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Synopsis of Study 

Depression is a prevalent mental disorder in patients with cancer, which negatively impacts on the 

patient and the carer. It reduces quality of life, reduces adherence rates to medications, prolongs 

hospital admissions, increases healthcare costs, and is an indicator of early death. Cognitive 

Behaviour Therapy (CBT) is an empirically effective treatment for major depression and its use 

compares favourably with antidepressant treatments and has been shown to be associated with 

significant therapeutic gains over time. There is little evidence on the efficacy of CBT in advanced 

cancer patients.  

 

We shall recruit patients throughout the UK with advanced cancer no longer amenable to curative 

treatment and assess for presence of depression. Those with depression will be entered in to the 

study and, through a randomised controlled trial; we shall assess the clinical and cost effectiveness 

of cognitive behavioural therapy. 

 

 

 

RESEARCH OBJECTIVES  

Hypothesis 

Cognitive Behaviour Therapy plus treatment as usual is more clinically and cost effective than 

treatment as usual for major depression in adults with cancer that is no longer amenable to curative 

treatment. 

Primary objective 

To determine through a randomised controlled trial the clinical effectiveness of Cognitive Behaviour 

Therapy plus treatment as usual compared to treatment as usual for depression in adults with 

cancer which is no longer amenable to curative treatment. 

Secondary objective 

 To determine through a randomised controlled trial the cost effectiveness of Cognitive Behavioural 

Therapy plus treatment as usual compared to treatment as usual for depression in adults with 

cancer which is no longer amenable to curative treatment. 
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Existing Research 

Depression is one of the most prevalent mental disorders in patients with cancer (McDaniel, 1995). 

It worsens the quality of life for patients and their carers  (Alexander et al, 1993),  may reduce 

adherence with medication, is a psychological burden on carers, and may prolong hospitalisation 

and increase healthcare costs (Bowers and Boyle, 2003).  Untreated depression is also an 

independent predictor of early death in patients with advanced cancer (Lloyd –Williams et al, 2009). 

 

Screening, diagnosis and prevalence of depression in cancer patients 

Psychological disturbance in advanced cancer may be difficult to diagnose.  A poor prognosis in 

cancer is often associated with significant anxiety and some sadness appropriate to the challenges 

that are presented by the illness. Diagnosing and measuring depression in advanced cancer is 

complex because depression, which should be treated (Pessin et al, 2005), may be discounted or 

confused with common psychological and physical symptoms (e.g. anorexia, lethargy) associated 

with cancer (Price and Hotopf, 2009).  In advanced cancer the prevalence of depressive symptoms, 

measured using structured clinical interviews, ranges  from 5% to 45%  (Hotopf et al, 2002; Potash 

and Breitbart, 2002) and may vary with the type of cancer (Massie, 2004). Although the HTA brief 

suggests that rates of major depression in this population are 38%, we consider that this is the 

highest likely estimate.  When the most stringent criteria are used, approximately 5-15% of patients 

will meet a diagnosis of major depression (Potash and Breitbart, 2002).  In the only study examining 

depression in advanced cancer in primary care prevalence rates of just over 4% were generated 

(Reeve et al, 2007).  This is much lower than the rates of 8-18% expected in a GP population (King et 

al, 2008).  However, patients in the Reeve et al (2007) study were identified from registers of people 

with advanced metastatic cancer receiving only palliative treatment.  Our examination of general 

practice data suggests that less than 10% of all cancer patients are placed on palliative care registers, 

even though 60% of cancer patients may have advanced disease (more data is presented in the 

feasibility section). Secondly, identifying patients from palliative care registers approaches a 

restricted population; for example only the sickest patients may be placed on such registers and may 

have been too ill to respond to the authors survey.  Thirdly, the psychological and psychiatric 

morbidity associated with cancer goes undetected and undertreated in over 80% of people (Wilson 

et al, 2000; Maguire, 1985).  Given these varied data, for the purposes of our study, we shall assume 

a more conservative prevalence rate for major depression in advanced cancer patients: 15% in 

oncology outpatients and 10% in General Practice patients. Using these estimates will enhance the 

feasibility of the trial. 

A prevalence rate of 38% for major depressive disorder is quoted in the commissioning brief, but this 

estimate is possibly too optimistic. We have chosen lower prevalence rates of major depressive 

disorder of 15% for patients in oncology clinics and 10% for patients recruited from primary care. 

Thus more people will need to be screened to achieve the numbers required. We have extensive 

experience of successfully recruiting cancer patients and conducting research in a primary care 

setting and believe these conservative estimates are justified. 

The European Association for Palliative Care calls for screening and treatment of depression in 

terminal cancer (Stiefel et al, 2001).  A number of different methods are used to screen for 

depression and distress (Thekkumpurath et al, 2008).  Two simple questions (Arroll et al, 2003) are 
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the simplest way and has been shown to exclude depression (97% negative predictive value) in non 

depressed individuals in cancer and palliative care (Mitchell, 2008; Low et al, 2009).  The first two 

questions, known as the Patient Health Questionnaire-2 (Kroenke et al, 2003), of the 9 item Patient 

Health Questionnaire (Kroenke et al, 2002), are routinely used in screening for depression in primary 

care.  Such screening is acceptable if it is followed by a clinical interview to confirm the clinical 

diagnosis of depression (Pessin et al, 2005). The MINI (Sheehan et al, 1998) provides a brief and 

reliable method of diagnosing depression according to DSM-IV and ICD-10 criteria in cancer patients 

(Sheehan et al, 1998; Passik et al, 2001, 2000, 2002; Manzanera et al, 2003; Drabe et al, 2008; 

Sukegawa et al, 2008; Gandubert et al, 2009; Zwahlen et al, 2008).  It has been validated against the 

SCID (Sheenan et al, 1995), DSM-IIIR and the CIDI (Amorim et al, 1998).   

