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 Note. 
 Vast Majority of 
pts = N+ 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



Moja L, et al. The Cochrane Library 2012, Issue 4 

HER2+ EBC - Adjuvant Trastuzumab Trials  

40% relative 

RR for relapse 

34% relative RR 

for death 

Standard adjuvant treatment for HER2+ EBC patients:  

          1 yr trastuzumab added to chemotherapy  





 



 



Adjuvant Trastuzumab 

Congestive heart failure (CHF): all studies. 

Moja L, et al. The Cochrane Library 2012, Issue 4 



Adjuvant Trastuzumab (1 year) and Cardiotoxicity 

HERA (1year) 
(SABCS 2012) 

BCIRG 006 
(NEJM 2011) 

NSABP B31 
(JCO 2012) 

COHORT ST. 
(JNCI 2012) 

Older pts 
(>66) 
(JACC 2012) 

CT ALONE 

Grade III-IV 0.1% 0.7%* 

Subclinical 0.9% 11.2%* 

CE 1.3%* 

HF/CM 4.3%* 32.1%° 

CT + 
TRASTUZUMAB 

Grade III-IV 0.8% 2.0% *- 0.4%^ 

Subclinical 4.1% 18.6% *- 9.4%^ 

CE 4.0%* 

HF/CM 20.1%* 41.9%° 

* Anthra; ^ TCH; ° 3-yr incidence (vs 18.1% for no therapy) 



  

Treatment pts 

# 

HF/CM 

HR 

5y incidence  

% 

No chemotherapy 5807 1 3.1 

ChemoRx (no anthra) 2442 1.49   
(1.25-1.77) 

4.5 

Anthra-based chemo 3697 1.40  

 (1.11-1.76) 

4.3 

Trastuzumab  (no anthra) 112 4.12   
(2.30-7.42) 

12.1 

Anthra-based + Trastuzumab 442 7.19   
(5.0-10.35) 

20.1 

EJ Aiello Bowles et al, JNCI 104:1293-1305, 2012 

Risk of HF in BC patients after adjuvant anthracycline and 
trastuzumab: a retrospective study 

• Cancer Research Network: 14 institutions 

• Observation period: jan 1st 1999 – dec 31st 2007 

• Admissions for HF/CM (ICD-9 code) 

• 12,500 women  

  (diagnosis of HF/CM prior to or within 70 days from breast cancer diagnosis excluded) 
 



NSABP B-31: risk factors for CHF  

Age CHF % HR P value 

 < 50 2.3 1 - 

50-59 5.5 2.43 0.022 

60+ 6.1 2.73 0.025 

Hypertensive  medications 

yes 3.2 1 - 

no 6.7 2.1 0.03 

Baseline LVEF 

> 65 2.1 1 - 

55-64 4.2 1.98 0.092 

50-54 12.9 6.72 < 0.001 

Post AC LVEF 

> 65 1.1 1 - 

55-64 4.0 3.58 0.02 

50-54 12.6 11.84 < 0.001 

Romond EH et al, JCO 2012  

                        CRS 
[7+0.04 x age)-(0.1 x baseline LVEF] x100 

                           4.76 



Individual risk 

assessment 

Proportional risk 

reduction 

Treatment-related 

toxicities 

Adjuvant treatment for EBC 

The elements of the risk/benefit equation 

          ABSOLUTE  BENEFIT  =  

baseline risk/proportional risk reduction  

MINUS  

treatment-related toxicities  



Very small tumors 

• T1mi: microinvasive < 1mm 

• T1a: 1-5 mm 

• T1b: 6-10 mm 
Node negative 



RFS in patients with T1bN0 tumors who did not receive 
adjuvant systemic therapy 

Chia 

212 pts; RFS: 82% 

13 pts; RFS: 68% 



• N= 965; 98 (10%) HER2+ 

• No patient got chemo or trastuzumab 

• 32% (31 pts) of HER2+ patients received ET (tamoxifen or AI) 

• Median follow up: 6.2 years 

94% 

77% 

97% 

86% 



Supplement to: Slamon et al., NEJM 2011; 365:1273-83 



Trials exploring different duration of 

trastuzumab administration 

Trial Sponsor        Trastuzumab CT 

regimen 

sample

size 

status 

months schedule 

HERA BIG 12 v 24 All S Center’s 

choice 

3,387 completed 

& reported 

PHARE INCA 6 v 12 S or C Center’s 

choice 

3,400 completed 

& reported 

Hellenic  

Oncology 

University of 

Heraklion 

6 v 12 All C ddFEC/D   478 completed 

12/2011 

PERSEPHONE University of 

Warwick  

6 v 12 All S Center’s 

choice 

4,000 ongoing 

SHORTHER University of 

Modena 

2 v12 All C A+T vs. 

T+FEC 

1,250 ongoing 

SOLD Finnish BCG 2 v 12 All C T+FEC 3,000 ongoing 

S= sequential trastuzumab 

C= concomitant trastuzumab 



 



Overall Best vs Personalized Best 

HER2 + 
 
- Anthra Taxane + 
Trastuzumab  
Trastuzumab + HT 

HER2 + 
 
-CT  Trastuzumab 
-TCH 
-Trastuzumab <1 y?? 


