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KEY TO EVIDENCE STATEMENTS AND GRADES OF RECOMMENDATIONS

LEVELS OF EVIDENCE

1++ High quality meta-analyses, systematic reviews of randomised controlled trials
(RCTs), or RCTs with a very low risk of bias

1+ Well conducted meta-analyses, systematic reviews of RCTs, or RCTs with a low
risk of bias

1- Meta-analyses, systematic reviews of RCTs, or RCTs with a high risk of bias

2+ High quality systematic reviews of case control or cohort studies

High quality case control or cohort studies with a very low risk of confounding or
bias and a high probability that the relationship is causal

2+ Well conducted case control or cohort studies with a low risk of confounding or
bias and a moderate probability that the relationship is causal

2" Case control or cohort studies with a high risk of confounding or bias
and a significant risk that the relationship is not causal

Non-analytic studies, eg case reports, case series

4 Expert opinion

GRADES OF RECOMMENDATION

Note: The grade of recommendation relates to the strength of the evidence on which the
recommendation is based. It does not reflect the clinical importance of the recommendation.

At least one meta-analysis, systematic review of RCTs, or RCT rated as 1+*
and directly applicable to the target population; or

A body of evidence consisting principally of studies rated as 1+, directly applicable
to the target population, and demonstrating overall consistency of results

A body of evidence including studies rated as 2+, directly applicable to the target
population, and demonstrating overall consistency of results; or

Extrapolated evidence from studies rated as 1+ or 1+

A body of evidence including studies rated as 2+, directly applicable to the target
population and demonstrating overall consistency of results; or

Extrapolated evidence from studies rated as 2*+

Evidence level 3 or 4; or

Extrapolated evidence from studies rated as 2+
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1 INTRODUCTION

1 Introduction

1.1 THE NEED FOR A GUIDELINE

Breast cancer in women represents a significant health problem because of the numbers of
individuals affected by this disease. Thirty percent of all cancers in women occur in the breast
making it the most commonly diagnosed female cancer. Five year incidence in Scotland is 116
per 100,000 in women, with over 3,600 women newly diagnosed with breast cancer in 2002."
80% of breast cancers occur in postmenopausal women. Despite the fact that breast cancer is
one of the best-researched areas in medicine, there remain significant gaps in the published
evidence to yield answers to the questions that are important to patients and health professionals.

1.2 REMIT OF THE GUIDELINE

Since the publication of Breast Cancer in Women, SIGN guideline 29, in 19982 there have been
new data published to update recommendations in several areas such as psychological issues,
surgery, radiotherapy techniques, and systemic treatments. This new guideline, which replaces
SIGN 29, focuses attention on the evidence to support practices in the more controversial areas
(see section 1.5), as it is often in these that there is the greatest variation in practice.

1.3 KEY QUESTIONS

The information in this guideline was obtained from literature searches conducted to answer
“key questions” in line with current SIGN methodology.* The key questions used in this guideline
are listed in annex 1. The method of evidence searching meant that not all the topics from the
last breast cancer guideline, SIGN 29, could be reviewed. Salient recommendations from SIGN
29 have been included, to provide a document that is useful to those who want guidance on a
wide range of aspects of breast cancer treatment.

1.4 STATEMENT OF INTENT

This guideline is not intended to be construed or to serve as a standard of care. Standards of care
are determined on the basis of all clinical data available for an individual case and are subject to
change as scientific knowledge and technology advance and patterns of care evolve. Adherence
to guideline recommendations will not ensure a successful outcome in every case, nor should
they be construed as including all proper methods of care or excluding other acceptable methods
of care aimed at the same results. The ultimate judgement must be made by the appropriate
healthcare professional(s) responsible for clinical decisions regarding a particular clinical procedure
or treatment plan. This judgement should only be arrived at following discussion of the options
with the patient, covering the diagnostic and treatment choices available. However, it is advised
that significant departures from the national guideline or any local guidelines derived from it
should be fully documented in the patient’s case notes at the time the relevant decision is taken.

1.5 REVIEW AND UPDATING

This guideline was issued in 2005 and will be considered for review in three years. Any updates
to the guideline in the interim period will be noted on the SIGN website: www.sign.ac.uk

IGN .
52G9 Older recommendations taken directly from SIGN 29 are clearly marked with a SIGN 29

symbol and a green font. It should be remembered that these older recommendations
have not been developed with the rigour of current SIGN methodology and the evidence
on which they are based may have been superseded.
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Diagnosis, referral and investigation

INTRODUCTION

This section addresses the specific triggers which should prompt referral to a breast clinic (section
2.2.1); delays from diagnosis to treatment which may affect patient outcome (section 2.2.2) and
evidence for the most effective method of diagnosing symptomatic breast cancer (section 2.3).

Women aged 50-70 years are invited every three years for screening through the NHS Breast
Screening Programme (NHSBSP).* Women over the age of 70 years are encouraged to continue to
attend every three years although they are not routinely invited. Women should be encouraged by
the primary care team to participate in the programme.®

The management of individuals at an increased genetic risk of suffering from breast cancer has
been addressed by the NICE guideline on familial breast cancer.® Evidence relating to the increased
risk of breast cancer in women treated with radiotherapy for Hodgkin’s Disease is available in the
SIGN guideline on long term follow up of survivors of childhood cancer.”

There is evidence that breast self examination does not reduce morbidity or mortality from breast
cancer.®® However, since the majority of breast cancers are found by women themselves, self
examination optimises the chances of a woman finding a change from normal.®

(6l Women should be encouraged to become aware of the feel and shape of their breasts, so
that they are familiar with what is normal for them.

(6l Women should be encouraged to report any change from normal to their general
practitioner.

STAFFING
Radiographers

Radiographers performing mammography should have undertaken the postgraduate level course
on mammography, and should attend regular courses for updates on the technique.

Radiologists

Radiologists with appropriate training,'" a special interest in breast disease and an appropriate
workload should be part of the multidisciplinary team.

Radiologists should be performing at least one session of breast work per week and reporting at
least 500 mammograms per year and, ideally, should be involved in both screening and
symptomatic services. They should also be able to perform breast ultrasound and breast intervention
procedures.

Screening radiologists should read approximately 5,000 mammograms per year, participate in
assessment clinics and have their work regularly audited.

RADIATION RISK FROM MAMMOGRAPHY

It is thought that ionising radiation increases the risk of breast cancer development after a latent
period of 10 years, that the risk is cumulative, and that the risk is greatest for adolescent exposure
and decreases with increasing age at exposure.'? In those aged over 50, the risk of cancer induction
is, very approximately, 1:100,000 per single view examination.'>'” The average dose per examination
(single view per breast) is approximately 2 mGy, the dose being dependent on breast thickness
and exposure factors used.'®

‘l+
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2 DIAGNOSIS, REFERRAL AND INVESTIGATION

DIAGNOSING BREAST CANCER

TRIGGERS FOR PROMPT REFERRAL TO A BREAST CLINIC

There is limited published evidence on the signs and symptoms most likely to be associated with
the diagnosis of breast cancer.'®"

The Scottish Cancer Group has produced guidance?® on criteria for referral, based on the Guidelines
for Referral of Patients with Breast Problems® and incorporating work done by the NHS Breast | 4
Screening Programme and the Cancer Research Campaign (see Table 1).

Some women with breast symptoms can be managed initially by their general practitioner (GP),
as listed in Table 1.

0 Referral from primary to specialist care should be made in accordance with the Scottish
Cancer Group referral guideline.

Table 1: Scottish Cancer Group Referral Guideline

Urgency of referral | Sign or symptom

Urgent referrals 0 patients with a discrete lump in the appropriate age group (eg age >30)
o signs which are highly suggestive of cancer such as:

o ulceration

o skin nodule

o skin distortion

0 nipple eczema

0 recent nipple retraction or distortion (< 3 months)

Early referrals o lump

o discrete lump in a younger woman (eg age <30 years)

o asymmetrical nodularity that persists at review after menstruation

0 abscess

o persistently refilling or recurring cyst

0 pain

0 intractable pain not responding to reassurance and simple
measures such as wearing a well supporting bra, caffeine
avoidance and common drugs

o nipple discharge
0 age <50 years with bilateral discharge sufficient to stain clothes
0 age <50 years with bloodstained discharge
0 age > 50 years with any nipple discharge

Conditions that 0 premenopausal women or women on HRT with tender lumpy breasts
canbemanagedin | 1 postmenopausal women with symmetrical nodularity provided in
primary care they have no localised abnormality

initially o women with minor and moderate degrees of breast pain who do

not have a discrete palpable lesion

o women aged less than 50 years who have nipple discharge that is
from more than one duct or is intermittent and is neither
bloodstained nor troublesome.
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EFFECT OF DELAYS FROM DIAGNOSIS TO TREATMENT
No evidence was identified that delays of less than three months have an effect on survival.

There is some evidence for an adverse effect of delays in referral of between three to six months.
This evidence includes delays from first symptoms to treatment as well as delays from seeing a
professional to treatment.?'

INVESTIGATION OF SYMPTOMATIC BREAST CANCER

Methods of assessment of a breast abnormality include clinical examination, imaging and sampling
the lesion with a needle for cytological/histological assessment (fine needle aspirate cytology;
FNAC, or core biopsy). These three investigations collectively comprise triple assessment.

There is evidence that triple assessment provides more accurate diagnoses than a smaller number
of tests. 22

n All patients should have a full clinical examination.

Where a localised abnormality is present, patients should have imaging usually followed
by fine needle aspirate cytology or core biopsy.

A lesion considered malignant following clinical examination, imaging or cytology alone
should, where possible, have histopathological confirmation of malignancy before any
definitive surgical procedure takes place (eg mastectomy or axillary clearance).

There is evidence that a one-stop symptomatic breast clinic provides an accurate and effective
means of establishing a correct diagnosis in women referred with breast symptoms. A one-stop,
multidisciplinary clinic will usually involve breast clinicians, radiologists and cytologists.?

Patients should be seen at a one-stop, multidisciplinary clinic involving breast clinicians,
radiologists and cytology.

Patients attending for diagnostic purposes should be seen by a clinician with special training in
breast diseases (consultant surgeon, breast physician or staff grade surgeon with special training
in breast diseases) or a senior trainee in breast surgery. Higher surgical trainees should only give
unsupervised opinions in breast diagnostic clinics when judged competent to do so by the
supervising consultant.

Breast care nurses with appropriate training are part of the clinical team. Good communication
between the hospital and primary care teams is essential. The GP should be informed of the
management plan after the initial visit, and at the time of discharge should be sent data based on
the immediate discharge document issued by SIGN.?*

(6l Clear lines of communication should be maintained between the primary care team and
staff in the breast unit.

The GP should be made aware of the information given to the patient and relatives.

There is some evidence that women diagnosed with breast cancer at a one-stop clinic are at
greater risk of adverse psychological sequelae than women attending more than once. One study
demonstrated this effect only in women with confirmed malignant disease eight weeks after
diagnosis,?® and a second study showed a similar delayed effect but did not present data by
malignant or benign diagnosis.?

Psychological support should be available to women diagnosed with breast cancer at the
clinic.

2+

2+
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2 DIAGNOSIS, REFERRAL AND INVESTIGATION

Itis considered good practice for patients, under the management of breast physicians and their
colleagues, to have their case discussed at a multidisciplinary clinico-pathological meeting

0 Patients in whom the triple assessment has not excluded cancer should have their case
discussed at a multidisciplinary meeting involving specialists from surgery, nursing,
pathology, oncology and imaging.

Units normally seeing at least 100 new cases of cancer per annum should be able to maintain
their expertise. In areas where the density of population is low and hence the number of new
cancers seen is low, formal collaborative links with adjacent larger units/centres should give
patients access to all necessary facilities as well as helping to maintain expertise in the smaller
unit.

(Ol Centres and units should develop an integrated network of cancer care using common
clinical guidelines, management protocols and strategies of care.

IMAGING OF SYMPTOMATIC DISEASE

Magnetic resonance imaging (MRI) has been shown to be helpful in patients with breast implants
who have developed symptoms where ultrasound has not been diagnostic. Patients with suspected
recurrent disease in the conserved breast may benefit from MRI if mammography, ultrasound and
cytology have been unhelpful.?2° MRI may also be helpful in women with metastatic deposits
in axillary nodes where no primary cancer has been identified.3%33

Table 2: Summary of investigations

Investigation

Mammaography Must be performed as a part of triple assessment - cannot be
used alone to exclude breast cancer. Mammography is not
recommended under the age of 35 unless there is a strong
clinical suspicion of carcinoma.?+3°

Ultrasound May provide additional information to mammography. Can
be useful for focal breast disease in women under 35 years.*

Magnetic Resonance Helpful in symptomatic patients with implants, where
Imaging (MRI) ultrasound results have not been diagnostic. May be helpful
in women with metastatic deposits in axillary nodes where
no primary cancer has been identified.??°

In patients with symptomatic disease two-view mammography should be performed as
part of triple assessment (c/inical assessment, imaging and tissue sampling) in a designated
breast clinic.
Mammography is not recommended in women under the age of 35 years unless there is
a strong suspicion of carcinoma.

(6 Magnetic resonance imaging should be considered in specific clinical situations where

other imaging modalities are not reliable, or have been inconclusive, and where there
are indications that MRI is useful.
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STAGING OF BREAST CANCER

In early operable breast cancer (T1-2, NO-1; see annex 2), there is no current evidence to support
routine screening for metastatic disease in asymptomatic women. Patients with symptoms
suggestive of metastases at a particular site do require appropriate investigation. The incidence of
asymptomatic metastases increases as the T and N stage of the locoregional cancer increases. If
it will affect treatment, patients with more advanced but operable disease (T3, N1-2), may
require staging to exclude distant metastases.