Recruitment of patients with advanced cancer 

Difficulties in recruitment and follow-up due to associated mental and physical exhaustion present 

major hurdles to conducting research in a palliative care population and there may be high rates of 

attrition due to early death (Jordhøy et al, 1999).   Health professionals may also be protective 

towards patients by discouraging them from making the extra effort needed for research.  For 

example, between 9-19% of all those approached agreed to participate in a trial of CBT  for 

depression in advanced cancer (Moorey et al, 2009; Savard et al, 2006; Edelman et al 1999). Follow-

up as low as  44% at 10 weeks has been reported in severely ill palliative care patients (Moorey et al, 

2009), however higher rates are possible and in some studies 75% follow-up at 3 months has been 

documented (Savard et al, 2006; Edelman et al, 1999).  Research conducted by our research team, 

within the London cancer networks, has achieved follow-up rates of at least 65% in previous studies 

(King 2008, 2009).  Furthermore, in our trials to evaluate CBT in older people with depression 

(Serfaty et al, 2009), CBT in cancer patients (Serfaty et al, ToT study, in preparation for publication) 

and advanced care planning discussions in cancer (Harrington et al, 2009), we achieved follow-up 

rates of over 85%.  In these studies, we were able both to offer treatment at home and telephone 

interview follow-ups which significantly minimised attrition.  Telephone CBT has been shown to be 

feasible and clinically and cost-effective (Simon et al, 2004; 2007).  We shall therefore offer 

telephone CBT and follow-up for those who are unable to continue to attend in a primary care 

setting.   

Psychological treatments used for advanced cancer 

There is little evidence guiding the management of depressive symptoms in advanced cancer 

(Osborn et al, 2006; Williams and Dale, 2006; Newell et al, 2002).  Although a recent study suggests 

that an intervention delivered by a cancer nurse may be beneficial (Strong et al, 2008), this model 

requires a specialist service and has not been tested in advanced disease.  Cognitive Behaviour 

Therapy (CBT) is an empirically effective treatment for major depression and its use compares 

favourably with antidepressant treatments and has been shown to be associated with significant 

therapeutic gains over time.  It is an approach that may be pertinent to treating a population who 

may experience significant symptom burden from advanced cancer and palliative treatments, such 

as nausea and pain.  For depression in advanced cancer, CBT approaches appear the most promising 

(Price and Hotopf, 2009). Two Cochrane reviews of psychosocial treatments in advanced cancer have 

been published.  Findings from these treatments are conflicting (Akechi et al, 2009; Edwards et al, 

2009).  In the meta-analysis of psychotherapy for depression in advanced cancer by Akechi et al 
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(2009), all of which used the Profile Of Mood States (POMS) as an outcome measure, heterogeneous 

results were generated.  Six studies were cited; 4 used supportive psychotherapy (Goodwin et al, 

2001; Linn et al, 1982; Spiegel et al, 1981; Wood et al, 1997), one group CBT (Edelman, 1999) and 

one problem solving (Classen et al, 2001).   Akechi, et al, (2009) conclude that there is a “need for 

more well designed trials of cognitive behavioural therapy on depression in patients with advanced 

cancer.” Edwards et al (2009) identified five well designed studies using psychological interventions 

for depression in women with metastatic breast cancer (Cunningham, 1998; Edelman 1999; 

Goodwin et al, 2001; Koopman et al, 1998; Spiegel et al, 1989). However only the first two suggested 

a short term benefit on the POMS from the use of CBT.   The effects were lost at 6 month follow-up, 

possibly because group therapy did not sufficiently address the needs of specific individuals 

(Edwards et al, 2009). 

Individualized rather than group CBT is likely to facilitate recruitment and minimise attrition.  It  has 

been preferred by patients with head and neck cancer (Osborn et al, 2006; Semple et al, 2005) and 

benefits were reported in a recent study of CBT for depression in women with metastatic breast 

cancer (Savard et al, 2006).  The application of individualised CBT has been further developed for use 

in palliative care populations using the model developed by Moorey et al (1989; 1994; 1996) and 

adapted by Mannix (co-applicants).  This approach modifies a standard CBT model by ensuring that 

physical, psychological, emotional, spiritual and existential issues in the context of cancer are all 

addressed.   CBT can be delivered by training either established therapists or other healthcare 

professionals to deliver CBT in advanced cancer or palliative care.  We recently conducted a pilot 

study, using trained CBT therapists, to compare the use of this specialised approach with 

aromatherapy for the treatment of psychological distress at all stages of cancer (Serfaty et al, in 

preparation for publication). Although small numbers (n=39) were involved, recruitment proceeded 

well and a trend towards a beneficial outcome with CBT was found.  In a pilot study by Mannix et al 

(2006), a range of palliative care professionals were trained to use cognitive therapy skills in 

everyday practice.  Though this was helpful with anxiety, there did not appear to be an effect on 

depression (Moorey et al, 2009).  Levels of training and expertise in CBT are known to affect 

outcome in people with depressive disorder. Given the complex nature of depression in advanced 

cancer patients, we therefore advocate that CBT for depression should only delivered by 

experienced CBT therapists who have been trained to adapt their skills to treat cancer patients. This 

is also consistent with level 4 interventions suggested by NICE for people with cancer who have 

psychological distress and with delivery of services in the modern NHS. 

Finally, patients with advanced cancer may not always be able to attend for therapy sessions 

because of physical problems associated with their illness.  CBT delivered over the telephone may 

not only be clinically helpful but more importantly help engage patients offered treatment for 

depression in primary care (Simon et al, 2004, 2009).  As far as we know, this model has never been 

applied to patients with cancer.   

The economic analysis of interventions must be considered given that a cost reduction of 20% has 

been associated with psychological interventions (Chiles et al, 1999).  Although economic analyses in 

psycho-oncology are scarce (Carlson et al, 2004) with equivocal evidence for lower utilisation of 

health care resources in cancer (Rosenberg et al, 2002; Simpson et al, 2001) and metastatic breast 

cancer (Lemieux et al, 2006), there is a case for ensuring economic analyses are undertaken (Carlson 

et al, 2004).   
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In conclusion, patients with advanced cancer may be difficult to recruit and retain in trials and 

therefore multiple recruitment methods and a flexible approach to minimise attrition are necessary.  

