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Over the past 30 years, significant resources have been devoted to the prevention, early 
detection and treatment of  certain types of  breast cancer. This has led to an earlier 
diagnosis for many; however, this has not resulted in the hoped-for reduction in mortality. 
It is estimated that in developed countries, one-third of  women diagnosed with early 
breast cancer develop Stage IV, or advanced/metastatic breast cancer (ABC/MBC1), a fatal 
condition. In the United States, approximately 40,000 women and 500 men die every year 
from MBC. For these individuals, little has changed. Median survival after diagnosis remains 
where it has been for decades, at two-to-three years2; and even in developed countries, 5 
percent to 6 percent of  patients continue to be initially diagnosed as metastatic.3 Though 
these facts speak to an urgent need for increased MBC research and better treatments, 
metastatic cancer in general garners only 2 percent to 12 percent of  total cancer research 
funding across countries.4

So what have we learned? Among other information of  note, we have learned that individuals 
can have metastatic cancer cells prior to having a detectable tumor and that this explains, 
at least in part, why patients diagnosed as early as Stage 0 can and do metastasize. 
We have learned that while rare, a person can nevertheless have breast cancer cells that 
spread and form tumors elsewhere in the body without ever having a breast tumor. We have 
learned that primary breast cancer cells are capable of  developing drug resistance, so that 
chemotherapy to prevent metastasis fails. And we have learned that people can appear 
cancer free for 30 or more years and suddenly have their cancer recur.

This guide will discuss not only Stage IV breast cancer, but also Stage III. It is important to 
note the difference between the two. Stage III is defined by a significant spread of  breast 
cancer to areas adjacent to the breast. Following one year of  treatment, the patient is largely 
released from oncological care.  Stage IV breast cancer is defined by the cancer’s spread 
to distant parts of  the body such as the lung, liver, brain and bone. Stage IV patients are 
in lifelong treatment to slow the progression of  disease. As drugs lose effectiveness or 
threaten the patient’s life, the treatment is changed. When the last drug fails, the patient’s 
life can no longer be sustained.

As you read this guide I ask you to remember that people of  all ages and walks of  life, 
regardless of  gender, can be diagnosed with breast cancer at any time. For all the talk 
that genetics and lifestyle choices can affect risk, the truth is that breast cancer strikes its 
victims completely out of  the blue, often attacking people who seemingly did everything 
right and had few if  any risk factors. One day a person feels fine and the next, they are 
diagnosed with Stage IV. It happens just that fast and inexplicably.

It is hoped that this guide will encourage you to question the positive rhetoric that so often 
dominates the breast cancer message, to dig deeper to learn the truth, and to report the 
reality with greater accuracy and compassion.

Signed, 
CJ (Dian) M. Corneliussen-James 
President, METAvivor Research and Support, Inc.

CJ (Dian) M. Corneliussen-James 

and her husband 
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“Pink glosses over 
many issues and 

makes people feel 
good about something 

they shouldn’t feel 
good about. It sucks 

up resources for 
awareness that could 

be better used to 
treat these women.”

-Mark Gorman, Director  
of Survivorship Policy, National 

Coalition for Cancer Survivorship
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Defining Advanced Breast Cancer 

In the widely recognized system used to stage breast 
cancer, developed by the American Joint Committee on 
Cancer (AJCC),5 advanced breast cancer (ABC) includes the 
most serious of  the five possible stages:

•	 Stage III, in which the cancer has either extensively 
spread to lymph nodes and/or other tissue in the area 
of  the breast, but not to distant sites in the body; and

•	 Stage IV, which is metastatic breast cancer (MBC), i.e., 
the cancer has spread to distant sites of  the body such 
as the liver, lungs, bones, brain and/or other tissues or 
organs. Regardless of  the location, the lesions are still 
cancer tumors and will be treated as such.

Stages 0, I and II are earlier forms of the disease. (The AJCC 
staging system is fully described in a separate section of this 
Guide.)

Although this guide refers to the two stages collectively 
as “advanced breast cancer,” it is important to note that 
not all health professionals use the term consistently. 
“Advanced cancer” in general often means that the cancer 
is “metastatic,” i.e., has spread from where it started to 
distant parts of  the body. However, it can also refer to a 
cancer that hasn’t spread but is not curable (e.g., such 
as cancer confined to the brain but doesn’t respond to 
treatment). “Advanced breast cancer” usually refers to 
metastatic breast cancer, also referred to as Stage IV breast 
cancer. Breast cancer that has spread locally in the area 
of  the breast but not distant organs and tissues is often 
referred to as “locally advanced breast cancer,” or as Stage 
III breast cancer.6 

Watch Dr. Young Lee and Dian Corneliussen-James explain the 
difference between primary and metastatic breast cancer:

http://www.youtube.com/watch?v=lDZi31Z2nKI
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The Impact of  Advanced Breast Cancer 

Medical
Among women worldwide, breast cancer is the most frequently 
diagnosed cancer and the leading cause of  cancer death, though 
it should be noted it also affects men, albeit much less frequently. 
In 2008, breast cancer accounted for 23 percent of  all new cancer 
cases and 14 percent of  all cancer deaths, excluding skin sites, 
in women.7 In the United States, breast cancer accounts for 21 
percent of  all female cancers.8 In 2012, an estimated 218,370 
new cases of  invasive breast cancer were diagnosed in women in 
the United States,3 and last year, approximately 39,520 deaths 
occurred, second only to lung cancer.9 Researchers estimate 
about half  of  breast cancer cases and 60 percent of  the deaths 
occur in economically developing countries.7

While robust international data exist on the impact of  breast 
cancer overall, only limited statistics on MBC are available. In 
developed countries, about one-third of  women with early-stage 
breast cancer eventually develop MBC,1 which is fatal. In the 
United States, 5-year survival for localized breast cancer is 93 
percent compared to 15 percent for those with MBC,10 a stark 
contrast that speaks to the unique challenges faced by these 
patients and the need for new therapies to slow the progression 
of  ABC are clearly needed.

Table 1 below shows data from the National Cancer Data Base 
outlining 5-year survival rate by stage, based on people who were 
diagnosed with breast cancer in 2001 and 2002. This is the main 

reason why many therapies and what research exists surrounding 
MBC focus not only on providing patients with as much time as 
possible, but also, the best quality of  life.10

Economic 
There also is only limited data on the economic impact of  ABC, 
including MBC specifically. A systematic review of  studies from 
developed countries cited a U.S. analysis of  Medicare claims that 
estimated an average of  $35,164 in direct medical costs per 
patient over a 16-month period. The analysis, based on 397 MBC 
patients diagnosed between 1997 and 1999, also showed costs 
decreased with age, most likely due to less utilization of  more 
costly chemotherapy among the oldest patients. Not surprisingly, 
the majority of  these costs seemed to stem from cancer drugs. 
The review also cited a cost analysis of  single-agent drugs 
conducted from a U.S. payer perspective over a 41-month period, 
showing an average monthly cost per patient of  $4,966.11 

There also has been little to no research in the United States 
related to the indirect costs of  metastatic breast cancer, 
stemming largely from the fact that MBC patients and often 
their caregivers experience financial hardship from time off  
work or having to leave their jobs. The caregiver burden can be 
substantial, with many people facing not only the reality that 
their loved one is dying, but also economic hardships from taking 
time off  work or even quitting their jobs.11 

The systematic review across countries concluded that the 
burden of  MBC is substantial. The researchers underscored the 
limited date available, noting that:11  

•	  Total per-patient costs (both direct and indirect costs) of  
MBC were only available for Sweden, and ranged from 
$17,301–$48,169 (2005 USD) annually, depending on 
patient age.

•	  Gross national cost estimates of  MBC were available only 
for the UK, and were £22 million for incident patients in a 
given year, and £245 million total for all prevalent patients 
(2002 GBP).

Unfortunately, while some cost estimates of  MBC are available 
for other countries based on the use of  specific drugs, no broader 
medical cost estimates for advanced or metastatic breast cancer 
are available.11

Patients with MBC often bear a high burden of  the treatment 
costs because it is ongoing and insurance policies usually 
provide only partial coverage and have high co-pays.