PATHOLOGICAL EXAMINATION OF THE BIOPSY

The use of specimen radiographs is necessary in the pathology department to allow histological
examination of the appropriate portion of the biopsy specimen and to confirm excision of the
mammographic lesion.*'



3.1

Surgery

CONSERVATION SURGERY VERSUS MASTECTOMY
There are two well established surgical procedures for local treatment of invasive breast cancer:

0 conservation surgery which involves removal of the tumour with a rim of surrounding normal
breast tissue with retention of the breast

0 mastectomy
All cases of invasive breast cancer should have an axillary procedure (see section 3.3).
One robust evidence based guideline recommends:*

o women with primary operable invasive breast cancer, who are candidates for conservation
surgery should be offered the choice of breast conservation surgery or modified radical
mastectomy;

o the choice is an individual one for the patient. Patients should be fully informed of the
options including the risks and benefits of each procedure, that breast irradiation is part of the
procedure for breast conserving surgery, and should be aware of the potential need for further
surgery if the margins are positive.

The updated Milan conservation trial compared the efficacy of radical mastectomy with that of
breast conservation surgery plus radiotherapy in 701 women (349 mastectomy, 352 conservation)
over 20 years.* The results showed an increase in local recurrence in the conservation group
(crude cumulative incidence of 8.8% versus 2.3% after 20 years). There was no difference in the
long term survival between the two groups. At a median follow up of 20 years death from all
causes was 41.7% in the conserved group versus 41.2% in the mastectomy group. Death from
breast cancer was 26.1% and 24.3% respectively. The study concludes that breast-conserving
surgery is the treatment of choice in women with relatively small breast cancers.

A trial conducted by the National Surgical Adjuvant Breast and Bowel Project (NSABP) Group**
compared the efficacy of mastectomy against conservation with or without radiotherapy. The
trial, involving 1851 women, noted an increase in local recurrence if radiotherapy was omitted
following conservation. There was no significant difference between disease-free survival, distant
disease-free survival and overall survival between the three groups. Radiation therapy was associated
with a slight decrease in deaths due to breast cancer. This was offset by an increase in deaths
from other causes. This increase may have been the result of use of older radiotherapy techniques.
The study concluded that lumpectomy and irradiation is an appropriate therapy for women with
breast cancer, provided that the margins of the resected specimen are free from tumour and an
acceptable cosmetic result can be obtained.

The European Organisation for Research and Treatment of Cancer (EORTC) trial*> compared
modified radical mastectomy with breast conserving surgery and compared quality of life between
the two groups, with 278 patients completing quality of life questionnaires at two years. The
conservation group showed a significant benefit in body image and satisfaction. There was no
significant difference with respect to fear of recurrence.

Several randomised controlled trials (RCTs) have compared the addition/omission of radiotherapy
following conservation surgery. The Milan group concluded that radiotherapy is necessary in all
women up to the age of 55, optional in women aged 55-65 with negative nodes and may be
avoided in women over 65 years.*® The findings relate to quadrantectomy where the risks of local
recurrence are lower, reflecting the much larger margin of normal tissue resected. Most UK
surgeons perform much more conservative surgery with narrower margins. Another study advised
that radiotherapy is necessary in all cases, even when there are favourable prognostic features.*”
An update of the NSABP B-06 trial concluded that no clinical or pathological features allow for
the omission of radiotherapy following conservation surgery.*®

Breast conserving surgery requires the complete excision of the tumour with clear margins and an
acceptable cosmetic result following excision and radiotherapy.

3 SURGERY
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3.3

All women with early stage invasive breast cancer who are candidates for breast
conserving surgery should be offered the choice of breast conserving surgery (excision
of tumour with clear margins) or modified radical mastectomy.

The choice of surgery must be tailored to the individual patient, who should be fully
informed of the options and who should be aware that breast irradiation is required
following conservation and that further surgery may be required if the margins are positive.

Breast conserving surgery is contraindicated if:

o the ratio of the size of the tumour to the size of the breast would not result in
acceptable cosmesis

there is multifocal disease or extensive malignant microcalcification on mammogram

there is a contraindication to local radiotherapy (eg previous radiotherapy at this site,
connective tissue disease, severe heart and lung disease, pregnancy).

Central situation of the tumour is not a contraindication to conservation, although it may
require excision of the nipple and areola, which may compromise cosmesis.

ol ] -] -

BREAST RECONSTRUCTION AFTER MASTECTOMY

Breast reconstruction does not appear to be associated with an increase in the rate of local cancer
recurrence, nor to impede the ability to detect recurrence if it develops* and can yield psychological
benefit.>°

Breast reconstruction may be performed either at the time of mastectomy or as a delayed procedure.
Immediate reconstruction has been reported to produce better cosmetic results.>' The psychosocial
effects of breast reconstruction, and the relative merits of immediate and delayed surgery, have
not been adequately studied.

The choice of operation for an individual patient depends on several factors including breast
size, the adequacy of skin flaps and whether radiotherapy is planned or has been previously used.
Surgery to the opposite breast may be required to achieve symmetry. Techniques for reconstruction
of the nipple/areola complex have been described.**>2°3 Alternatively acceptable nipple prostheses
may be made by taking a mould from the existing nipple.*

Silicone implants are currently licensed in the United Kingdom for breast reconstruction. Despite
some adverse publicity there is no evidence that silicone prostheses are associated with significant
systemic problems.>*

The surgeon performing the reconstruction should be fully trained in all the appropriate techniques
and in most units, will be a plastic surgeon. Patients who are being prepared for a mastectomy
should be informed of the option of reconstruction and, if appropriate, should discuss the options
with a surgeon trained in reconstructive techniques, prior to their surgery.

(6l The possibility of breast reconstruction should be discussed with all patients prior to
mastectomy.

SURGICAL MANAGEMENT OF THE AXILLA

Spread of metastatic disease to axillary nodes is the most significant prognostic indicator and is
used as one of the major determinants of appropriate systemic adjuvant therapy.>>>¢ Axillary
surgery is necessary for adequate staging and treatment of invasive breast carcinoma. Axillary
clearance also serves to treat metastatic disease by surgically removing it from the involved
axilla.

2+



3.3.1

There is some morbidity associated with surgery which is well documented by trials and guidelines.
One Scottish study showed no difference in the axillary recurrence rate between a level 3 clearance
and a four node lower axillary node sample with a selective policy of axillary irradiation in node
positive patients. There was some increased morbidity associated with clearance.>’

Axillary surgery should be performed in all patients with invasive breast cancer.

There is no consensus regarding the best way to manage the axilla in patients with invasive breast
cancer. Table 3 describes the procedures in current practice.

An RCT comparing 232 patients undergoing axillary node clearance with 234 patients who
received axillary sample plus radiotherapy for node positive, at a median follow up of 4.1 years,
found that there was no significant difference in local or distant recurrence (14 versus 15 patients
and 8 versus 7 patients). There was no reported difference in five year survival rates (82.1% vs
88.6%; p=0.20) or in disease-free survival (79.1% versus 76%; p=0.68). Axillary clearance was
associated with significant lymphoedema of the upper limb when compared to axillary sample.
Sampling with radiotherapy was associated with a significant reduction in range of shoulder
movement at three years.>” Axillary surgery may reduce the risk of axillary recurrence.®

No published RCTs were identified comparing sentinel node biopsy with formal axillary
dissection. The former procedure has been associated with technical difficulties and a significant
learning curve. It is associated with a false negative rate of 5-7% in experienced hands.*? At
present it is not possible to recommend sentinel node biopsy, unless undertaken as part of a
randomised controlled trial or following an evaluated training programme. Any such trials must
consider the clinical significance of micrometastatic disease.

0 Sentinel node biopsy is only recommended as part of a randomised controlled trial or
following an evaluated training programme.

Table 3: Surgical management of the axilla

Procedure
Axillary node sample picks out a minimum of four individual lymph nodes from the
axillary fat. Suitable for staging only.
Axillary node clearance block dissection of the axillary contents
o level 1-up to the lateral border of pectoralis minor
o level 2 - up to the medial border of pectoralis minor
o level 3 - up to the apex of the axilla
Sentinel node biopsy selective removal of the first draining nodes

SUMMARY OF EXISTING SURGICAL GUIDELINES

Several guidelines and RCTs have considered the relative merits of the different surgical approaches
to the axilla.

The Cancer Care Ontario guideline recommends axillary dissection (level 1 and 2 with pathological
examination) as the standard of care in women with stage 1 and 2 breast cancer.*? The guideline
reports that there is insufficient evidence to support sentinel node biopsy alone, but encourages
the participation of patients in relevant clinical trials, as the procedure appears to be promising.
The guideline bases its conclusions on the results of six RCTs summarised in a single meta-
analyses.

The National Health and Medical Research Council clinical practice guideline on the management
of early breast cancer recommends that management of the axilla should be decided following
multidisciplinary team discussion involving the patient, but that a minimum of level 1/2 axillary
node dissection should be offered as the standard procedure.*

3 SURGERY
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Further guidance is also offered:>

o Treatment of the axilla by either dissection or irradiation will reduce rates of axillary recurrence.
In practice, most women will be offered axillary dissection as the first choice since this will
also provide information to assist in staging and in contributing to decisions about systemic
and locoregional adjuvant treatment. Axillary irradiation will be the preferred treatment method
in some patients

o Forsome women, irradiation rather than dissection will be the preferred method of axillary
control. This includes selected women in whom the result of axillary dissection would be
unlikely to influence the decisions about systemic adjuvant therapy. Other women may not
wish to have further surgery, and any decision should involve consultation with appropriate
members of the multidisciplinary team

o Some women at high risk of axillary recurrence will require both axillary dissection and
axillary irradiation. In particular, this will include those women who have remaining axillary
disease following dissection

0 There should be national coordination of trials of sentinel node biopsy.

MANAGEMENT OF DUCTAL CARCINOMA IN SITU

Ductal carcinoma in situ (DCIS) covers a heterogenous group of lesions and is classified by
histological type, grade, and the presence of necrosis.®

CHOICE OF MASTECTOMY OR BREAST CONSERVING SURGERY

Patients with ductal carcinoma in situ may be surgically managed by either mastectomy or breast
conserving lumpectomy. No randomised studies which were designed to directly compare the
outcomes of these forms of surgery were identified. Patients with DCIS in the NSABP B-06 trial
of breast conserving surgery in patients with early stage invasive breast cancer were allocated to
the three treatment arms: total mastectomy, lumpectomy only, and lumpectomy with postoperative
radiation. A subgroup analysis of the trial showed the rate of ipsilateral breast cancer recurrence
was 43% (9/21) in the lumpectomy only group, and 7% (2/27) in the lumpectomy and radiation
group (p=0.01); there were no local failures in the mastectomy group (0/28).°'

One meta-analysis of cohort studies of patients with DCIS who were treated by mastectomy or
breast conserving surgery also included the above NSABP B-06 trial.®> The reported rates of local
recurrence at five years were higher for patients treated by breast conserving surgery, with or
without radiation, (21.5%; 95% confidence interval [CI], 14.0% to 30.7%) versus those treated
by mastectomy (4.6%; 95% Cl, 2.3% to 7.6%). In studies reporting on patients treated by breast
conserving surgery plus radiation, the risk of local recurrence did not appear to be increased
compared with mastectomy (10.6%; 95% Cl, 5.6% to 16.9% for breast conserving surgery plus
radiation versus 7.3%; 95% Cl, 2.7% to 14.1% for mastectomy). Mortality rates at five years
were similar for patients treated by breast conserving surgery or mastectomy (4.2%; 95% Cl,
1.4% 10 8.5% and 3.9%; 95% Cl, 1.7% to 6.8%, respectively). The interpretation of this data is
limited to a large extent by cross study comparisons, lack of randomisation, lack of comparison
groups in some studies and potential cohort effect.

Women with ductal carcinoma in situ who are candidates for breast surgery should be
offered the choice of lumpectomy or mastectomy.

2+
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3.4.2 IRRADIATION FOLLOWING BREAST CONSERVING SURGERY

Three large randomised trials, detected a significant benefit for ipsilateral breast irradiation
following breast conserving surgery (BCS) in reducing the risk of invasive and non-invasive breast
recurrence in the ipsilateral breast. The trials reported an increased risk of developing contralateral
breast cancer in those who received radiotherapy. If this was due to radiotherapy, then the new
primary cancers would be expected to be predominantly located medially, which is not the case.

In the NSABP B-17 trial, 818 women with DCIS treated by lumpectomy with clear resection
margins were randomised to one of two arms: breast irradiation (5,000 cGy in 25 fractions over
five weeks) or observation only.®* At a follow up of 12 years, there was a significant reduction in
ipsilateral breast tumour recurrence with radiation (16.4% versus 7%, p<0.001). There was a
significant reduction in the five-year rate of non-invasive local recurrence from 14.1% to 7.8%
(p=0.001). No significant difference was observed in overall survival (87% in the surgery with
radiotherapy group versus 86% in the surgery alone group, p =0.80). Contralateral breast cancers
occurred in 4.5% of patients in the lumpectomy alone group and in 7.3% of patients in the
lumpectomy plus radiotherapy group at 12 year follow-up (not significant; NS).