As suggested in the brief, diagnostic procedures need to be defined.  Most well designed trials to 

date in advanced cancer have focussed only on breast cancer patients with metastatic disease and 

treatment of those with all types of advanced cancer needs further work.  CBT interventions have 

tended to use group CBT approaches, though individualised CBT may be preferred by patients and 

have sustained effects.  Our group has extensive experience in the treatment of training therapists in 

CBT to treat those with advanced cancer. The best hope of a longer term benefit for CBT for 

depression is offered if the intervention is delivered by an experienced therapist.  The use of 

telephone CBT, known to be effective in depressed primary care patients, would facilitate ongoing 

access for those who may not always be able to attend for therapy.  We shall conduct a (randomised 

controlled) trial using experienced therapists to evaluate whether the addition of CBT to treatment 

as usual (TAU) brings about a greater improvement in depression, and saves costs, when compared 

to TAU alone.   

METHODS:  

Design 

A parallel group single blind randomised controlled trial.  Patients will be randomised using the 

resources of PRIMENT, a Clinical Research Centre (CRC) registered clinical trials unit.   

Location 

Recruitment: 

Multiple recruitment methods will maximise accrual to the trial and the 6 month follow up period 

will minimize attrition due to deteriorating health or early death. Patients will be recruited from:  

 Specialist oncology outpatient services in three London cancer networks: 

North Central London Cancer Network: University College Hospital, Royal Free Hospital, Marie 
Curie Hospice Hampstead (Camden IAPT), the Whittington Hospital (Haringey IAPT) and the 
North Middlesex Hospital (Haringey IAPT).   

North East London Cancer network: Homerton Hospital and St Bartholomew’s Hospital, 
London Hospital (Hackney and City IAPT), and Newham Hospital (Newham IAPT).   

South East London Cancer Network:  Kings College Hospital, Lewisham University Hospital 
(Lewisham IAPT), St Thomas’ Hospital (Lambeth IAPT) and Guy’s Hospital (Southwark IAPT). 

 Specialist Oncology Outpatient Services in sites outside of London: 
 
Midlands: University Hospital Coventry and Warwick, George Eliot Hospital. 
 
The North East: South Tyneside District Hospital. 
 
The South: Brighton General Hospital. 
 
The North West: Christie Hospital Manchester. 
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 Primary care using GP cancer/palliative care registers through the NIHR Primary Care 

Research Network (PCRN). 

 

 GP practices that form part of the PCRN Primary Care Research Network in areas in which 

co-applicants are based and where IAPT services are well established across the UK. 

Recruitment will be facilitated by PCRN staff, and National Cancer Research Network (NCRN) 

staff.  Patients will be identified from GP held cancer and palliative care registers and checked 

for suitability with local practice staff.  Thus we shall be able to provide data on recruitment 

patterns from primary care in areas other than London and also confirm that the model of 

care can be delivered across the UK.   

 Delivery of therapy: 

 Therapy will be delivered in the following IAPT/wellbeing centres: Barnet, Bexley, Brighton, 
Hove, Bromley, Camden, Islington, Coventry, Warwickshire, Croydon, Newham, Enfield, 
Greenwich, Haringey West, Havering & Redbridge, Lewisham, Lambeth, Southwark, 
Stockport, South Tyneside, Tower Hamlets, Wandsworth. 

 

CBT will be delivered by Improving Access to Psychological Therapies (IAPT) therapists who will have 

received additional training in CBT skills for patients with advanced cancer (Moorey and Mannix).  

IAPT centres are being rolled out across England and will be characteristic of NHS service provision 

available.  Trial participants will have depression and other complex needs and individual CBT will be 

used. We have selected areas where IAPT centres are well established which will enable delivery of 

CBT to the intervention group promptly once recruitment has commenced.    

Target Population 

People aged >18 with cancer of all types, including haematological malignancies, will be identified 

from those whom clinicians confirm have cancer no longer amenable to cure and are aware of their 

diagnosis and likely prognosis will be screened for depression using two questions (Low et al, 2009). 

Those scoring positively will proceed to a more in depth assessment for eligibility (MINI interview). 

We have added the Patient Health Questionnaire (PHQ-9; Kroenke et al, 2002), a valid measure of 

the depression routinely used in a General Practice setting.   

Entry criteria   

Inclusion criteria:  

 A diagnosis of cancer not amenable to curative treatment (this includes patients  initially 

diagnosed with metastatic disease, those at first or subsequent  incurable recurrence 

and  who may be  receiving palliative treatments including non-curative radiotherapy, 

chemotherapy  biological therapy or surgery) verified by contacting GPs or oncologist.  

 A clinical diagnosis of depression through clinical interview on the MINI (Sheenan et al, 

1998).  

 Agreement to be randomised.   
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 Sufficient understanding of English to be able to engage in CBT.  

 The patient is eligible for IAPT - either they or their GP is in an appropriate catchment area.   

 Agreement for GP to be involved so that referral to IAPT can take place through GP.  

  

Exclusion criteria:  

 Clinician estimated survival of less than 4 months (verified by contacting patients’ 

oncologists/GP).  

 Suicidal intent; scoring 3 on question 9 of the BDI-II.   

 Currently receiving or having received a psychological intervention recommended by NICE 

aimed at treating depression (e.g. Interpersonal Psychotherapy, CBT etc) in the last 2 

months. 

 Suspected alcohol dependence using the Alcohol Use disorders Identification Test (AUDIT; 

Saunders et al, 1993).   

