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AIM

Our aim was to conduct a rapid scoping review, taking no longer than six months, of
recently published research evidence regarding the effectiveness of interventions
addressing the problems faced by cancer survivors. The focus of this review was,
therefore, on retrieving systematic reviews and randomised controlled trials (RCTs)

of interventions.

METHODS
Subject area
We focused on studies of interventions for the following common problems:
Symptoms of: Depression
Anxiety and fear of recurrence
Emotional distress
Fatigue

Pain

Impairment in: Physical functioning
Social functioning, including relationships
Work and employment

Cognitive functioning

We concentrated on stages of the cancer journey covered by:

(a) the period immediately following treatment (acute phase)

(b) the short and long term consequences of cancer including recurrence (sub acute
phase)

(c) living with active and advanced disease or disease free (long term phase)

Inclusion and exclusion criteria

Inclusion criteria:

e Listed in one of the following electronic databases Cochrane library, Amed,
Embase, HMIC, Medline, Psychinfo

® English language



® Systematic reviews published since 1990

® Randomised controlled trials (RCTs) published since a relevant, high quality
systematic review, in a journal with an impact factor of more than five

® Any intervention that had relief of one of the above common problems as its
primary aim (including drug and non drug, professional delivered and self-help

interventions)

Exclusion criteria:

. Childhood and adolescent cancer
° Review articles other than those of RCTs
Procedures

The listed databases were searched using the search terms described in Appendix 1.

We reviewed the titles, and where appropriate, abstracts of all systematic reviews
found by the search. The full manuscript was reviewed for those considered
potentially relevant. From the full manuscripts, two reviewers selected relevant
systematic reviews for synthesis using the inclusion and exclusion criteria described

above. 20% of potentially relevant articles were also examined by a third reviewer.

Data were extracted and summarised using data extraction sheets and were
subsequently entered into a customised Microsoft Office 2003 ACCESS database.
Data extraction for relevant systematic reviews included the following information:
First author; year of publication; number of RCTs included; total number of
participants and mean RCT sample size; cancer site(s); stage(s) of cancer journey;
problem(s) addressed by interventions; type(s) of intervention. We also noted the
authors’ conclusions regarding the effectiveness of interventions in their review,
coding these as (a) positive (regarded evaluated intervention as more effective than
comparator); (b) negative (regarded evaluated intervention as less effective than
comparator); (c) inconclusive (insufficient or conflicting evidence regarding

effectiveness of evaluated intervention).



To assess the quality of the reviews different approaches were taken across the
health and well being review and the solutions review. Most reviews in the solutions
scoping review were high quality Cochrane type reviews and quality screening was
not undertaken. Our judgement of study quality of the RCTs included in the reviews
was taken from commentary available in the systematic reviews and is thus only a
broad assessment of this feature of the research and relies on what we could infer
from comments made by the review authors. For us to define the quality of each
study included in the reviews would have required a detailed analysis of each
individual study and was beyond the scope of a scoping review. Consequently in the
tbales that follow, we only provide a very broad and general indication of whether
the quality of the research evidence encompassed low, medium, or high quality

research

In terms of quantity of research contained in the reviews we found we could not
always do this precisely and therefore do not offer a precise number in relation to
the reviews. For example, sometimes review authors did not state explicitly the
number of studies they reviewed on a topic area but may have referenced studies
throughout the text in relation to that topic area and these were counted. Because
there was scope for error in counting these we chose to use approximations (this
was particularly the case for the health and well being review, exact figures were
usually given in solutions-type reviews). Therefore we have provided bands as an
indication of quantity of research in to indicate low, moderate or high amounts of
research (whereby amount of research defined as approximate number of trials
included in the systematic reviews : Low = <5 RCTs, Moderate = 6 — 10 RCTs, High =
> 10 RCTs). Furthermore, we were not convinced that simply giving the number of

studies without reviewing them all for size and quality would be that useful.

Randomised controlled trials published since a relevant, high quality systematic
review, were selected using the inclusion and exclusion criteria described above.
Data were extracted and summarised using similar data extraction sheets and were
used to update the conclusions derived from the systematic reviews. A simple

method of focussing on high quality publications was used in that we only included
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those studies published in journals with an impact factor of more than 5 for the trials

of solutions.

RESULTS

We identified 1,110 systematic reviews using the search strategy. Of these, 49 were
included (see Tables 1 and 2). The details of how the final sample was derived and

the reasons for exclusion are shown in Figure 1.

We identified 21 relevant RCTs that had been published since a relevant, high quality

systematic review (see Table 3).

Table 4 provides an overview of the findings.

Methodological issues

In reviewing the published literature, we were struck by a number of recurrent
methodological problems that were frequently highlighted by those conducting

systematic reviews. These included:

1. Problems with the samples studied:

The origin of samples is sometimes poorly described and they may not be
representative. Much research has been done on women with breast cancer
and other cancers have been neglected. There has been little research into the
needs of minority groups and certain cancers, such as lung cancer and the

less common cancers. Mostly samples have been simply too small to yield

robust results.

2. Measures
A wide variety of measures have been used, with little consistency between
studies, making the combination of the data across studies problematic. A

standard set of measures would be highly desirable.

3. Design



A common criticism is that studies are not of generally high quality and are
subject to multiple sources of bias which may make the result unreliable.

Another major problem of design is the lack of long-term follow up.

4. Interventions
There are many problems with the interventions evaluated. They are often
not well characterised and may not be in a form in which they can be

implemented in practice.

5. General Issues

A key problem is the lack of precision in the research questions that have
been asked (for example, the effect of a rather vaguely specified intervention
on a wide range of rather vaguely specified outcomes). Such studies, not

surprisingly, produce only vague answers.

Fatigue and physical functioning

Impairment in physical function has been commonly researched in relation to fatigue
or other physical symptoms. Thirteen systematic reviews included interventions that
aimed to improve either fatigue or physical functioning or both. Reviews tended to
include patients at a number of stages of survivorship and a moderate number of

clinical trials, mostly of relatively small size.

Pharmacological interventions that have been evaluated for fatigue include Epoetin
and stimulant medications. Non-pharmacological interventions include, principally,

exercise but also patient education and cognitive behavioural therapy.

Although Epoetin showed some initial promise, particularly for fatigue in patients
with anaemia, there are now safety concerns associated with this medication and it
cannot be recommended. There is accumulating evidence in small trials for the

efficacy of stimulant medication but not sufficient to recommend their routine use.



The strongest evidence for non-pharmacological interventions is for exercise. A
recent Cochrane review (Cramp and Daniel, 2009) identified 28 studies that included
more than 2,000 participants, mainly breast cancer patients. This review concluded
that there was reasonable evidence for the efficacy of exercise in cancer-related
fatigue and fatigue following chemotherapy. However, this review also concluded
that further work is needed to determine the most effective type of exercise and

also to work out how best to maximise patient adherence.

Another recent Cochrane review (Goedendorp et al, 2009) identified 27 studies
including more than 3,000 participants. A range of psychological interventions were
included in the review. The authors concluded there was limited evidence that
psychological interventions during cancer treatment are effective in reducing fatigue.
It must be noted, however, that the studies in this review were restricted to those

administered during active cancer treatment and not longer term survivors.

