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Changing Outcomes

A History Lesson

CMF vs observation after surgery in 

node + BrCa

u No improvement in breast Ca survival prior to 1970

u Despite surgery

u Despite radiotherapy

u No help with endocrine therapy or carstration

u Chemotherapy destroyed individual cells in the lab

u CTCs had been already discovered

u Two years of melphalan improved survival post surgery

u Combination chemotherapy more effective in advanced disease





u Historical 10 year relapse rates

u No nodes ð24%

u 1 ð3 nodes ð65%

u >4 nodes ð86%

u òDeath is not long delayedó

òThe CMF treatment reported in 

this issue of the Journal has 

produced results nothing short of 
spectacularó

òJustification for radiotherapy in 
the adjuvant treatment of breast 
cancer now appears even more 
tenuousó

u Discussant raises potential 
advances

u Change in surgery

u Applying treatment to other 
groups

u Studying other combinations

u Changing the ònon-resectable ó 
patient



Endocrine Therapy



Established Options

u Block the receptor

u Tamoxifen

u Fulvestrant

u Turn off the ovaries 
(premenopausal)

u GnRH agnoists

u Surgery

u Radiotherapy

u Megesterol acetate

u Lower Estrogen

u Anastrazole

u Letrozole

u Exemestane

u Block a signalling pathway

u Everolimus (in combination with 
exemestane )



u Abstract LBA1: A randomized trial (MA.17R) of extending adjuvant 
letrozole for 5 years after completing an initial 5 years of aromatase 

inhibitor therapy alone or preceded by tamoxifen in 

postmenopausal women with early -stage breast cancer.

Presenting Author: Paul E. Goss, MD, PhD
Discussion by: Ian E. Smith, MD



1st & 2nd line Hormonal Therapy
Duration of Response - Metastatic

Agent Median PFS

1st Line Tamoxifen 6.7 months

Anastrazole (Arimidex ) 10.7 months

Letrozole (Femara ) 9.6 months

Exemestane (Aromasin ) No first line data

Ovarian Function 

Suppression

~ 6 months

2nd Line Exemestane 4.1 months

Exemestane / Everolimus 11 months

Fulvestrant 6.5 months

Remember median = midpoint ðsome pts do much better and are on 
these agents for a long time





Targeting CDK

uCyclin D & CDK4/6 
òinactivateó RbĄ allows 

progression to S -phase

u In cancer can have

u Too much Cyclin D

u Too much CDK4/6

u Failure of p16 INK4a



Putting on the brake

u Single agent activity in 

multiple tumour lines

u Combination therapy 

with endocrine Rx

u Companies

u Pfizer (Ibrance )

u Novartis

u Eli-Lilly



u 1st line trial

u Phase 2

u Better Progression 

Free Survival ð

median

u 20 months vs

u 10 months

u No Overall 

Survival 

difference (but 
too small a study)



u Phase III trial

u Patients had previously progressed on 

endocrine therapy



Traditional Way of Annoucing

Results ðPALOMA 2



Side Effect Profile
PALOMA 3

u Blood counts

u Neutropenia in approximately 78% of patients c/w 3% on placebo

uHowever infections rare

u Anaemia 26% vs 10%

u Thromobocytopenia 20% vs 0%

u Fatigue ð38% vs 27%

u Nausea ð29% vs 26%

u Headache ð21% vs 17%

u Maintained QoL on experimental arm ( ie disease didnõt 
progress as much)



CDK Inhibitors in Multiple Trials

u Palbociclib

u PENELOPE B ðhigh risk of relapse post neoadjuvant chemotherapy ð

randomised to endocrine Rx +/ - palbocliclib

u PALLAS ðstandard adjuvant endocrine Rx +/ - palbociclib

u Ribociclib ðMONALEESA trial group

u Abemaciclib ðMONARCH trial group



BRCA, Platinums and PARP 

Inhibitors