Process of Recruitment 

From outpatient oncology clinics:   

This study will form part of the NCRN clinical trials portfolio.  NCRN support staff will facilitate 

recruitment in oncology outpatient clinics.  Support staff will be asked to check patients’ addresses to 

determine that they are eligible to be referred to an IAPT therapist.   Support staff will screen 

suitable patients for depression using the two question tool.  Patients who score positive will be 

provided with an information pack and asked if they would be willing to see a researcher who will 

answer any questions and assess them for the study. Those who score positive but do not wish to 

participate will be asked if they are agreeable for us to inform their GP or oncology team that they 

may be depressed. Those who score positive and agree in principle to participate will then be seen by 

the researcher who will undertake a further assessment (MINI interview to diagnose DSM IV 

depression) and obtain written consent for participation in the study.  The researcher will collect 

baseline assessment measures and then liaise with PRIMENT clinical trials unit where a person 

independent of the researcher will randomise the patients, inform them into which group they have 

been allocated and also make a referral to IAPT.  Each patient’s GP will be notified into which trial 

arm their patient has been allocated.  

From GP lists, the PCRN Primary Care Research Network staff  

We will identify suitable patients from data bases and then contact people by phone or face to face 

in practices to see whether they are willing to answer the two screening questions for depression.  

The PCRN staff will use similar recruitment procedures as those described above. 

Self-referral 

Posters and leaflets will be placed in approved oncology and GP sites with information about the 

study. The leaflet contains the PHQ-2 for a quick assessment on mood. If they screen positive, they 

can either (a) approach the clinical team within the site or (b) contact the study team directly using 

the reply slip attached to the leaflet. The process of recruitment will be similar to those detailed 

above 
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Feasibility phase 

We plan to build an assessment of feasibility into the study.  This phase will be conducted in the 

London cancer networks and the research team has already successfully recruited to previous large 

scale studies in palliative care (Walsh et al, 2007; King et al, 2008, 2009).  Although we are confident 

that recruitment is feasible, our steering group will monitor recruitment and ensure that the patient 

numbers are being achieved and that the intervention is deliverable by IAPT therapists.  This will be 

done by reviewing the progress of the trial at 6 months into recruitment (end of year 1).   

As part of the feasibility phase, during the orientation period, we shall work with IAPT to ensure that 

each IAPT therapist involved gains experience and confidence with at least two patients with 

advanced cancer prior to applying their skills to patients recruited to the trial.  We have already 

liaised with a number of IAPT and oncology centres and include written agreements indicating 

participation.  We also have provision for further centres to be involved if necessary. 

Randomisation 

Randomisation to either TAU or TAU plus CBT will take place after patients have been assessed for 

suitability, consented to the trial and baseline measures have been collected.  This will be conducted 

by PRIMENT CTU using a web based system.  Antidepressants are a predictor of outcome (Kamboj et 

al, 2005).  However, in cancer tricyclic antidepressants may be preferentially prescribed over SSRIs 

because they may be helpful in the management of pain and are less associated with nausea and 

gastrointestinal problems which may exacerbate the physical symptoms of cancer and the side 

effects of chemotherapy. Determining the therapeutic dose of antidepressant is complex and even 

low doses of tricyclic antidepressants may be effective (Furukawa et al, 2002).  We cannot stipulate 

that post randomisation SSRIs cannot be used or that the dose should be fixed.  Withholding a 

recognised treatment for depression would be unethical, particularly in the treatment as usual 

group.  Moreover, this would not reflect treatment as usual. We will therefore stratify people 

according to whether they are prescribed an antidepressant or not.  We will conduct a post hoc 

analysis to confirm that randomisation was balanced in both groups with respect to antidepressant 

dose by standardising prescribed antidepressants into equivalent doses of imipramine (Serfaty et al, 

2009). This will be done by recording all antidepressants prescribed (name dose and frequency 

prescribed) during the trial.  This will include SSRIs and other antidepressants such as tricyclics which 

are often used in small doses for symptom control in end of life care. We will convert antidepressant 

dose for any drug into a mean equivalent dose of imipramine following a method we used in another 

trial of CBT for depressed older people in primary care (Serfaty et al, 2009).  This will enable us to 

confirm that doses of all antidepressants are similar in both groups.   

Our experience in our trial of CBT for depressed older people, many of whom had physical problems, 

was that the doses of antidepressants were balanced between the 3 intervention groups and that 

the number of people starting an antidepressant was extremely small (4 out of 204 people by 10 

month follow-up-Serfaty al, 2009). 

Masking 
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It will not be possible for patients or therapists to remain blind to the treatment group. The 

researchers and PCRN assessors will be blinded and will be asked to guess group allocation at 3 

months and 6 months post baseline.  Unmasking will not occur until databases are closed. 

 

CONSENT AND ETHICAL ISSUES: 

Obtaining informed consent from participants 

All the information leaflets and consent forms will be adhered to and have been agreed by the 

relevant NRES committee. Consent will be a two stage process. We will indicate to patients that we 

wish to screen for low mood to determine whether they may be suitable for a further study (as 

described above).  We will confirm if they screen positive for possible depression they give us 

permission to contact their oncology team/GP and that we will need written consent for this.  Those 

who screen positive will then be offered more information about the study in the form of a detailed 

pack.  The patients will be offered an appointment for further assessment, to take place no less than 

48 hours later to give the patient chance to read the material. It will be emphasised that they do not 

have to attend and should cancel the appointment if, on reading the material, they decide not to 

participate.  If they meet inclusion criteria, written informed consent will be obtained prior to 

randomisation into the study.  Participants will also be asked for consent to audio-recordings of 

therapy sessions being made and used for research purposes, for example to assess the quality and 

adherence to therapy and whether quality of therapy predicts outcome.  We will also obtain consent 

for participants to be approached for future research related to CanTalk.  Refusal to consent to 

audio-recordings or participation in future research will not exclude someone from the study.   

Ethical Arrangements 

Approval of the National Research Ethics Service (NRES) has been obtained. As this is a vulnerable 

group, and patients may tire easily, interviews are kept short. All patients will benefit by their GPs 

being made aware of depression which is often missed. IAPT therapists are experienced in assessing 

suicide risk and will be able to direct/refer patients to appropriate care pathways if necessary. Our 

previous work in cancer patients suggests that CBT is well received, of potential benefit and does no 

harm. Patients’ travel costs for research sessions will be met by the project funding. An expert Trial 

Steering Group will monitor the progress of the study according to UCL research governance 

procedures.   