A third Cochrane review (Markes et al, 2009) considered exercise specifically for
women receiving adjuvant therapy for breast cancer. Nine trials involving 450
women were identified. It was concluded there was evidence for the efficacy of
exercise in improving physical fitness and activities of daily life but the evidence for
improvement in fatigue was ambiguous. There was a lack of studies of long-term

efficacy.

The randomised trials identified that were published since the most recent

systematic review did not substantially alter these conclusions.

Of interest was a trial of giving breast cancer survivors step pedometers and
information (Vallance et al, 2007) which indicated that this intervention improved
physical exercise in the short term. Long term adherence to exercise programs is an
important issue for implementation. A cognitive behavioural program which
included increasing activity improved the physical functioning of breast cancer

patients in a small trial (Armes et al, 2007).



In summary, the evidence to date indicates some support for the use of drug
therapies, particularly stimulants and moderate evidence in support of exercise.
There was also some evidence for psychological treatments, particularly those that
include increases in activity. Overall, the intervention that shows most promise is
exercise although there continues to be considerable uncertainty about the nature
of the exercise that should be prescribed, how to maximise uptake by patients and
how to ensure long-term adherence. As a means of improving physical function and
reducing fatigue, increases in activity and exercise would qualify as an intervention
that could then benefit from further high quality research that would address these
guestions as a step towards practical implementation. It seems likely that adding an
informational and/or psychological component to simple exercise regimens is likely

to be beneficial in achieving long term adherence.

Pain
14 systematic reviews evaluated interventions that aimed to reduce pain, including

patients at various stages of survivorship.

There is very strong evidence that commonly used treatments for pain, namely,
non-steroidal anti-inflammatory drugs (NSAIDS) and opiates such as morphine and
its synthetic variants are more effective than placebo in treating pain in general. The
systematic reviews indicate that the amount of research into the management of
pain, specifically in people with cancer, is less than one might expect. The systematic
reviews considered confirmed the effectiveness of these agents, given by a variety of

routes.

A Cochrane review (Wiffen and McQuay, 2009) examined the efficacy of oral
morphine for cancer pain and concluded that while the randomised trial literature
was small, given the importance of the problem, morphine was probably an effective
treatment. Another Cochrane review (Zeppetella and Ribeiro, 2009) examined the
effectiveness of opioids in treating so-called breakthrough pain in cancer patients

and found it to be effective, but commented that the literature was small.



An important issue for pharmacological treatments is how to make sure they are
optimally applied. A review by Irajpour et al (2006) found evidence that

inter-professional education led to improved documentation of pain.

As well as pharmacological treatments, a variety of non-drug treatments including
cognitive behaviour therapy and hypnosis have been evaluated in the systematic
reviews. The evidence for the efficacy of these non-pharmacological strategies is
only weak to moderate. Interestingly, the use of a widely prescribed treatment for
pain (transcutaneous electrical nerve stimulation) indicated that it is of uncertain

value for patients with cancer related pain.

For the specific problem of neuropathic pain, a Cochrane review (Challapalli et al,

2009) concluded that local anaesthetics were superior to placebo.

Of the trials published since the reviews one is of special interest. Syrjala et all (2008)
found that a novel way of trying to improve the use of pharmacological pain relief by
training patients in pain management using print and video material was of short-
term benefit. Further work to address the barriers to the more effective use of

existing treatments would be of value as described above.

In summary there is considerable evidence for the efficacy of standard analgesics in
cancer survivors with pain. However the issue of recognition of who has pain and the
best way of delivering pharmacological pain treatments remains and further
research is required. There needs to be more evaluation of the advantages and
disadvantages of long-term analgesic use, especially of opiates in cancer survivors.
Non drug treatments alone appear to be of limited efficacy. Research into
implementing systems for identifying which cancer survivors have pain and
efficiently delivering treatments will be of value. Combinations of drug and non drug
interventions merit further study. The issue of the systematic identification and
management of pain in longer-term cancer survivors is an important area for further

research.



Sexual function

Four systematic reviews evaluated interventions that aimed to improve sexual
function; in the sub-acute phase of survivorship, the long term phase and in a
mixture of phases. Only a small number of systematic reviews were identified that
addressed this problem area. The amount of research is low compared to the

importance of this problem for patients.

A Cochrane review by Denton and Maher (2009) examined various interventions for
sexual dysfunction in women who had received pelvic radiotherapy. The treatments
considered were various, including dilators, reconstruction and oestrogens. They
found some evidence for use of topical oestrogen and vaginal dilators, although the
evidence as a whole was considered to be of poor quality. Another Cochrane review
by Flynn et al (2009) found some supportive evidence for the use of vaginal

oestrogen cream in female cancer patients but the quality of the evidence was poor.

A Cochrane review by Myles et al (2009) examined the range of treatments for
sexual dysfunction following cancer treatment and concluded that Viagra was an
effective treatment for men with prostate cancer, though the evidence for the

efficacy of other treatments and for other sexual problems was unclear.

In summary, the quality of the evidence for interventions to address the important
matter of sexual problems in people who have had cancer and treatment for cancer
is very poor. Most of the evidence seems to be on biological interventions. Viagra,
undoubtedly, has an important role, particularly for male impotence but it would
appear that more concerted and long-term research is required to address the
sexual problems of women. There also appears to be a dearth of research into non-
drug treatments. We did not identify any randomised trials relevant to sexual

function of cancer survivors published since the systematic reviews.
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Cognitive functioning

We were unable to find any systematic reviews of RCTs of interventions that aimed

to improve cognitive functioning.

Employment, finance and return to work

We were unable to find any systematic reviews of RCTs of interventions that aimed

to assist with employment, finance and return to work.

Depression, Anxiety and General Distress

28 systematic reviews included interventions that aimed to improve depression,
anxiety or general distress. The majority included interventions delivered in a
number of survivorship phases.

There is a reasonably large literature on interventions for emotional distress of mild
to moderate severity but less for the more specifically defined anxiety and

depressive disorders.

First we consider mild to moderate general emotional distress. There are many
reviews of the effect of various aspects of cancer care on the severity of patients’
emotional distress. These include the nature of follow up care, information giving
and communication. The results of most of these are inconclusive, although many of
them (such as improved communication) do appear to improve satisfaction with
care. There have been many trials of psychological interventions for emotional
distress but we found no recent high quality systematic reviews. Whilst there are
many weakly positive trials of a variety of psychological treatments the best
evidence is probably for CBT (Tatrow and Montgomery, 2006). However the quality
of the literature is not high and most of the interventions would not be feasible to

deliver in practice to the large numbers of patients with this problem

Second we turn to anxiety disorder. There is surprisingly little literature on the
treatment of anxiety, and even less on fear of cancer recurrence. Sheard and
Maguire (1999) reviewed the effect of psychological interventions on anxiety and

depression in cancer patients. They found 25 trials of treatment for anxiety of a
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variety of types of therapy and concluded there was moderate evidence of efficacy.
However they noted that most of the studies had recruited patients on the basis of a
diagnosis of cancer, rather than a diagnosis of anxiety. There appears to be a dearth
of both primary trials and systematic reviews of interventions specifically tailored for
cancer patients who have a diagnosis of anxiety disorder. This will be an important

area for further research.