The EORTC 10853 trial explored the role of radiotherapy in BCS for patients with DCIS. ¢
Women with DCIS measuring less than or equal to 5 cm were treated by local excision and were
randomised to no further treatment (n=503), or to radiotherapy (n= 507) on an intention-to-
treat basis. The four year local relapse-free rate for patients receiving no further treatment was
84% as compared to 91% of patients in the radiotherapy group (log rank p=0.005; hazard
ratio=0.62). The radiotherapy group, relative to the no further treatment group, had a reduced
risk of invasive recurrence from 8% to 4% (hazard ratio=0.60, Cl 0.37 to 0.97) and non-invasive
recurrence from 8% to 5% (hazard ratio 0.65, Cl 0.41 to 1.03). There were no significant
differences in distant metastasis, death, or event free survival.

1++
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The UK DCIS trial compared the efficacy of wide local excision alone, with excision followed by
radiotherapy, or excision followed by tamoxifen, for five years, or both, in reducing the incidence
of ipsilateral recurrent DCIS or invasive breast cancer.®® The trial supports the finding that
radiotherapy does reduce recurrent DCIS and invasive disease. %

‘]+

One guideline addresses the toxicity of radiation specifically for invasive disease, but given
similar technical issues it is reasonable to predict acute and chronic toxicity in non-invasive
disease comparable to radiation treatment for invasive disease.®® While the risk of tumours
developing in the opposite breast is greater in patients who receive radiotherapy, it must be
weighed against the greater benefit of a lower risk of recurrence in the ipsilateral breast for those
patients who receive radiotherapy. Radiotherapy for breast cancer contributes little to the already
high risk of a second cancer in the opposite breast.

.\ Women who have undergone breast conserving surgery should be offered postoperative
breast irradiation.

No trials were identified that randomised patients at low risk of local recurrence to observation
versus adjuvant radiation to determine if any patients may be treated without adjuvant radiation
therapy. One retrospective analysis reported the pathological results for 439 women with DCIS,
213 who received radiotherapy after BCS and 256 who received no further treatment. For patients
with margins > 10mm, there was no benefit to radiation therapy in terms of rates of recurrence | 2*
at eight years (relative risk; 1.14; C1 0.10 to 12.64, p=0.92). For patients with margins ranging
from 1to <10 mm there was no reported benefit from radiotherapy (RR, 1.49; Cl, 0.76 to 2.90,
p=0.24); however, radiation therapy had significant benefit to patients with margins <1 mm
(RR, 2.54; Cl, 1.25 t0 5.18, p=0.01).”

Patients with small (< 2.5 cm), well-differentiated tumours with histologically assessed clear
margins (> 10 mm) may have a sufficiently low risk of recurrence to forgo breast irradiation.
Further trials are required in this area to establish the benefit.
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THE ROLE OF TAMOXIFEN IN DCIS

One randomised trial has reported that the use of tamoxifen in women with DCIS is associated
with a lower disease recurrence, particularly in women less than 50 years or with receptor
positive disease.®® On this basis, it has been recommended that women should be informed of
the option of five years of tamoxifen therapy and of the harms and benefits associated with
tamoxifen use, but that the absolute benefit is small.®® Tamoxifen is not licensed for the treatment
of DCIS outwith a trial setting.

The UK DCIS trial does not show advantage in preventing recurrence of DCIS or development of
invasive cancer. The use of tamoxifen should only be considered in the context of a clinical trial,
even in oestrogen receptor positive patients.%

0 The benefits and harms of hormonal therapy should be discussed with women with
ductal carcinoma in situ and treatment decisions made based on individual circumstances.

’I+



4 RADIOTHERAPY

4  Radiotherapy

4.1 INTRODUCTION

Adjuvant radiotherapy continues to have an important role in the management of breast cancer.
More patients are treated now with postmastectomy radiotherapy (PMRT) than was the case 10
years ago.” The scheduling of radiotherapy is an important issue and is addressed in this section.

4.2 ADJUVANT RADIOTHERAPY

The addition of radiotherapy to surgery and adjuvant systemic treatment reduces the risk of any
recurrence of breast cancer by 30%, mainly as a result of an increase in locoregional control.”" A
large meta-analysis estimates that the risk of locoregional recurrence is reduced by two thirds
following adjuvant radiotherapy.”? The effect was seen to be largely independent of the type of | 1+~
patient or type of radiotherapy (8.8% vs 27.2% local recurrence by year 10). As a result of
improved local control breast cancer mortality was reduced (p=0.0001) but other, particularly
vascular, mortality was increased (p =0.0003), and overall 20-year survival was 37.1% in patients
receiving radiotherapy versus 35.9% in patients in the control arm (p=0.06).

4.2.1 RADIOTHERAPY FOLLOWING MASTECTOMY

The effect of PMRT on mortality is variable. A systematic review (involving 34 RCTs) comparing
mastectomy with mastectomy followed by radiotherapy to the chest wall found that radiotherapy
did not reduce all-cause mortality or breast cancer mortality after mastectomy alone or mastectomy
plus axillary clearance. Radiotherapy did reduce all cause mortality and breast cancer mortality
after mastectomy plus axillary sampling.” In the review, radiotherapy may have been associated
with late adverse effects, which are rare, including pneumonitis, pericarditis, arm oedema, brachial
plexopathy, and radionecrotic rib fracture, mainly due to outdated radiotherapy techniques which
are no longer in use.

This study examined approximately 20,000 women entered into randomised trials of adjuvant
radiotherapy before 1990. The radiotherapy techniques and doses used in the studies are less
advanced than those of the present day. In addition, the patient population is different from
those presenting currently, with an under-representation of patients with screen-detected tumours
and of those who received tamoxifen for five years. For example, most of the studies included in
this review were of trials of irradiation of chest, axilla, supraclavicular fossa, and internal mammary
node chain — a minority (7%) of patients received radiotherapy to the breast only. This may
explain the moderate, but significant, increase in non-cancer related deaths, such as vascular
deaths. Excess vascular deaths are also evident from two years after radiotherapy, but are particularly
significant if more than 10 years have elapsed after adjuvant radiotherapy. Current, and perhaps
conservative, estimates are that if long term treatment-related side effects are avoided, then
adjuvant radiotherapy may offer a 1% improvement in mortality rate for low risk women (eg
those with small screen-detected cancers or with no evidence of nodal involvement after
mastectomy with axillary clearance) and 2-4% improvement in those at high risk.”?

1++

4.2.2 RADIOTHERAPY FOLLOWING BREAST CONSERVING SURGERY

One systematic review”? and a subsequent RCT”* found that adding radiotherapy to breast
conserving surgery reduced the risk of local recurrence compared with breast conserving surgery
alone. The review found that postoperative radiotherapy significantly reduced the annual risk of
breast cancer mortality compared with no radiotherapy, but found no significant difference between
treatments in the annual risk of all cause mortality (odds ratio (OR) for breast cancer mortality
0.86; p = 0.04; OR for all cause mortality 0.94; p > 0.1). The review found that postoperative
radiotherapy significantly decreased the annual risk of isolated local recurrence compared with
no postoperative radiotherapy (OR 0.32; p < 0.00001). It also indicated that radiotherapy increased
the annual rate of non-breast cancer deaths compared with no radiotherapy, this increase was of
borderline significance (OR 1.34; p = 0.05).

‘]++
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A subsequent RCT involving 1187 women with stage I-Il invasive node negative breast cancer
found no significant difference in overall survival between adjuvant radiotherapy and no adjuvant
radiotherapy, but found that adjuvant radiotherapy significantly reduced ipsilateral breast recurrence
compared with no adjuvant radiotherapy at five years (overall survival at five years: (RR) 1.16,
95% (Cl) 0.81 to 1.65; ipsilateral breast recurrence at five years: absolute risk 14% without
radiotherapy v 4% with radiotherapy; RR 3.33,95% Cl 2.13 to 5.19).7*

One systematic review”> and one additional RCT?® were identified which compared radiotherapy
after breast conserving surgery versus simple or modified radical mastectomy in women with
invasive breast cancer. The review found no significant difference in annual risk of death over 10
years (OR 1.02; p = 0.7), or annual risk of any recurrence or local recurrence (overall OR for any
recurrence: mastectomy vs breast conservation plus radiotherapy 0.96, 95% Cl 0.88 to 1.04;
absolute risk ; AR for local recurrence: 6.2% with radiotherapy after breast conserving surgery vs
5.9% with radical mastectomy; not significant).

.\ Radiotherapy should be given following mastectomy or breast conserving surgery to reduce
local recurrence where the benefit to the individual is likely to outweigh risks of radiation
related morbidity.

SELECTING THE APPROPRIATE SITE

CHEST WALL AND SUPRACLAVICULAR FOSSA RADIOTHERAPY

The question of whether adjuvant radiotherapy should be given to the chest wall and supraclavicular
fossa has been addressed in another guideline.”” Fewer data are available which discuss the
benefit of PMRT in subgroups of patients with specific numbers of positive axillary nodes.
Supraclavicular nodal failures are more common in unirradiated patients with four or more
positive axillary nodes.

In one series, supraclavicular nodal failure appeared in 17% of unirradiated or inadequately
irradiated patients (17 of 102), compared with 2% of 56 irradiated patients.”® In another series,
the risk of supraclavicular failure was 13% (six of 46) among unirradiated patients with four or
more positive nodes, compared with 4% (two of 52) for those irradiated.”

An RCT showed improvements in risk of loco-regional failure (LRF) in irradiated patients in the
subgroups with either one to three or four or more positive nodes.®® The difference in crude LRF
rates for patients with one to three positive nodes was of borderline significance between the
arms (20% in the control arm and 8% in the irradiated arm, p=0.066), while the difference
between the arms for patients with four or more positive nodes remained highly significant (LRF
rates of 51% and 17% in the two arms, respectively, p=0.004).

In another trial, patients with one to three positive nodes and those with four or more positive
nodes had statistically significant improvements in disease-free survival when given PMRT in
addition to chemotherapy, but only patients with four or more involved nodes derived a significant
advantage in cancer-specific survival from the addition of PMRT.®"

The supraclavicular field should be irradiated in all patients with four or more positive
axillary nodes.

’I+
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4.3.2 AXILLARY RADIOTHERAPY

The American Society of Clinical Oncology recommends that after adequate surgery by a complete
or level l/ll axillary dissection, routine adjuvant axillary radiotherapy is not necessary and may | 4
add to morbidity.””

4.3.3 INTERNAL MAMMARY NODE CHAIN RADIOTHERAPY

There are studies that address whether radiotherapy to the internal mammary node chain (IMC)
is of benefit. The evidence for IMC is conflicting.

Two trials showed no improvement in survival in patients who underwent internal mammary

node dissection in addition to standard radical mastectomy.%2 83 !

A trial of 150 patients with internal mammary node involvement randomised individuals to
either radical resection of the internal mammary supraclavicular chain, irradiation of the
supraclavicular and internal mammary nodes, or no further surgery or deliberate irradiation of
these areas. The five-year disease-free survival rates were similar in the three arms (57%, 53 %,
and 51%, respectively), although the risk of supraclavicular and/or internal mammary recurrence
was lowest in the irradiated group (12%, 0%, and 16%, respectively).?

1+

One overview of case series and randomised controlled trials showed no benefit of IMC
radiotherapy.?> Studies reviewed included patient data from 1938 onwards, raising the possibility
that the side effects of antiquated treatments may have influenced the results against IMC irradiation. | 4
There is no evidence that IMC irradiation should be performed routinely in any patient group.””#>
The number of screen-detected cancers is increasing and, together with the fact that fewer patients
present with locally advanced cancers, should result in a reduction in IMC involvement.

4.4 SCHEDULING OF RADIOTHERAPY

The optimal timing of adjuvant radiotherapy following surgery has not been established in a
randomised trial. In one large RCT, 244 patients were randomised to receive either chemotherapy
first or radiotherapy first following conservative breast surgery. There were no significant differences
between the chemotherapy first and radiotherapy first arms in time to any event, distant metastasis,
or death. The study concludes that there is no advantage to giving radiotherapy before adjuvant
chemotherapy. However, this study does not have enough statistical power to rule out a clinically
important survival benefit for either sequence.®® It is usual for trial eligibility criteria that| 1°
radiotherapy is commenced within at least 12 weeks of surgery unless receiving adjuvant
chemotherapy.?” Evidence for this is described in a guideline which included patients who had
breast-conserving surgery, but it is not unreasonable to extrapolate this also to patients who have
undergone mastectomy. Access to radiotherapy within four weeks is a current political target,®
and a minimum of 95% of patients receiving radiotherapy to the breast after conservation for
invasive cancer is a desirable criterion within four weeks of final operation/chemotherapy dose.?
There is insufficient evidence to recommend the ideal sequencing of PMRT and systemic therapy.

4.5 DOSE FRACTIONATION

A systematic review suggests that local recurrence may be higher below certain biologically
effective doses.”® Current evidence is not able to identify an optimal dose/fractionation for
postoperative radiotherapy.t”! It is therefore reasonable to treat patients with currently accepted
regimens such as 50Gy in 25 daily fractions over 5 weeks, 45Gy in 20 fractions, or 40 Gy in 15
or 16 fractions. Results of ongoing trials investigating fractionation are awaited.
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Systemic therapy

ADJUVANT CHEMOTHERAPY

The ability of postoperative adjuvant chemotherapy to reduce the risk of recurrence and death
from breast cancer has been established by a series of meta-analyses of many clinical trials.?> The
concept of adjuvant chemotherapy is a difficult one for many patients. It is often hard to convey
the reasons for giving a toxic treatment that only cures a minority of those who receive it,
whereas the proportion having some benefit will depend on the overall risk of recurrence. Helping
patients make correct choices about treatment is important, as chemotherapy usually impairs the
patient’s short term quality of life.