Table 1. Survival for breast cancer stages10

Stage 5-year Survival Rate

0 93%

I 88%

IIA 81%

IIB 74%

IIIA 67%

IIIB 41%

IIIC 49%

IV 15%

‘‘I think what is troubling is that we feel 
forgotten and like we represent the lack of 
hope… we are recognized as ‘losing the battle.’’’

– Woman with metastatic breast cancer14
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A 2011 study of  827 respondents from 20 countries indicates 
that the majority of  women who are diagnosed with metastatic 
breast cancer were employed full time at diagnosis. The findings 
also showed that 28 percent were the sole or primary wage 
earners, and of  the total respondents, half  had to initially 
stop work due to illness. Due to the high cost of  treatment, 
unfortunately, the overwhelming majority of  respondents said 
that financial hardship was the primary reason for continuing 
work after diagnosis. Once they adjust to the disease, many 
attempt to return to work because of  financial hardships due to 
high treatment costs; but for at least half  of  them, work is an 
incredible challenge.12 

Although most MBC patients are eligible for some type of  
government compensation (e.g., Social Security Disability 
Insurance [SSDI] in the United States), family income drops as 
a result of  the disease.  Further, there is normally a lag time 
between stopping work and collecting disability. In the United 
States, patients must stop work 6 months prior to applying for 
SSDI and then must wait another 2 to 3 months for the first 
check. For a single-wage-earner household, this can be financially 
devastating. If  a patient’s health insurance is tied to his/her 
employment, this also can be financially devastating. Patients 
in the United States are eligible for Medicare, but not until 24 
months after the effective date of  SSDI; given the median survival 
for MBC, for many this comes too late.

Psychosocial
In addition to enduring the symptoms of  MBC and side effects 
of  treatments, women with MBC and their families often face 
psychosocial challenges that affect their quality of  life. Indeed, 
women with ABC have quite different needs than women with early 
breast cancer – and research shows that they are largely unmet.13, 14

Whereas women with early-stage breast cancer deal with 
medical crises that, in many cases, resolve with completion 
of  adjuvant therapy, women with MBC require ongoing and 
changing treatments. These are accompanied by side effects 
that, in turn, require additional therapies to address permanent 
debilitating complications from bone and lung metastases. 
Further, symptoms of  breast cancer such as chronic pain, 
fatigue and nausea are usually most severe in those with 
advanced disease, and require additional supportive care. 

In many countries such as the United States, there are 
hundreds of  national and local advocacy programs for breast 
cancer, focusing largely on breast cancer awareness, screening, 
and early detection; and helping women with breast cancer 
diagnosis, treatment, and survival. In addition, there are 
thousands of  support programs for earlier-stage breast cancer 
patients, where patients can speak with each other and gain 
valuable insights and advice on getting their lives back to normal 
following breast cancer.

It is very different with MBC. Despite the greater and unique 
needs of  MBC patients, advocacy and support programs for 
them are rare. Traditional breast cancer support groups often 
discourage attendance of  MBC patients, worried they will 
frighten the other patients. On the other hand, the concerns 
and topics of  discussion at traditional groups rarely deal with 
issues of  concern to MBC patients, e.g., drug tolerability; coping 
with drug side effects; how and if  to tell elderly parents, small 
children and casual friends about their disease; and end-of-life 
issues. Finally, MBC support programs can have a negative 
side as well: statistically, one-third of  its members will die over 
the course of  one year, making it psychologically difficult for 
surviving members to bear.

Likewise, the popular media generally portrays breast cancer in 
a positive, hopeful light, focusing on early detection and good 
chances for a cure.13, 14

This is one of  multiple reasons why women with metastatic breast 
cancer often feel isolated and outcast by friends and the public.12  
An estimated 22 percent to 50 percent of  patients show high levels 
of  psychological distress, meeting the criteria for depression, and 
33 percent meeting the criteria for having an acute stress disorder.2 

Some of  the concerns from the MBC community were captured 
in the BRIDGE (bridging gaps, expanding outreach) survey, which 
included more than 1,300 women in 13 countries who had MBC.13 
Highlights of  its findings are shown in Figure 1.

Many respondents indicated interest in a variety of  materials 
and activities related to MBC, such as written materials, MBC 
support groups, educational public service announcements, 
having a patient “navigator,” updates on research and others.

Here, Dr. Andre and Sarah Burkybile, a metastatic breast cancer 
patient, explain how the patient experience differs for the 
advanced patient.

http://www.youtube.com/watch?v=Qms-Id62MAs

“We are functioning mothers, daughters, 
husbands, wives, who take our kids to  
school, who do multiple things every day,  
who have to carry on their lives, but also  
we have cancer.”

- Sarah Burkybile, Joplin, MO, diagnosed with MBC  
in 2010, initially diagnosed with primary  

breast cancer in 2007 at age 26



Needs of  women with MBC were further explored in an online 
survey of  618 women with MBC. The respondents rated the 
following topics as “most important” for meeting their needs:2 

•	 Information: Current treatment options (96 percent), new 
treatment options (96 percent), symptom and side effect 
management (95 percent) and clinical trials (89 percent).

•	 Support: Support groups (77 percent), stress manage-
ment (71 percent), individual counseling (55 percent), 
spiritual guidance (52 percent) and peer network/buddy 
program (51 percent).

•	 Practical Resources: Referrals to doctors and/or cancer 
treatment centers (72 percent), information on health 
insurance (67 percent), information about financial 
assistance and disability (56 percent) and assistance 
with employment issues related to cancer (42 percent).

The survey found that nearly half  of  respondents reported 
a lack of  awareness about available services, so the authors 
recommended that service providers devote adequate planning 
and resources to disseminating information about services.

In response to the needs of  women with MBC, the MBC Advocacy 
Working Group, comprised of  16 patient advocates from seven 
countries, developed a call to action for advocacy groups, industry, 
healthcare professionals, government, academia, community/
religious organizations, and all other relevant breast cancer 
stakeholders to begin implementing the following strategies as 
appropriate in each country setting:1 

•	 Improve access to information, resources and support for 
women with MBC.

•	 Heighten attention to the MBC community — create a 
unified voice and platform that speaks to their unique needs.

•	 Increase understanding of  and access to clinical trials for 
women with MBC.
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98% of respondents felt they 
receive sufficient support from at 
least one individual among their 
family and friends

83% and 81%felt they received enough 
emotional support from their oncologists and 
nurses, respectively

Figure 1. Needs and opinions of women with metastatic breast cancer13

*This was the majority opinion in 11 of 13 countries. In some countries (e.g., Venezuela, Mexico and Egypt), respondents felt more 
attention was given to MBC. One possible explanation is that, in those countries, diagnosis of locally advanced and Stage IV breast cancer 
is more common, and screening and early detection efforts are less available.

44% and 15% felt 
that healthcare 
professionals and the 
media, respectively, 
paid “a lot of attention” 
to MBC

24% felt that advocacy, voluntary and/or charitable 
organizations paid “a lot of attention” to MBC

52% of those surveyed said that MBC is given too little consideration* 

48% reported that friends and family were 
uncomfortable talking about MBC

38% reported 
anxiety about being 
open with them
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Incidence and Prevalence

The worldwide (across 187 countries) breast cancer incidence 
(the number of  new cases in a defined period of  time, e.g., one 
year) was estimated at 1,643,000 new cases in 2010, and the 
disease caused 425,000 deaths. These figures represent average 
increases of  3.1 percent in incidence and 1.8 percent in deaths 
each year from 1980 to 2010.15 As previously noted, approximately 
50 percent of  new breast cancer cases and 60 percent of  the 
deaths occur in economically developing countries.7 

For a number of  reasons, it is difficult to determine the actual 
number of  women with ABC across countries. Data on incidence 
by stage of  breast cancer are available for most developed 
countries; however, most of  this incidence data are based on the 
stage when the patient was first diagnosed with breast cancer, 
and does not include those who were previously diagnosed at an 
earlier stage and then progressed. In addition, data on prevalence 
(the number of  individuals with a condition at a single point 
in time) by stage of  breast cancer are not available for most 

countries. Stage at diagnosis is useful, however, in highlighting 
countries and demographic groups in need of  improved screening.