Third we consider depressive disorder. There is a more coherent literature on the
management of depression in cancer patients. Sheard and McGuire (1999)
concluded that psychological interventions were less effective for depression that for
anxiety. A systematic review by Williams and Dale (2006) concluded that there had
been a surprisingly small number of trials of drug treatments for depression in
cancer patients, although there was some evidence that antidepressants were as
effective for them as they are for patients in general. They also noted there was very
limited evidence on the efficacy of psychotherapeutic interventions for depression,
although the evidence did suggest that cognitive behaviour therapy might be
effective. The main conclusion was that there is a need for more rigorous
investigation of the efficacy of both drug and non-drug interventions. Another
systematic review (Rogan et al, 2007) also concluded that there was limited evidence
for the effectiveness of drug and non-drug interventions but that based on evidence
from other populations, a combined drug and non-drug approach to the treatment

of depression may be most effective.

Several trials published subsequent to the systematic reviews are worthy of
comment. A trial by Wilkinson et al (2007) of aromatherapy massage for anxiety and
depression found some short term benefit but no evidence of sustained effect. An
interesting trial by Kornblith et al (2006) examined the effect of pro-active telephone
monitoring in older people with advanced cancer and found that monthly telephone
calls had a moderately beneficial effect on anxiety, depression and stress. This trial
highlights the potential use of outreach by telephone to cancer patients and is a

model that could be further developed.
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Perhaps, most interesting is the application of the collaborative care model for
managing depression to cancer patients. In collaborative care a case manager (often
a nurse), who receives supervision from a specialist, coordinates the patient’s care.
It has been developed in America and shown to be effective and cost-effective for
depressed patients in primary care. A study of low income, mainly Hispanic, patients
with cancer in Los Angeles (Ell et al, 2008) evaluated this approach compared with
usual care in nearly 500 patients. Although there were difficulties in achieving the
follow up on this patient group, the trial showed fairly substantial benefits for the

intervention group.

Perhaps of more relevance to the UK, is a trial by Strong et al (2008) which compared
a cancer nurse delivered collaborative care intervention (including education,
encouragement to take antidepressant medication and problem solving) with usual
care in patients attending a cancer centre many of whom were survivors in follow up
and found very substantial and persistent benefits with the intervention which also
appeared to be cost-effective. Further trials examining the effectiveness and cost-
effectiveness of this collaborative care approach (Depression Care for People with

Cancer) are currently underway.

In summary, the problems of distress, anxiety and depression have consistently been
found to be prevalent amongst, and important to, cancer patients. Although there
appears to have been a lot of effort to address them, the quality of the work has in
general been disappointing. Many of the trials of the management of distress have
used poorly characterised interventions, in poorly characterised samples and often
of patients who simply had cancer and no evidence of distress. All we can conclude
from this literature is it appears that ‘doing something psychological’ often appears
to help in the short-term. Better trials are needed There is a dearth of evidence of
the efficacy of treatments for anxiety in general and anxiety about recurrence in
particular. The best evidence we have is for the management of depression. More
recent trials are larger and of higher quality and indicate that a system of care,
combining drug and pharmacological intervention with overall co-ordination of

patient management appears to offer considerable benefits. This collaborative care
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model could offer a way of improving supportive care in general, not only for
depression. This approach for managing depression is close to implementation and
would benefit from research examining how it could be established in routine NHS

practice and what barriers would need to be overcome.
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Figure 1: Derivation of final sample of systematic reviews

Systematic reviews identified by database
search: 1,110
Amed: 15
Cochrane: 119
HMIC: 1
Medline: 207
Psychinfo: 768

Excluded: 916

A 4

Duplicate publication: 341
Not considered relevant from
title/abstract: 575

v

Full manuscript assessed for
eligibility: 194

Excluded: 145

Protocol only: 20

Not RCT studies: 21

Not cancer: 35

Not survivorship phase: 23

Not adults: 7

Not addressing listed problem: 39

v

v

Systematic reviews included: 49
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Table 1: Solutions to the Problems of Cancer Survivors: Summary of systematic reviews

Reference

Focus of review

Bardia (2006)

Effects of complementary and alternative therapies on cancer pain

Barsevick (2002)

Psycho-educational interventions for depression for patients with cancer

Bottomley (1997)

Group interventions with cancer patients

Campbell (2004)

Cancer peer support programs

Carr (2002)

Management of pain, depression and fatigue in cancer patients

Challapalli (2005)

Systemic local anaesthetics for neuropathic pain

Collins (2004)

Follow-up care of patients treated for breast cancer

Cooke (2000)

Aromatherapy

Cramp (2008)

Exercise for cancer-related fatigue

Denton (2003)

Interventions for the physical aspects of sexual dysfunction in women following pelvic radiotherapy

Edwards (2008)

Psychological interventions for women with metastatic breast cancer

Ezzo (2006)

Acupuncture for chemotherapy-induced nausea or vomiting

Flynn (2009)

Interventions for psychosexual dysfunction in women treated for gynaecological malignancy

Friedenreich (1996)

Exercise as rehabilitation for cancer patients

Goedendorp (2009)

Psychosocial interventions for fatigue during cancer treatment

Goudas (2001)

Management of cancer pain

Gysels (2007) Interactive technologies and videotapes for patient education in cancer care
Horneber (2008) Mistletoe therapy in oncology

Irajpour (2006) Interprofessional education to improve pain management

Jeffery (2007) Follow-up strategies for patients treated for non-metastatic colorectal cancer

Kassab (2009)

Homeopathic medicines for adverse effects of cancer treatments

Kirschbaum (2007)

Benefits of whole body exercise during and after treatment for breast cancer

Knols (2005)

Physical exercise during and after cancer treatment

Mansky (2006)

Benefits of Tai Chi for cancer survivors

Markes (2006)

Exercise for women receiving adjuvant therapy for breast cancer

McPherson (2001)

Effective methods of giving information in cancer

Miles (2007)

Interventions for sexual dysfunction following treatments for cancer
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Reference

Focus of review

Minton (2008)

Drug therapy for cancer-related fatigue

Newell (2002)

Psychological therapies for cancer patients

Nicholson (2007)

Methadone for cancer pain

Osborn (2006)

Psychosocial interventions for depression, anxiety and quality of life in cancer survivors

Pitkethly (2008) Recordings or summaries of consultations for people with cancer
Quigley (2002) Hydromorphone for cancer pain

Rehse (2003) Psychosocial interventions for cancer patients

Richards (2000) Effects of massage

Robb (2008) TENS for cancer pain

Rodin (2007)

Treatment of depression in cancer patients

Sellick (1998)

Nonpharmacologic strategies for cancer pain

Servaes (2002)

