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All because of work around an 
emergency contraceptive 

compound……. 



Early dose and duration trials 

• Earliest adjuvant studies initiated in 1970s 
• 1-2 years vs nil – tamoxifen effective 
• Mouse mammary tumour studies indicated 

tamoxifen likely cytostatic rather than 
cytotoxic- longer duration studies (Swedish, 
UK) 5 versus 2 years. Swedish OS HR 0.82 
(0.69—0.99), n=3887. OS 10 years 80 vs 74% 

• EBCCTG overview 1990 – 6 months - 5 years vs 
nil trend to favour longer duration 



Tamoxifen 

• EBCTCG meta-analysis 2011 
– 5 years of tamoxifen vs none in EBC 

 
 
 
 
 



– Breast cancer recurrence 0.61 (CI 0.57-0.65)  
– Breast cancer mortality 0.70 (CI 0.64-0.75) 
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Early assessment 10 years vs 5 
Tamoxifen 

• NSABP B-14 
• Scottish trial 
• ? 
 ……..conflicting evidence – 5 years became 
the standard duration for tamoxifen.  
 -3 endometrial malignacies/1000pts vs 
  0.76/1000 general population,  
 - thrombroembolic risk increased  



Arrival of aromatase inhibitors –head to head 
comparison with 5 years of tamoxifen in post-
menopausal women 
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Aromatase inhibitors 

• Reduce breast cancer recurrence and 
mortality compared to tamoxifen in post-
menopausal women 
– Modest but significant benefit 
– Generally more toxic 
– 1st line unless reason not to 
– Some AI is better than none 

 
• EBCTCG Meta-analysis 2015 (Lancet) 



– AI for 5 years vs tamoxifen for 5 years (n = 9885): 
• Reduction in breast cancer recurrence especially during 

years  0-1 (RR 0·64, 95% CI 0·52-0·78) and 2-4 (RR 0·80, 
0·68-0·93); no further impact on recurrence rates after 
the 5-year treatment period 

• Reduction in breast cancer mortality at 10 years: (12·1% 
vs 14·2%; RR 0·85, 0·75-0·96) 

 

Aromatase Inhibitor Tamoxifen vs 



 
– AI alone versus a short course of tamoxifen (2-3 years) 

followed by an AI out to 5 years (n = 12,799). 
– Treatment with an AI alone resulted in: 

• Lower recurrence rates during years 0 to 1 (RR 0.74, 95% 
CI 0.62-0.89).  

• Similar recurrence rates during years 2 to 4, when both 
groups were treated with an AI (RR 0.99, 95% CI 0.85-
1.15) 

• A trend towards reduced breast cancer mortality (RR 
0.89, 95% CI 0.78-1.03) 

 

Aromatase Inhibitor vs Tamoxifen + Aromatase 
Inhibitor 



– Tamoxifen alone vs a short course of tamoxifen (2-3 
yrs) followed by an AI (n = 11,798); switch to an AI 
resulted in: 

• Reduced breast cancer recurrence during years 2 to 4 (RR 
0.56, 95% CI 0.46-0.67) 

• Fewer deaths from breast cancer (RR 0.84, 95% CI 0.72-
0.96) 

 

Tamoxifen vs Tamoxifen + Aromatase 
Inhibitor 



• What about AI + tamoxifen vs AI alone (i.e. the 
AI first in sequential therapy) 
 

• BIG 1-98 
– 8000 women 
– Tamoxifen 5 yrs vs letrozole 5 yrs vs sequential treatment 

with 2 yrs of one drug followed by 3 years of the other 
– Tamoxifen monotherapy inferior but no difference in DFS 

or OS between the sequential therapies and letrozole 
monotherapy 

 

 
 



One of these things is just like the other (probably)….. 



Aromatase inhibitor toxicity 

• Fracture risk 





Beyond  5 years- can we do better 
EBCCTG – 20 year follow up for 
patients treated with 5 years of 
endocrine therapy –T1No 
patients at 20 years have 
cumulative risk of 13% for distant 
recurrence 
 
Extended therapy warranted? 
Is it effective? 
For all endocrine sensitive 
patients? 
Cumulative toxicities? 
Overall quality of life and 
compliance? 
Cost? 



Difficulties with extended treatment 
trials 

• Choice of endpoint – death through 
noncancer causes common esp in post 
menopausal breast cancer trials (DDFS?) 

• Competing with carryover effect of tamoxifen 
where control arm uses 5 years of the drug –
trials may need extended follow up 

• Assessment of compliance 
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