Estimated new cases of  breast cancer for 2012 across seven 
countries, broken out by stage when the patient is first diagnosed, 
are shown in Table 2. below. As can be seen, even with the strides 
made in early detection programs, nearly 16 percent of  women 
first diagnosed with breast cancer have ABC, and 5 percent to 6 
percent have Stage IV (metastatic) disease.3 Again, these figures 
do not include women who were initially diagnosed with an earlier 
stage of  breast cancer (e.g., I or II) and progressed to Stage III 
or IV.

Based on data and projections from the years 2009 to 2019, 
incident cases of  ABC are estimated to grow an average of  1 
percent per year across these countries, from a decrease of  about 
a 1 percent yearly in Germany to a 1.5 percent yearly increase in 
the United States.

Table 2. Estimated number of incident cases of breast cancer (2012) in developed countries, by stage when first diagnosed (percent of  
all incident cases)3

Stage I Stage II Stage III Stage IV

United States 108,620 (49.7) 72,180 (33.1) 27,150 (12.4) 10,420 (4.8)

Europe 100,360 (42.2) 104,570 (44.0) 18,550 (7.8) 14,090 (5.9)

- France 23,820 (43.7) 25,100 (46.0) 2,510 (4.6) 3,130 (5.7)

- Germany 26,180 (38.5) 26,660 (39.2) 10,760 (15.8) 4,370 (6.4)

- Italy 20,220 (43.9) 21,140 (45.9) 2,110 (4.6) 2,630 (5.7)

- Spain 9,800 (43.6) 10,340 (46.0) 1,040 (4.6) 1,300 (5.8)

- United Kingdom 20,340 (43.8) 21,330 (45.9) 2,130 (4.6) 2,660 (5.7)

Japan 17,650 (29.6) 31,120 (52.1) 7,170 (12.0) 2,870 (4.8)

Total 226,630 (44) 207,770 (40.4) 52,870 (10.3) 27,380 (5.3)
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Causes and Risk Factors

A large body of  evidence has identified numerous risk factors for 
developing breast cancer (e.g., age, family history, certain genes, 
menstrual/reproductive history, lifestyle factors and others16,17). 
However, virtually no such modifiable risk factors are known to 
specifically affect the risk for progression or metastases.

MBC is a heterogeneous disease, and the specific reasons the 
cancer spreads to distant areas of  the body can vary from 
patient to patient. While a good deal of  research has focused on 
predicting risks for progression (e.g., from Stage II to Stage IV) 
and the processes involved, little is fully understood.

One prevailing idea is that the characteristics of  early tumor cells 
and metastatic cells are different, as evidenced by the fact that 
removal of  early, small tumors often results in greatly improved 
chances of  avoiding a recurrence, whereas larger tumors that 

have spread locally have a much greater risk for metastasizing. 
This suggests that early tumor cells undergo changes to become 
metastatic. However, it does not explain why in one worldwide 
study, 19 percent of  Stage IV respondents had initially been 
diagnosed at Stage 0 (4 percent) and Stage I (15 percent), 
30 percent at Stage II and only 20 percent at Stage III. The 
remaining 31 percent initially presented at Stage IV.12 

As described in the section on Diagnosis, certain molecular 
markers, such as the presence of  receptors for hormones and 
growth factors, can be useful in helping predict how aggressive a 
breast cancer tumor may be and prognostic outcomes. Overall, 
however, much remains unknown about the mechanisms of  
progression and metastases, and predictors for a given individual 
can be incorrect.
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Diagnosis

Initial Diagnosis
As breast cancer begins to develop, the patient is often 
asymptomatic. Diagnosing breast cancer thus typically involves 
the physician’s assessment of  a patient’s symptoms and risk 
factors; and a physical exam, which includes both breasts, 
armpits, and the neck and chest area. Early breast cancer usually 
does not cause symptoms, so is often diagnosed based on a 
breast exam and possibly a mammogram. As the cancer grows, 
symptoms may include:16,17

•	 Breast lump or lump in the armpit that is hard, has uneven 
edges, but usually does not hurt.

•	 Change in the size, shape, or feel of  the breast or nipple — 
for example, redness, dimpling or puckering that looks like 
the skin of  an orange.

•	 Fluid coming from the nipple — it may be bloody, clear to 
yellow, green, and look like pus.

Symptoms of  advanced breast cancer may include (but ABC may 
be asymptomatic):16 

•	 Bone pain

•	 Breast pain or discomfort

•	 Skin ulcers

•	 Swelling of  one arm (next to the breast with cancer)

•	 Weight loss

In developing countries, screening efforts and mammograms 
are not widely available. As a result, many, if  not most, cases 
of  breast cancer are diagnosed at later stages of  the disease 
(e.g., by the time the woman has ABC), when the woman begins 
to experience symptoms. For about 5 percent of  American 
patients, the disease has already progressed to Stage IV when it 
is first diagnosed — a rate that is higher among those who are 
economically disadvantaged and may not have regular access 
to a healthcare professional. This has been attributed to lower 
frequency of  and longer intervals between mammograms and a 
lack of  timely follow-up of  suspicious results.18 

It is important to note that women who “do everything right,” 
such as having regular medical checkups and mammograms, 
may have no sign of  disease and then suddenly be first diagnosed 
with MBC.

Tests used to diagnose and monitor patients with breast cancer 
may include the following, though some (e.g., MRIs and PET 
scans) are used relatively rarely in clinical practice:16,17

•	 Mammography to screen for breast cancer or help identify 
the breast lump

•	 Breast biopsy, using methods such as needle aspiration, core 
biopsy (using a wider needle),  ultrasound-guided stereotactic 
surgery or open surgery

•	 Breast MRI to help better identify the breast lump or evaluate 
an abnormal change on a mammogram

•	 Breast ultrasound to show whether the lump is solid or 
fluid-filled

•	 PET scan

Staging

An important step following initial breast cancer diagnosis is 
determining the stage of  the disease — whether it is confined to 
the breast, has invaded nearby tissues or has spread to distant 
parts of  the body. Some tests that are often used to help stage 
breast cancer include:17

•	 Sentinal lymph node biopsy (during surgery) to see if  the 
cancer has spread to the lymph nodes

•	 CT scan to see if  the cancer has spread, e.g., to lungs or liver

•	 Bone scan to see if  the cancer has spread to the bones

The most common staging method is the “TNM” system, by 
the AJCC:5 

•	  T refers to tumor size. The value of  T is from 0 to 4, 
describing the tumor’s size and spread to the skin or to the 
chest wall under the breast. Higher T numbers mean a larger 
tumor and/or wider spread to tissues near the breast.

•	 N refers to lymph nodes. The value of  N is from 0 to 3, 
indicating whether the cancer has spread to lymph nodes near 
the breast and, if  so, how many lymph nodes are affected.

•	 M refers to metastases. The value of  M is either 0 (no 
metastases) or 1 (metastases), indicating the cancer has 
spread to distant organs, for example, the lungs or bones.

Table 3 describes the five main stages of  breast cancer. When 
combined with menopausal status, estrogen-receptor (ER) status, 
tumor grade and other pathology variables, staging helps provide 
important guidance on prognosis, treatment and follow-up.17 In 
general, those diagnosed at Stage I, with small, localized breast 
cancers, are the least likely to suffer a metastatic recurrence. 
Those diagnosed at Stage II, with larger tumors and/or invasion 
of  the axillary lymph nodes, are at higher risk of  recurrence.

TNM staging can be based on findings from a physical exam, 
biopsy and imaging tests (“clinical staging”); or from these tests 
and the results of  surgery (“pathologic staging”). Pathologic 
staging is usually more accurate because it provides additional 
information about the extent of  the cancer.
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STAGE 0

EA
R

LY
AD

VA
N

C
ED

Abnormal cells that are 
not invasive cancer 
(non-invasive is often 
referred to as “in situ”). 
There are 2 types of 
breast cancer in situ.