Interventions for fatigue during and after cancer treatment

Sheard (1999)

Psychological interventions for anxiety and depression in cancer patients

Smith (2005)

Mindfulness based stress reduction as supportive therapy in cancer care

Sola (2004)

Non-invasive interventions for improving well-being and quality of life in patients with lung cancer

Tatrow (2006)

Cognitive behavioural therapy for distress and pain in cancer patients

Walsh (1998)

Breaking bad news

Wessex Institute (1998)

Counselling services for women with breast cancer

Wiffen (2007)

Oral morphine for cancer pain

Williams (2006)

Effectiveness of depression treatments in people with cancer

Zabalegui (2005)

Nursing and cancer support groups

Zeppetella (2006)

Opioids for breakthrough (episodic) cancer pain
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Table 2: Solutions to the Problems of Cancer Survivors: Summary of findings from reviews

PROBLEM ADDRESSED SUMMARY OF REVIEW FINDINGS
Amount of research! Quality of research? Scope Conclusions

Fatigue & physical

functioning

Carr (2002) Low Low Patients with anaemia Drugs for anaemia effective
in reducing fatigue.

Cramp (2008) High Low-mod Small trials Some evidence for the
effectiveness of exercise.

Ezzo (2006) High Mod Patients who had had Moderate effects of

chemotherapy acupuncture on
chemotherapy-induced
nausea and vomiting.

Friedenreich (1996) Low Low Breast cancer Some evidence for exercise
but numerous methodologic
limitations.

Goedendorp (2009) High Mod Mixed samples Limited evidence that
psychosocial interventions
specifically for fatigue during
cancer treatment are
effective.

Kassab (2009) Low Low Mixed samples Evidence for homeopathy is
inconclusive.

Kirschbaum (2007) Low Mod Breast cancer Some evidence for exercise
improving levels of fatigue.

Knols (2005) High Mod Mixed samples Cancer patients may benefit

from exercise during and
after treatment.
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research

Scope

Conclusions

Mansky (2006)

Low

Low

Mixed samples

Some evidence for the
practice of Tai-Chi in
improving physical function
but the research is poor.

Markes (2006)

Low

Low-Mod

Breast cancer

No evidence for exercise

Minton (2008)

High

Mod

Mixed samples

Drugs for anaemia the only
clear recommendation.

Newell (2002)

Low

Mod

Mixed samples

No psychological treatment
could be recommended.

Servaes (2002)

Low

Low

Short-term follow-up

Some evidence for the
benefit of exercise,
counselling and group
therapy during treatment.

Pain

Bardia (2006)

Low

Low

Mixed cancer and acute
stage

Promising evidence for
hypnosis and relaxation but
can’t be recommended

Carr (2002)

High

Low-Mod

Mixed samples

Direct inter-class
comparisons of efficacy do
not differentiate between
the relative efficacy of
opioids and NSAIDs
administered through
various routes for mild,
moderate or severe cancer
pain.

Challapalli (2005)

High

Mod

Mixed samples

Local anaesthetics effective
in reducing neuropathic pain
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research

Scope

Conclusions

Goudas (2001) High Low Mixed samples Evidence for various opiates
and NSAIDs but quality of
research poor.

Irajpour (2006) Low Low Mixed samples Interprofessional education
leads to improved
documentation of pain

Newell (2002) Mod Mod Mixed samples No psychological treatment
could be recommended.

Nicholson (2007) Mod Mod Mixed samples Methadone similar
effectiveness to morphine.

Quigley (2002) High Mod Mixed samples Hydromorphone is an
effective analgesic

Richards (2000) Low Low Mixed samples Limited evidence (not just in
cancer) that massage can
reduce pain.

Robb (2008) Low Low Mixed samples Inconclusive evidence for the
use of TENS

Sellick (1998) Low Low Mixed cancer and acute Inconclusive evidence for

stage complementary therapies
such as acupuncture and
hypnosis.

Tatrow (2006) High Mod Mixed samples Some evidence for CBT for
pain.

Wiffen (2007) High Low-Mod Mixed samples Oral morphine effective in
relieving pain.

Zeppetella (2006) Low Mod-High Mixed samples Synthetic opioids effective in

reducing episodic pain
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research

Scope

Conclusions

Sexual function

Denton (2003)

Low

Low

Women following pelvic
radiotherapy

Support for the use of
topical oestrogen and
vaginal dilators.

Flynn (2009)

Low

Low

Cervical cancers

Vaginal oestrogen cream
have short term benefits.

Miles (2007)

High

Low

Prostate cancer

Evidence for the
effectiveness of Viagra.

Newell (2002)

Mod

Mod

Mixed samples

No psychological treatment
could be recommended.

Depression, anxiety, distress

Barsevick (2002)

High

Low-Mod

Mixed samples

Weak evidence for
counselling and moderate
evidence for
psychoeducation for
depression.

Bottomley (1997)

High

Low

Mixed samples

Modest evidence for group
interventions for general
distress but research is of
poor quality.

Campbell (2004)

Low

Low

Mixed samples

No evidence for the
effectiveness of peer
support for general distress.

Carr (2002)

High

Low

Mixed samples

Evidence for mild benefits
from antidepressants for
depression.
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research

Scope

Conclusions

Collins (2004)

Low

Low

Breast cancer

Little evidence for the
effectiveness of different
follow-up strategies
(frequency and location).

Cooke (2000)

Mod

Low

Mixed samples

Some evidence that
aromatherapy can be of
minor benefit in reducing
anxiety in the short term.

Cramp (2008)

Low

Low-Mod

Mixed samples

Inconclusive evidence for the
benefits of exercise for
depression and anxiety.

Edwards (2008)

High

Low

Breast cancer

No clear evidence to
recommend any treatments
for anxiety or general
distress.

Gysels (2007)

Low

Low

Mainly breast cancer

Preliminary evidence for
patient education for general
distress but research
inadequate.

Horneber (2008)

High

Low-Mod

Mixed samples

Inconclusive evidence for
mistletoe therapy.

Jeffrey (2007)

Mod

Mod

Patients with non-metastatic
colorectal cancer

Intensive follow-up may
confer survival benefit but
effects on depression,
anxiety and general distress
are unknown.




PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research Scope

Conclusions

Kirschbaum (2007)

Low

Mod Breast cancer

Potential for exercise
improving depression and
anxiety.

Knols (2005)

Low

Mod Mixed samples

Modest evidence for
mindfulness based stress
reduction for general
distress.

Mansky (2006)

Low

Low Mixed samples

Equivocal evidence for Tai-
Chi for general distress.

Markes (2006)

Low

Low-Mod Breast cancer

No evidence for
effectiveness of exercise for
depression, limited evidence
for anxiety.

McPherson (2001)

Mod

Mod Mixed samples

Recordings of information
can improve patient
knowledge.

Newell (2002)

High

Mod Mixed samples

No treatment recommended
for depression. One trial
indicating that music therapy
can be effective in reducing
anxiety.

