z011		

• We	also	suggest	that	non-AD	is	acceptable	treatment	in	paHents	
scheduled	for	mastectomy	

• No	AD	is	now	standard	treatment	in	early	breast	cancer	when	the	SN	
is	only	minimally	involved	



A ValidaGon of a DCIS biological risk profile in a 
randomized study for radiaGon therapy SweDCIS 
Warnberg, et al

• DCIS	randomized	trials	2010	EBCTCG	
Overview	

• Approximate	50%	reducHon	in	risk	of	
recurrence	with	XRT	

•  50%	reducHon	independent	of	size,	
age	or	grade	



SweDCIS Randomized Trial

•  Eligibility	criteria	
•  Primary,	pure	DCIS	
•  1987-1999,	BCS	+/-	XRT	

• Recurrences	
•  129	in	situ	
•  129	invasive	



ValidaGon of Biological Risk Signature

• Assess	correlaHon	between	
•  Total	ipsilateral	events/invasive	

•  Decision	Score	
•  Low	risk	group	and	RT	
•  Elevated	risk	group	and	RT	

• MulHvariate	InteracHon	Analysis	



Who will benefit from RT?

• Previously	completed	validaHons	
•  MulHple	cross	validaHon,	Uppsala	Univ	and	UMAss	(n=526)	2015	
•  Independent	validaHon,	Kaiser	Permanente	NW	(n=455)	2016	



ValidaGon SweDCIS



SweDCIS Clinical Risk Factors



SweDCIS: RT Benefit at 10 yrs 
Complete Assay Data w/ Clear Margins, n=506

No	significant	RT	benefit	in	Low	Risk	goup	

RT	benefit	larger	than	expected	50%	



SweDCIS compared to Cross-validaGon  
clear margins

• RT	benefit	at	10	yrs,	mulHvariate	interacHon	analyses	



Conclusion

• Biological	risk	signature	(Decision	Score)	correlated	to	risk	(prognosMc)	

• Biological	risk	signature	predicted	RT	benefit	
•  Not	all	paHent	groups	have	equivalent	RT	benefit	

•  Low	risk	paHents	no	RT	benefit	to	prevent	Invasive	recurrence	

•  Elevated	risk	paHents	substanHal	benefit	nearly	2x	expected	



Local recurrence and salvage lumpectomy 
Sellam et al



Salvage lumpectomy a\er recurrence

•  Between	1987	and	2014	121	paHents	
idenHfied	

•  pT0-2,	N0-3	
•  BCS	and	XRT	
•  In	breast	true	recurrence		(unifocal)	eligible	
for	re-lumpectomy	

•  47	(39%)	underwent	salvage	lumpectomy	
•  74	(61%)	underwent	salvage	mastectomy	

•  Median	f/u	14yrs	from	first	diagnosis	



Results

•  For	SL	and	SM	cohorts,	8	and	10	pts	(17%,	13.5%	p=0.2)	respecHvely,	
developed	subsequent	local	recurrence	as	3rd	event	

• Median	DFI	between	2nd	and	3rd	event	6.6	(SL)	and	15.5yrs	(SM)	

• Median	follow-up	14yrs,	95.7%		of	SL	paHents	are	alive	NED	and					
85%	are	mastectomy	free	



Conclusions

•  In	a	selected	populaHon	salvage	lumpectomy	is	an	acceptable	
treatment	for	women	who	have	recurrence	following	BCS	and	XRT	



Thank you