We have also established a Data Monitoring and Ethics Committee that will meet at least annually to 

monitor data collection and report and adverse events. IAPT therapists will access their usual 

supervision procedures.  Regular clinical supervision mechanisms are in already in place in the host 

academic department in UCL to support field researchers working with people with advanced 

progressive and life threatening conditions. 

Risks and anticipated benefits for trial participants and society 

As with any comparative treatment trial which includes a treatment as usual arm, participants may 

desire an active psychological treatment for depression, but this is to be restricted in the TAU group.  
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It remains to be determined whether psychological treatments are of benefit in this population and 

it is not ethical in the longer term to provide an intervention which may not be effective and by 

virtue of its costs restricts access to other potentially beneficial interventions.  There is no evidence 

to suggest that CBT is harmful.  IAPT therapists are experienced at conducting risk assessment.  

Where continued participation would be inappropriate, such as development of suicidal intent 

requiring inpatient admission, participants will be withdrawn from the study.  

All participants will however benefit from being identified as depressed and with their permission 

their managing clinical team will be notified of their participation in the trial.   This is consistent with 

level 3 interventions under the National Institute of Clinical Excellence (2004) guidelines for good 

practice.  The potential benefits of the trial are that it will reduce distress and improve quality of life 

in participants and carers.  

There may be an increase in direct costs to society, but it is hoped that the improved level of 

functioning will reduce the indirect costs to society as a whole. The findings from the study will also 

inform the evidence base and clinical guideline for people with advanced cancer internationally. All 

health professionals delivering interventions will follow risk assessment procedures and will follow 

the sites’ Trust policies for managing risk.  

Informing potential trial participants of possible benefits and known risks 

Trial participants will be told that we are screening for potential depression and that if positive a 

further assessment to determine their suitability for a trial would be necessary.  Those agreeable will 

be given information about the trial.  For those who agree to screening but who do not wish a 

further assessment meeting, permission will be sought to notify their clinical team that they may 

have depression.  Those who wish further information will then be offered an appointment with a 

researcher who will provide them with verbal and written information according to current 

guidelines provided by the National Research Ethics Service (NRES).  The project will be approved by 

the relevant ethics committee prior to the study commencing.  It will be stressed to participants that 

they would be free to withdraw from the study at any time and this will not affect their usual care.  

All participants will be given at least 48 hours to think about whether they wish to participate in the 

trial. 

Proposed time period of retention of relevant trial documentation 

All data will be stored for a minimum of 10 years after the end of final analysis of the study and will 

be accessed by the trial statistician and chief investigator. All paper records will be stored in locked 

storage facilities. Personal identifiable demographic information will be kept separately from 

outcome measures. All electronic records will be password protected.  

Proposed action to comply with 'The Medicines for Human Use (Clinical Trials) Regulations 

2004'   

This is not applicable as it is not a drug trial.   

MEASURES: 
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Demographic and related data 

Baseline information will be collected on age, gender, ethnicity, marital status, occupation of the 

main salaried person in the household before retirement, education, number of previous episodes of 

depression, duration of current depressive symptoms, diagnosis of cancer and when diagnosed.   

Main outcome measure 

 Beck Depression Inventory-II (BDI-II; Beck and Steer, 1996) 

This is a 21 item self report measure with a maximum score of 63 indicating severe 

depressive symptoms.  It contains few items measuring affective-somatic symptoms, with 15 

of the 21 items assessing negative cognitions, a target of cognitive interventions.  Its 

psychometric properties are similar to the BDI (Beck et al, 1961), the most widely used self 

report instrument for measuring depressive symptoms and which has also been used in trials 

of psychotherapy for patients with advanced cancer (McLean et al 2008; Savard et al, 2006; 

Laidlaw et al, 2005).   We elected not to use the Profile of Mood States (McNair, 1992) which 

is often used to measure mood in psychological treatments in advanced cancer (Akechi et al 

2009) and metastatic breast cancer (Edwards et al, 2009), because it is less sensitive and 

precise in assessing depressive symptoms and cognitive change when compared to measures 

solely designed for those purposes (Nezu et al, 2000).  The BDI-II also has a number of 

cognitive elements which are particularly useful for measuring change with CBT.  Other 

rating scales for depression have fewer cognitive elements and scales such as the PHQ-9 

have not been used in this sample population and so it would not be possible to generate a 

suitable power analysis.   

Secondary outcome measures 

 Patient Health Questionnaire (PHQ9; Kroenke et al, 2002)  

This screens for depression and is used by IAPT therapists and in primary care.  It is a valid 

measure of severity of depression in primary care (Spitzer et al, 1999; Kroenke et al, 2001) 

and has the advantage that it can be administered over the telephone (Pinto-Meza et al, 

2005). 

 EuroQol (EQ5D; Brooks, 1996; EuroQol Group, 1990) 

A generic utility measure of quality of life consisting of 5-domains and a visual analogue 

scale.  It will be used in cost-effectiveness analysis.   

 Satisfaction with care  

Collected using a visual analogue scale (scored 0 to 10 towards higher satisfaction).  This 

method was used in our previous work (King et al, 2008).   

 Eastern Cooperative Oncology Group-Performance Status (ECOG-PS; Oken et al, 1982)  

A scale to measure physical functioning based on five levels: 0, asymptomatic normal 

activity; 1, symptomatic but fully ambulatory; 2, symptomatic and in bed less than 50% of 

time; 3, symptomatic and in bed more than 50% of time; 4, 100% restricted to bed.   

Measures of service utilisation 

 Client Service Receipt Inventory (CSRI; Beecham and Knapp, 1992).   
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We shall use a short modified version of this measure of service use which collects data 

directly from patients and their GP.  This will replicate an approach we used in our ToT study 

(Serfaty et al, in preparation for publication).    