Ductal carcinoma in situ (DCIS): Abnormal cells are found in the lining of a breast duct. 
In some cases, DCIS may become invasive cancer and spread to other tissues.

Lobular carcinoma in situ (LCIS): Abnormal cells are found in the lobules of the breast. This condition 
seldom becomevs invasive cancer, but having lobular carcinoma in situ in one breast increases the risk of 
developing breast cancer in either breast.

STAGE IVMetastatic cancer; the cancer has spread to other parts of the body, such as the lungs, bones or liver. 

STAGE I
An early stage of 
invasive breast cancer, 
and includes two 
subcategories.

Stage IA: The tumor is 2 cm (about 3/4 of an inch) or less across (T1), and has not spread to lymph nodes (N0).

Stage IB: The tumor is 2 cm or less across, or is not found (T0 or T1). There are micrometastases in 1 
to 3 lymph nodes under the arm (axillary) (the cancer in the lymph nodes is greater than 0.2 mm across 
and/or more than 200 cells but is not larger than 2 mm [N1mi]).

STAGE II
Includes two 
subcategories

Stage IIA: One of the following applies:
•   The tumor is 2 cm or less across (or is not found) (T1 or T0) and one of the following applies:

o   It has spread to 1 to 3 axillary lymph nodes, with the cancer in the lymph nodes larger than 2 mm 
across (N1a).

o   Tiny amounts of cancer are found in internal mammary lymph nodes on sentinel lymph node biopsy 
(N1b).

o   It has spread to 1 to 3 axillary and internal mammary lymph nodes (found on sentinel lymph node 
biopsy) (N1c).

•   The tumor is larger than 2 cm across and less than 5 cm (T2), but hasn't spread to the lymph nodes (N0).

Stage IIB: One of the following applies:
•   The tumor is larger than 2 cm and less than 5 cm across (T2), and has spread to 1 to 3 axillary lymph 

nodes and/or tiny amounts of cancer are found in internal mammary lymph nodes on sentinel lymph 
node biopsy (N1), OR

•   The tumor is larger than 5 cm across but does not grow into the chest wall or skin and has not spread to 
lymph nodes (T3, N0). The cancer hasn't spread to distant sites (M0).

STAGE III
Includes three 
subcategories

Stage IIIA: One of the following applies:
•   The tumor is not more than 5 cm across (or cannot be found) (T0 to T2), has spread to 4 to 9 axillary 

lymph nodes or it has enlarged the internal mammary lymph nodes (N2), OR
•   The tumor is larger than 5 cm across but does not grow into the chest wall or skin (T3). It has spread to 1 

to 9 axillary nodes or to internal mammary nodes (N1 or N2).

Stage IIIB: The tumor has grown into the chest wall or skin (T4), and one of the following applies:
•   It has not spread to the lymph nodes (N0).
•   It has spread to 1 to 3 axillary lymph nodes and/or tiny amounts of cancer are found in internal mammary 

lymph nodes on sentinel lymph node biopsy (N1).
•   It has spread to 4 to 9 axillary lymph nodes or it has enlarged the internal mammary lymph nodes (N2).

Note: Inflammatory breast cancer, a rare type of cancer, is diagnosed as Stage IIIB unless it has spread to 
distant lymph nodes or organs, in which case it would be Stage IV. With inflammatory breast cancer, the 
breast looks red and swollen because cancer cells block the lymph vessels in the skin.

Stage IIIC: Which is a tumor of any size or cannot be found, and one of the following applies:
•   Cancer has spread to 10 or more axillary lymph nodes (N3).
•   Cancer has spread to the lymph nodes under the clavicle (collar bone) (N3).
•   Cancer has spread to the lymph nodes above the clavicle (N3).
•   Cancer involves axillary lymph nodes and has enlarged the internal mammary lymph nodes (N3).

Table 3. Breast cancer staging, AJCC5,19
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Once the T, N and M values have been determined, the 
information is combined to determine the cancer’s stage, from 0 
(the least advanced stage) to Stage IV (the most advanced stage). 
Cancers with similar stages tend to have a similar outlook, so are 
often treated in a similar way. The stages are described below 
in terms of  the TNM characteristics.17,19,20 Stages III and IV are 
considered advanced breast cancer. Only Stage IV cancers have 
spread to distant sites (MBC).

Tumor Grade
Breast tumors also are usually evaluated for their histological 
grade because that can be helpful in determining the tumor’s 
aggressiveness, disease prognosis, and treatment approach. 
Grading involves assessing three characteristics of  the tumor: 
the frequency of  cell mitosis; the degree of  tubular structures 
formed by the cells; and the variability of  forms of  cell nuclei 
(“nuclear pleomorphism”).3 

A pathologist assigns each of  these characteristics a score from 
1 to 3, indicating slower to faster cell growth, respectively. The 
scores of  each of  these three characteristics are added together 
for a final sum from 3 to 9. A sum of  3 to 5 is a grade 1 tumor 
(well differentiated, less aggressive); 6 or 7 is a grade 2 tumor 

(moderately differentiated, moderately aggressive), and 8 or 
9 is a grade 3 tumor (poorly differentiated, more aggressive). 
Higher-grade tumors are associated with poorer survival rates: 
for example, five-year survival rates for patients with grade 1, 
2 and 3 tumors are 95 percent, 75 percent and 50 percent, 
respectively.3

Molecular Subtypes
Biopsies of  a breast cancer can determine molecular characteristics 
of  the tumor that also can be important in planning treatment. 
Numerous potentially useful markers have been identified and 
continue to be explored. The most frequently assessed include 
the presence of  receptors for the hormones estrogen and 
progesterone, and excessive copies of  a gene called HER2.16,17

•	 Hormone receptor tests – Some breast cancers need 
hormones to grow, and have receptors for the hormones 
estrogen (ER-positive), progesterone (PR-positive) or both. 
These types of  breast cancer may also be referred to as 
“hormone receptor” (HR) positive. Approximately 70 percent 
of  all invasive breast cancers are positive for estrogen and/
or progesterone receptors at the time of  diagnosis.21 If  
the hormone receptor tests show that the breast tumor 
has these receptors, then hormone therapy is most often 
recommended as a treatment option.

•	 HER2/neu test – The human epidermal growth factor 
receptor 2 (HER2) gene normally helps cells grow, divide 
and repair themselves. However, when cancer cells have too 
many copies of  this gene, they grow faster. The HER2/neu 
test shows whether the tissue either has too much HER2/
neu protein or too many copies of  its gene. Breast tumors 
that overexpress HER2 are thought to be more aggressive 
and confer a greater risk for recurrence than the HER2-
negative type.16 If  the breast tumor has too much HER2/neu, 
targeted anti-HER2 therapy is often administered.

Breast cancer is usually grouped into one of  four subtypes shown 
in Table 4, depending on the status of  these biomarkers.

Treatment

Typically, Stage III patients receive standard of  care treatment 
similar to those with early stages. As noted above, MBC in 
particular is not curable and is a heterogeneous disease, therefore 
more and improved treatment approaches are desperately 
needed. The lack of  patient-specific, effective treatments for MBC 
was impetus for the Advanced Breast Cancer First Consensus 
Conference (ABC1) in Lisbon, Portugal in November 2011, where 
a multidisciplinary panel composed of  experts from 15 countries 
voted on more than 50 guidelines for the treatment and care of  
patients with metastatic breast cancer.22 

http://www.youtube.com/watch?v=F6ia-VaAuIA&feature=relmfu

“When I was first diagnosed with metastatic 
breast cancer, the first thought was my 
children. I’m a mother of three daughters, 
and it was a fear that I have to fight this 
for my daughters, and this was the first 
diagnosis. My daughters immediately became 
my caregivers. So, that was important for 
us, and we bonded as a family, my three 
daughters and I, through this journey.”

