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SERMs for BC prevention: TAM 

N pop FU 
ans 

Nb K 

placebo 

Nb K 

Tam 

HR 

Fisher 
NSABPP1 
JNCI 2005 

13388 Gail > 
1.66% at 

5 yrs 

7 347 205 0.57 

  Veronesi 

Italy 
JNCI 2007 

5408 Hysterec
tomy 

11 74 62 0.84 NS 

Powles 

Marsden 
JNCI 2007 

2471 Familial 
risk 

13 104 (inf) 82 (inf) 0.78 NS 

Cuzick  

IBIS1 
JNCI 2007 

7145 High risk 8 195 142 0.73 
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Cuzick et al Lancet 2013 

SERMs for BC prevention:  
meta-analysis 2013 

- 38% 

42 women treated to avoid 1 BC 
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AI for prevention: exemestane 

Goss et al NEJM 2011 

FU 35 months 

11 
cases 

32 
cases 

- 65% 
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AI for prevention: anastrozole 

Cuzick et al SABCS Dec 2013 

- 53% 
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International recommendations 

ASCO 2013 
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Current questions – adjuvant HT 

• Treatment duration? 

• How to anticipate resistance?  

• Can we decrease treatments? Not 
for now… 
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Recurrences 

Dowsett meta analysis 
AI jan 2010, J Clin 
Oncol 

Annual risk of relapse 

appears stable after 5 years 

(1-2% per year) 

ATAC 2008, The Lancet 

HR+: long term risk of relapse is a 
major issue 
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Can we predict for late relapse? 

Breast cancer Index: early relapse (TransATAC) 

Groi et al, Lancet Oncol Sept 2013 
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Breast cancer Index: late relapse (TransATAC) 

Can we predict for late relapse? 
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Benefits of 
prolonged 
HT? 
Meta-
analysis 
recurrences 
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Benefits of 
prolonged 
HT? 
Meta-
analysis 
Mortality 
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Treatment duration: recent data 

Atlas trial  

Davies et al Lancet 2012 

1995-2005 
 
Open design 
TAM 10 yrs vs 5 yrs 
(rando at 5 yrs) 
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Atlas  

Davies et al Lancet 2012 

Relapse  Breast cancer mortality 

Treatment duration: recent data 
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Atlas  

Davies et al Lancet 2012 

Treatment duration: recent data 

• RR pulm embolism 1.87 

• RR Endometrial cancer 3.1 

• Overmortality endometrial cancer  
0.2% 
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At-TOM: same design  

3468 3283 3113 2754 1959 1239 2933 2513 1576 682 314 2210 924 463 190 101 

3485 3305 3139 2714 1908 1143 2928 2453 1527 618 275 2180 843 429 164 87 

 Relapses 
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32 % 

28 % 

2p = 0,003 
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e
c
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u
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 (
%

) 

580 versus 672 relapses 
RR = 0,85 

IC95 : 0,76-0,95 p = 0,003 

Gray et al ASCO 2013 

Treatment duration: recent data 

years 
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At-TOM  

Gray et al ASCO 2013 

3485 3399 3293 2981 2206 1347 3145 2748 1785 743 334 2482 1013 520 207 116 

3468 3384 3275 2972 2207 1419 3143 2753 1804 794 369 2474 1066 551 226 130 

24 % 

21 % 

2p = 0,06 
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BC deaths 

Années à partir de la randomisation 

404 versus 452 events 
RR = 0,88  
p = 0,05 

10  years 

5 years 

Treatment duration: recent data 
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At-TOM  

Gray et al ASCO 2013 

10 years 
n (%) 

5 years 
n (%) 

RR 
 (IC95) 

p 

Endometrial 
cancer 

102 
(2,9) 

45 
(1,3) 

2,20 
(1,31-
2,84) 

< 0,0001 

Death from 
endometrial 
cancer 

37 
(1,1) 

20 
(0,6) 

1,83 
(1,09-
3,09) 

0,02 

Treatment duration: recent data 
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HT duration 

Benefits 
Risks 

Overall survival 

Local relapse free survival 

Metastatic free survival 

Climateric symptoms 

Ovarian cysts 

Cognitive and emotional symptoms 

Arthralgia 

Weight gain 

Alopecia 

asthenia 

Pregnancy precluded Dyslipidemia 

TED 

osteoporosis Prevention of new breast cancer 

Treatment duration:  
no definitive proof of concept + a 

risk-benefit balance… 
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Challenge towards 2020 

• Individually identify and prevent/treat 
hormone resistance 



34 Zarvadas et al Nature Treat Rev 2013 
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Voies mTOR/AKT 

- mTOR C1C2 

- PI3K 

- PI3Ka 

- PI3Kb 

- AKT 

Voies IGF 

- IGF1R 

- IGF1 

- Insulin R 

FGFR 

- FGFR1 

- FGFs 

Voies MET 

- Met 

CDK4/6 
HDAC 

src 

Her3 

Aurora kinase 
Androgen R 

Prolactin R 

gsecretase 

Smoothened R 

Frizzled R 

bcatenin 

PR 

Current targeted developments towards hormone 

resistance reversion/prevention 

Zarvadas et al Nature Treat Rev 2013 
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Initial proof of concept: mTOR inhibitor can reverse 

HT resistance (everolimus: Affinitor®) 
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Anti CDK4/6: ex palbociclib 
randomised phase II 

Finn et al SABCS 2012 

LET alone 

LET + 
palbo 
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Thanks a lot 