Measures to reduce bias 

 Antidepressant prescribing:  We will record the name and dose, and any changes, of 

antidepressant prescribed during the course of the study and convert the doses prescribed 

into equivalent doses of imipramine using similar methods to those in our previous study 

(Serfaty et al, 2009) to confirm that the doses prescribed in both trial arms are equivalent.   

 Other psychological therapies.  We will make a record of any psychological intervention 

reported by patients or recorded in their case notes during the period of the trial. 

At baseline: 

 Expectations at baseline: (Borkovec, Nau, 1972) Participants will be asked to predict the 

degree to which they think they will improve or not on a 7 point Likert scale ranging from -3 

to +3.  

 Treatment preference:  Patients’ preferences for treatment will be collected on a four point 

Likert scale (0-3) as in Serfaty et al, (2009).    

 

Post intervention (3 months post baseline): 

 DNA rates:  Reason for not attending therapy sessions (e.g. did not like therapy, recorded 

death). 

 Patient satisfaction: we shall ask participants to rate on a 5 point scale (ranging from not at 

all to very much) whether they found CBT useful. 

At Follow up (6 months post baseline): 

 Assessment of blindness: the researcher undertaking assessments will be asked to guess the 

patient’s trial arm (CBT plus TAU, TAU, don’t know). 

 Attrition:  Reason for missing follow-up data (e.g. too ill, died).  

Timing and dynamic methods of data collection 

A summary of the timing of data collection at the different time-points is shown on the table below 

and also on the flow chart (Fig 2). There will be two data collection points for all outcome measures, 

12  and 24  weeks post baseline.   Plus there will be two additional data collection points at 6 and 18 

weeks for the main outcome measure, the Beck Depression Inventory-II (BDI-II), only.  This will allow 

maximal inclusion of data from patients who die early.  The BDI-II takes 10 minutes to complete 

which should not be too stressful for patients.   Data will therefore be collected at baseline and at 6, 

12, 18 and 24 weeks.  Face to face contact or telephone interviews, where necessary, will be used to 

minimise attrition.  For people recruited from oncology clinics the researchers will collect baseline 

information and post intervention and follow-up data will be collected by researchers from UCL and 

NCRN staff. For people referred from GP’s UCL researchers and PCRN staff will collect baseline 

information and all post intervention and follow up data.  A flow chart is also given (page 18). 
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Face to face contact between patients and researchers is our preferred choice for data collection. A 

variety of other dynamic methods to maximise data collection from people will be used where face 

to face contact may be compromised; for example if patients feel too ill or fatigued to meet for an 

interview.  This approach includes: (i) Interviews over the telephone, where accuracy of data 

collection is not compromised (Simon et al 2004; 2009). (ii) Providing patients with stamped self 

addressed envelopes to return questionnaires with prompts by telephone.  (iii) For patients with a 

mobile phone, if they feel it would be helpful, we will send a text message just before they are due to 

have a follow up reminding them to complete the outcome measure (iv) Participants who are 

familiar with computers and have access to one will be offered the opportunity to complete 

questionnaires on-line using www.surveymonkey.com or will be offered the opportunity to 

download the questionnaire or email the response.  There is increasing knowledge of how to use 

computers.  Even though a number of our sample population may be older people, in 2007 as many 

as 30% older people were accessing the net (Dutton and Helsper 2007). 

 

 

 

Measures T3 

Baseline 

 T4 (6 

wks) 

T5  (12 wks) Post 

intervention  

T6  (18 wks) Follow-

up 

T7  (24 wks) Follow-up 

PHQ-9      

BDI-II      

EQ5-D      

Satisfaction with care      

ECOG-PS      

CSRI      

Antidepressant      

Expectation of 
therapy 

     

Blindness      

Attrition      

We will also determine the benefits of treatment over a patient’s lifetime.   Extending the length of 

the trial is associated with problems of increased attrition and costs.  We will use assumption-based 

modelling techniques for example Markov Modelling (Drummond et al, 2005), to explore the cost-

effectiveness of the intervention using a lifetime horizon.  Threshold analysis may be used as one 

method of framing assumptions around transition probabilities for example, in order to assess the 

key thresholds at which the intervention would remain cost-effective.  The reliability of the model 

will depend on the data quality and extent of missing data from the trial.   

   

THE INTERVENTION:  

Cognitive Behaviour Therapy (in addition to Treatment As Usual):  
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The availability of trained psychologists to deliver psychological interventions, such as CBT, to 

oncology patients in secondary care settings is limited.  It is possible to train palliative care 

practitioners in CBT skills (Mannix et al, 2006), but this does not translate into improved outcomes 

for depression (Moorey et al, 2009). The Government is developing a roll out programme in a 

community setting which aims at “improving access to psychological therapies” (IAPT).  These 

Primary Care Trust funded IAPT centres train, supervise and supply therapists (who come from  core 

professions in nursing, social sciences and psychology) to treat people in primary care with mental 

health problems.  In this study, we propose to train experienced therapists to adapt their skills for 

treating depression in advanced cancer patients.  An overview of the structure and content of 

sessions (to be manualised), the therapists’ experience necessary, the further training which will be 

offered and how adherence and evaluation of therapy will be undertaken is provided as follows: 

Structure of CBT sessions 

 16-20 sessions are recommended by NICE for severe depression in secondary care.  However, our 

experience has been that in a primary care setting (Serfaty et, al 2009; Ward et al, 2000) considerably 

fewer sessions are taken up in practice.  Our patients will have difficulty in coping with longer 

therapy given their physical limitations.  Our intervention will therefore consist of up to 12 sessions 

of individual CBT delivered face to face or on the telephone over 3 months.  Methods developed by 

Moorey, Mannix (co-applicant) and Serfaty (2008) in which therapists, typical of NHS practice, adapt 

their work to patients with advanced cancer will be used and the frequency of sessions will be 

flexible.  We anticipate that twice weekly sessions will be offered for the first 2 weeks, weekly 

sessions for weeks 3 to 9 and then 2 sessions within weeks 10-12. Although we will aim to offer CBT 

face to face, telephone CBT is already informally used by IAPT therapists.  Mannix and Moorey will 

teach CBT therapists how to adapt their CBT techniques for telephone counselling using similar 

methods to Tutty et al, (2000).  All patients receiving CBT will be encouraged to complete at least 3 

sessions of face to face CBT before being eligible for telephone CBT. 