There is no clear consensus on how individual chemotherapy drugs should be sequenced. Drugs
are often combined, and there is limited evidence that block sequential administration may be
better,”® and if given with granulocyte-colony stimulating factor (G-CSF) support, more “dose-
dense” regimens can be given which may improve disease-free survival.®**> G-CSF is available in
a pegylated (slow-release depot) preparation, given only once per chemotherapy cycle, which
may be as effective as the standard preparation, and may be better at preventing neutropenic
fever.”® The results of further trials are awaited. Biological markers to predict risk of relapse have
been shown to be effective®” although the difficulty in recruiting patients to such trials suggests
that simpler more reliable tests are still needed.®

In women over the age of 70 years there is a paucity of data on the benefit of adjuvant
chemotherapy, with no clear evidence for or against its use.

There are data to suggest that the degree of benefit may be reduced with increasing age.®> There
is evidence that the use of a structured visual aid can improve patient satisfaction and understanding
of the rationale of adjuvant chemotherapy.®

The decision regarding which patients should be offered adjuvant chemotherapy is based on a
risk-benefit analysis made on the basis of their tumour details, including whether or not the
cancer was screen-detected; age; and type of therapy offered. In determining prognosis, there are
a number of tools available, from guidelines to biological analyses and simple and complex
mathematical/computer models, but none have been validated in a prospective randomised trial.
Chemotherapy has a negative effect on patients’ sexuality that does not resolve following cessation
of treatment. The addition of hormonal therapy to chemotherapy does not impair sexuality
further (although the use of hormonal therapies alone impairs sexual function).'®

.\ All women under the age of 70 years, with early breast cancer should be considered for
adjuvant chemotherapy.

Some of the beneficial effects of adjuvant chemotherapy may be mediated by ovarian suppression.
Those who become amenorrhoeic during chemotherapy have fewer relapses.’' Endocrine therapy
alone (ovarian suppression with or without tamoxifen), in premenopausal women over 35 years
with moderate or high risk oestrogen receptor (ER) positive tumours, is as effective as
cyclophosphamide, methotrexate and 5-fluorouracil (CMF) chemotherapy alone'?'% and may
be superior.'* Other studies have found the addition of CMF chemotherapy to tamoxifen to be
beneficial to premenopausal women with less than four axillary lymph glands involved.'%

There is a paucity of data on the addition of tamoxifen to chemotherapy in premenopausal
women, although there is no evidence that it is not of additional benefit. Similarly, there are no
clear data on the benefit of additional ovarian suppression to women with hormone receptor
positive tumours already receiving chemotherapy and tamoxifen.

1++
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5 SYSTEMIC THERAPY

Breast cancer patients aged less than 35 years have a lower survival and higher relapse rate than
older patients. In a study where most patients did not get additional endocrine therapy, younger
patients with oestrogen receptor positive disease had lower survival rates than those with oestrogen | 2+
receptor negative disease.'® Omission of hormonal therapy in younger patients may be especially
detrimental to their outcome.

6 Women with oestrogen receptor-positive tumours who receive chemotherapy should be
considered for additional endocrine therapy, especially if they are under 35 years.

5.2 NEOADJUVANT CHEMOTHERAPY

There is good quality evidence that there is no difference in long term survival if the same
chemotherapy is given before rather than after surgery for patients with operable breast cancers,
with the added benefit that neoadjuvant chemotherapy appears to be associated with a reduction
in requirement for mastectomy.'®'% It is often offered to facilitate surgery in women with either | 1+
large T3 tumours in whom mastectomy may be difficult, or with large T2-T3 tumours where
breast conservation is not possible at presentation, but would be appropriate if the tumour were
smaller. There is some evidence to show that the type of chemotherapy given may affect the
numbers of complete pathological responses seen'® although the difference between regimens is
not always apparent.'!

.\ Neoadjuvant chemotherapy should be considered for women with large cancers as it
improves the rate of breast conservation and is not detrimental to long term outcome.

5.3 ANTHRACYCLINE AND TAXANE THERAPY

In the adjuvant setting there is evidence that anthracyclines offer superior survival benefits compared
with non-anthracyclines regimens (such as CMF).%2"'2 They are more toxic, with higher rates of
myelodysplasia (bone marrow abnormalities) and neutropenic sepsis in some studies.''? They are
also associated with a modest risk of cardiac damage."*

‘]+

Taxanes are active in the adjuvant setting, but although they have been shown to improve upon
some adriamycin-based regimens,'® there are not yet any published data that they offer additional | 1+
survival benefits over optimal anthracyclines regimens.

5.3.1 ADVANCED DISEASE
Epirubicin

Randomised controlled trials in advanced breast cancer have shown that epirubicin and doxorubicin
have equivalent efficacy when measured by response rates or survival. In a pooled analysis of six
trials comparing equal doses of these drugs, alone or as part of combination therapy, response
rates were equivalent (RR, 1.04; 95% Cl, 0.92to 1.18; p=0.51). In doses equal to doxorubicin,
epirubicin had less cardiotoxicity (electrocardiogram changes, decrease in ventricular ejection
fraction, increase in pre-ejection period/left ventricular pre-ejection period ratio), (RR, 0.43; | 1++
95% Cl, 0.24 t0 0.77; p=0.0044) and fewer episodes of congestive heart failure. Response rates | 4
are higher with escalating doses of epirubicin but survival the same, although toxicities are more
common with increasing dose."™* The British National Formulary recommends a maximum
cumulative dose of 0.9-1 g/m? to help avoid cardiotoxicity.'" The Scottish Medicines Consortium
has advised (December 2003) that the pegylated liposomal preparation of doxorubicin is not
recommended for metastatic breast cancer."® It has been shown that the use of anthracycline
based chemotherapy in advanced disease is associated with a modest survival advantage."”

.\ Anthracyclines should be prescribed in preference to non-anthracycline regimens in the
adjuvant setting, as they offer additional benefits. Epirubicin may be preferred as it causes
less cardiac adverse effects.
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Taxanes

A meta-analysis of four trials of paclitaxel, single-agent for first line treatment, has shown a 25-
34% overall response rate with time to progression (TTP) five months."® Most patients relapse
within 12 months and median survival is 17-22 months. When using paclitaxel in combination
with other agents for first line treatment, neutropenia is seen in 40-68% of cases although it is
unclear if combining with anthracyclines makes this worse. Thrombocytopenia (a decrease in the
number of blood platelets) is more common when paclitaxel is used in combination, a 10%
peripheral neuropathy rate is seen, and alopecia occurs in three-quarters of patients, but with no
significant difference in quality of life when paclitaxel added (four studies, n=1545). The improved
response rate and survival advantage have been replicated in other trials.'%120

Taxanes should be considered in patients with advanced disease.

BIOLOGICAL THERAPIES

TRASTUZUMAB MONOTHERAPY

A systematic review'?' of trastuzumab as monotherapy found some anti-tumour effects in terms
of overall response (partial and complete) ranging from 12% to 24%.'?"?* The review included
one randomised trial which compared two regimens of trastuzumab as a single agent in women
with metastatic breast cancer who had not previously received chemotherapy.'* The objective
response rate was 24% (95% Cl, 18.0 to 34.3%) among 111 evaluable patients. Median duration
of survival was 24.4 months. A retrospective analysis evaluating the response to trastuzumab
according to over-expression of the human epidermal growth factor receptor 2 (HER2) demonstrated
by fluorescence in situ hybridization (FISH), found that patients with FISH-positive tumours
(n=79) had a response rate of 34% (95% Cl, 23.9% to 45.7%) compared to 7% (95% Cl, 0.8%
t0 22.8%) in 29 women with tumours that were FISH-negative. The response rate in such patients
is comparable to some other systemic therapies when used as first-line therapy for metastatic
breast cancer, such as tamoxifen (20-45% response rate), letrozole (30%), doxorubicin (32%)
and doxorubicin plus vinorelbine (39%).125:126

(@ Trastuzumab should be reserved for those patients whose tumours have HER2 over-
expression.

ADJUVANT TRASTUZUMAB THERAPY

Several large international trials are being conducted to test the benefit of this agent in early
breast cancer, and preliminary reports from some indicate that one years’ treatment provides a
significant benefit.

The HERA trial randomised women who had completed locoregional therapy and adjuvant
chemotherapy to either one year of three weekly trastuzumab therapy, two years of trastuzumab
therapy or observation.'” Interim results are available for the comparison between observation
and one year of therapy. A total of 127 first events were reported in the one-year trastuzumab
group and 220 in the observation group. The unadjusted hazard ratio in the one-year trastuzumab
group as compared with the observation group was 0.54 (95% confidence interval, 0.43 t0 0.67;
p < 0.0001) which corresponded to an absolute disease-free survival benefit of 8.4% at two
years. Approximately two thirds of reported first events were distant metastases. The hazard ratio
for time to a distant recurrence in the one-year trastuzumab group compared with the observation
group was 0.49 (95% confidence interval, 0.38 t0 0.63; p < 0.0001).

1++
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Two trials which compared adjuvant chemotherapy with or without concurrent trastuzumab in
women with surgically removed HER2-positive breast cancer have published combined results.'?
The National Surgical Adjuvant Breast and Bowel Project trial B-31 compared doxorubicin and
cyclophosphamide followed by paclitaxel every three weeks (group 1) with the same regimen
plus 52 weeks of trastuzumab given concurrently with paclitaxel (group 2). The North Central
Cancer Treatment Group trial N9831 compared doxorubicin and cyclophosphamide followed by
weekly paclitaxel (group A), with the same regimen plus 52 weeks of trastuzumab initiated
concomitantly with paclitaxel (group C). The studies were amended to include a joint analysis | 1+
comparing groups 1 and A (the control group, n=1679) with groups 2 and C (the trastuzumab
group, n=1672). At interim analysis the trastuzumab group was associated with around half of
the number of events (cancer recurrence, second primary cancer, or death before recurrence) of
the control group; (261 vs 133 events; hazard ratio, 0.48; 95 % Cl, 0.39 to 0.59, p<0.0001).

There were approximately one third fewer deaths in the trastuzumab group than the control
group (92 vs 62; hazard ratio 0.67 95% Cl 0.48 t0 0.93; p=0.015). Time to distant recurrence
in the trastuzumab group was around half of that in the control group (193 vs 96 patients with
recurrence; hazard ratio 0.47 95% Cl, 0.37 t0 0.61; p<0.0001).

There is currently insufficient long term outcome evidence available to assess the toxicity-benefit
balance for different patient groups or treatment regimens. Preliminary results are encouraging,
but until there is medium term evidence of benefit and freedom from adverse cardiac effects it is
not possible to make any clear recommendation for or against the use of this agent in the
adjuvant setting. This research is currently in progress. Any updates relating to the use of
trastuzumab will be noted on the SIGN website.

5.4.3 TRASTUZUMAB COMBINATION THERAPY

Trastuzumab added to paclitaxel or adriamycin/cyclophosphamide (a combination associated
with a high incidence of cardiac dysfunction)'?° gave a better time to progression (seven versus
five months), better overall response rate (50% versus 32 %), and greater one-year survival (median
survival 25 versus 20 months) than the same chemotherapy alone.’® The combination of
chemotherapy plus trastuzumab was not associated with any significant difference in quality of
life. One phase 2 study of trastuzumab with cisplatin showed a 24% response rate and five
months average TTP."' In a second phase 2 study of weekly paclitaxel/trastuzumab combination
therapy the response rate was 61%."** Patients with HER2-negative tumours were included in the | .
trial, but responded less often, suggesting that the addition of trastuzumab was of no benefitin | 5-
these tumours. The median response duration was seven months. The cardiac dysfunction rate
was similar to doxorubicin-based chemotherapy (any 7%, severe 5%) but higher if trastuzumab
was combined with any anthracycline (any 28, severe 19%)."3* One RCT showed that weekly
trastuzumab plus docetaxel (100 mg/m? every three weeks) proved superior to the same dose of
single-agent docetaxel in all end points including overall response rate (61% v 34%; p= 0.0002),
overall survival (median, 31.2 v 22.7 months; p = 0.0325), time to disease progression (median,
11.7 v 6.1 months; p= 0.0001), time to treatment failure (median, 9.8 v 5.3 months; p=
0.0001), and duration of response (median, 11.7 v 5.7 months; p= 0.009).'3*

.\ Combination therapy of trastuzumab with a taxane is recommended in women with
metastatic breast cancer.

5.4.4 DURATION OF THERAPY

No randomised trial data were identified which address the question of duration of therapy. In
the RCT of trastuzumab identified in section 5.4.3 treatment was continued until progression.'*°
No randomised data were identified to address the question of whether to discontinue trastuzumab
therapy after progression.
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VINORELBINE AND CAPECITABINE THERAPY

No evidence was identified to support the use of these agents in the adjuvant setting, although
there are ongoing studies which will address their role. Two systematic reviews report the following
evidence in patients with metastatic disease. 135136

VINORELBINE

Asingle RCT was identified which compared single agent vinorelbine to melphalan in patients
who failed to respond to anthracycline-containing chemotherapy (n=179)."¥” The study showed
a survival benefit for vinorelbine (p=0.034). The median survival time was 35 versus 31 weeks,
with improved quality of life. A phase 2 study of vinorelbine/ vinorelbine plus 5-fluorouracil
(5FU) plus leucovorin and mitoxantrone plus 5FU plus leucovorin (n=99) showed equivalent
objective response rates and survival times in all three groups (RR 21-30%)."*®* An RCT examining
vinorelbine versus vinorelbine plus doxorubicin (n =289 assessable), showed no difference in
response, duration of response, or survival. Toxicity was mainly haematological and alopecia
was seen in 12%.'%

Vinorelbine is an active drug in the treatment of advanced disease, but its optimum position
within a treatment algorithm is unclear due to a paucity of randomised trials.