-Kim Parker, Baltimore, Maryland
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ABC may be treated with systemic therapy (chemotherapy, 
biological therapy, targeted medicines, hormonal therapy), local 
therapy (surgery, radiation therapy), or a combination of  these 
treatments.17 The choice of  treatment generally depends on the 
size and characteristics of  the primary cancer; the size, location 
and number of  metastatic tumors; the patient’s age and general 
health; the types of  treatment the patient has had in the past; 
and the patient’s preferences.23,24 In general, breast cancer 
treatments include:16,17

•	 Chemotherapy medicines to kill cancer cells.

•	 Hormone therapy (also referred to as anti-hormone treatment 
or endocrine therapy) may be chosen if  the tumor has 
estrogen and/or progesterone receptors, to deprive the 
tumor of  hormones it needs to grow. Hormonal therapy 
remains the cornerstone of  treatment for women with 
advanced breast cancer, but some women with the disease 
do not respond to initial treatment with hormonal therapy 
and almost all initial responders develop resistance.25 

•	 Targeted therapy to block the growth of  breast cancer cells. 
Targeted therapy is a newer approach to cancer treatment 
used to block the action of  cellular component that plays a 
role in tumor growth, such as VEGF, HER2 or mTOR.16 

•	 Radiation therapy to destroy cancerous tissue. Radiation 
may be administered externally or internally through a 
temporary implant.

•	 Surgery to remove cancerous tissue – a lumpectomy removes 
the breast lump and mastectomy removes all or part of  the 
breast and, possibly, nearby structures.

•	 Most women receive a combination of  treatments. For 
women with Stage I, II or III breast cancer, the main goal is 
to treat the cancer and prevent it from returning. For women 

with Stage IV cancer, the goal is to improve symptoms and 
help them live longer, but progression usually cannot be 
prevented. Common approaches to treatment, based on 
staging, include:16,17

•	 Stage 0 – Lumpectomy plus radiation or mastectomy is 
the standard treatment. There is some controversy on 
how best to treat DCIS.

•	 Stage I, II IIIA and operable IIIC – Lumpectomy plus 
radiation or mastectomy with some sort of  lymph 
node removal is the standard treatment. Hormone 
therapy, chemotherapy and biologic therapy may also be 
recommended following surgery.

•	 Stage IIIB and inoperable IIIC – First chemotherapy or 
targeted therapy is given to shrink the tumor (“inoperable” 
means the cancer cannot be treated surgically without 

Table 4. Breast cancer molecular subtypes and percent of  newly diagnosed cases3

Molecular Subtype Molecular Findings
Average Percent of Newly Diagnosed Cases  

in United States, Europe and Japan

Percent of Total BC Cases Percent of ABC Cases

luminal A
Estrogen and/or progesterone positive, 
HER2 amplification negative

57 48

luminal B
Estrogen and/or progesterone positive, 
HER2 amplification positive

14 19

Hormone receptor negative, 
HER2 positive

Estrogen and progesterone negative, 
HER2 amplification positive

10 13

Hormone receptor negative, 
HER2 negative (basal-like, 
also called “triple negative”)

Estrogen and progesterone negative, 
HER2 amplification negative

20 20



16 | Treatment

first shrinking the tumor). If  the tumor shrinks, surgery 
such as mastectomy or breast-sparing surgery may be 
possible. Following surgery, chemotherapy, hormone 
therapy or targeted therapy may be given.

•	 Stage IV – Treatment is usually based on where the 
cancer has returned, and may include surgery, radiation, 
chemotherapy, hormonal therapy or a combination of  
these treatments.

Women who have had a mastectomy may have reconstructive 
breast surgery, either at the same time as the mastectomy 
or later. It is also important that women take good care of  
themselves before, during and after cancer treatment, including 
eating well and staying as physically active as possible. After 
initial treatment, some women will continue to take medications 
such as aromatase inhibitors and/or undergo chemotherapy 
for a period of  time (adjuvant therapy), and are advised to have 
annual mammograms. Some clinicians also recommend women 
undergo follow-up testing, such as blood tests for ongoing 
monitoring.

All women with MBC undergo ongoing lifelong treatment including 
different therapies, therapy sequences and combinations — to 
reduce progression as much as possible. Unfortunately, for a 
given MBC patient, there are a limited number of  such treatment 
approaches available. Approximately 50 percent of  women with 
metastatic, estrogen receptor-positive breast cancer do not 
respond to initial treatment with hormonal therapy, and almost 

all initial responders develop resistance.16,26 Thus overall, MBC 
treatments range from those intended to slow progression to 
those that are largely palliative, i.e., to make the patient more 
comfortable near the end of  life. The median life expectancy 
across various trials of  chemotherapy regimens has been 
reported as ranging from 19 to 34 months.27 

Some experts have identified prognostic factors for long-term 
outcomes in MBC (see Table 5). Because breast cancer is a very 
heterogeneous disease, these factors aren’t equally predictive 
for each patient, but they can be useful in helping determine the 
choice of  treatment and predict prognosis.28 

Progress Against Advanced Breast Cancer

Progress has been made worldwide against breast cancer 
overall. For example, from 1980 to 2010, there were increases in 
both breast cancer incidence (641,000 to 1,643,000 cases) and 
mortality (250,000 to 425,000 deaths), but the annual rate of  
increase for mortality was less than for incidence (1.8 percent vs. 
3.1 percent, respectively). Possible contributors to this relatively 
lower rate of  increase could include overall improvements in 
breast cancer diagnosis and screening, improved treatment of  
earlier stages of  breast cancer, and changing demographics 
of  the population; the degree to which each of  these factors 
contribute to the decrease is not known.15 

Table 5. Prognostic factors in patients with metastatic breast cancer28

Prognostic factor Favorable Unfavorable

Performance status Good Poor

Sites of  disease Bone, soft tissue Viscera, CNS

No. of  sites of  disease Few Multiple

Hormone receptor status Positive Negative

Her-2/neu status Negative
Positive (significance less clear in light of  availability  

of  Her-2/neu inhibitor therapies)

Disease-free interval* > 2 years < 2 years

Prior adjuvant therapy No Yes

Prior therapy for MBC No Yes

*In these recommendations, disease-free interval (DFI) was defined as the duration of the relapse-free interval after the initial, primary diagnosis 
of breast cancer.28 Definitions of DFI vary.29
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Data are more limited and not as encouraging for MBC. Despite 
years of  research on MBC, survival has improved little if  at all. 
Based on data from 5463 women in a Swedish breast cancer 
registry, survival was not significantly different among women 
diagnosed at various times between 1979 and 2004. The analysis 
showed a significant improvement over time in median survival 
among women aged 60 years or less, but it was only 4.4 months 
(from 17.9 months to. 22.3 months for women diagnosed from 
1979 to 1984 vs. 2000 to 2004, respectively). There were no 
significant improvements in survival among women older than 
60 years or women of  all ages (Figure 2).30 

Likewise, an analysis of  US registry data (Surveillance, 
Epidemiology and End Results [SEER]) from 15,438 women with 
MBC found the median overall survival significantly improved 
from 1988 to 2003, but only from 16 to 20 months for women 
diagnosed from 1988 to 1993 vs. 1999 to 2003, respectively.31   
Similar findings, showing either no or only small significant 
improvements in survival, have been reported based on other 
data from the United States,32,33 as well as data from Italy,34 

Canada35 and France.36,37 

Some have pointed critically to the striking lack of  progress 
against MBC despite the many years and billions of  dollars 
spent on breast cancer research generally.38 In any case, the 
limited progress against MBC underscores the urgent need for 
additional, improved treatments.