Content of therapy sessions 

 IAPT recommends that patients with moderate to severe depression and complex needs receive 

high intensity (step 3) work.  This is consistent with level 4 psychological interventions recommended 

by NICE (2004) for people with cancer.   The CBT intervention will use the following approach:  

Session 1: assessment of problems, psycho-education about depressive disorder, introduction to the 

cognitive model.   

Session 2:  establishment of the thought-feeling link, identifying unhelpful thinking styles using 

specific examples from recent events.   

Sessions 3 and 4; reinforcement of cognitive model, activity scheduling, behavioural experiments to 

test out beliefs. Adaptations of CBT for use in cancer with exploration of patients’ beliefs about the 

negative effects of cancer and their perception of themselves in the context of their illness.   

Sessions 5-10 will use standard techniques described by Beck (Beck et al, 1979) although techniques 

which address underlying beliefs (“schema focussed therapy”) (Beck and Freeman, 1990) will be used 

in the latter therapy sessions.  
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Sessions 11-and 12:  relapse prevention by helping identification of warning signs of depression, how 

to seek further help and how to address beliefs about termination of therapy.    

We will also specifically ensure that sessions cover specified components from a checklist which 

include:   

(i) The effects of physical illness: the impact of the illness, beliefs and expectations about 

the illness, their plans and hopes for care as the disease advances.   

(ii)  The emotional impact of the disease and coping strategies:  the relationship between 

emotions, physical symptoms and disability caused by the disease and concerns about 

the patients ability to cope, their loss of control, and preparedness to accept help and 

discuss issues around dying.   

(iii) The social impact:  impact of disease and mood on behaviour and ability to fulfil roles, 

impact of disease on loved ones.   

(iv) Spiritual and existential issues: discussion of the meaning of the illness (why me?; it’s not 

fair schema), suicide/euthanasia issues, the potential for spiritual reconciliations, 

absolutions forgiveness and acceptance of unfinished business.  

 

Telephone CBT 

Recent evidence suggests that the use of telephone CBT in the treatment of depression is both 

clinically and cost effective (Simon et al, 2004; 2009).  We will therefore use this approach where 

necessary with people who may not be able to continue to attend for face to face CBT.  We 

anticipate that this situation may arise for some people whose physical condition deteriorates as 

their cancer progresses. This will improve engagement and minimise attrition. 

Therapist experience and characteristics 

All therapists, grade 7 or more, will be required to have completed a postgraduate diploma in CBT 

and have at least 2 years clinical experience post CBT qualification.  High intensity IAPT therapists will 

be familiar with using one and usually two approaches; Beckian CT and/or the Seattle Behavioural 

Activation Programme.  Our model will use the Beckian approach.  However, therapists may not be 

familiar with the complex needs and existential issues of advanced cancer patients and they will be 

trained to adapt their skills to treat advanced cancer patients. 

Additional training for therapists to deliver CBT for patients with advanced cancer 

Therapists participating in the trial will be required to attend a two day training programme on how 

to apply their CBT to advanced cancer patients.  The components included in the training will be 

developed in the orientation phase by Mannix and Moorey.  A number of the components have 

already been used for training other healthcare professionals to deliver CBT in advanced cancer or 

palliative care (Moorey et al, 2009) and also to guide treatment in our previous Talk or Touch study 

(Serfaty et al, Talk or Touch study in preparation).  We will develop a manual in the orientation 

phase, detailing the skills to be used.  IAPT programme organisers have indicated that they are very 

keen to collaborate with our research (see supporting evidence) as we will train a small number of 
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their cohort of therapists to gain the necessary skills to treat this patient group and this can then be a 

model of care incorporated into the IAPT programme nationally.   

Quality control: Adherence to treatment and evaluation of therapy 

We will use our checklist, piloted in the Talk or Touch study (Serfaty et al; in preparation for 

publication), to ensure that, where appropriate, physical, psychological, emotional, spiritual and 

existential issues have been  addressed.  A random sample of 1 in 10 audiotapes of therapists’ 

sessions with patients will be selected and stratified according to therapist and phase of the 

intervention in terms of early, mid or end sessions so that rating of therapy by an accredited member 

of the British Association of Behavioural and Cognitive Psychotherapists  can be made.  Ratings of 

therapy will be done using the Cognitive Therapy Scale (Young and Beck, 1980) which is a reliable 

measure of delivery of CBT (Vallis et al, 1986). 

Therapist supervision and workload 

Weekly supervision is a prerequisite of practice and audio-recordings of all therapy sessions is 

routinely made.   Although supervision structures are well set up in IAPT, Prof Moorey, Dr Mannix 

and Dr Serfaty will be available to discuss any difficulties related to interventions in cancer patients.   

We anticipate that 2 IAPT therapists will be required from each PCT to treat 4.5 patients per year 

each. We have already have experience in delivering a training programme for palliative care nurses 

in CBT skills (Mannix et al, 2006), which improves confidence in managing patients (Cort et al, 2009).  

Mannix, Moorey and Serfaty will extract and adapt relevant sections of this so that CBT therapists 

may adapt their skills to advanced cancer patients.   