CAPECITABINE

A phase 2 study of capecitabine versus paclitaxel for patients who had not responded to
anthracycline treatment was discontinued early because of strong patient preferences for
capecitabine with results showing similar efficacy. Capecitabine showed 8/22 responses of which
three were complete, (36%, Cl 17-59%) and paclitaxel 4/20, with no complete responses, (21%;
6-46%). Median TTP was the same at just over 90 days. Adverse events, typically neutropenia
and neuropathy, were more common with paclitaxel.’®

A phase 2 study of capecitabine in patients with paclitaxel-resistant metastatic cancer showed a
20% response rate, three complete responses, median duration of response of eight months,
median survival of 13 months, median TTP of three months, and a one year survival of 52%.
There was a 30% response rate in patients considered to be both anthracycline and paclitaxel-
resistant. Adverse events noted were diarrhoea, fatigue, stomatitis, nausea, and neutropenia in
30/0.141

As first line treatment in metastatic disease, a phase 2 study comparing capecitabine with CMF
showed 25% RR for capecitabine and 16% RR for CMF (n=95). The median time to progression
was 132 days for capecitabine and 92 for CMF. 42

A randomised phase 3 trial of docetaxel with or without capecitabine in patients who had
previously undergone anthracycline treatment showed that the response rate was higher with the
combination (42% versus 30%)."* Median survival was 14 months with the combination and
11 months with docetaxel alone. The median TTP was six months for the combination and four
months for capecitabine, however, patients were not assigned to receive capecitabine upon
progression in the single agent docetaxol arm.

Capecitabine appears to be effective as a first line and second line treatment of advanced disease,
even after anthracyclines and taxanes. It is not possible to make a firm recommendation about its
precise place in the treatment of advanced breast cancer given the paucity of randomised trials.

Either capecitabine or vinorelbine should be considered for patients with advanced breast
cancer.
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5.6 ROLE OF BISPHOSPHONATES

5.6.1 BISPHOSPHONATES IN ADJUVANT THERAPY

The evidence for the effectiveness of bisphosphonates in reducing bone metastases in patients
with high risk early breast cancer is conflicting.”’'** The largest trial (n=1,069) showed that
although the observed incidence of bone metastases was lower in the clodronate group (12% vs
15% with placebo), the difference between clodronate and placebo over the five-year follow-up
period was not statistically significant (hazard ratio, 0.77; 95% Cl, 0.56 to 1.08; p=0.127)."%5 | 1°
When the analysis was restricted to the two-year treatment period, the hazard ratio was 0.44
(95% ClI, 0.22 to 0.86; p=0.016). These data were reported as the final analysis for a trial that
was designed to have the power to detect a 50% reduction in the incidence of bone metastases
at three years and a 25% reduction at five years.

5.6.2 BISPHOSPHONATES AND METASTATIC DISEASE

The role of bisphosphonates in advanced disease has been extensively investigated. Three systematic
reviews and an evidence based guideline have addressed the effectiveness of these drugs in
patients with metastatic disease.”’ 44146147 Bisphosphonates have a beneficial effect on bone
pain, and reduce the rate of skeletal events in patients with metastatic bone disease. The optimal
duration of therapy is unclear although the benefits are largely based on trials using two years’
therapy. There was no clear benefit from bisphosphonate therapy in advanced disease without
bone metastases, as defined by development of bone metastases, in the groups treated with
bisphosphonate compared with placebo or no additional treatment. Using indirect comparisons,
the third generation bisphosphonate ibandronate is similar to pamidronate and may be used as
an alternative.?' The third generation bisphosphonate zoledronate has shown 20% superiority
over pamidronate in a randomised controlled trial.'8

There is evidence for a low level of renal toxicity, particularly with some intravenous
bisphosphonates, which must be borne in mind during their use in patients with advanced breast | 1*
cancer.'#

.\ Bisphosphonates should be routinely used in combination with other systemic therapy in
patients with metastatic breast cancer with symptomatic bone metastases. The choice of
agent for an individual patient depends on individual circumstances.

5.7 ENDOCRINE THERAPY

5.7.1 PREMENOPAUSAL WOMEN

Ovarian suppression and tamoxifen as adjuvant treatment have been shown to improve five year
survival, even when given to a population for whom oestrogen-receptor status is not known.'#
There are data to confirm that it is of no benefit in patients whose tumours do not express
hormonal receptors, it is standard practice to measure the hormonal status of a patient with
breast cancer.™ Ovarian suppression has been shown to be as effective as CMF chemotherapy
alone and, when given in combination with tamoxifen, to be more effective.’''>* Endocrine
therapy alone has never been compared with anthracycline or taxane-based regimens that are
now seen as standard.

1++
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As there are no clear data to suggest that the benefit of tamoxifen added to chemotherapy seen in
postmenopausal women is not also seen in premenopausal women although this has not been
formally evaluated.

In advanced breast cancer, the addition of tamoxifen to ovarian suppression with luteinizing

. o . 1+
hormone-releasing hormone (LHRH) agonists improves response rate and overall survival.’>

.\ Premenopausal women whose tumours are not shown to have absent oestrogen or
progesterone receptors should be considered for adjuvant endocrine therapy.

.\ In premenopausal women with advanced disease, the combination of tamoxifen plus
ovarian ablation should be offered before tamoxifen therapy alone.
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POSTMENOPAUSAL WOMEN

Tamoxifen given to patients with advanced disease, over a five year period in the adjuvant setting
significantly reduces breast cancer recurrence, development of second breast cancers and improves
overall survival.’™ Nevertheless patients may still relapse despite its use, and it is associated with
toxicities including thrombo-embolic disease and endometrial thickening, atypia, and rarely
cancer.'® These changes can be prevented by the use of intra-uterine progestagen-releasing devices,
although these may not be acceptable to all women. The use of an aromatase inhibitor, which is
not associated with such uterine effects, is an alternative in susceptible women. >

Adjuvant therapy

The only group of women who do not benefit from tamoxifen are those with oestrogen receptor
negative tumours.' For postmenopausal women who are candidates for adjuvant endocrine
therapy five years of tamoxifen therapy is not the optimal regimen in terms of short/medium term
disease-free survival, with superiority being shown for either five years of anastrozole, five years
of tamoxifen followed by a median of two and a half years of letrozole, or two to three years of
tamoxifen followed by two to three years of exemestane or anastrazole. Some of these alternatives
have yet to show convincing overall survival benefit, although it has recently been reported in a
subgroup of patients. The MA17 trial, investigated whether extended adjuvant therapy with the
aromatase inhibitor letrozole after tamoxifen reduced the risk of late recurrences and showed that
letrozole improved disease-free survival (HR) for recurrence or contralateral breast cancer =
0.58,95% (Cl) = 0.45t00.76; p< 0.001)."” Overall survival was the same in both arms (HR
for death from any cause = 0.82, 95% CI = 0.57 to 1.19; p = 0.3). Among lymph node-
positive patients, overall survival was statistically significantly improved with letrozole (HR =
0.61,95% Cl = 0.38t00.98; p = 0.04). In addition, there is a different profile of side effects,
with fewer gynaecological and thrombotic events, but more musculoskeletal disorders, including
fractures.'>

Neo-adjuvant therapy

There is no evidence that the use of a few weeks or months of endocrine therapy before loco-
regional surgery has any long-term beneficial or detrimental effects. It may, as with neo-adjuvant
chemotherapy, facilitate surgical options but there are no data to confirm this. Four months’
letrozole offers a higher response rate than tamoxifen for the same duration.'®

Advanced disease

There is no clear evidence that any particular sequence of endocrine agents offers an overall
survival advantage over another. The third generation aromatase inhibitors show evidence of
superiority in clinically meaningful endpoints, including response rate and TTP as compared to
tamoxifen, irrespective of the prior use of adjuvant tamoxifen.™ There is good evidence that in
patients who do not respond to tamoxifen the third generation aromatase inhibitors are superior
to megestrol acetate.'™®

.\ In postmenopausal women with breast cancer tamoxifen remains the treatment of choice
as initial therapy in the adjuvant setting. If there are relative contraindications to its use
(high risk of thromboembolism or endometrial abnormalities) or intolerance, an aromatase
inhibitor can be used in its place.

.\ Postmenopausal patients should be considered for a switch to an aromatase inhibitor
after either two to three years or after five years of tamoxifen therapy.

In postmenopausal women with advanced disease, third generation aromatase inhibitors
should be considered before either tamoxifen or megestrol acetate.

TIMING OF SURGERY AND CHEMOTHERAPY

No evidence was identified to support a recommendation to delay surgery pending systemic
therapy. Delaying radiotherapy for adjuvant chemotherapy may increase the rate of local recurrence,
whereas delaying chemotherapy for the radiotherapy may have some detrimental impact in terms
of systemic recurrence.'”®
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5 SYSTEMIC THERAPY

There is conflicting evidence regarding the effect of delaying chemotherapy following surgery in
women with ER negative tumours. One meta-analysis showed that the 10-year disease free survival
rate in women who commenced chemotherapy within 21 days was significantly higher than in
those who commenced chemotherapy at 21-86 days following surgery (60% vs 34%; (HR),
0. 49; 95% (Cl), 0.33 t0 0.72; p=0.0003).'%

A retrospective analysis of a similar cohort of 1161 patients found no significant difference in
disease free survival between those women who had received chemotherapy within 21 days of
surgery and those who had started chemotherapy at a later time.'®"

(@ All treatments for patients with early breast cancer should be started as soon as is practical.
Young women with oestrogen receptor negative tumours may benefit particularly from
early initiation of chemotherapy following surgery.

MANAGEMENT OF MENOPAUSAL SYMPTOMS

There is good evidence that both low dose megestrol acetate and depot intramuscular
medroxyprogesterone acetate can reduce the frequency of hot flushes in postmenopausal women
with breast cancer.’®? There are fewer data on whether these agents affect the outcome of the
breast cancer treatment. There are no clear data as to whether the use of conventional HRT
alleviates these symptoms or alters outcome in women with breast cancer treated with endocrine
agents.'® Current use of HRT is associated with an increased risk of incident and fatal breast
cancer; the effect is substantially greater for oestrogen-progestagen combinations than for other
types of HRT.'** Clonidine appears to have some effect on the control of hot flushes, but there is
some evidence that it does not improve quality of life.'®®

Megestrol acetate or depot intramuscular medroxyprogesterone acetate may be considered
to control the severity of hot flushes in women with breast cancer.

‘]+
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Psychological care

INTRODUCTION

This section discusses the role of the specialist breast care nurse (section 6.2) and psychological
distress in breast cancer patients (section 6.3). It also explores the most effective techniques of
psychosocial support for breast cancer patients and/or their carers and families (section 6.4) and
examines the communication methods that have been shown to be most effective in improving
patient satisfaction or psychosocial morbidity (section 6.5).

THE ROLE OF THE BREAST CARE NURSE

The role of the breast care nurse specialist is well established within the multidisciplinary team
and has developed and expanded to reflect local circumstances and the diversity of Scotland and
its population. Women have complex needs at diagnosis and throughout their experience of the
disease, requiring the input from many members of the team. Although there is limited research
in this field, supporting women from diagnosis is acknowledged as an important intervention
valued by women. 166167

Using a structured approach to the management of psychological care allows breast care nurse
specialists to improve the continuity of care, information and support women received from
diagnosis through to follow up.'®”

(& All women with a potential or known diagnosis of breast cancer should have access to a
breast care nurse specialist for information and support at every stage of diagnosis and
treatment.

1] Contact details and information about the role of the breast care nurse should be available
to the patients, their families and all the members of the multidisciplinary team including
the primary care team.

EDUCATION

Breast care nurse specialists are working within a specialised nursing role and should be
appropriately experienced and educated. Opportunities for continual professional development
should be available for nurses working at this level. The Royal College of Nursing framework for
adult cancer nursing provides recommendations on educational expectations.'®®

n Breast care nurse specialists should have appropriate education and experience.

IDENTIFYING DISTRESS

A number of studies have examined the incidence of psychological and psychiatric morbidity in
women with breast cancer. They have shown a high risk of clinically significant levels of anxiety
and/or depression, severe sexual difficulties and other problems related to body image.’®'7° This
is in addition to the normal reactions of women to the diagnosis of a potentially life threatening
illness and the side effects of treatment.

Clinical staff frequently fail to identify psychological problems, for various reasons. When clinicians
identify clinically significant distress, they may not offer treatment because they see the distress
as being a ‘normal’ reaction to the diagnosis, treatment side effects, or prognosis.

Significant levels of psychological distress are commonly associated with experiences associated
with the diagnosis of and treatment for breast cancer. In a study of 303 women entering a
randomised controlled trial, up to 45% of the participants were found to have clinically significant
levels of psychological distress using standardised criteria.'”!

24+



6 PSYCHOLOGICAL CARE

Identifying distress is a significant task for the multi-professional team caring for patients with
breast cancer. Distress can be the result of a range of factors and is not always a manifestation of
an emotional or psychological problem. Many patients with high levels of distress are not
recognised.