Osborn (2006)

High

Low Mixed samples

Weak evidence for the use of
CBT in reducing depression
and anxiety.
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research Scope

Conclusions

Pitkethly (2008)

High

Mod Mixed samples

Recordings and summaries
of consultations can improve
patient knowledge.

Rehse (2003)

High

Low-Mod Mixed samples

A modest improvement in
quality of life from various
psychological interventions
but unclear which types.

Rodin (2007)

High

Low-Mod Mixed samples

Modest evidence for drugs
and various psychological

interventions (e.g. CBT and
education) for depression.

Sheard (1999)

High

Mod Mixed samples

Some evidence for a variety
of psychological
interventions in reducing
depression. Robust effects
for a variety of psychological
interventions in reducing
anxiety.

Smith (2005)

Low

Mod Mixed samples

Modest evidence for
mindfulness base stress
reduction for general
distress.
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PROBLEM ADDRESSED

SUMMARY OF REVIEW FINDINGS

Amount of research

Quality of research

Scope

Conclusions

Sola (2004)

Mod

Low-High

Lung cancer

Modest evidence for nursing
interventions and follow-up,
specifically for
breathlessness. Inconclusive
evidence for counselling.

Tatrow (2006)

High

Mod

Mixed samples

Some evidence for CBT for
general distress.

Walsh (1998)

Mod

Low

Mixed samples

Little evidence that a range
of methods of breaking bad
news benefits patients.

Wessex Institute (1998)

Low

Mod

Breast cancer

Some evidence for short-
term benefits from
counselling for general
distress.

Zabalegui (2005)

High

Mod

Mixed cancers at acute
survivorship stage

Modest evidence for
participating in support
groups for depression,
general distress and anxiety.

' Amount of research defined as approximate number of trials included in the systematic reviews : Low = < 5 RCTs, Moderate = 6 — 10 RCTs,

High = > 10 RCTs.

2 Quality of research: This refers to the original systematic reviewers comments on the overall quality of RCTs included in their review.

25




Table 3: Summary of randomised controlled trials published since relevant high quality systematic reviews

Reference Design Sample Interventions Outcome of interest | Results
Armes (2007) 2 arm parallel 60 patients Behaviourally-oriented Fatigue, physical Improved physical functioning in
group RCT receiving intervention for cancer- functioning intervention group compared to
chemotherapy related fatigue v usual care usual care.
Bakitas (2009) 2 arm parallel 322 people with Psycho-educational Depression Improved depressed mood in
group RCT advanced cancer intervention v usual care intervention group compared to
usual care.
Bruera (2007) 2 arm parallel 142 cancer Donepezil v placebo Fatigue No significant difference between
group RCT patients with groups.
fatigue
Courneya (2007) 3 arm parallel 242 breast cancer | Usual care v supervised Fatigue (secondary No significant difference between
group RCT patients initiating | resistance exercise v outcome) groups.
adjuvant supervised aerobic
chemotherapy exercise
Daley (2007) 3 arm parallel 108 women Aerobic exercise v Depression Depression scores improved

group RCT

treated for breast
cancer 12-36
months
previously

exercise-placebo (body
conditioning) v usual care

(secondary outcome)

modestly in both exercise groups
compared to usual care.

Elkins (2008)

2 arm parallel

60 breast cancer

Hypnosis v no treatment

Anxiety, depression

Patients who received hypnosis

group RCT survivors with hot (secondary had lower anxiety and depression
flashes outcomes) scores at the end of treatment.
Ell (2008) 2 arm parallel 472 low income, Collaborative care with Depression Collaborative care more effective

group RCT

predominantly
female Hispanic
patients with
major depression,
dysthymia or both

specially trained social
worker supervised by
psychiatrist v usual care

than usual care in reducing
depression.
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Reference Design Sample Interventions Outcome of interest | Results
Espie (2008) 2 arm parallel 150 patients who | Group CBT program for Fatigue, anxiety, Group CBT program more
group RCT had completed insomnia delivered by depression, physical | effective than usual care in

active cancer
therapy and had
chronic insomnia

specially trained cancer
nurses v usual care

functioning
(secondary
outcomes)

reducing fatigue, depression and
anxiety and improving physical

functioning.

Jones (2006)

2x2x2 factorial
RCT of different
forms of
information

400 patients
starting
radiotherapy

General v personalised
printed information,
Interactive v automatic
information selection,
anxiety advice v no anxiety
advice

Anxiety, depression

No differences in anxiety or

depression by any intervention

factors.

Kornblith (2006) 2 arm parallel 192 patients with | Educational materials v Distress Educational materials plus
group RCT advanced disease, | educational materials plus telephone monitoring more
currently telephone monitoring effective than educational
receiving materials alone in reducing
treatment distress, anxiety and depression.
Krischer (2007) 2 arm parallel 310 patients Usual care v self- Distress No difference between groups.
group RCT about to begin administered stress
radiotherapy management training
treatment
McNeeley (2008) 2 arm parallel 52 head and neck | Progressive resistance Fatigue (secondary No difference between groups.
group RCT cancer survivors exercise training v outcome)
standardized therapeutic
exercise protocol
Milne (2008) 2 arm crossover 58 breast cancer Immediate exercise group | Fatigue (secondary Exercise improved fatigue.

RCT

survivors within 2
years of
completing
adjuvant therapy

v delayed exercise group

outcome)
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Reference Design Sample Interventions Outcome of interest | Results

Moadel (2007) 2 arm parallel 128 cancer Yoga v waiting list control | Fatigue, No difference between groups.
group RCT patients psychological distress

Northouse (2007) 2 arm parallel 263 prostate Standard care v standard Mental quality of life | No significant difference between
group RCT cancer patients care plus family groups.

and their spouses

intervention

Parker (2009)

3 arm parallel
group RCT

159 men with
prostate cancer
undergoing
radical
prostatectomy

Pre-surgical stress
management intervention
v supportive attention
group v standard care

Mood disturbance,
physical functioning

Mood disturbance before surgery
less in men who received stress
management intervention or
supportive attention.

Physical functioning at 1 year
better in men who received
stress management intervention
or supportive attention.

Passalacqua (2009) | 2 arm cluster RCT | 38 Italian cancer Point of information and Distress No significant difference between
centers support system v control groups.
Strong (2008) 2 arm parallel 200 patients with | Collaborative care with Depression Collaborative care more effective
group RCT mixed cancers specially trained cancer in reducing depression.
and major nurse & psychiatrist
depression supervision v enhanced
usual care
Syrjala (2008) 2 arm parallel 93 cancer Pain training v nutrition Pain Pain training more effective in

group RCT

patients with
disease-related
persistent pain

training

reducing usual pain in the short-
term.
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Reference Design Sample Interventions Outcome of interest | Results
Vallance (2007) 4 arm parallel 377 breast cancer | Standard public health Physical functioning All breast cancer-specific groups
group RCT survivors recommendation for were more effective than

physical activity v breast standard recommendations in
cancer-specific physical increasing physical activity.
activity print materials v
step pedometer v breast
cancer-specific physical
activity print materials
plus pedometer

