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The Big Question

If we want to end death from breast cancer, 
ǎƘƻǳƭŘƴΩǘ ǿŜ ōŜ ǎǘǳŘȅƛƴƎ ƳŜǘŀǎǘŀǎƛǎΚ  
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But we already do study metastasis!

Å!ǊŜƴΩǘ all of our new drugs developed by studying 
their effects in women with metastatic breast cancer 
(MBC)? 

ÅWhat about all the metastatic patients in clinical 
trials? 

Å.ǳǘΧŀǊŜ ǘƘŜǎŜ ǘƘŜǊŀǇƛŜǎ ǊŜŀƭƭȅ ŘŜǎƛƎƴŜŘ ŦƻǊ ǘƘŜƳΚ   

ÅCould the lack of research focusing specificallyon 
metastatic processes have something to do with the 
limited, incremental benefit of the treatments         
we use?
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Why does metastasis matter?

ÅMetastasis or its treatment is the cause of virtually all 
breast cancer deaths, not primary breast cancer

ÅAfter $ billions of breast cancer research, 40,000 US 
women (and men) still die of breast cancer every 
year, and there are over half a million annual breast 
cancer deaths worldwide (WHO)

Åά5ŜǎǇƛǘŜ ŀŘǾŀƴŎŜǎ ƛƴ ǘƘŜ ǘǊŜŀǘƳŜƴǘ ƻŦ ōǊŜŀǎǘ ŎŀƴŎŜǊΣ 
approximately 30% of women initially diagnosed 
with earlier stages of breast cancer eventually 
ŘŜǾŜƭƻǇ ǊŜŎǳǊǊŜƴǘ ŀŘǾŀƴŎŜŘ ƻǊ ƳŜǘŀǎǘŀǘƛŎ ŘƛǎŜŀǎŜΦέϝ

Å Last two decades, >20 new drugs FDA approved for 
MBC, yet the median length of survival has only 
minimally increased to about 3 years

* hΩ{ƘŀǳƎƘŜƴǎǎȅ, Oncologist 2005;10(suppl3):20ς29
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²Ŝ ŘƻƴΩǘ ǎǘǳŘȅ ƳŜǘŀǎǘŀǎƛǎΥ 9ǇƛŘŜƳƛƻƭƻƎȅ

US Population (registry-based NCI SEER data)

What we know: 

ïNumber of deaths from breast cancer

ïMortality rates (overall, by race/ethnicity, state)

ïLength of survival from initial diagnosis

²Ƙŀǘ ǿŜ ŘƻƴΩǘ ƪƴƻǿ: 

ïPrevalence (how many are living with MBC)

ïRecurrence rates, timing of recurrence

ïSurvival (how long women live with MBC, overall 
and by tumor subtype, treatment, etc) 

²Ƙŀǘ ǿŜ ŘƻƴΩǘ ŎƻǳƴǘΣ ǿŜ ŎŀƴΩǘ Ǉƭŀƴ ŦƻǊΗ 
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²Ŝ ŘƻƴΩǘ ǎǘǳŘȅ ƳŜǘŀǎǘŀǎƛǎΥ 
Basic science and translational research
Why do we know so little about metastasis? 
ÅMost research has focused on tumorigenesis (how 

tumors are formed), using primarybreast cancer tissue

ÅMost metastatic breast cancers are not biopsiedτbiopsy 
considered too invasive and unnecessary

ÅMost women with MBC are treated on the basis of 
primary tumor biomarkers (HER2, ER/PR)τlittle 
metastatic tissue has been available for research

ÅBut recent research suggests that re-biopsy may be 
important for treatment planning, due to changes in 
ER/PR and HER2 status

Steeg, Theodorescu, Metastasis: A Therapeutic Target for Cancer, 
Nat Clin Pract Oncol. 2008
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²Ŝ ŘƻƴΩǘ ǎǘǳŘȅ ƳŜǘŀǎǘŀǎƛǎΥ /ƭƛƴƛŎŀƭ ǘǊƛŀƭǎ

ÅAlthough they enroll MBC patients, most clinical trials 
use tumor-growth endpoints in patients with widely 
disseminated metastatic disease    (Response rates:

CR, or complete response, and PR, or partial response)

ÅAdjuvant (metastasis prevention) trials take many 
years, require thousands of patients, and are very
expensive

Å{ƘƻǳƭŘƴΩǘ  ǿŜ ŎƻƴǎƛŘŜǊ ƻǘƘŜǊ ǘǊƛŀƭ ŘŜǎƛƎƴǎ ŀƴŘκƻǊ 
other endpoints more directly related to the 
metastatic process? (arresting tumor growth, 
prevention of outgrowth of micrometastases)
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²Ŝ ŘƻƴΩǘ ǎǘǳŘȅ ƳŜǘŀǎǘŀǎƛǎΥ !ŘǾƻŎŀŎȅ

Very few advocates focus on MBC--WHY?
ÅAvoidance: Vast majority of advocates are primary 

breast cancer survivors at risk of recurrence

ά²Ŝ ŀǊŜ ǿƘŀǘ ǘƘŜ Ǉƛƴƪ ŎǊƻǿŘ ǿŀƴǘǎ ǘƻ ŦƻǊƎŜǘ ōŜŎŀǳǎŜ 
ǿŜ ŀǊŜ ǘƘŜ ǇŀƛƴŦǳƭ ǊŜƳƛƴŘŜǊǎ ƻŦ ǿƘŀǘ Ŏŀƴ ƘŀǇǇŜƴΦέ

ÅExpertise required: Lack of knowledge about complex 
MBC treatments and the different issues that women 
with MBC face

ÅLack of data: Incidence and prevalence of MBC 
unknown, so basic tools for advocacy are missing

ÅScreening and early detection still a primary focus

ÅNaïvete and fatalism both play a role
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Cancer Research Funding Cause of Cancer Deaths

Metastasis
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ά!ƭǘƘƻǳƎƘ ǘƘŜǊŜ ƛǎ ŎƻƴǎƛŘŜǊŀōƭŜ ǾŀǊƛŀǘƛƻƴΣ ǘƘŜ ƳŜŘƛŀƴ ǎǇŜƴǘ ƻƴ 
metastasis research is around 5%of total cancer research 
ŦǳƴŘƛƴƎΦ Lǎ ǘƘƛǎ ǎǳŦŦƛŎƛŜƴǘΚέ 

Jonathan SleemanΣ tŀǘǊƛŎƛŀ {Φ {ǘŜŜƎΣ άCancer metastasis as a therapeutic targetΣέ  
European Journal of Cancer 46 ( 2010 ) 1177ς1180   (free full text) 10
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