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Hereditary	
  breast	
  cancer	
  	
  
•  Es4mate	
  the	
  likelihood	
  that	
  BRCA1-­‐2	
  muta4on	
  is	
  present	
  
•  BRCA1	
  (cr.17)/BRCA2	
  (cr.13)	
  

–  High	
  penetrance:	
  45-­‐84%	
  life4me	
  risk	
  of	
  BC.	
  Increased	
  risk	
  of	
  
contralateral	
  BC	
  (up	
  to	
  60%).	
  11-­‐62%	
  life4me	
  risk	
  of	
  ovarian	
  cancer	
  

•  BRCA1	
  
–  More	
  likely	
  triple	
  nega4ve	
  
–  BRCA1	
  muta4on:	
  11-­‐28%	
  of	
  pa4ents	
  with	
  triple	
  nega4ve	
  BC	
  
–  Triple	
  nega4ve	
  BC	
  at	
  age	
  <=	
  40	
  y:	
  BRCA1	
  muta4on	
  in	
  11-­‐47%	
  

•  Management	
  of	
  pa4ents	
  with	
  BRCA1/2	
  muta4ons	
  
–  Consider	
  bilteral	
  risk	
  reduc4on	
  mastectomy	
  
–  Consider	
  bilateral	
  risk	
  reduc4on	
  salpingo-­‐oophorectomy	
  aWer	
  

comple4on	
  of	
  childbearing	
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Mean plasma estradiol levels before and during therapy with the three treatment regimens 











Indicazioni	
   Durata	
  LHRH	
  analogo	
  

NCCN1	
   Tamoxifene	
  ±	
  ablazione	
  o	
  
soppressione	
  ovarica	
  

Non	
  specificata	
  

SAN	
  
GALLEN2	
  

Tamoxifene	
  ±	
  soppressione	
  
ovarica	
  

Non	
  specificata	
  

ESMO3	
   Tamoxifene	
  	
  
±	
  ablazione	
  ovarica	
  (LHRHa	
  o	
  
ovariectomia)	
  

Almeno	
  2	
  anni	
  (durata	
  o2male	
  sconosciuta)	
  	
  	
  

AIOM4	
   Tamoxifene	
  ±	
  ablazione	
  o	
  
soppressione	
  ovarica	
  

2-­‐5	
  anni	
  

1	
   2	
   3	
   4	
  

OT	
  adiuvante	
  in	
  premenopausa	
  
LHRH	
  analogo	
  

V.	
  3.	
  2013	
  



Ongoing	
  adjuvant	
  trials	
  in	
  premenopausal	
  
women	
  



Ormonoterapia	
  del	
  carcinoma	
  
mammario	
  

•  Terapia	
  adiuvante	
  
– TraXamento	
  in	
  premenopausa	
  

•  Ruolo	
  degli	
  LH-­‐RH	
  analoghi	
  
– Durata	
  del	
  traXamento	
  

•  Terapia	
  della	
  mala2a	
  metasta4ca	
  
•  Prospe2ve	
  future	
  













clinicaloptions.com/oncology 
An Update on Breast Cancer 

ATLAS: 5 vs 10 Yrs of Tamoxifen in ER-
Positive Disease 
§  12,894 patients with early breast cancer (enrolled from 

1996-2005), who completed 5 yrs of tamoxifen 

–  Randomized 1:1 to continue tamoxifen to 10 yrs or stop at  
5 yrs (open control) 

–  Annual follow-up to record recurrence, second cancer, 
hospital admission, or death 

–  Report cancer outcomes among the 6846 patients with ER+ 
disease, adverse events among all patients (with positive, 
negative, or unknown ER status) 

–  Long-term follow-up continues 

Davies C, et al. SABCS 2012. Abstract S1-2. Davies C, et al. Lancet. 2012;[Epub ahead of print]. 
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K	
  mammario	
  metasta4co	
  

•  Nuovi	
  casi	
  di	
  K	
  mammario	
  metasta4co/anno	
  
– 12.000	
  

•  N.	
  donne	
  che	
  aXualmente	
  in	
  Italia	
  hanno	
  K	
  
mammella	
  metasta4co	
  
– Circa	
  30.000.	
  	
  
– 75%	
  RO	
  posi4vi	
  







Distant 
metastases 

development 

Distant mts 
within the 

first 5 years 
No. No.  % 

Luminal A 458 164  36 
Luminal B 378 220  58 
Total  836 384 (46%) 
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Performance of Endocrine therapy in different 
patient subgroups 

| Presentation Title | Presenter Name | Date | Subject | Business Use Only 37 

§ Tam-naive or sensitive 

§ Tam resistant 

§ NS Aromatase inhibitor-resistant 



The	
  TAM	
  Sensi8vity	
  Status	
  
(naive	
  or	
  pretreated	
  without	
  PD	
  <12	
  m)	
  
HT	
   Adjuvant	
  

TAM	
  
PFS/TTP	
  
(mos)	
  

TAM	
   11%	
   8.2	
   Bonneterre,	
  JCO	
  2000	
  

ANA	
   12%	
   8.3	
  

TAM	
   22%	
   5.8	
   Paridaens	
  ,	
  JCO	
  2008	
  

EXE	
   21%	
   9.9	
  

ANA	
   22%	
   12.5	
   Robertson,	
  JCO	
  2009	
  
	
  