Wilkinson (2007) 2 arm parallel 288 cancer Aromatherapy massage v Anxiety, depression No significant difference between

group RCT

patients referred
to
complementary
therapy services
with clinical
anxiety and/or
depression

usual supportive care

groups.
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Table 4: Overview of review findings

PROBLEM SOLUTIONS
Amount of Quality of Scope Conclusion and opportunit
research’ research? P PP y
Some evidence for the benefit of exercise during treatment, but inconclusive
. Mainly mixed cancer samples and earl after treatment. Lack of long term follow-up. Evidence for drugs reducing fatigue
Fatigue Moderate Moderate y . . P y . . . § P 8 g1atle
stages of survivorship for patients with anaemia.
Weak evidence for CBT in treating fatigue.
Physical
functionin . . . . - .
. 4 Low Low Mixed samples Possible benefit of practising tai-chi but weak evidence base.
Functional
impairment
. . Analgesics given by various routes effective in reducing pain. Limited evidence for
. . Mainly mixed cancer samples and . .
Pain High Moderate . . . the use of massage (short term benefits) and the evidence for complementary
mixed stages of survivorship . . .
therapies, CBT and TENS are inconclusive.
Sexual Low Low Gynae and urological cancer samples at | Limited evidence for the use of drug treatment and mechanical devices. The
functioning various survivorship stages evidence for psychological treatment is inconclusive.
Cogniti .
ognl. IV? - - - No reviews or RCTs found.
functioning
Work ) .
ork/ Low Low Breast cancer No RCTs found in recent review.

employment
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PROBLEM SOLUTIONS
Amount of Quality of . .
Scope Conclusion and opportunit
research research P PP v
Finance - - - No reviews or RCTs found.
. . There is evidence for the effectiveness of antidepressants and CBT in reducing
. Mainly mixed samples but some . . . . . .
Depression Moderate Moderate depression. There is modest evidence for group interventions, but the evidence
focused on breast cancer . . .
for non-CBT treatments is weak or inconclusive.
. . There is modest evidence for treating anxiety with music therapy and CBT. The
. Mainly mixed samples but some . . . . T
Anxiety Low Low evidence for exercise was inconsistent. Participating in support groups can also
focused on breast cancer .
reduce anxiety.
There is a moderate body of evidence for a range of psychological interventions
General Moderate Low Mainly mixed samples but some (e.g. CBT and counselling) although strong recommendations cannot be made.
distress focused on breast cancer The evidence supporting group interventions is inconsistent. Patient education
looks to be a promising area of research.
Fear of .
- - - No reviews or RCTs found.
recurrence
Social needs . . . . .
(function) Moderate Moderate Marital relationships Modest evidence for the effectiveness of support groups.
Social .
- - - No reviews or RCTs found
support

' Amount of research defined as approximate number of trials included in the systematic reviews: Low = <5 RCTs, Moderate = 6 — 10 RCTs,
High = > 10 RCTs.
2 Quality of research: This refers to original systematic reviewers comments on the overall quality of RCTs included in their review.

31




REFERENCES
Systematic Reviews

Bardia A, Barton DL, Prokop LJ, Bauer BA, Moynihan TJ. Efficacy of complementary
and alternative medicine therapies in relieving cancer pain: a systematic review
(Structured abstract). Journal of Clinical Oncology; 2006:5457-5464.

Barsevick AM, Sweeney C, Haney E, Chung E. A systematic qualitative analysis of
psychoeducational interventions for depression in patients with cancer (Structured
abstract). Oncology Nursing Forum; 2002:73-84.

Bottomley A. Where are we now: evaluating two decades of group interventions
with adult cancer patients (Structured abstract). Journal of Psychiatric and Mental
Health Nursing; 1997:251-265.

Campbell HS, Phaneuf MR, Deane K. Cancer peer support programs: do they work?
(Structured abstract). Patient Education and Counseling; 2004:3-15.

Carr D, Goudas L, Lawrence D, Pirl W, Lau J, DeVine D, Kupelnick B, Miller K.
Management of cancer symptoms: pain, depression, and fatigue (Structured
abstract). Agency for Healthcare Research and Quality: Agency for Healthcare
Research and Quality; 2002:279.

Challapalli V, Tremont-Lukats Ivo W, McNicol Ewan D, Lau J, Carr Daniel B. Systemic
administration of local anaesthetic agents to relieve neuropathic pain. Cochrane
Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2005.

Collins RF, Bekker HL, Dodwell DJ. Follow-up care of patients treated for breast
cancer: a structured review (Structured abstract). Cancer Treatment Reviews;
2004:19-35.

Cooke B, Ernst E. Aromatherapy: a systematic review (Structured abstract). British
Journal of General Practice; 2000:493-496.

Cramp F, Daniel J. Exercise for the management of cancer-related fatigue in adults.
Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd;
2008.

Denton Arshi S, Maher J. Interventions for the physical aspects of sexual dysfunction
in women following pelvic radiotherapy. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2003.

Edwards Adrian GK, Hulbert-Williams N, Neal Richard D. Psychological interventions

for women with metastatic breast cancer. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2008.

32



Ezzo J, Richardson Mary A, Vickers A, Allen C, Dibble S, Issell Brian F, Lao L, Pearl M,
Ramirez G, Roscoe Joseph A, Shen J, Shivnan Jane C, Streitberger K, Treish |, Zhang G.
Acupuncture-point stimulation for chemotherapy-induced nausea or vomiting.
Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd;
2006.

Flynn P, Kew F, Kisely Steve R. Interventions for psychosexual dysfunction in women
treated for gynaecological malignancy. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2009.

Friedenreich CM, Courneya KS. Exercise as Rehabilitation for Cancer Patients. Clinical
Journal of Sport Medicine; 1996:237-244.

Goedendorp Martine M, Gielissen Marieke FM, Verhagen Constantijn A, Bleijenberg
G. Psychosocial interventions for reducing fatigue during cancer treatment in adults.
Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd;
2009.

Goudas L, Carr DB, Bloch R, Balk E, loannidis JP, Terrin N, Gialeli-Goudas M, Chew P,
Lau J. Management of cancer pain. Volume 1. Volume 2: evidence tables (Structured
abstract). Agency for Healthcare Research and Quality: Agency for Healthcare
Research and Quality; 2001:196.

Gysels M, Higginson ). Interactive technologies and videotapes for patient education
in cancer care: systematic review and meta-analysis of randomised trials (Structured
abstract). Supportive Care in Cancer; 2007:7-20.

Horneber M, Bueschel G, Huber R, Linde K, Rostock M. Mistletoe therapy in
oncology. Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley &
Sons, Ltd; 2008.

Irajpour A, Norman |, Griffiths P. Interprofessional education to improve pain
management (Structured abstract). British Journal of Community Nursing; 2006:29-
32.

Jeffery M, Hickey Brigid E, Hider Phil N. Follow-up strategies for patients treated for
non-metastatic colorectal cancer. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2007.

Kassab S, Cummings M, Berkovitz S, van Haselen R, Fisher P. Homeopathic medicines
for adverse effects of cancer treatments. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2009.

