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Early stage breast cancer is
defined as disease confined to the
breast with or without regional
lymph node involvement, and the
absence of distant metastatic
disease.

This is based on the fact that early-
stage breast cancer is potentially
curable, and patients with distant
metastatic disease are not.



Early Stages of breast cancer its :

➢Stage I : 

IA: T1,N0,M0

IB:T0,T1,N1,M0

➢Stage II:

IIA:T0,T1,N1,M0

IIB:T2,T3,N1,M0



In developed countries more than
80% of patients with early-stage breast
cancer have long-term survival after
surgery, and in some cases systemic
therapy such as chemotherapy,
hormone therapy, and targeted therapy,
and local radiation.



Treatment of early-stage breast
cancer always includes surgical removal
of the breast tumor and removal of
some axillary lymph nodes. Surgery
alone will result in long-term survival for
some patients.



For many patients, surgical removal of
the primary breast tumor and axillary
node sampling is the first procedure,
followed by systemic therapy and
radiation if indicated. In these
circumstances, patients can be treated
either with modified radical
mastectomy or lumpectomy.



In patients who undergo lumpectomy, it
is critical for the cancer to be
completely removed with negative
margins on pathologic assessment, and
these patients should always receive
whole- breast radiation. Patients
treated with mastectomy will benefit
from post-mastectomy radiation if they
have extensive breast tumors or
involved axillary lymph nodes.



Locally advanced disease is where the cancer is 
still confined to the breast and regional lymph 
nodes, but is extensive precluding initial surgical 
resection. Large tumors, tumors that are attached 
to skin or underlying chest wall structures, or 
those with extensive axillary involvement often 
quality as factors denoting locally advanced 
disease. These patients are often treated with 
systemic therapy prior to surgery, and if there is 
adequate response to therapy, they can then   
undergo surgical resection of their cancer. Locally 
advanced disease is seen more commonly in the 
developing world than in developed countries.



Systemic therapy and local radiation
can significantly improve the chances
for long- term survival, depending on
the stage of disease, and biologic
subtype of breast cancer.



The benefit of systemic therapy
should be viewed as incremental
benefit above surgery alone.

Systemic therapy includes hormone
therapy (tamoxifen and aromatase
inhibitors), chemotherapy, and targeted
therapy such as trastuzumab.



Breast cancer is no longer viewed
as a single disease, but rather as a series
of diseases defined by biologic
characteristics based on hormone
receptor status and HER2 status.
Tumors positive for either estrogen or
progesterone receptor can be
considered hormone receptor (HR)
positive. Breast cancer can be viewed as
4 sub-types, as follows:



1) HR positive/HER2 negative.

2) HR positive/HER2 positive.

3)HR negative/HER2 positive.

4) HR negative/HER2 negative (Triple 
negative).



These biologic sub-types determine
which therapies will have potential
efficacy. Hormone therapy is beneficial
only for patients with HR positive
tumors, and trastuzumab and similar
HER2 targeted therapies are only
helpful in women with HER2 positive
cancers.



Cytotoxic chemotherapy requires the ability to 
administer intravenous chemotherapy, with 
particular consideration of avoidance of 
extravasation with doxorubicin, and allergic 
reactions with taxanes. Chemotherapy can be 
administered in an out-patient infusion 
setting, or an in- patient setting, though this is 
not required. IV fluids and anti-emetics as well 
as hypersensitivity medications are required. 
Monitoring of CBC, renal function, electrolytes 
and liver functions tests are required.



Trastuzumab and similar anti-HER2 targeted 
therapies are generally administered 
intravenously. Administration is relatively 
straightforward, and is usually done in out-
patient infusion facilities.

Cardiac monitoring is recommended for patients 
receiving an anthracycline and/or trastuzumab, 
though the incidence of serious cardiac toxicity is 
low, and in most cases reversible, and the 
potential benefit in disease control is 
substantially increased with utilization of these 
agents in patients with HER2 positive disease.



HR Positive/HER2 Negative tumors

Except for the very smallest tumors with negative
axillary nodes, adjuvant hormonal therapy should
always be administered. For decades 5 years of
therapy was considered standard, though 2 recent
studies have shown small additional benefit for 10
years of hormonal therapy. Tamoxifen has been
shown to reduce systemic recurrence rates by
50%.For post- menopausal patients use of aromatase
inhibitors in place of tamoxifen, or after a course of
tamoxifen had a small incremental benefit for
reducing distant recurrences, though only a marginal
benefit for overall survival. When chemotherapy is
administered, hormone therapy should always be
initiated after the completion of chemotherapy.



HR Positive/HER2 Positive tumors

As above, hormone therapy should always
be a component of the therapy for these
patients.

Chemotherapy plus trastuzumab should be
administered to all patients but those with
very small, node negative tumors (< 0.5
cm). Typically trastuzumab is given
concurrently with a taxane, and not
administered concurrently with an
anthracycline.Trastuzumab should be
administered for one year.