Routine screening for distress among people with cancer has been recommended by the US
National Comprehensive Cancer Network.'”? The National Health and Medical Research Council
of Australia'”? recommends an approach to screening for significant psychological problems that
includes advice to document risk factors for the presence of distress (see Table 4).

Although there have been many studies that have used a range of reliable and valid assessment
measures to examine psychosocial aspects of breast cancer, there are few studies that specifically
compare the utility of assessment methods.

A number of measures have been used in an attempt to screen for psychological symptoms in
women with breast cancer. The Hospital Anxiety and Depression (HAD) scale is a reliable and
valid questionnaire to screen for the presence of psychological symptoms and distress in the
clinical setting."”* The European Organisation for Research and Treatment of Cancer Quality of
Life Questionnaire (EORTC QLQ-C30) also has good reliability and validity as an assessment of
important quality of life dimensions in research and the clinical settings.'”

2+

A large systematic review of the evidence relating to screening for distress in a general hospital
setting indicated that the routine administration of questionnaires in screening for distress is a
costly exercise with little bearing on psychological outcomes.'® This is supported by research
examining the utility of the HAD in detecting diagnosable mental disorders among women with
breast cancer.'””

2+

Decisions to use these questionnaires should be taken when assessment reveals the presence of
risk factors for severe psychological problems (see Table 4). Distress is often a manifestation of a
physical, social, financial or spiritual concern and it should not be assumed that the presence of
distress is always the result of an emotional or psychological problem.

The measurement of the presence of psychological symptoms in women with breast
cancer should be tailored to the individual circumstances of the patient (eg presence of
high level of distress or risk factors for problems).

Routinely administered questionnaires are not recommended for the detection of
clinically significant psychological symptoms in women with breast cancer who do not
have specific risk factors for severe anxiety or distress.

0 o Breast cancer services should routinely screen for the presence of distress and risk
factors for very high levels of distress from the point of diagnosis onwards (including
during follow up review phases)

o Multidisciplinary teams should have agreed protocols for distress assessment and
management. These should include recommendations for referral and care pathways.
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Table 4: Factors associated with increased risk of psychosocial problems

Characteristics of the individual

Younger

Single, separated, divorced or widowed

Living alone

Children younger than 21 years

Economic adversity

Lack of social support, perceived poor social support
Poor marital or family functioning

History of psychiatric problems

Cumulative stressful life events

History of alcohol or other substance abuse

Characteristics/stages of disease and treatment

At the time of diagnosis and recurrence

During advanced stage of the disease

Poorer prognosis

More treatment side effects

Greater functional impairment and disease burden
Experiencing lymphodema

Experiencing chronic pain

Fatigue

Source: Clinical Practice Guidelines for Psychosocial Care of Adults with Cancer'”?

PSYCHOLOGICAL SUPPORT FOR WOMEN WITH BREAST CANCER AND THEIR
FAMILIES

GROUP BASED PSYCHOLOGICAL INTERVENTIONS

Most of the studies evaluating a psychological intervention that has been delivered in a group
format have evaluated supportive expressive therapy, cognitive behavioural group therapy or
psycho-education in a group format.

Supportive -expressive psychotherapy has been shown to have positive effects in reducing traumatic
stress symptoms,'”® mood disturbance and pain perception among women with advanced breast
cancer.'” This has not been shown in every study.'® Supportive expressive therapy appears to
have no effect on survival for women with advanced breast cancer.'”” Cognitive behaviourally
focused group therapy in patients with localised breast cancer has been shown to be associated
with a reduction in depression, mood disturbance, and with enhanced quality of life.'® These
benefits have also been found in women with advanced breast cancer, where enhanced self
esteem was also reported.'® The sustainability of these benefits is not yet proven, with studies
reporting varying results with regard to maintenance of gains.'®-'83 Although patients expressed
high levels of satisfaction with their experiences of cognitive existential group psychotherapy (a
therapy that combines elements of supportive expressive and cognitive behavioural therapies) an
RCT has not shown beneficial psychosocial outcomes.'® Discussion forums where women share
their experiences offer short term benefit in maintaining patient hope.'®

1++
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6 PSYCHOLOGICAL CARE

" 1 Group psychological interventions should be available to women with breast cancer
who feel it would suit their needs.
0 Supportive expressive therapy is recommended for patients with advanced cancer and
cognitive behavioural therapy for patients with localised, locoregional or advanced
disease.

0 Choice of psychological treatment modality in advanced breast cancer should be based
on patient preference.

6.4.2 INDIVIDUAL INTERVENTIONS

Individual psychological interventions that have a psycho-educational or cognitive behavioural
emphasis produce significant improvements in mood, coping and distress.’®*'8 They also have
potential to ameliorate the specific side effects of cytotoxic chemotherapy.''! Problem solving,
one-to-one approaches to psychosocial support can reduce distress in younger women with breast
cancer and have a role in diminishing unreported need. These effects are not sustained once the
intervention has finished.'? The provision of computers and limited training can aid information
and patient confidence, but appears to have no effect on quality of life in general. Effects on
confidence and knowledge are short term.'* The benefit of computer-based support over more
usual means of support is only marginal.'* Where telephone therapy has been tried it has been
widely acceptable but offers little benefit.’®> There is evidence from one RCT that a psychological
intervention implemented by clinical psychologists resulted in improved outcomes for participating
patients, when compared with the same intervention delivered by other professionals.®*

1++
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The limited evidence available for the different forms of therapy and support available is in part
due to the different standards and ways in which the interventions were used in the research
setting.'°

.\ Cognitive behavioural therapy (in group or individual format according to preference and
availability) should be offered to selected patients with anxiety and depressive disorders.

Computer and telephone-based interventions should not routinely be offered to patients.

O Psychological interventions should be implemented according to the validated protocols
and procedures used in the trials that have reported benefits within the literature and in
consultation with local specialist psychological services.

6.5 COMMUNICATION METHODS

Effective communication with breast cancer patients is a cornerstone of good practice. The
preference for, and ability to cope with, information varies between patients and discrepancies
between the need for and actual communication of information can result in psychosocial
problems.”

Facilitating patient choice about treatment decisions benefits psychological morbidity.'?
Communication is enhanced by the provision of either tapes of consultations that contain
information on diagnosis, management or prognosis, or of follow up letters.’ Not all women | 1++
want to make or share decision making.”® Following a written agenda at consultations significantly | 1*
improves the experience for breast cancer patients.?”! Prompt sheets aid satisfaction with outpatient
encounters.?2 Decision aids for chemotherapy improve patient knowledge and satisfaction.?%

Communication skills training delivered by expert facilitators has been shown to result in
demonstrable improvements in communication behaviours of participating senior clinicians.?*

1++

27



MANAGEMENT OF BREAST CANCER IN WOMEN

28

1111

Women with breast cancer should be offered audiotapes or follow up summary letters of
important consultations.

Clinical encounters with women with breast cancer should facilitate patient choice about
treatment decisions (assuming patients wish to participate in the decision making process).

Written agendas, prompt sheets and decisions aids should be used to improve
communication with women with breast cancer.

Clinicians should be encouraged to attend validated training in communication skills.
Communication skills training programmes should be implemented in accordance with

empirically validated protocols, ensuring that attention is paid to the transfer and
maintenance of new communication behaviours within clinical settings.
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7 FOLLOW UP

Follow up

IMPROVING OUTCOMES

Follow up for breast cancer patients following their primary treatment is an important aspect of
care. Traditionally it has been carried out in hospitals by breast cancer teams.

Follow up surveillance is multifaceted in nature and fulfils a number of purposes, it:

o provides patients with support and counselling

o detects potentially curable local recurrence in the treated and opposite breast
o provides care for patients who develop metastases

o provides accurate data on morbidity and outcomes.

There is very little evidence linked to outcomes to suggest the effectiveness of long term follow
up or to indicate the optimal follow up regimen.® One systematic review of RCTs suggested that
regular hospital based review has no survival benefit over GP follow up.2% This review looked at
follow up strategies for women treated with early breast cancer and reported one RCT involving
296 women which compared follow up by hospital-based specialists to follow up performed by
general practitioners and found no significant differences in the time to detection of the recurrence
and patient quality of life.2® Another RCT involving 196 women compared regular scheduled
follow up, restricting it to the time of mammography and found no significant differences to
interim use of telephone and frequency of GP consultations.?%

PATIENTS WITHOUT RECURRENCE

Improvements in survival have meant there are thousands of women who have completed primary
treatment and are disease free and eligible for long-term follow up. It has become a challenge to
offer effective follow up strategies. There are a number of different ways to provide follow up
including patient initiated,?*® GP and nurse-led follow up.®® The evidence to determine the
frequency of follow up is very limited and follow up practices are not always consistent.

Detection of local recurrence

Clinical examination is the best method for detecting recurrence in the chest wall or axilla.?®®
Detection of recurrence in the treated breast and new primary in the contralateral breast

Relapses in the treated breast are detected clinically or mammographically. Mammography is the
gold standard method of imaging for cancer detection?'® but no evidence was identified to
suggest the optimal frequency of this procedure with this group of women. Current practice
offers this one to twice yearly within the first five years.

(6 Mammography should be used to detect recurrence in patients who have undergone
previous treatment for breast cancer.

PATIENTS WITH RECURRENCE

No evidence on the frequency of follow up of patients who have recurrence was available. This
should be organised relating to patient need. The involvement of the palliative care team at this
stage is important to ensure patients receive optimum management.

2+
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IDENTIFYING PATIENTS WITH METASTATIC DISEASE

DETECTION OF DISTANT METASTASES

The presentation of distant metastasis may occur at any time and not necessarily at routine
follow up clinics. Patients will contact the breast care nurse, local GP or a member of the
primary care team if they are concerned about symptoms. There is evidence that performing
diagnostic tests such as X-rays, blood tests and scans on this group of women does not improve
survival.205.209,210

Routine diagnostic tests to screen for distant metastases in asymptomatic women should
not be performed.

0 Patients and primary care teams should have procedures in place for prompt re-referral
to a person with responsibility for follow up and access to support services. They should
be encouraged to report new, persistent symptoms promptly without waiting for the next
scheduled appointment.

SPECIALIST PALLIATIVE CARE

Specialist palliative care has an integral place in the care of women with breast cancer whose
disease is not amenable to cure. This requires a careful multidisciplinary approach with input
where necessary from specialist palliative care teams. All those involved in the care of women
with advanced disease require basic palliative care skills appropriate to their profession. There
are agreed national standards in place for the provision of palliative care.?!

Women with advanced breast cancer may have complex needs related to the psychosocial impact
of disease, lymphoedema and symptoms, especially pain, fatigue and breathlessness. The control
of pain in cancer patients is covered in detail in SIGN guideline 44.2"2

The involvement of specialist palliative care teams has resulted in modest positive outcomes
including symptom control, patient and carer satisfaction and chosen place of death.2"

There is no evidence for the best point at which specialist palliative care should become involved
in care, but a significant proportion of referrals arrive too late to give optimal benefit to patients.?'*

E Patients with breast cancer should have access to input from a specialist palliative care
team.

‘I+
2+
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8 INFORMATION FOR DISCUSSION WITH PATIENTS AND CARERS

Information for discussion with patients and
carers

GATHERING VIEWS FROM PATIENTS WITH BREAST CANCER

Patients and carers want information to help them understand and cope with the diagnosis of
breast cancer, the treatment options available and the care they can expect from the health
professionals they meet.

A literature search of patient views and experiences was carried out to inform the development of
this guideline. One of the major themes that emerged was concern that the information needs of
cancer patients are not met during their journey of care.

A one day workshop, on the broad issues of information needs and resources relating to any
aspect of the disease, was held to gather views and suggestions from a group of women who all
have direct experience of treatment for breast cancer. This was attended by 29 women from eight
different health board areas in Scotland. Their age at diagnosis varied as follows: 30-39 years
(n=1); 40-49 (n=10); 50-59 years (n=12); 60-69 years (n=>5); not specified (n=1).

Patients were asked to consider the information they have received throughout their journey of
care, and the information they would have liked to have received. Five common themes emerged:

o delivery of information
o results of investigations
o side effects of treatment
0 information for carers

0 home care/follow up

DELIVERY OF INFORMATION

The manner in which important information was provided appeared to impact on both the
relationship between the clinical staff and the patient and the patients’ ability to understand and
absorb it. The most effective “care partnerships” were those where the patients’ individual wishes
regarding information and involvement were acknowledged by their clinicians and determined
the nature of their communications.

A need for clear, accurate information given face to face was identified. Decisions given over the
telephone, conflicting or mislaid information from clinicians and poor communication across
the different health settings (primary, secondary and tertiary) created increased anxiety for patients.
Information was required about both NHS organisations and cancer charities that can offer further
information in a verbal, written and visual format.

Frequently asked questions:

0 Where can my family and | find further information?

o What are my treatment options?

o Could you write down my treatment plan?

0 Isthere someone | could see before my next appointment?
o Will my GP know my results?

RESULTS OF INVESTIGATIONS

A rapid referral from primary to secondary care was considered important to psychological
well -being but this was sometimes delayed, as women were not always aware that a likelihood
of breast cancer was being considered by the GP. There was no consistent approach to providing
information about the triple assessment and many women were unaware of what to expect as
they moved from primary to secondary and tertiary care. GPs, consultants and breast care nurses
were considered gatekeepers to information about results and their approach to patients was very
important.
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Frequently asked questions:

o Tothe GP - what are you looking for?

