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Challenge of Early-Stage Breast 
Cancer 

• Despite surgery, cytotoxic chemotherapy, 
hormonal therapy, and/or regional 
radiotherapy, ~ 30% of patients will 
eventually experience disease recurrence 

• The biologic reasons for recurrence and 
resistance to treatment are poorly 
understood 

• Recurrent breast cancer is usually lethal 





Growth factor self-sufficiency 

Hanahan D, et al. Cell. 2000;100:57-70.  
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JCO, 2010, 28, 509-518 

Meta analisys; 
5 years  AI vs tamoxifen 



JCO, 2010, 28, 509-518 

Meta analysis 
2-3 years AI vs TAM after   2-3 years tamoxifen  



Wiliam CJ et al. J. Pathol. 2003 



NCCTG N9831 

1 yr of trastuzumab 

4 × AC 12 × paclitaxel 90 mg/m2 

HER2+ 

NSABP B-31 

HER2+ 

1 yr of trastuzumab 

4 × AC 4 × paclitaxel 175 mg/m2 HERA 

2 yrs of trastuzumab 

HER2+ 
(IHC or FISH) 

Accepted CT: 
AC, EC, FAC,  
FEC, ET, AT, 

CMF 

1 yr of trastuzumab 

Observation 

BCIRG 006 

HER2+ 

4 × AC 
60/600 mg/m2 

4 × docetaxel 
100 mg/m2 

6 × T and platinum salts 
75 mg/m2 75 mg/m2 or AUC 6 

1 yr of trastuzumab 

N = 3222 
1 yr of trastuzumab 

AC → T 

AC → TH 

TCH 

(IHC or FISH) 

(IHC or FISH) 

(FISH) 

Four Positive Adjuvant Trastuzumab 
Trials 



Trastuzumab: adjuvant treatment 
Trial Median follow up OS 

HR ( 95% CI ) 

 

HERA  Sequential H 
 
65% crossed over to H 

8 years 75,5% 
HR 0,76  

P=0.0005 

NSABP  B-31 
NCCTG N9831 
Joint analisys 

4 years 91% 
HR 0,67 ( 0,48- 0, 93) 

p = 0,015 

FINHER 
9 weeks H 

3 years 95% 
HR 0,41( 0,16-1,08) 

BCIRG 006 
No ADM arm 

5 years 92% 
HR 0,63 (0,48-0,81) 

p <0,001 

91% 
HR 0,77(0,60-0,99) 

p = 0,038 

PACS-04 
Sequential H 

4 years 95% 
HR 1.27 (0.68-2.38) 



FDA product monograph, May 2008. 

Study, % Trastuzumab Control 

B-31/NCCTG 2 0.4 

HERA 2 0.3 

BCIRG 006 

 AC → TH 2 0.4 

  TCH 0.4 0.4 

Incidence of CHF in Adjuvant  
Breast Cancer Studies  









Oxford overwiew 2010 EBCTCG : Taxan 
regiment  vs no treatment:  Age <50 

Recurrence Breast cancer death 

CMF vs no treat 0.56 (0.05) 0.68 (0.05) 

Anthr. vs CMF 0.84 (0.05) 0.81 (0.05) 

Taxan vs Anthr. 0.84 ( 0.04) 0.86 (0.05) 

 

Taksan vs no chem       0.38 (0.07)               

Multiplying 3 RR          2p<0.00001 

0.46 (0.08) 

2p>0.00001 

Sir Richard Peto, SABCS, 2007 



Oxford overwiew 2010 

• Proprotionaly reductions of recurence and 
breast cancer mortality given by  taxane or 
anthracycyline regiments were mostly 
independent  of 

- Age 

- Nodal status 

- Tumor size 

- Differntiation ( high vs intermediate ) 

- ER status 

 



Nothigham prognostic Index ( NPI ) 

• NPI = ( 0,2x S ) + N + G 

•  S = size of primary tumor in cm 

• N = number of metastatic nodes 0=1; 1-3 = 2; >3= 3 

• G = grade I =1; II= 2; III=3 

NPI 5 survival 

>/=2,0 do </=2,4 93% 

>2,4 do </=3,4 85% 

>3,4 do </=5,4 70% 

> 5,4 50% 

Galea MH, Blamey RW, Elston CE, Ellis IO. The Nottingham Prognostic Index 
in primary breast cancer. Breast Cancer Research & Treatment 
1992;22(3):207-19  



Adjuvant! Online 









Intristic molecular clasyfication of 
breast cancer 

Intristic  type IHC  Proliferation and 
grade 

Treatment 

Basal - like Mostly triple 
negative 

High Ki67 
High grade 

Chemotherapy 

Luminal A Mostly ER+ Low Ki67 
Low grade 

Hormonal 
treatment 

Luminal B Mosttly ER+ Often high Ki67 
High grade 

Less/ unresponsive 
to hormonal 
treatment 
Resposive to 
chemotherapy 

HER2 + HER2 
overexpressed 

High Ki 67 AntiHer2 treatment 



TNM + Grade Nothingam 
Prognostic Index 

Size  of 
the tumor 
+pN 

+ 

+ 

 ER 

Adjuvant!Online +  HER2 
and LVI 
?  

Clinical practice 
 

 A .Wolf SABCS 2012 
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Wojciechowska U; Didkowska J; Zatoński W 

 



Adjuvant Therapy in Breast Cancer: The 
Future 

• Clinical features, stage and biology all contribute to risk 
of recurrence! 

• Endocrine therapy  critical in ER+ breast cancer 
• In chemotherapy-sensitive breast cancers, anthracycline 

and taxanes both add to disease control 
• Many patients don’t need chemo! 
• Trastuzumab significantly reduces breast cancer 

recurrence and death in HER2+ 
• Ongoing prospective trials are integrating traditional and 

novel markers of risk to better define tailored options for 
early-stage breast cancer 