HR Negative/HER2 Positive tumors

Hormone therapy is not indicated. 

Trastuzumab chemotherapy combinations 
as described above are indicated.



HR Negative/HER2 Negative tumors

Hormone therapies, and trastuzumab
containing regimens are not indicated 
for these patients.

Chemotherapy and biological treatment 
are indicated. 



Standard Chemotherapy Regimens:



AC – Doxorubicin and Cyclophosphamide

Doxorubicin IV 60 mg/m2

Cyclophosphamide IV 600 mg/m2 q 3 weeks x 

4 cycles



AC-T – Doxorubicin/Cyclophosphamide followed by 
paclitaxe
Doxorubicin 

Cyclophosphamide

IV

IV
60 mg/m2

600 mg/m2

q 3 weeks x 4 cycles

Followed by:

Paclitaxel IV 175 mg/m2 q 3 weeks x 4 
cycles

Or
Paclitaxel

IV 80 mg/m2 q 1 week x 12 
weeks

Or
Docetaxel

IV 100 mg/m2 q 3 weeks x 4 
cycles

Note: For paclitaxel the q 1 week schedule is superior to the q 3 
week schedule and should be utilized unless the patient is not 
able to come for weekly treatment



Oral CMF (Every 28 days for 6 cycles)

Cyclophosphamide PO 100 
mg/m2

Daily, days 
1-14

Methotrexate IV 40 
mg/m2

Days 1 
and 8

5-FU IV
600 

mg/m2

Days 1 

and 8



Alternative Regimen (if other regimens above are not available)

FAC

5-FU

Doxorubicin 

Cyclophosphamide

IV 500 mg/m

2

IV 50 mg/m2

IV 500 mg/m2

q 3 weeks x 6 

cycles



Standard Regimens Including Trastuzumab, for HER2 Positive 
disease

AC-TH – Doxorubicin/Cyclophosphamide followed by 
paclitaxel/trastuzumab

Doxorubicin IV 60 mg/m2

Cyclophosphamide IV 600 mg/m2 q 3 weeks x 4 

cycles

Paclitaxel IV 80 mg/m2 q 1 week x 12 weeks

Trastuzumab* IV 2 mg/kg q 1 week x 12 weeks

Or
Docetaxel IV 100mg/m2 q 3 weeks x 4 cycles

Trastuzumab* IV 2 mg/kg q 1 week x 12 weeks

Followed by

Trastuzumab therapy IV 6 mg/kg q 3 wks to finish 1 yr of

*loading dose first week of therapy trastuzumab 4 mg/kg (alternatively, trastuzumab
can be used every 3 weeks with an 8 mg/kg bolus and maintenance of 6mg/kg every 
3 weeks)



Standard Hormone Regimens (premenopausal 
and postmenopausal women)

Tamoxifen Oral 20 mg/day x 5 years*

Standard regimen for postmenopausal women 
who have contraindications to or are intolerant 
to tamoxifen

Anastrozole Oral 1 mg/day x 5 years*



Premenopausal women should receive 
tamoxifen for at least 5 years. There is a 
small benefit for treatment for 10 years 
compared to 5 years. 

For premenopausal women who have an 
absolute contraindication to tamoxifen or 
are intolerant of tamoxifen, ovarian 
suppression by surgery, radiation, or 
medication in combination with an 
aromatase inhibitor is an acceptable 
alternative.



Postmenopausal women can be 
treated with 5 years of an aromatase
inhibitor, or 2-3 years of tamoxifen
followed by an aromatase inhibitor to 
complete 5 years.



For patients with HER2 positive disease, 
the addition of trastuzumab to 
chemotherapy further reduces the risk of 
relapse significantly over chemotherapy 
alone. The study with the longest follow-
up as of 2014 concluded that at 10 years 
overall survival rate increased from 75.2-
84.0% (HR 0.63).In addition, the addition 
of trastuzumab to chemotherapy as  pre-
operative therapy for locally advanced 
disease dramatically increases the 
response rate.



Harms and Toxicity Considerations



Common
Risks of treatment include common short-term 

toxicities such as alopecia, neutropenia, fever and 
infection, and neuropathy (ranging 15-60%) from 
taxanes. Paclitaxel and trastuzumab are 
associated with infusion reactions in up to 30-
40% of patients, most reactions are mild and 
easily managed.
Tamoxifen can cause hot flashes, mood changes, 
and rarely thromboembolic disease and 
endometrial cancer. Tamoxifen generally has a 
positive effect on bone density. Aromatase
inhibitors can cause hot flashes, mood changes, 
musculoskeletal complaints and bone loss.



Serious

Cardiac muscle suppression or damage can 
occur after therapy with anthracyclines and 
trastuzumab and administration of both agents 
together increases the risk. For the regimens 
described above, the risk of congestive heart 
failure is small and reversible upon 
discontinuation in most cases.

Rare incidences of bone marrow damage, 
myelodysplastic syndrome and acute leukemia 
can occur after therapy with cyclophosphamide
and doxorubicin.