0 How long will I wait for an appointment?

o Will I be seen at my local hospital?

0 What is the name of the doctor who will see me?
o What will happen at the hospital?

o Could you write this down for me?

0 Isthere any information that | could read?

0 When will | get the results?

0 Who will give me the results?

SIDE EFFECTS OF TREATMENT

There were a number of treatments that were believed to cause significant side effects including
surgery, chemotherapy and radiotherapy. The common theme was that the quantity and quality
of information about side effects was insufficient and, at times, given in an ad hoc manner. The
majority of participants had not received written information or taped consultations, and there
appeared to be no consistent approach to updating and adding to the information given or the
use of published materials. There was some very positive feedback about using a record book
while undergoing chemotherapy to record the different side effects experienced.

Frequently asked questions:

0 What does the surgery involve?

0 Arethere any side effects of surgery?

o0 How long will I need to stay off work?

0 What does the scar look like?

0 What are the side effects of chemotherapy?

o Can | have information on the specific chemotherapy drugs | am on?

o Can |l have information about radiotherapy; zoladex; tamoxifen; arimidex or the name of the
drug you are on?

0 Who will be in charge of my care?

o0 Who do | contact if | have a particular concern?

INFORMATION FOR CARERS

Information for the patient’s personal support networks i.e. family, carers and friends, was very
important. They also need to be involved in consultations when considered appropriate by the
patient. Specific issues were identified that addressed different age groups of women.

Younger women raised concerns about the impact of the diagnosis on young children, relationships
and employment.

Ethnic minorities had limited access to written information that is both culturally appropriate
and in the correct language.

Women or their carers who had poor reading skills, were visually impaired or deaf needed to be
able to access a range of information other than written material. This may include tapes, video
material including British sign language signing and modified pictorial information.

Frequently asked questions:

o Can my partner, carer, friend come into the room with me?
o Aretheir places for my carer to access support?
o Isthere someone we can get advice about benefits?
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8.2

8 INFORMATION FOR DISCUSSION WITH PATIENTS AND CARERS

HOME CARE / FOLLOW UP

There were significant variations between women’s experiences of aftercare. Some found their
GP and breast care nurse a great source of support while others felt abandoned and isolated
without knowing whom to contact. Women had a number of concerns about recurrence, practical
support including wigs and prosthesis, psychological support and ongoing follow up care.

Frequently asked questions:

0 Who fits my prosthesis?

o How often can it be replaced?

o Do | have to pay for it?

0 Who do | contact when my treatment is finished in the hospital?
0 Does my GP know what treatment | have had?

0 How often will | be followed up?

o0 Who will do the follow up?

o Will they do additional tests?

o How will I know if the cancer is back?

0 Arethere any support groups | can attend?

SOURCES OF FURTHER INFORMATION FOR PATIENTS AND CARERS

Breast Cancer Care

4th floor, 40 St Enoch Square

Glasgow G14DH

Tel: 0845077 1892 @ Fax: 0141 221 9499

Email: sco@breastcancercare.org.uk ® www.breastcancercare.org.uk

Breast Cancer Care provides information, practical assistance and emotional support for anyone
affected by breast cancer.

CancerBACUP Scotland

Suite 2, 3rd Floor, Cranston House, 104-114 Argyle Street

Glasgow G2 8BH

Tel: 0141223 7676 ® Fax: 0141 248 8422

Freephone help line: 0808 800 1234, Monday to Friday 9am to 7pm
www.cancerbacup.org.uk

Offers a free cancer information service staffed by qualified and experienced cancer nurses. There
are a growing number of CancerBACUP centres in hospitals and a freephone information service
on all types of cancer, staffed by specialist cancer nurses. Produces over 50 booklets and
‘CancerBACUP News’ three times a year.

Cancer Research UK

PO Box 123, 61 Lincoln’s Inn Fields
London WC2A 3PX

Tel: 020 7242 0200 ® Fax: 020 7269 3100
www.cancerresearchuk.org

Macmillan Cancer Relief Scotland

Osbourne House, 1-5 Osbourne Terrace

Edinburgh EH12 5HG

Tel: 0131 346 5346 ® Fax: 0131 346 5347

Helpline: 0808 808 2020, Monday to Friday 9am to 6pm
www.macmillan.org.uk

A UK charity supporting people with cancer and their families with specialist information,
treatment and care.
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Maggie’s Centres Scotland

The Stables, Western General Hospital
Edinburgh EH4 2XU

Tel: 01315373131 e Fax: 01315373130

The Gatehouse, Western Infirmary, 10 Dumbarton Road
Glasgow G11 6PA

Tel: 01413303311 @ Fax: 0141 3303363

Email: maggies.centre@ed.ac.uk ® www.maggiescentres.org

The goal of Maggie’s is to keep people who have cancer as healthy in mind and body as is
possible, by enabling them to participate actively in the treatment of their disease.

Tak Tent Cancer Support Scotland

Flat 5, 30 Shelley Court, Gartnavel Complex
Glasgow G12 0YN

Tel: 01412110122 Fax: 0141 211 3988

Email: tak.tent@care4free.net ® www.taktent.org.uk

Promotes the care of cancer patients, their families, friends and the staff involved professionally
in cancer care by providing practical and emotional support, information, counselling and therapies
as required. Network of local support groups throughout Scotland.
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SYSTEMATIC LITERATURE REVIEW

Literature searches were initially conducted in Medline, Embase, Cinahl, and the Cochrane
Library using the year range 1998-2002. The literature search was updated to cover the period up
to December 2003. Key websites on the Internet were also used, such as the National Guidelines
Clearinghouse. These searches were supplemented by the reference lists of relevant papers and
group members’ own files. The Medline version of the main search strategies can be found on

the SIGN website.
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CONSULTATION AND PEER REVIEW

NATIONAL OPEN MEETING

A national open meeting is the main consultative phase of SIGN guideline development, at
which the guideline development group presents its draft recommendations for the first time.
The national open meeting for this guideline held on 1 October 2003 was attended by 157
representatives of all the key specialties relevant to the guideline. The draft guideline was also
available on the SIGN website for a limited period at this stage to allow those unable to attend
the meeting to contribute to the development of the guideline.

SPECIALIST REVIEW

The guideline has been reviewed in draft form by a panel of independent expert referees, who
have commented on the comprehensiveness and accuracy of interpretation of the evidence base
supporting the recommendations in the guideline. SIGN is very grateful to all of these experts for
their contribution to this guideline.
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9 DEVELOPMENT OF THE GUIDELINE

SIGN EDITORIAL GROUP

As afinal quality control check, the guideline was reviewed by an editorial group comprising the
relevant specialty representatives on SIGN Council to ensure that the specialist reviewers’ comments
have been addressed adequately and that any risk of bias in the guideline development process as
a whole has been minimised. The editorial group for this guideline was as follows.
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Professor Derek Johnston British Psychological Society
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Implementation and audit

LOCAL IMPLEMENTATION

Implementation of national clinical guidelines is the responsibility of each NHS Board and is an
essential part of clinical governance. It is acknowledged that every Board cannot implement every
guideline immediately on publication, but mechanisms should be in place to ensure that the care
provided is reviewed against the guideline recommendations and the reasons for any differences
assessed and, where appropriate, addressed. These discussions should involve both clinical staff and
management. Local arrangements may then be made to implement the national guideline in individual
hospitals, units and practices, and to monitor compliance. This may be done by a variety of means
including patient-specific reminders, continuing education and training, and clinical audit.

RECOMMENDATIONS FOR RESEARCH

o Efficacy of telephone and computer based individual support therapies for alleviating
psychosocial distress

o Optimal duration of biological therapies

o Role of sentinal node biopsy

o Optimal sequencing of post mastectomy radiotherapy with systemic therapy

o Optimal role of adjuvant taxanes

o Defining the role of capecitabine and vinorelbine in advanced disease

o Identifying sub-groups of patients who get most benefit from adjuvant therapy: which patients
need a taxane, which ones anthracyclines, which ones aromatase inhibitors and which ones
benefit from trastuzumab?

o Identifying patients more at risk of certain toxicities such as cardiac damage from anthracyclines
or trastuzumab

o Optimal pharmaceutical and non-pharmaceutical management of postmenopausal symptoms
in women with breast cancer

o Optimal frequency and method of follow up in different groups of patients.

KEY POINTS FOR AUDIT

0 The presence and content of distress screening protocols

0 Assessment of staff knowledge and skill regarding the occurrence and management of distress

o Availability of the named psychological interventions and training needs audits with regard
to the delivery of these interventions

o The number of clinicians offering patients audio tapes and/or summary letters of important
consultations

o Audits of recommendations facilitating patient choice about treatment decisions and/or the
use of written agendas, prompt sheets and decision aids

o Numbers of clinicians who have attended validated communication skills training courses
and the presence of mechanisms to ensure skill maintenance

o Audit of patient related outcomes regarding communication encounters with key clinicians.

RESOURCE IMPLICATIONS

This section is based on discussions with the guideline development group regarding current
resource use in Scotland and the likely impact of implementation of the recommendations of the
guideline. Where current practice will not change as a result of the recommendations, it is
unlikely that there will be resource implications.

The following table shows recommendations that are likely to have significant resource implications
if implemented across Scotland. This does not consider the resource implications associated
with good practice points, although that it is recognised that these may be significant.
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Guidelinel

Recommendation

Current situation

Likely Resource implications off

section implementing recommendation
2.3 Patients should be seen at a one-stop, multidisciplinary clinic involving breastl |Not being achieved everywherel |Organisational change only
clinicians, radiologists and cytology. for organisational rather thand
resource reasons. Some radiologyll
sessions remain unfilled.
5.8 For young women with oestrogen receptor negative tumours chemotherapyl Not being achieved everywherell |Organisational change only
should be started as soon as possible and within three weeks. for organisational rather thand
resource reasons
6.2 All women with a potential or known diagnosis of breast cancer should havel |Breast cancer nurses are availablel
access to a breast care nurse specialist for information and support at everyl  |in all areas, but there is variablel
stage of diagnosis and treatment. access for women with advanced] ) )
disease due to limited numbers ing| AN increase in the number of BCNs
some regions. to deal with all women with breastl
cancer requires investment in staff[l
6.2.1 Breast care nurse specialists should have appropriate education andl Specific education is very limitedl | training and support facilities.
experiencel throughout the UK, no specifidl
courses in Scotland
2.3 Psychological support should be available to women diagnosed with breast Psychological support is providedl
cancer at the clinic. by a range of people, notl
necessarily psychologistsl
An increase in the number of clinicall
6.4.1 Group psychosocial interventions should be available to women with breastl Access to psychological therapiesi|psychologists to provide support andl
cancer who feel it would suit their needs. is very patchy throughoutt psychological interventions. This]
Scotland. There is access tol requires investment in staff, trainingd
6.4.2 Cogpnitive behavioural therapy (in group or individual format according tol CBT for some women, thoughl and support facilities.
preference and availability) should be offered to selected patients with anxietyl |an urgent need to ensure thatl
and depressive disorders. there are more clinicians ablel This is likely to be area withi
to provide this for women withl  |significant resource implications
breast cancer who also havell
anxiety or mood disorders
6.5 Clinicians should be encouraged to attend validated training in communicationl| Most NHS Board areasl This would require investment inl

skills.

have clinicians that havell
attended validated training ind
communication skills trainingQ
There is no centralised record ofl
who has attended.

the training itself, providing of coverl
for staff attending the training andl
resources required to ensure thell
maintenance of communicationd
skills following attendance at al
course.
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Abbreviations

5-FU Fluorouracil

AR Absolute risk

BCS Breast conserving surgery

cl Confidence interval

CMF Cyclophosphamide, methotrexate and 5-fluorouracil

(o] Chemotherapy

DCIS Ductal carcinoma in situ

ECG Electrocardiogram

EORTC European Organisation for Research and Treatment of Cancer

ER Oestrogen receptor

FISH Fluorescence in situ hybridization

FNAC Fine needle aspirate cytology

G-CSF Granulocyte colony stimulating factor

GP General practitioner

Gy Gray

HAD Hospital anxiety and depression scale

HER2 Human epidermal growth factor receptor 2

HR Hazard ratio

HRT Hormone replacement therapy

IMC Internal mammary (node) chain

LHRH Luteinizing hormone-releasing hormone

LRF Loco-regional failure

MRI Magnetic resonance imaging

NHSBSP NHS Breast Screening Programme

NICE National Institute for Health and Clinical Excellence

NS Not significant

NSABP National Surgical Adjuvant Breast and Bowel Project

OR Odds ratio

PMRT Postmastectomy radiotherapy

QLQ-C30 European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire

RCT Randomised controlled trial

RR Relative risk

RT Radiotherapy

SIGN Scottish Intercollegiate Guidelines Network

TP Time to progression
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Annex 1

KEY QUESTIONS USED TO DEVELOP THE GUIDELINE

Diagnosis and referral

1.

Is there any evidence that identifies specific symptoms as triggers that should prompt
referral to a breast clinic?