Kirshbaum MN. A review of the benefits of whole body exercise during and after

treatment for breast cancer (Structured abstract). Journal of Clinical Nursing;
2007:104-121.

33



Knols R, Aaronson NK, Uebelhart D, Fransen J, Aufdemkampe G. Physical exercise in
cancer patients during and after medical treatment: a systematic review of
randomized and controlled clinical trials (Structured abstract). Journal of Clinical
Oncology; 2005:3830-3842.

Mansky P, Sannes T, Wallerstedt D, Ge A, Ryan M, Johnson LL, Chesney M, Gerber L.
Tai chi chuan: mind-body practice or exercise intervention? Studying the benefit for
cancer survivors (Structured abstract). Integrative Cancer Therapies; 2006:192-201.

Markes M, Brockow T, Resch K-L. Exercise for women receiving adjuvant therapy for
breast cancer. Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley
& Sons, Ltd; 2006.

McPherson CJ, Higginson |J, Hearn J. Effective methods of giving information in
cancer: a systematic literature review of randomized controlled trials (Structured
abstract). Journal of Public Health Medicine; 2001:227-234.

Miles C, Candy B, Jones L, Williams R, Tookman A, King M. Interventions for sexual
dysfunction following treatments for cancer. Cochrane Database of Systematic
Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2007.

Minton O, Stone P, Richardson A, Sharpe M, Hotopf M. Drug therapy for the
management of cancer related fatigue. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2008.

Newell SA, Sanson-Fisher RW, Savolainen NJ. Systematic review of psychological
therapies for cancer patients: overview and recommendations for future research
(Structured abstract). Journal of the National Cancer Institute; 2002:558-584.

Nicholson Alexander B. Methadone for cancer pain. Cochrane Database of
Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2007.

Osborn RL, Demoncada AC, Feuerstein M. Psychosocial interventions for depression,
anxiety, and quality of life in cancer survivors: meta-analyses (Provisional abstract).
International Journal of Psychiatry in Medicine; 2006:13-34.

Pitkethly M, MacGillivray S, Ryan R. Recordings or summaries of consultations for
people with cancer. Cochrane Database of Systematic Reviews. Chichester, UK: John
Wiley & Sons, Ltd; 2008.

Quigley C. Hydromorphone for acute and chronic pain. Cochrane Database of
Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2002.

Rehse B, Pukrop R. Effects of psychosocial interventions on quality of life in adult

cancer patients: meta analysis of 37 published controlled outcome studies
(Structured abstract). Patient Education and Counseling; 2003:179-186.

34



Richards KC, Gibson R, Overton-McCoy AL. Effects of massage in acute and critical
care (Structured abstract). AACN Clinical Issues: Advanced Practice in Acute and
Critical Care; 2000:77-96.

Robb Karen A, Bennett Michael |, Johnson Mark I, Simpson Karen J, Oxberry Stephen
G. Transcutaneous electric nerve stimulation (TENS) for cancer pain in adults.
Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd;
2008.

Rodin G, Lloyd G, Katz M, Green E, Mackay JA, Wong RK. The treatment of
depression in cancer patients: a systematic review (Structured abstract). Supportive
Care in Cancer; 2007:123-136.

Sellick SM, Zaza C. Critical review of 5 nonpharmacologic strategies for managing
cancer pain (Structured abstract). Cancer Prevention and Control; 1998:7-14.

Servaes P, Verhagen C, Bleijenberg G. Fatigue in cancer patients during and after
treatment: prevalence, correlates and interventions (Structured abstract). European
Journal of Cancer; 2002:27-43.

Sheard T, Maguire P. The effect of psychological interventions on anxiety and
depression in cancer patients: results of two meta analyses (Structured abstract).
British Journal of Cancer; 1999:1770-1780.

Smith JE, Richardson J, Hoffman C, Pilkington K. Mindfulness-based stress reduction
as supportive therapy in cancer care: systematic review (Structured abstract).
Journal of Advanced Nursing; 2005:315-327.

Sola I, Thompson Elinor M, Subirana Casacuberta M, Lopez C, Pascual A. Non-
invasive interventions for improving well-being and quality of life in patients with
lung cancer. Cochrane Database of Systematic Reviews. Chichester, UK: John Wiley &
Sons, Ltd; 2004.

Tatrow K, Montgomery GH. Cognitive behavioral therapy techniques for distress and
pain in breast cancer patients: a meta-analysis (Structured abstract). Journal of
Behavioral Medicine; 2006:17-27.

Walsh RA, Girgis A, Sanson-Fisher RW. Breaking bad news 2: what evidence is
available to guide clinicians? (Structured abstract). Behavioral Medicine; 1998:61-72.

Wessex Institute for Health R, Development. Psycho-social interventions in oncology:
counselling services for women with breast cancer (Structured abstract). Wessex
Institute for Health Research and Development: Wessex Institute for Health Research
and Development; 1998:20.

35



Wiffen Philip J, McQuay Henry J. Oral morphine for cancer pain. Cochrane Database
of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2007.

Williams S, Dale J. the effectiveness of treatment for depression/depressive
symptoms in adults with cancer: a systematic review. British Journal of Cancer
2006:372-390.

Zabalegui A, Sanchez S, Sanchez PD, Juando C. Nursing and cancer support groups
(Structured abstract). Journal of Advanced Nursing; 2005:369-381.

Zeppetella G, Ribeiro Maria DC. Opioids for the management of breakthrough

(episodic) pain in cancer patients. Cochrane Database of Systematic Reviews.
Chichester, UK: John Wiley & Sons, Ltd; 2006.

36



Randomised controlled trials published since a relevant high quality systematic
review

Armes J, Chalder T, Addington-Hall J, Richardson A, Hotopf M. A Randomized
Controlled Trial to Evaluate the Effectiveness of a Brief, Behaviorally Oriented
Intervention for Cancer-related Fatigue. Cancer; 2007:1385-1395.

Bakitas M, Doyle Lyons KD, Hegel MT, Balan S, Brokaw FC, Seville J, Hull JG, Zhongze
L, Tostetson TD, Byock IR, Ahles TA. Effects of a Palliative Care Intervention on
Clinical Outcomes in Patients With Advanced Cancer. The Project ENABLE Il
Randomized Controlled Trial. JAMA; 2009:741-749.

Bruera E. El Osta B, Valero V, Driver LC, Pei B-L, Shen L, Poulter VA, Palmer JL.
Donepezil for Cancer Fatigue: A Double-Blind, Randomized, Placebo-Controlled Trial.
Journal Of Clinical Oncology; 2007:3475-3481.

Courneya KS, Segal RJ, Mackey JR, Gelmon K, Reid RD, Friedenreich CM, Ladha AB,
Proulx C, Vallance JKH, Lane K, Yasui Y, McKenzie DC. Effects of Aerobic and
Resistance Exercise in Breast Cancer Patients Receiving Adjuvant Chemotherapy: A
Multicenter Randomized Controlled Trial. Journal Of Clinical Oncology; 2007:4396-
4404.