0
0

0,1

0,2

0,3

0,4

0,5

0,6

0,7

0,8

0,9

1

1 2 3 4 5 6 7 8 9 10

1979-1984

1985-1989
1990-1994

1995-1999
2000-2004

15.9

Median OS in
months

O
ve

ra
ll 

Su
rv

iv
al

Years after Diagnosis of Distant Recurrence

2 year
OS (%)

3 year
OS (%)

5 year
OS (%)

15.1
14.5

16.1
15.3

36.8

36.1
34.6

36.2
37.7

23.9

24.0
22.5

25.8
26.0

11.4

12.9
12.5

13.6
15.2

Figure 2. Adapted from Kaplan–Meier estimates of  overall 
survival for women with metastatic breast cancer30



18 | Research and Clinical Trials

Research and Clinical Trials

Given the significantly higher chances for Stage III progression 
to Stage IV and the virtual certainty for mortality at Stage IV, 
it is clear further research is needed to improve treatment. 
Unfortunately, it appears that research funding for metastatic 
forms of  cancer generally — and likely MBC specifically — is low. 
One analysis found that, as a percent of  total funding for cancer 
research, metastatic cancers garnered only 2.3 percent (United 
States) to 11.6 percent (Switzerland).4 A Fortune magazine 
examination of  NCI grants from 1972 to 2003 found less than 0.5 
percent of  study proposals focused primarily on metastasis, and 
of  nearly 8,900 NCI grant proposals awarded in 2003, 92 percent 
didn’t even mention “metastasis.”38 

Some of  the major areas being studied related to later stages of  
breast cancer are below. Most are focused on locally advanced 
breast cancer and the prevention of  metastatic disease. Much 
more needs to be done to aid Stage IV patients with existing 
metastatic disease:

•	 Greater individualization of  therapy – It has become clear that 
ABC — and breast cancer generally — is not a single disease, 
but rather represents a wide variety of  disease processes. As 
a result, therapies that work in one patient may not work in 
others. Research is underway to more thoroughly characterize 
individual differences in ABC, with the goal of  developing 
more diverse therapies and treatments better tailored to 
individual patients. Advances in genomic and proteomic 
research have revealed a great molecular heterogeneity of  
ABC, and new molecular signatures continue to be identified. 
Scientists are hopeful that the molecular characteristics of  
a tumor will eventually be used to accurately predict the 
optimal treatment for a given patient.3 

•	 Improved understanding of  the metastatic process – This 
applies to breast cancer as well as other types of  cancer, 
and may open the door to new therapeutic targets. To date, 
the treatment of  metastatic disease has focused on the 
inhibition or destruction of  tumor cells. However, scientists 
now believe that the pathogenesis of  metastasis requires 
multiple interactions between metastatic cells and various 
physiological processes in the body and that interrupting 
these interactions will inhibit or help eradicate metastasis. 
These insights provide great potential for the development of  
new, effective adjuvant therapies.39 

•	 Better options for triple negative disease – The population 
of  women with triple-negative breast cancer (lacking HER2 
amplification and expression of  progesterone and estrogen 

receptors) remains largely underserved, as there are few 
effective treatment options. Research is underway to identify 
ways to treat this form of  ABC.3 

•	 Overcoming resistance to anti-HER2 therapy. Several agents 
are in development to prevent resistance and/or prolong the 
response to this therapy. Therapeutic agents that act through 
other pathways are also being explored.40,41

•	 Supportive care – Trials are examining ways to reduce the 
side effects of  treatment, reduce pain and improve quality 
of  life.

When discussing MBC research, it is also important to note the 
differences in endpoints. While overall survival — the percentage 
of  people in a study or treatment group who are alive for a certain 
period of  time after they were diagnosed — has for years been 
considered the gold standard endpoint for measuring clinical 
efficacy, achieving this data requires large patient numbers and 
long follow-up which can be especially problematic when studying 
the MBC population. Alternatively, clinical trials have also begun 
collecting progression-free survival data — the length of  time 
during and after treatment in which a patient is living with a 
disease that does not get worse — as a primary endpoint, which 
may ultimately lead to a more rapid evaluation of  new effective 
therapies. For the metastatic patient, significant improvements 
in progression-free survival may indicate clinically meaningful 
benefit whereas other therapy options are limited.42 
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Numerous clinical trials are underway on both Stage III and Stave 
IV breast cancer. At the time of  this writing, the National Cancer 
Institute listed 878 active treatment trials for all stages of  breast 
cancer across all countries, including 536 that accept Stage III 
patients, 516 that accept Stage IV patients, and 775 that accept 
both Stage III and Stage IV patients (Note: the number of  trials 
accepting each stage totals to more than all trials because many 
trials accept patients with different stages).43 Unfortunately, MBC 
patients can be ineligible for some trials because of  restrictive 
trial designs (e.g., not accepting women who have been previously 
exposed to various therapies) or a woman’s poor clinical status.

Sentiment from the ABC community such as what was 
documented in the BRIDGE survey largely remains that support 
and educational resources for late-stage patients and their 
caregivers is much less prevalent as compared to primary stages.

A 2005 Living Beyond Breast Cancer survey assessed the needs 
of  women living with ABC, and found that advanced patients 
highly value being well informed about their diagnosis and 
seek information frequently. Although women with ABC often 
seek content focused on current, new treatments and side 
effects, the survey also showed that substantial numbers have 
a lack of  knowledge about the availability of  the most common 
educational programs in their community and on the Internet.2 
However, due to the isolation that many women with MBC feel 
from the greater breast cancer “survivor” movement, the lack 
of  mobility due to their poor health, the feeling that you must 
have MBC to understand MBC, and the need for around the clock 
support, the majority of  those coping with a late-stage diagnosis 
shy away from hospital support programs in favor of  interaction 
with other advanced patients through forums such as online 
discussion boards.12 

Worldwide, there has been some progress in helping to address 
the individual needs of  this population, but much more remains 
to be done. For instance, entities such as the World Health 
Organization44 and The Breast Health Global Initiative45 have 
established international guidelines for both developed and 
developing countries to provide palliative care for cancer patients 
to help manage advanced stages of  the disease. Organizations 
also exist across several countries that focus on ABC specifically, 
and are dedicated to providing additional guidelines and 
information on treatment, clinical trials, access programs and 
patient support. A snapshot of  ABC/MBC specific organizations 
and initiatives or those that include information for the advanced 
patient include:

Treatment Guidelines:
•	 The National Cancer Institute (NCI) 

•	 The National Institutes of  Health (NIH)

•	 The National Comprehensive Cancer Network 

Clinical Trial Information and Access:
•	 Clinical Trials Help

•	 ClinicalTrials.gov

•	 EmergingMed.com

Patient Support Programs
•	 ABCANCER – Breast cancer organization out of  Brazil that 

participated in the Metastatic Breast Cancer Advocacy 
Working Group in 2008, urging multiple groups to take 
action on priorities for women living with MBC.

•	 AdvancedBC.org – Dedicated solely to the needs of  people 
living with MBC; website includes links to online resources 
and information about research and treatments.

•	 Advanced Breast Cancer Community – A Novartis-sponsored 
website offering a variety of  educational and support 
resources for the ABC community specifically.

 “People need to be educated about metastatic 
breast cancer. They hear breast cancer, they hear 
[about] the early stages, but people really don’t 
know about metastatic breast cancer, and what 
that means. There are breast cancer support groups, 
but there aren’t as many for women living with 
metastatic breast cancer. Our needs, emotionally, 
physically, are different than women living with 
the [other] stages of breast cancer… there’s breast 
cancer, but there’s metastatic breast cancer, too.”

– Susan Peracchia, Philadelphia, PA, living with metastatic 
breast cancer

To hear more about the importance of  progression-free survival, 
listen to Dr. Mario Campone, MD. Medical Oncologist, Institut de 
Cancérologie de l’Ouest (ICO) René Gauducheau, France.

http://www.youtube.com/watch?v=ehATotUbc6I
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Patient Support Programs (cont.)

•	 Advanced Breast Cancer Group – Offers residents of  
Queensland, Australia an opportunity to meet and talk with 
other women either in person or via teleconference for free; 
women can also consult for free with a professional therapist.

•	 BreastCancer.org – A U.S.-based non-profit organization 
dedicated to providing the most reliable, complete and up-to-
date information about breast cancer; includes information 
on metastatic breast cancer.

•	 Breast Cancer Care - Based in the United Kingdom, provides 
information specifically for secondary breast cancer patients 
and offers a resource “pak”, live chats, discussion forums, 
free help lines, support groups and nursing assistance.