2. What evidence is there that delays from diagnosis to treatment affect patient outcome?
3. What is the evidence for the most effective method of diagnosing symptomatic breast
cancer?
Systemic Therapy
4, What evidence is there to help identify the circumstances in which the use of adjuvant
chemotherapy will improve patient outcomes?
5. What evidence is there of specific indications of when anthracycline or taxane therapy
is appropriate?
6. What evidence is there of specific indications of when biological therapies such as the
use of herceptin are appropriate?
7. What evidence is there of specific indications of when vinorelbine or capecitabine
therapy is appropriate?
8. What evidence is there to support a role for bisphosphonates in adjuvant therapy and
the treatment of metastatic disease?
9. What evidence is there to support a role for endocrine therapy in either pre- or post-
menopausal women?
10. Isthere any evidence to suggest there is an optimum time lapse between surgery and
chemotherapy that has an influence on patient outcome?
11.  Is there evidence to support the optimal management of menopausal symptoms in
women with a diagnosis of breast cancer?
Radiotherapy
12. Whatevidence is there to support the use of radiotherapy techniques to the axilla and
chest wall?
13.  Isthere any evidence to suggest there is an optimum time scale for the use of radiotherapy
for the treatment of breast cancer that will have an influence on patient outcome?
Surgery
14.  Isthere any evidence that surgical technique in the axilla influences overall outcome?
15.  Isthere any evidence that carrying out breast reconstruction immediately is more or
less effective than delayed reconstruction?
16.  What evidence is there that prophylactic mastectomy is effective?
17.  What evidence is there for the relative effectiveness of conservation surgery and

mastectomy for invasive breast carcinoma in relation to mortality, maximising quality
of life and patient preference?

ANNEXES
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Follow up
18.  What evidence is there to show which management strategies are most effective in
improving outcome for patients with or without recurrence in the breast or axilla?
19.  What evidence is there to show which management strategies are most effective in
identifying patients with metastatic disease?
20. Is there any evidence to show which imaging technique(s) are most effective in

identifying recurrence of breast cancer?

Psychosocial issues

21.

22.

23.

24.

What techniques have been shown to be useful in establishing the level of psychological
distress in breast cancer patients, and in identifying the level at which intervention
becomes appropriate?

What evidence is there that identifies effective techniques for psychosocial support for
breast cancer patients and/or their carers and families?

What communication methods have been shown to be most effective in improving
patient satisfaction or psychosocial morbidity, and what skills are required of those
delivering information to patients?

Is there any evidence to support the introduction of specialist palliative care at any
particular stage in the development of the disease?

Ductal carcinoma in situ

25.

What evidence is there to identify effective treatments for ductal carcinoma in situ?

Additional questions

26.

27.

28.

29.

42

What evidence is there that supports a specific role for the primary care team in the
overall care of breast cancer patients?

What evidence is there that supports a specific role for breast cancer nurses in the
overall care of breast cancer patients?

What evidence is there to suggest that multidisciplinary teams or specialist cancer
centres improve patient outcomes?

Is there any evidence to suggest that a different approach to breast cancer in elderly
patients will bring about an improvement in outcome?



Annex 2

TNM STAGING

T - PRIMARY TUMOUR

TX
TO
Tis

T1

T2
T3
T4

N -

NX
NO
N1
N2
N3

M-

Primary tumour cannot be assessed
No evidence of primary tumour

Carcinoma in situ: intraductal carcinoma, or lobular carcinoma in situ, or Paget disease
of the nipple with no tumour’

Tumour 2cm or less in greatest dimension?

T1mic Microinvasion 0.1cm or less in greatest dimension

Tla  More than 0.1cm but not more than 0.5cm in greatest dimension
T1b  More than 0.5cm but not more than Tcm in greatest dimension
Tlc  More than Tcm but not more than 2cm in greatest dimension
Tumour more than 2cm but not more than 5cm in greatest dimension
Tumour more than 5cm in greatest dimension

Tumour of any size with direct extension to chest wall® or skin

T4a  Extension to chest wall

T4b Oedema (including peau d’orange), or ulceration of the skin of the breast, or
satellite skin nodules confined to the same breast

T4c  Both 4aand 4b, above

T4d  Inflammatory carcinoma*

REGIONAL LYMPH NODES

Regional lymph nodes cannot be assessed (eg previously removed)

No regional lymph node metastasis

Metastasis to movable ipsilateral axillary node(s)

Metastasis to ipsilateral axillary node(s) fixed to one another or to other structures

Metastasis to ipsilateral internal mammary lymph node(s)

DISTANT METASTASIS

MX  Distant metastasis cannot be assessed

MO

M1
Notes:

1.

2.

No distant metastasis

Distant metastasis

Paget disease associated with a tumour is classified according to the size of the tumour

Microinvasion is the extension of cancer cells beyond the basement membrane into the adjacent tissues with no focus more than 0.1cm
in greatest dimension. When there are multiple foci of microinvasion, the size of only the largest focus is used to classify the microinvasion.
(Do not use the sum of all the individual foci.). The presence of multiple foci of microinvasion should be noted, as it is with multiple larger
invasive carcinomas.

Chest wall includes ribs, intercostal muscles, and serratus anterior muscle but not pectoral muscle

Inflammatory carcinoma of the breast is characterized by diffuse, brawny induration of the skin with an erysipeloid edge, usually with no
underlying mass. If the skin biopsy is negative and there is no localized measurable primary cancer, the T category is pTX when pathologically
staging a clinical inflammatory carcinoma (T4d). Dimpling of the skin, nipple retraction, or other skin changes, except those in T4b and
T4d, may occurin T1, T2, or T3 without affecting the classification.

Source: International Union Against Cancer (UICC). TNM Classification of malignant tumours. Edited by L.H. Sobin and Ch. Wittekind..
5th ed. New York: Wiley-Liss; 1997.
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Back cover of Guideline and Quick Reference Guide section on Endocrine therapy recommendation 2 paragraph 3 changed
from -

In postmenopausal women with advanced disease, tamoxifen and third generation aromatase inhibitors should be considered
before either tamoxifen or megestrol acetate.

to

In postmenopausal women with advanced disease, third generation aromatase inhibitors should be considered before
either tamoxifen or megestrol acetate.



RADIOTHERAPY

PSYCHOLOGICAL SUPPORT FOR WOMEN WITH BREAST CANCER
ADJUVANT RADIOTHERAPY

AND THEIR FAMILIES

Radiotherapy should be given following mastectomy or breast
conserving surgery to reduce local recurrence where the benefit
to the individual is likely to outweigh risks of radiation related
morbidity.

The supraclavicular field should be irradiated in all patients with
four or more positive axillary modes.

Group psychological interventions should be available to women
with breast cancer who feel it would suit their needs. Supportive
expressive therapy has been shown to be effective in advanced
cancer and cognitive behavioural therapy for localised, locoregional
or advanced disease.

PSYCHOLOGICAL CARE

THE ROLE OF THE BREAST CARE NURSE

Cognitive behavioural therapy (in group or individual format
according to preference and availability) should be offered to
selected patients with anxiety and depressive disorders.

All women with a potential or known diagnosis of breast cancer
should have access to a breast care nurse specialist for information
and support at every stage of diagnosis and treatment.

Computer and telephone-based interventions should not routinely
be offered to patients.

Contact details and information about the role of the breast care nurse
should be available to the patients, their families and all the members
of the multidisciplinary team including the primary care team.

COMMUNICATION METHODS

IDENTIFYING DISTRESS

The measurement of the presence of psychological symptoms in
women with breast cancer should be tailored to the individual
circumstances of the patient (eg presence of high level of distress
or risk factors for problems).

= Women with breast cancer should be offered audiotapes or
follow up summary letters of important consultations.

= Clinical encounters with women with breast cancer should
facilitate patient choice about treatment decisions (assuming
patients wish to participate in the decision making process).

= Written agendas, prompt sheets & decisions aids should be used
to improve communication with women with breast cancer.

= Clinicians should be encouraged to attend validated training in
communication skills.

Routinely administered questionnaires are not recommended for
the detection of clinically significant psychological symptoms in
women with breast cancer who do not have risk factors for severe
anxiety or distress.

FOLLOW UP AND PALLIATIVE CARE

Mammography should be used to detect recurrence in patients who
have undergone previous treatment for breast cancer.

® Breast cancer services should routinely screen for the presence of
distress and risk factors for very high levels of distress from
the point of diagnosis onwards (including during follow up review
phases).

® Multidisciplinary teams should have agreed protocols for
distress assessment and management. These should include
recommendations for referral and care pathways.

Routine diagnostic tests to screen for distant metastases in
asymptomatic women should not be performed.

Patients with breast cancer should have access to input from a
specialist palliative care team.




>

DIAGNOSIS AND INVESTIGATION
DIAGNOSIS

v ANTHRACYCLINE AND TAXANE THERAPY

Women should be encouraged to become aware of the feel and
shape of their breasts, so that they are familiar with what is normal
for them.

Women should be encouraged to report any change from normal
to their general practitioner.

MANAGEMENT OF BREAST CANCER IN WOMEN

SYSTEMIC THERAPY (CONTD.)

Taxanes are active in the adjuvant setting, but although they have been
shown to improve upon some adriamycin-based regimens, there are
not yet any published data that they offer additional survival benefits
over optimal anthracyclines regimens.

Psychological support should be available to women diagnosed
with breast cancer at the clinic.

Anthracyclines should be prescribed in preference to non-
anthracycline regimens in the adjuvant setting, as they offer
additional benefits. Epirubicin may be preferred as it causes less
cardiac adverse effects.

Referral from primary to specialist care should be made in accordance
with the Scottish Cancer Group referral guideline.

Taxanes should be considered in patients with advanced disease.

INVESTIGATION

BIOLOGICAL THERAPIES

All patients should have a full clinical examination.

Trastuzumab should be reserved for those patients whose tumours
have HER2 over-expression.

Where a localised abnormality is present, patients should have imaging
usually followed by fine needle aspirate cytology or core biopsy.

A lesion considered malignant following clinical examination, imaging
or cytology alone should, where possible, have histopathological
confirmation of malignancy before any definitive surgical procedure
takes place (eg mastectomy or axillary clearance).

Combination therapy of trastuzumab with a taxane is recommended
in women with metastatic breast cancer as it is associated with a
survival advantage compared to taxane therapy alone.

BISPHOSPHONATES

Patients should be seen at a one-stop, multidisciplinary clinic
involving breast clinicians, radiologists and cytology.

Bisphosphonates should be routinely used in combination with
other systemic therapy in patients with metastatic breast cancer
with bone metastases. The choice of agent for an individual patient
depends on individual circumstances.

In patients with symptomatic disease two-view mammography
should be performed as part of triple assessment (clinical assessment,
imaging and tissue sampling) in a designated breast clinic.

ENDOCRINE THERAPY

Mammography is not recommended in women under the age of 35
years unless there is a strong suspicion of carcinoma.

Premenopausal women whose tumours are not shown to have
absent oestrogen or progesterone receptors should be considered
for adjuvant endocrine therapy.

Magnetic resonance imaging should be considered in specific
clinical situations where other imaging modalities are not reliable,
or have been inconclusive, and where there are indications that
MRI is useful.

SYSTEMIC THERAPY

ADJUVANT CHEMOTHERAPY

All women under the age of 70 years, with early breast cancer
should be considered for adjuvant chemotherapy.

Women with ER-positive tumours who receive chemotherapy should
be considered for additional endocrine therapy, especially if they
are under 35 years.

= In postmenopausal women with breast cancer tamoxifen
remains the treatment of choice as initial therapy in the
adjuvant setting. If there are relative contraindications to
its use (high risk of thromboembolism or endometrial
abnormalities) or intolerance, an aromatase inhibitor can be
used in its place.

= Postmenopausal patients should be considered for a switch
to an aromatase inhibitor after either two to three years or
after five years of tamoxifen therapy.

= In postmenopausal women with advanced disease, third
generation aromatase inhibitors should be considered before
either tamoxifen or megestrol acetate.

In advanced disease, the combination of tamoxifen plus ovarian
ablation should be offered ahead of tamoxifen therapy alone.

v CONSERVATION SURGERY VERSUS MASTECTOMY

SURGERY

= All women with early stage invasive breast cancer who are
candidates for breast conserving surgery should be offered the
choice of breast conserving surgery (excision of tumour with
clear margins) or modified radical mastectomy.

= The choice of surgery must be tailored to the individual
patient, who should be fully informed of the options and who
should be aware that breast irradiation is required following
conservation and that further surgery may be required if the
margins are positive.

Breast conserving surgery is contraindicated if:

= the ratio of the size of the tumour to the size of the breast would
not result in acceptable cosmesis

= there is multifocal disease or extensive malignant
microcalcification on mammogram

= there is a contraindication to local radiotherapy (eg previous
radiotherapy at this site, connective tissue disease, severe
heart and lung disease, pregnancy).

The possibility of breast reconstruction should be discussed with
all patients prior to mastectomy.

SURGICAL MANAGEMENT OF THE AXILLA

Axillary surgery should be performed in all patients with invasive
breast cancer.

MANAGEMENT OF DUCTAL CARCINOMA IN SITU

Women with ductal carcinoma in situ who are candidates for
breast surgery should be offered the choice of lumpectomy or
mastectomy.

Women who have undergone breast conserving surgery should be
offered postoperative breast irradiation.

The benefits and harms of hormonal therapy should be discussed
with women with ductal carcinoma in situ and treatment decisions
made based on individual circumstances.

TIMING OF SURGERY AND CHEMOTHERAPY

All treatments for patients with early breast cancer should be started
as soon as is practical. Young women with oestrogen receptor
negative tumours may benefit particularly from early initiation of
chemotherapy following surgery.

MANAGEMENT OF MENOPAUSAL SYMPTOMS

Megestrol acetate or depot intramuscular medroxyprogesterone
acetate may be considered to control the severity of hot flushes in
women with breast cancer.
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