Daley AJ, Crank H, Saxton JM, Mutrie N, Coleman R, Roalfe A. Randomized Trial of
Exercise Therapy in Women Treated for Breast Cancer. Journal Of Clinical Oncology;
2007:1713-1721.

Elkins G, Marcus J, Stearns V, Perfect M, Rajab MH, Ruud C, Palamara L, Keith T.
Randomized Trial of a Hypnosis Intervention for Treatment of Hot Flashes Among
Breast Cancer Survivors. Journal Of Clinical Oncology,; 2008:5022-5026.

Ell K, Xie B, Quon B, Quinn DI, Dwight-Johnson M, Lee P-J. Randomized Controlled
Trial of Collaborative Care Management of Depression Among Low-Income Patients
With Cancer. Journal Of Clinical Oncology; 2008:4488-4496.

Espie CA, Fleming L, Cassidy J, Samuel L, Taylor LM, White CA, Douglas NJ,

Engleman HM, Kelly H-L, Paul J. Randomized Controlled Clinical Effectiveness Trial of
Cognitive Behavior Therapy Compared With Treatment As Usual for Persistent
Insomnia in Patients With Cancer. Journal Of Clinical Oncology; 2008:4651-4658.

Jones RB, Pearson J, Cawsey AJ, Bental D, Barrett A, White J, White CA, Gilmour WH.
Effect of different forms of information produced for cancer patients on their use of
the information, social support, and anxiety: randomised trial. BMJ; 2006:942-948.

Kornblith AB, Dowell JM, Herndon JE Il, Engleman BJ, Bauer-Wu S, Small EJ,
Morrison VA, Atkins J, Cohen HJ, Holland JC. Telephone Monitoring of Distress in
Patients Aged 65 Years or Older With Advanced Stage Cancer. A Cancer and
Leukemia Group B Study. American Cancer Society; 2006:2706-2714.

37



Krischer MM, Xu P, Meade CD, Jacobson PB. Self-Administered Stress Management
Training in Patients Undergoing Radiotherapy. Journal Of Clinical Oncology;
2007:4657-4662.

McNeeley ML, Parliament MB, Seikaly H, Jha N, Magee DJ, Haykowsky MJ,

Courneya KS. Effect of Exercise on Upper Extremity Pain and Dysfunction in Head and
Neck Cancer Survivors. A Randomized Controlled Trial. American Cancer Society;
2008:214-222.

Milne HM, Wallman KE, Gordon S, Courneya KS. Effects of a combined aerobic and
resistance exercise program in breast cancer survivors: a randomized controlled trial.
Breast Cancer Res Treat; 2008:279-288.

Moadel AB, Shah C, Wylie-Rosett J, Harris MS, Patel SR, Hall CB, Sparano JA.
Randomized Controlled Trial of Yoga Among a Multiethnic Sample of Breast Cancer
Patients: Effects on Quality of Life. Journal Of Clinical Oncology; 2007:4387-4395.

Northouse LL, Mood DW, Schafenacker A, Montie JE, Sandler HM, Forman D,
Hussain M, Pienta KJ, Smith DC, Kershaw T. Randomized Clinical Trial of a Family
Intervention for Prostate Cancer Patients and Their Spouses. American Cancer
Society; 2007:2809-2818.

Parker PA, Pettaway CA, Babaian RJ, Pisters LL, Miles B, Fortier A, Wei Q, Carr DD,
Cohen L. The Effects of a Presurgical Stress Management Intervention for Men With
Prostate Cancer Undergoing Radical Prostatectomy. Journal Of Clinical Oncology;
2009:3169-3176.

P Passalacqua R, Caminiti C, Campione F, Diodati F, Todeschini R, Bisagni G,

Labianca R, Dalla Chiesa M, Bracci R, Aragona M, Artioli F, Cavanna L, Masina A,

De Falco F, Marzocchini B, lacono C, Contu A, Di Costanzo F, Bertetto O,

Annunziata MA. Prospective, Multicenter, Randomized Trial of a New Organizational
Modality for Providing Information and Support to Cancer Patients. Journal Of
Clinical Oncology; 2009:1794-1799.

Strong V, Waters R, Hibberd C, Murray G, Wall L, Walker J, McHugh G, Walker A,
Sharpe M. Management of depression for people with cancer (SMaRT oncology 1): a
randomised trial. Lancet; 2008:40-48.

Syrjala KL, Abrams JR, Polissar NL, Hansberry J, Robison J, DuPen S, Stillman M,
Fredrickson M, Rivkin S, Feldman E, Gralow J, Rieke JW, Raish RJ, Lee DJ, Cleeland CS,
DuPen A. Patient training in cancer pain management using integrated print and
video materials: A multisite randomized controlled trial. PAIN; 2007:175-186.

Vallance JKH, Courneya KS, Plotnikoff RC, Yasui Y, Mackey JR. Randomized Controlled
Trial of the Effects of Print Materials and Step Pedometers on Physical Activity and

38



Quality of Life in Breast Cancer Survivors. Journal Of Clinical Oncology; 2007:2352-
2359.

Wilkinson SM, Love SB, Westcombe AM, Gambles MA, Burgess CC, Cargill A, Young T,
Maher EJ, Ramirez Al. Effectiveness of Aromatherapy Massage in the Management
of Anxiety and Depression in Patients With Cancer: A Multicenter Randomized
Controlled Trial. Journal Of Clinical Oncology; 2207:532-539.

39



Appendix 1: Final Medline search strategy with RCT filter 10.7.09 3588 results
(2.7.09 2058 results).

1. exp Neoplasms/ and exp Survivors/

2. ((cancer or oncology) adj (patient™ or suffer* or surviv*)).mp. [mp=title,
original title, abstract, name of substance word, subject heading word]
3.10r2

4. depression/

5. depress*.mp. [mp-=title, original title, abstract, name of substance word,
subject heading word]

6. exp anxiety disorders/

7. Adaptation, Psychological/

8. anxiety/ or guilt/ or panic/ or panic disorder/

9. fear/

10. anxi*.mp. [mp=title, original title, abstract, name of substance word,
subject heading word]

11. ((fear* or concern® or worr*) adj3 recurr*).mp. [mp=title, original title,
abstract, name of substance word, subject heading word]

12. distress*.mp. [mp=title, original title, abstract, name of substance word,
subject heading word]

13. fatigue/

14. fatigue™.mp. [mp=title, original title, abstract, name of substance word,
subject heading word]

15. pain*.mp. [mp-=title, original title, abstract, name of substance word,
subject heading word]

16. cogniti*.mp. [mp=title, original title, abstract, name of substance word,
subject heading word]
17.4or50r6or70or8or9orl1l0orllorl2orl3orldorl5orl6
18.3and 17

19. randomized controlled trial.pt.

20. controlled clinical trial.pt.

21. randomized.ab.

22. placebo.ab.

23. drug therapy.fs.

24. randomly.ab.

25. trial.ab.

26. groups.ab.

27.190r200r 21 0or 22 or 23 or 24 or 25 or 26

28. humans.sh.

29.27 and 28

30.29and 18

31. limit 30 to english language

32. limit 31 to yr="1990 -Current"
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