•	 Breast Cancer Network Australia – Includes information 
devoted solely to secondary breast cancer as well as a wide 
range of  resources including: treatment types/tips, advice on 
managing symptoms, information on how to find a support 
group, dealing with diagnosis, living with secondary breast 
cancer, etc.

•	 Breast Cancer Network NZ – Offer information on secondary 
breast cancer, clinical trials in Australia and New Zealand, 
patient stories, links to online resources and literature.

•	 Breast Cancer Welfare Association – Founded by medical 
specialists who strive to address the need for peer support 
for women with breast cancer, it is an independent, tax-
exempt voluntary organization registered with the Registrar 
of  Societies in Malaysia and a member of  the International 
Union against Cancer and Reach to Recovery International.

•	 Campaign 2 Control Cancer – Partners with local advocacy 
organizations throughout Canada to increase dialogue 
surrounding how to address the needs of  cancer patients as 
a country and reduce deaths.

•	 CancerCare – A U.S.-based  non-profit organization that 
provides free, professional support services for anyone 
affected by cancer

•	 CancerSupportCommunity.org – Offers a free service called 
CancerSupportSource™, a mobile application providing 
cancer patients and their caregivers with a unique set of  tools 
addressing their physical, social, and emotional concerns 
related to living with cancer and its treatment; provides 
information on emotional support and counseling; members 
can also access online support groups, discussion groups 
(24/7) and are able to create a personalized website.

•	 Canadian Breast Cancer Network – Provides links to 
resources and support services throughout Canada, as well 
as information on clinical trials directly targeted to individuals 

with MBC; also offers information on organizations that hold 
local support groups/offer online support.

•	 Europa Donna  – The European Breast Cancer Coalition, is 
an independent non-profit organization whose members are 
affiliated groups from countries throughout Europe working 
to raise awareness of  breast cancer and to mobilize the 
support of  European women in pressing for improved breast 
cancer education, appropriate screening, optimal treatment 
and increased funding for research. 

•	 Grupo Reto  – The Reto Total Recovery Group is named 
after the Spanish word for “challenge”;was founded to help 
women in Mexico suffering from breast cancer and to enable 
them to overcome the trials of  loneliness, anxiety and lack 
of  proper income.

•	 Living Beyond Breast Cancer  – Offers educational information, 
tips from other patients, a community blog and support 
group hotlines.

•	 METAvivor Research and Support Inc. – A non-profit for 
metastatic Stage IV breast cancer run entirely by volunteers, 
most of  whom have MBC. It offers patient support, increases 
awareness, and does extensive fundraising to award annual 
metastatic breast cancer research grants.

•	 Metastatic Breast Cancer Network – An online support 
community for MBC patients; includes information on 
treatment options, links to outside resources/clinical trial 
opportunities.

•	 Willow Breast Cancer Support – Based in Canada, provides 
confidential support and information to anyone affected by 
breast cancer - free of  charge.

•	 Young Survival Coalition – Offers a “MetsLink” feature for 
women with MBC, with information on in-person sessions 
(one-on-on program called SurvivorLink) and networking 
sessions; also has interactive and informational calls each 
month.

•	 Y-Me.org – Provides a 24/7 hotline to answer questions on 
all stages of  breast cancer, as well as an entire section with 
support services; website also provides information on risk 
and detection, treatment for metastatic disease, treatment, 
what to know when diagnosed and survivorship.
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Glossary (Adapted from the National Cancer Institute)17

Adjuvant therapy: Treatment given after the primary treatment 
to increase the chances of  a cure. Adjuvant therapy may include 
chemotherapy, radiation therapy, hormone therapy, targeted 
therapy or biological therapy.

Advanced breast cancer: Breast cancer staged at either Stage III 
(locally advanced) or Stage IV.

Aromatase inhibitor: A drug that prevents the formation of  
estradiol, a female hormone, by interfering with an aromatase 
enzyme. Aromatase inhibitors are used as a type of  hormone 
therapy for postmenopausal women who have hormone-
dependent breast cancer.

Axillary lymph node: A lymph node in the armpit region that 
drains lymph from the breast and nearby areas.

BRCA1: A gene on chromosome 17 that normally helps to 
suppress cell growth. A person who inherits certain mutations 
in a BRCA1 gene has a higher risk of  getting breast, ovarian, 
prostate and other types of  cancer.

BRCA2: A gene on chromosome 13 that normally helps to 
suppress cell growth. A person who inherits certain mutations 
(changes) in a BRCA2 gene has a higher risk of  getting breast, 
ovarian, prostate and other types of  cancer.

Core biopsy: The removal of  a tissue sample with a wide needle 
for examination under a microscope. Also called core needle 
biopsy.

CT scan: A series of  detailed pictures of  areas inside the 
body taken from different angles. The pictures are created by 
a computer linked to an X-ray machine. Also called CAT scan, 
computed tomography scan, computerized axial tomography 
scan and computerized tomography.

DES (diethylstilbesterol): A synthetic form of  the hormone 
estrogen that was prescribed to pregnant women between about 
1940 and 1971 because it was thought to prevent miscarriages. 
DES may increase the risk of  uterine, ovarian or breast cancer in 
women who took it. It also has been linked to an increased risk of  
clear cell carcinoma of  the vagina or cervix in daughters exposed 
to DES before birth. Also called diethylstilbestrol.

Ductal carcinoma in situ (DCIS): A noninvasive condition in 
which abnormal cells are found in the lining of  a breast duct. The 
abnormal cells have not spread outside the duct to other tissues 
in the breast. In some cases, DCIS may become invasive cancer 
and spread to other tissues, although it is not known at this time 
how to predict which lesions will become invasive.

Estradiol: A form of  the hormone estrogen.

Estrogen: A type of  hormone made by the body that helps 
develop and maintain female sex characteristics and the growth 
of  long bones. Estrogens can also be made in the laboratory. 

They may be used as a type of  birth control and to treat 
symptoms of  menopause, menstrual disorders, osteoporosis 
and other conditions.

Excisional biopsy: A surgical procedure in which an entire lump 
or suspicious area is removed for diagnosis. The tissue is then 
examined under a microscope.

Exemestane: A drug used to treat advanced breast cancer and to 
prevent recurrent breast cancer in postmenopausal women who 
have already been treated with tamoxifen. It is also being studied 
in the treatment of  other types of  cancer. Exemestane causes a 
decrease in the amount of  estrogen made by the body. It is a type 
of  aromatase inhibitor.

External radiation therapy: A type of  radiation therapy that uses 
a machine to aim high-energy rays at the cancer from outside of  
the body. Also called external-beam radiation therapy.

Fine-needle aspiration biopsy: The removal of  tissue or fluid 
with a thin needle for examination under a microscope. Also 
called FNA biopsy.

HER2/neu: A protein involved in normal cell growth. It is found on 
some types of  cancer cells, including breast and ovarian. Cancer 
cells removed from the body may be tested for the presence of  
HER2/neu to help decide the best type of  treatment. Also called 
c-erbB-2, human EGF receptor 2 and human epidermal growth 
factor receptor.

Hormone receptor test: A test to measure the amount of  certain 
proteins, called hormone receptors, in cancer tissue. Hormones 
can attach to these proteins. A high level of  hormone receptors 
may mean that hormones help the cancer grow.

Hormone therapy: Treatment that adds, blocks or removes 
hormones. For certain conditions (such as diabetes or 
menopause), hormones are given to adjust low hormone levels. 
To slow or stop the growth of  certain cancers (such as prostate 
and breast cancer), synthetic hormones or other drugs may be 
given to block the body’s natural hormones. Sometimes surgery 
is needed to remove the gland that makes a certain hormone. 
Also called endocrine therapy, hormonal therapy and hormone 
treatment.

Implant radiation therapy: A type of  radiation therapy in which 
radioactive material sealed in needles, seeds, wires or catheters 
is placed directly into or near a tumor. Also called brachytherapy, 
internal radiation therapy and radiation brachytherapy.

Incidence: The number of  new cases (e.g., of  a disease), usually 
within a defined period of  time such as one year. Incidence 
provides information about the risk of  contracting the disease.



