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Role of surgery

Make a diagnosis
Cure patient, if tumor has not spread
Achieve locoregional control

Reduce the tumor burden to a level where the host
Immune system, adjuvant therapy or a combination of
both will eradicate it

Obtain prognostic information
Prevent unpleasant sequelae of local recurrence
Prevention



Surgical options for the breast
cancer

Breast Conserving Surgery (BCS) + radiotherapy

BCS can be wide local excision, quadrantectomy or
segmentectomy

Simple mastectomy
Modified radical mastectomy
Radical mastectomy- obsolete

Mastectomy + reconstruction (immediate or
delayed)



Surgical options for the breast
cancer

Tumors suitable for breast conservation
Small single tumor in a large breast
Peripheral location
No local advancement or extensive nodal involvement

For tumors that are suitable for breast
conservation there is no difference in local
recurrence or overall survival when BCS +
radiotherapy is compared to mastectomy



Contraindications to breast
conservation therapy

Two or more gross tumors in separate quadrants of the
breast

Diffuse, indeterminate, or malignant -appearing
microcalcifications

Central location of tumor mass
History of therapeutic irradiation to the breast
Pregnancy

Persistent positive margins after reasonable surgical
attempts

Collagen vascular disease
Large tumor in a small breast



Arguments against breast
conservation treatment N N_ig_eria_

The advanced nature of many patients at
presentation

Poor diagnostic oncology facilities hence inability
to adequately characterize prognostic factors.

Inadequate radiotherapeutic facilities
Poor follow-up culture.



Aims of axillary surgery

Eradicate local disease
Determine prognosis
Guide adjuvant therapy

Clinical evaluation of the axilla i1s unreliable
(30% false positive, 30% false negative)

No reliable imaging technigues available



Aims of axillary surgery

Surgical evaluation important and should be
considered for all patients with invasive cancer

Levels of axillary clearance are assessed relative
to pectoralis minor

Level 1 - below pectoralis minor

Level 2 - up to upper border of pectoralis minor

Level 3 - to the outer border of the 1st rib

Axillary samplings removes more than 4 nodes



Should axillary clearance be
done

Axillary clearance both stages and treats the
axilla

Sampling potentially misses nodes and
understages the axilla

Surgical clearance possibly gains better local
control

Avoids complications of axillary radiotherapy
Avoids morbidity of axillary recurrence



Or axillary sampling

Only stages the axilla
Must be followed by axillary radiotherapy

The 60% of patients with node negative disease have
unnecessary surgery

Radical lymphadenectomy in other cancers (e.g.
melanoma) produces disappointing results

Avoids morbidity of axillary surgery

The combination of axillary clearance and radiotherapy
IS to be avoided

Produces unacceptable rate of lymphoedema



Or sentinel lymph node biopsy

Aims to accurately stage the axilla without the morbidity
of more extensive axillary surgery

Patient must have clinically negative nodes

Technique used to identify the first nodes that tumour
drains to
Can be located following the injection of either
Radioisotope
Blue dye
Combination of isotope and blue dye
Can be injected in peritumoral, subdermal or subareolar
site
Allows more detailed examination of nodes removed

Significance of micrometastatic deposits identified in
sentinel nodes is unclear



Sentinel lymph node




Lymphoedema complicating
axillary clearance




Role of chemotherapy

Can be given as:

Primary systemic therapy prior to locoregional
treatment

Adjuvant therapy following locoregional treatment

Postoperative adjuvant chemotherapy depends
primarily on:

Age / menopausal status

Nodal status

Tumour grade



Role of chemotherapy

Combination chemotherapy has been the
standard prescription, though some single
agents are now being used

Most commonly used regimen = CMF
(Cyclophosphamide, Methotrexate, 5
Flurouracil), AC, CAF

Given as six cycles at monthly intervals

No evidence that more than 6 months
treatment is of benefit



Biologics

Rapidly expanding class of therapeutic
agents
Monoclonal antibodies

Trastuzumab

Bevacizumab
Oral small molecule tyrosine kinase
Inhibitors

Lapatinib



Supportive treatment for
patients with breast cancer

Colony stimulating factors, e.g. filgrastim (recombinant
human granulocyte colony stimulating factor, rG-CSF)
are hematopoietic growth factors which regulate the
production and function of neutrophils. They control
proliferation of committed progenitor cells and
Influences their maturation into mature neutrophils.
They also stimulate the release of neutrophils from bone
marrow storage pools and reduces their maturation
time. CSF increases the phagocytic activity of mature
neutrophils



