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All	breast	cancers,	invasive	breast	cancer,	and	DCIS	in	years	0–10	
	

NEI	TRIAL	CHE	HANNO	VALUTATO	TAM	Vs	PLACEBO:	
-	Riduzione	significativa	dell’incidenza	di	tutti	i	tumori	rispetto	al	placebo	del	33%	(p<0·0001).	
-	Riduzione	del	44%	dei	tumori	ER-positivi	(p<0·0001)	valida	anche	per	l’insorgenza	di	DCIS	(p=0·009)		
-	MA	nessuna	riduzione	dei	tumori	ER-negativi	

NEI	TRIAL	CHE	HANNO	RALOXIFENE	Vs	PLACEBO.	
-	Riduzione	significativa	dell’incidenza	di	tutti	i	tumori	(p<0·0001)	dovuta	a	forte	riduzione		s90due	to	a	reduction	in	
invasive	ER-positive	breast	cancers,	with	a	non-significant	increase	in	the	incidence	of	invasive	ER-negative	breast	cancers	
and	no	eff	ect	on	DCIS	(table	2	and	fi	gure	3)	

When	we	compared	raloxifene	with	tamoxifen,	the	only	significant	difference	in	effect	size	was	a	greater	effect	for	
tamoxifen	in	DCIS	(HR	0·78,	95%	CI	0·61–0·99;	p=0·04)		

Effetto	del	S-ER-M	sull’incidenza	
di	tumore	al	seno		



Tamoxifen and Breast Cancer Incidence 
Among Women With Inherited Mutations 
in BRCA1 and BRCA2 in the NSABP-P1 Study 

- Tamoxifen reduced breast cancer incidence among 
BRCA2 carriers by 62%,  
similar to the reduction in incidence of ER-positive breast 
cancer among all women in the Breast Cancer Prevention 
Trial. 

King et al JAMA. 2001 



Healthy	BRCA	Mutation	Carrier	and	Breast	
Risk	Reducing	Surgery	

1)  Oncological	Outcome	

2)  Quality	of	Life	

3)  Cost-effectiveness	of	Breast	Surgery	

4)  Timing	

5)  Kind	of	Surgery	

6)  Technical	Consideration	



Oncological	Outcome	

Cumulative	risk	of	breast	cancer	(black)	and	ovarian	cancer	(red)	for	BRCA	mut.	carr.	1	and	2.	
Ex.	An	unaffected	30	yeas	old	BRCA2	carrier	has	a	66%	cumulative	risk	of	BC	developing	by	80	years.	The	
risk	decrease	by	age.	
		



Oncological	Outcome	

Mayo	Clinic	 first	 study	 reported	 reduction	of	 risk	by	more	 than	
90%	 on	 a	 large	 cohort	 of	 women	 with	 a	 family	 history	 of	 BC.	
(reduction	in	death)	



Oncological	Outcome	

PROSE	Study	group	with	a	both	prospective	and	historical	cohort	study	of	247	and	483	women	with	BRCA	
1-2	mutation.	
105	who	underwent	to	prophylactic	mastectomy	were	matched	with	378	control	who	had	intact	breast.	
Prophylactic	mastectomy	was	associated	with	a	reduction	in	risk	of	breast	cancer	of	about	95%.		



Quality	of	Life	

Longer	term	effect	of	the	“Angelina	Jolie	Effect”	from	May	2013	



Quality	of	Life	

-	Prospective	study,		
-	Data	from	patient	questionnaire	before,	6	month	and	1	year	later	BPM,	
-	90	healthy	women	with	BRCA	1-2	mutation	



Quality	of	Life	

No	statistically	significant	differences	were	found	between	the	assessment	before	BPM	and	the	6-month	
assessment	or	between	the	6-month	and	the	1-year	assessments.		

Impact	of	Areas	of	Life	
(before	bilateral	prophylactic	mastectomy,	6	months	and	1	year	later)	



Quality	of	Life	

There	was	no	statistical	significant	difference	in	summated	BIS	mean	scores	between	the	6-month	(mean,	
4.57;	SE,	0.56)	and	the	1-year	assessments	(mean,	3.71;	SE,	0.45).	Wilcoxon	signed	rank	sum	test	for	each	
of	the	BIS	items	revealed	no	statistical	differences	over	time.	

Body	Image	
(before	bilateral	prophylactic	mastectomy,	6	months	and	1	year	later)	



Quality	of	Life	

More	than	80%	reported	having	an	intimate	relationship	at	all	three	points	of	assessment.		
	
At	the	first	assessment,	62%	reported	being	sexually	active.		
	
Corresponding	figures	6	months	and	1	year	after	BPM	were	77%		and	79%,	respectively.	
		
Frequencies	 of	 sexual	 activity	 during	 the	 last	 month	 for	 the	 three	 assessment	 points	 revealed	 no	
statistically	significant	differences	over	time.	
	
Pleasure	decreased	statistically	significantly	from	the	assessment	before	BPM	to	the	1-year	
assessment	(P	.005).	

Sexuality	
(before	bilateral	prophylactic	mastectomy,	6	months	and	1	year	later)	



Quality	of	Life	

Anxiety	decreased	over	time	(df	(2,	53);	F,	8.53;	P,	.0004).		
	
No	statistical	significant	difference	was	found	for	depression.	

Anxiety	and	Depression	
(before	bilateral	prophylactic	mastectomy,	6	months	and	1	year	later)	



Cost-Effectiveness	

This	economic	modeling	study	evaluated	different	preventive	 intervention	for	30-year-old	women	with	
BRCA	1-2	mutation.	
This	model	consider	costs	and	benefits	of	all	conditions	statistically	reported	for	30y	old	w.	
		



Cost-Effectiveness	

-  With	total	costs	of	€29,434,	the	provision	of	BM	plus	BSO	at	age	30	for	women	with	BRCA	1	or	2	was	
less	expensive	than	all	other	strategies.		

-  In	addition	to	this,	the	strategy	achieved	the	highest	gain	in	Quality	Adjusted	Life	Years	(17.7)	or	
additional	life-years	(19.9)	compared	to	the	other	strategies.		

-  BM	plus	immediate	BSO	dominated	all	other	strategies.	
-  Women	choosing	the	surveillance	strategy	had	the	highest	costs	at	the	lowest	gain	in	Quality	

Adjusted	Life	Years.	
		



Timing	

Cumulative	risk	of	breast	cancer	(black)	and	ovarian	cancer	(red)	for	BRCA	mut.	carr.	1	and	2.	decrease	by	
age.	
	
		



Technical	Considerations	

-  Systematic	review	of	the	literature	considering	3716	cases	of	PBM		
-  The	average	overall	complication	rate	was	20.5%.	
-  The	average	NAC	necrosis	rate	was	8.1%,		
-  The	average	cutaneous	necrosis	was	7.1%.	



Advances	in	Surgical	Technique	



Advances	in	Surgical	Technique	
Reverse	Expansion	with	Fat	Grafting	



Robotic	Nipple	Sparing	Mastectomy	and	
Immediate	Robotic	Reconstruction	with	«Reverse	

Expansion»	with	Fat	Grafting	
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