22 | Glossary

Glossary (cont.)

Incisional biopsy: A surgical procedure in which a portion of  a 
lump or suspicious area is removed for diagnosis. The tissue is 
then examined under a microscope to check for signs of  disease.

Inflammatory breast cancer: A type of  breast cancer in which 
the breast looks red and swollen and feels warm. The skin of  
the breast may also show the pitted appearance called peau 54 
d’orange (like the skin of  an orange). The redness and warmth 
occur because the cancer cells block the lymph vessels in the 
skin.

lapatinib: A drug used with another anti-cancer drug to treat 
breast cancer that is HER2 positive and has advanced or 
metastasized (spread to other parts of  the body) after treatment 
with other drugs. Lapatinib is also being studied in the treatment 
of  other types of  cancer.

letrozole: A drug used to treat advanced breast cancer in 
postmenopausal women. Letrozole causes a decrease in the 
amount of  estrogen made by the body. It is a type of  aromatase 
inhibitor.

leuprolide: A drug that blocks the body from making testosterone 
(a male hormone) and estradiol (a female hormone). It may stop 
the growth of  cancer cells that need the hormone to grow. It is a 
type of  gonadotropin-releasing hormone analog.

lH-RH (lutenizing hormone-releasing hormone) agonist: A drug 
that inhibits the secretion of  sex hormones. In men, LH-RH 
agonist causes testosterone levels to fall. In women, LH-RH 
agonist causes the levels of  estrogen and other sex hormones 
to fall.

lobular carcinoma in situ (lCIS): A condition in which abnormal 
cells are found in the lobules of  the breast. LCIS seldom becomes 
invasive cancer; however, having it in one breast increases the risk 
of  developing breast cancer in either breast.

locally advanced cancer: Cancer that has spread from where it 
started to nearby tissue or lymph nodes.

lumpectomy: Surgery to remove abnormal tissue or cancer from 
the breast and a small amount of  normal tissue around it. It is a 
type of  breast-sparing surgery.

Mastectomy: Surgery to remove the breast (or as much of  the 
breast tissue as possible).

Menopausal hormone therapy: Hormones (estrogen, 
progesterone or both) given to women after menopause to 
replace the hormones no longer produced by the ovaries. Also 
called hormone replacement therapy and HRT.

Menopause: The time of  life when a woman’s ovaries stop 
working and menstrual periods stop. Natural menopause usually 
occurs around age 50. A woman is said to be in menopause 

when she hasn’t had a period for 12 months in a row. Symptoms 
of  menopause include hot flashes, mood swings, night sweats, 
vaginal dryness, trouble concentrating and infertility.

Metastasis: The spread of  cancer from one part of  the body 
to another. A tumor formed by cells that have spread is called 
a “metastatic tumor” or a “metastasis.” The metastatic tumor 
contains cells that are like those in the original (primary) tumor. 
The plural form of  metastasis is metastases. The adjective form 
is metastatic.

Modified radical mastectomy: Surgery for breast cancer in which 
the breast, most or all of  the lymph nodes under the arm, and 
the lining over the chest muscles are removed. Sometimes the 
surgeon also removes part of  the chest wall muscles.

MRI (magnetic resonance imaging): A procedure in which radio 
waves and a powerful magnet linked to a computer are used to 
create detailed pictures of  areas inside the body. These pictures 
can show the difference between normal and diseased tissue. 
MRI makes better images of  organs and soft tissue than other 
scanning techniques, such as computed tomography (CT) or 
X-ray. MRI is especially useful for imaging the brain, the spine, 
the soft tissue of  joints and the inside of  bones. Also called NMRI 
and nuclear magnetic resonance imaging.

Neoadjuvant therapy: Treatment given as a first step to shrink 
a tumor before the main treatment, which is usually surgery, is 
given. Examples of  neoadjuvant therapy include chemotherapy, 
radiation therapy and hormone therapy. It is a type of  induction 
therapy.

Partial mastectomy: The removal of  cancer as well as some of  
the breast tissue around the tumor and the lining over the chest 
muscles below the tumor. Usually some of  the lymph nodes under 
the arm are also taken out. Also called segmental mastectomy.

Prevalence: The number of  individuals with a condition in a 
population, at a single point in time. Prevalence indicates how 
widespread the disease is. Prevalence can also be expressed as 
a ratio of  the total number of  cases in the total population, as a 
measure of  the burden of  the disease on society.

Progesterone: A type of  hormone made by the body that plays 
a role in the menstrual cycle and pregnancy. Progesterone can 
also be made in the laboratory. It may be used as a type of  birth 
control and to treat menstrual disorders, infertility, symptoms of  
menopause and other conditions.

Radiation therapy: The use of  high-energy radiation from X-rays, 
gamma rays, neutrons, protons, and other sources to kill cancer 
cells and shrink tumors. Radiation may come from a machine 
outside the body (external-beam radiation therapy) or it may 
come from radioactive material placed in the body near cancer 
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cells (internal radiation therapy). Systemic radiation therapy 
uses a radioactive substance, such as a radiolabeled monoclonal 
antibody, that travels in the blood to tissues throughout the body. 
Also called irradiation and radiotherapy.

Receptor: Generally, molecules usually found on the surface of  
cells and that receives chemical signals originating externally from 
the cell. Of  particular relevance to breast cancer are estrogen 
receptors and progesterone receptors, which are receptors that 
are activated by the hormones estrogen and progesterone, 
respectively, and promote breast cancer growth. Women who 
have breast cancer expressing these receptors often respond to 
anti-hormone therapies.

Recurrent cancer: Cancer that has recurred (come back), usually 
after a period of  time during which the cancer could not be 
detected. The cancer may come back to the same place as the 
original (primary) tumor or to another place in the body. Also 
called recurrence.

Segmental mastectomy: The removal of  cancer as well as some 
of  the breast tissue around the tumor and the lining over the 
chest muscles below the tumor. Usually some of  the lymph nodes 
under the arm are also taken out. Also called partial mastectomy.

Sentinel lymph node biopsy: Removal and examination of  the 
sentinel node(s) (the first lymph node[s] to which cancer cells are 
likely to spread from a primary tumor). To identify the sentinel 
lymph node(s), the surgeon injects a radioactive substance, blue 
dye or both near the tumor. The surgeon then uses a scanner 
to find the sentinel lymph node(s) containing the radioactive 
substance or looks for the lymph node(s) stained with dye. The 
surgeon then removes the sentinel node(s) to check for the 
presence of  cancer cells.

Supportive care: Care given to improve the quality of  life of  
patients who have a serious or life-threatening disease. The goal 
of  supportive care is to prevent or treat as early as possible the 
symptoms of  a disease, side effects caused by treatment of  a 
disease, and psychological, social, and spiritual problems related 
to a disease or its treatment. Also called comfort care, palliative 
care and symptom management.

Surgical biopsy: The removal of  tissue by a surgeon for 
examination by a pathologist. The pathologist may study the 
tissue under a microscope.

Tamoxifen: A drug used to treat certain types of  breast cancer 
in women and men. It is also used to prevent breast cancer in 
women who have had ductal carcinoma in situ (abnormal cells 
in the ducts of  the breast) and in women who are at a high risk 
of  developing breast cancer. It blocks the effects of  the hormone 
estrogen in the breast.

Targeted therapy: A type of  treatment that uses drugs or other 
substances, such as monoclonal antibodies, to identify and 
attack specific cancer cells. Targeted therapy may have fewer side 
effects than other types of  cancer treatments.

Total mastectomy: Removal of  the breast. Also called simple 
mastectomy.

Trastuzumab: A monoclonal antibody that binds to HER2 (human 
epidermal growth factor receptor 2), and can inhibit the growth 
of  HER2-positive cancer cells. Monoclonal antibodies are made 
in the laboratory and can locate and bind to substances in the 
body, including cancer cells. Trastuzumab is used to treat breast 
cancer that is HER2-positive and has spread after treatment with 
other drugs. It is also used with other anticancer drugs to treat 
HER2-positive breast cancer after surgery.
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