	
  FUL	
  500	
   27%	
   >12.5	
  

ANA	
   40%	
   13.5	
   Metha,	
  NEJM	
  2012	
  

	
  
FUL250	
  +	
  ANA	
   40%	
   15.0	
  

LET	
   44%	
   14.4	
   Loibl,	
  ECCO-­‐ESMO2013	
  

LET	
   40%*	
   9.0	
   Wolff,	
  JCO	
  2013	
  

LET+	
  
Temsirolimus	
  

43%*	
   8.9	
  

*Without	
  PD	
  <	
  6	
  months	
  







The	
  TAM	
  Resistance	
  Status	
  
(PD	
  during	
  tam	
  for	
  adj	
  or	
  mts	
  disease)	
  

HT	
   PFS/TTP	
  (mos)	
  

ANA	
   5.1	
   Howell,	
  JCO	
  2002	
  

FUL250	
   5.5	
  

ANA	
   3.4	
   Osborne,	
  JCO	
  2002	
  
	
  

FULV250	
   5.4	
  

EXE	
   5.1	
   Kaufmann,	
  JCO	
  2000	
  

MA	
   4.1	
  

FULV500*	
   6.5	
   Di	
  Leo,	
  JCO	
  2010	
  

*43%	
  of	
  pts	
  AI-­‐resistant;	
  57%	
  of	
  pts	
  an4-­‐estrogen	
  resistant	
  



Median:	
  26.4	
  months	
  

Median:	
  22.3	
  months	
  



The	
  NSAI	
  Resistance	
  Status	
  
HT	
   PFS/TTP	
  (mos)	
  

EXE	
   3.4	
   Johnston,	
  Lancet	
  Oncol	
  2013	
  

FUL250	
  +	
  ANA	
   4.4	
  

FUL250	
   4.8	
  

FUL250	
   3.0	
   Ingle,	
  JCO	
  2006	
  

FUL250	
   3.7	
   Chia,	
  JCO	
  2008	
  

EXE	
   3.7	
  

FUL500*	
   6.5	
   Di	
  Leo,	
  JCO	
  2010	
  

*43%	
  of	
  pts	
  AI-­‐resistant;	
  57%	
  of	
  pts	
  an4-­‐estrogen	
  resistant	
  



Performance	
  of	
  Endocrine	
  therapy	
  in	
  different	
  pa4ent	
  subgroups	
  

Tam-­‐naive/sensi4ve	
   NSAI-­‐resistant	
  



BOLERO-­‐2.	
  PFS	
  

D	
  Yardley,	
  Adv	
  Ther	
  2013	
  



Visceral	
  Mts.	
  

M	
  Campone,	
  Eur	
  J	
  Cancer	
  2013	
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Changing	
  landscape	
  of	
  breast	
  cancer	
  

«The	
  hope	
  is	
  that	
  as	
  the	
  capacity	
  increases	
  to	
  molecularly	
  interrogate	
  
	
  breast	
  tumor	
  on	
  a	
  real-­‐4me	
  basis	
  we	
  can	
  understand	
  the	
  muta4onal	
  
evolu4on	
  that	
  occurs	
  with	
  disease	
  progression,	
  iden4fy	
  poten4ally	
  
«ac4onable»	
  genomic	
  aberra4ons,	
  and	
  ul4mately	
  use	
  the	
  informa4on	
  
to	
  beXer	
  select	
  therapeu4c	
  agents»	
  Wilson	
  2013	
  ASCO	
  Educ.	
  book	
  



Lehmann	
  



Subtypes	
  Characteris8cs	
  
Subtype	
   Gene	
  Ontology	
   IHC	
  

analysis	
  
Hysto	
  type	
   Possible	
  

sensi8vity	
  

Basal-­‐like	
  1	
   Cell	
  cycle	
  and	
  cell	
  
division	
  
DNA	
  damage	
  response	
  

High	
  Ki67	
   -­‐-­‐	
   Cispla4n	
  
PARP-­‐Inhibitors	
  

Basal-­‐like	
  2	
   Growth	
  gactor	
  
signaling	
  (EGFR,	
  MET)	
  

-­‐-­‐	
   Medullary	
   An4-­‐EGFR	
  

Immuno-­‐	
  
modulatory	
  

Immune	
  cell	
  processes	
   -­‐-­‐	
   -­‐-­‐	
  

Mesenchymal-­‐
like	
  

Cell	
  mo4lity	
  and	
  cell	
  
differenta4on	
  (TGF-­‐β,	
  
Src);	
  GF	
  patways	
  

-­‐-­‐	
   	
  
	
  
Metaplas4c	
  

PI3K-­‐mTOR	
  Inh	
  
(BEZ235)	
  
Src-­‐Inhibitors	
  
(Dasa4nib)	
  

Mesenchymal	
  
Stem-­‐like	
  

Angiogenesis	
  
Low	
  levels	
  prolif	
  genes	
  
Claudin-­‐low	
  

-­‐-­‐	
   An4-­‐angio	
  

Luminal	
  AR	
   Hormonally	
  regulated	
  
pathways	
  

AR	
  +	
   Molecular	
  
Apocrine	
  

AR	
  antagonist	
  

Lehmann	
  et	
  al,	
  J	
  Clin	
  Inv	
  2011	
  