Estimating risk of relapse and
need for systemic therapy

Adjuvant! Online is a validated online computerized risk

analysis system that integrates known prognostic factors
except HERZ2 status

Oncotype Dx uses RFPCR to characterize tumors
DNA microarray analysis of breast tumor with
classification into 5 types

Luminal A and B (ER+/HER?2)
Basal (ER/HERZ2)
HER2+

Normal breast-like tumors



All stages |
and Il and only
stage IlIA with
tumors larger
than 5 cm and
limited lymph
node spread

o

Treatment algorithm

Medical history and physical

exam

Blood counts and chemical
tests

Chest x-ray

Diagnostic mammograms
(both breasts)

Breast ultrasound and
breast MRI if needed

Pathology review
of biopsy sample

Estrogen/progesterone
receptor and HER-2/neu
test of tissue

Bone scan (only done if
symptoms or tests suggest
cancer has spread to bones)

Abdominal CT, US, or

MRI —optional for stage I,
recommended if blood
chemistry test results
abnormal or tumor is stage
IIIA-T3,N1,MO

ER/PR
Positive

/

Hormone therapy

(Must not be given
concurrently with

chemotherapy) or
Oophorectomy

+

ER/PR
Negative

1. Modified radical
mastectomy/Breast
conserving treatment

2. Adjuvant
chemotherapy

3. Radiation to the
chest wall,

supraclavicular and
internal mammary
nodal regions




Big
Stage
A, 1B
relative
to the
size of
the
breast
and
Stage
v

—

Medical history and physical
examination

Blood counts and liver function
tests

Chest x-ray

Diagnostic mammograms
(both breasts)

Breast ultrasound and breast MR,
if needed

Pathology review of biopsy sample

Estrogen/progesterone receptor
tests

HER-2/neu test

Bone scan and CT MR, or
ultrasound of abdomen (optional
unless symptoms or abnormal
blood tests or tumor over 5 ¢m
with lymph node spread

ER+/PR+

Hormones, Chemo &
RTH

Pre-operative

ER-/PR-
Chemo & RTH

chemotherapy/h | ——  Responds?

ormone therapy

/No\

ER/PR+

Hormones,
Additional chemo
+/- Radiotherapy

ER/PR-

Additional
chemo +/-
Radiotherapy




Follow-Up

Medical history and physical
exam every 4 to 6 months
for 5 years, then every year

Mammogram every year.
For lumpectomy patients,
the first one should be 6
months after radiation is
completed

Women taking tamoxifen:
pelvic exam every year if
the uterus is present

Work-Up

Medical history and
physical examination

Blood counts and liver
function tests

Chest x-ray
Bone scan

X-rays of bones that
hurt and weight-bearing
bones that are abnormal
on bone scan

CT or MRI of chest and
abdomen and/or PET scan
may be recommended

Biopsy of suspected
recurrence if possible

ER/PR and HER-2/neu
testing if not done before




Treatment

If possible, remove cancer with
surgery, followed by radiation therapy

if none given before
For patients first treated

. OR
with mastectomy
Radiation therapy alone if surgical
Local recurrence removal is not possible and the
(cancer came back patient has had no previous radiation

—» in breast, underarm —
lymph nodes, or

nearby tissues)
For patients first treated

L with lumpectomy and ——»  Mastectomy ——>» (see next page)
radiation therapy

Cancer recurrence
—» » (see next page)
in distant organs




Recurrence Is
systemic (distant)!

OR

Stage IV (distant
metastasis)! when
first diagnosed

Cancer is hormone receptor-

—» positive with none or little
spread to internal organs

Cancer is hormone receptor-

negative or has spread
extensively to internal
organs causing symptoms

Antiestrogen
therapy taken
within last year

No antiestrogen
therapy within
last year

HER-2/neu present
in large amounts

HER-2/neu not
present in large
amounts




Try different hormonal therapy

Anastrozole or letrozole or
an antiestrogen

Postmenopausal

Antiestrogen with or

Premenopausal > without LHRH agonist

Trastuzumab with or No response to 3 different
without chemotherapy chemotherapy regimens in Supportive
a row care, focused
> OR > on relieving
Very weak and spending symptoms

most of time in bed

Chemotherapy




Recurrence Hormone treatment or chemotherapy
is local may be recommended after surgery
or radiation