Treatment as Usual (TAU)   

All patients will receive TAU from oncology teams and from their GPs.  This consists mainly of routine 

support, such as appointments with GPs, clinical nurse specialists, oncologists and palliative care 

clinicians. The patient’s physical health and medication will be reviewed and treatment modified 

according to symptoms such as pain. Psychotropic medication will be prescribed as necessary by 

either the patient’s GP or oncologist.  In line with NICE guidance specific psychological support may 

be available for those who present with psychological needs at any time and study participants will 

not be exempt from receiving external psychological support.  We will however discourage specific 

psychological interventions aimed at treating symptoms of depression (e.g. CBT or Interpersonal 

Psychotherapy), but ultimately we cannot interfere with usual care.  We will record the numbers of 

people receiving any psychological therapy during the trial, though in practice the numbers are likely 

to be small (Serfaty et al, 2009).   

Qualitative work 

There are high levels of distress in carers of people with advanced cancer, with levels of moderate to 

severe depression being as high as 15% at the advanced stage of disease (Burridge et al, 2009).  We 

shall apply for separate funding for a PhD studentship to study this aspect of the trial.  Our 

departments have been extremely successful in attracting both internal and external research 

funding for high quality candidates for PhDs. Once the main project is funded by the HTA, potential 

funding from MRC, NIHR and the Universities will be explored.  The PhD will be an interview based 
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study of a sample of informal carers of trial participants in order to understand more about the 

physical, social, psychological and economic burdens they encounter. 

PROJECT MANAGEMENT 

Insurance 

We do not foresee any difficulties with this trial however University College London holds insurance 

against claims from participants for injury caused by their participation in this clinical study. 

Participants may be able to claim compensation if they can prove that UCL has been negligent. 

However, if this clinical study is being carried out in a hospital, the hospital continues to have a duty 

of care to the participant of the clinical study. University College London does not accept 

responsibility for any breach in the hospital’s duty of care, or any negligence in the part of the 

hospital’s employees. This applies whether the hospital is an NHS Trust or otherwise. 

Hospitals selected to participate in this clinical trial have clinical negligence insurance cover for harm 

caused by their employees and a copy of the relevant insurance policy or summary can be provided 

on request. 

Research Governance 

The nominated sponsor is University College London. There will be a trial steering Committee (TSC) 

which consists of an independent chair (Dr Jackie Newby, Consultant Oncologist, Royal Free and 

North Middlesex Hospitals, London), at least two other independent members (to be appointed), the 

chief investigator and one other investigator plus user representative. Observers from the HTA 

programme will be invited to all TSC meetings.  

There will be a separate Data Monitoring and Ethics Committee (DMEC) reporting to the TSC which 

will consist of a clinician and a statistician, to ensure that no harm results from the intervention and 

that numbers are being achieved.   

The TSC and DMEC will meet once before the start of a trial (month 3), then twice during the pilot 

stage (Month 9 and 12), then 6 monthly until the last follow-up (months 18, 24, 30). 

There will also be a Trial Management Group that consists of the Chief Investigator, co-applicants 

and trial manager and statisticians that meet at least three times a year and by telephone-

conference as necessary to discuss the progression and day to day management issues of the trial. 

The chief investigator will be responsible for the overall leadership, management and outputs of the 

study and will maintain a log of the key milestones to be achieved against a timetable. The trial 

manager will be responsible for the day to day running and coordination of the study and will be 

accountable to Dr Serfaty (chief investigator). The management role will include obtaining ethics and 

research governance approval, coordinating the collection of data, preparation of meetings and 

assisting with the writing and execution of the procedures and policies for the trial and disseminating 

the study’s findings. The manager will also be responsible for ensuring recruitment is on target by 

collating monthly reports from each site researcher and reporting this to the PI and site leads. The 

site researchers in oncology clinics will be supervised by the trial manager and will be responsible for 

recruitment and assessment from oncology clinics.  Ms Jo Burns, will be responsible for managing 
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PCRN staff who will be recruiting from primary care and following up all patients.  She will liaise 

closely with the research manager and Dr Serfaty (CI) to ensure satisfactory progress of the trial. 

Recruitment Rate 

We have chosen more conservative estimates for prevalence rates of major depressive disorder, 

than suggested in the research brief.  One third of patients will be recruited from 66 GP practices and 

two thirds from oncology services; we wish to recruit 240 patients over 24 months (roughly 10 per 

month); 160 from oncology clinics (6.6  per month)  and 80 from General Practices (3.3 per month).  

Although there may be some overlap with the patients identified from the same source, these 

numbers are likely to be small.  The main constraints are those limited by service provision through 

IAPT, so that interventions can be absorbed into existing services.  We will test the feasibility of 

recruitment by monitoring the project in the first 6 months.  Although it needs to be acknowledged 

that recruitment may be slower at the start of the project we would suggest that 10 patients per 

month in total for the first 6 months would seem reasonable.  We have provision to expand the study 

to include oncology clinics attached to the South London cancer network and use more general 

practices if necessary. 

 

Timetable 

 

 

 

 

 

 

 

Months 1-3 4-6 7-9 10-12 13-15 16-18 19-21 22-24 25-27 28-30 31-33 34-36 37-39 40-42 

Orientation               

Recruitment    Pilot Pilot           

Intervention   Pilot Pilot           

Follow-up               

Analysis               

Write up               
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Project Milestones 

Date  Milestones 

July – Dec 2011  

(Months 1-6)  

 

Setting up of project: (6 months) 

Advertise and appoint clinical trial manager and 2 research 

assistants for London. Apply for ethics and research governance 

approval for all sites and apply for banding with the NCRN. 

Purchase equipment. Registration of the projects with ISRCTN, 

Clincialtrials.gov  Develop procedures and policies for the 

conduct of the trial.  Complete the trainer for trainers manual 

for CBT in cancer.  Modify telephone CBT manual for use in 

cancer patients.  Conduct training in CBT for IAPT therapists 

and disseminate training manual. Conduct and supervise pilot 

treatment of 2 patients with advanced cancer with therapists.  

Conduct training for Oncology clinic NCRN staff and researchers 

and PCRN staff to undertake baseline and follow up 

assessments.  Update literature.  Appoint members to the trial 

steering committee and DMEC. 

Jan 2012 – June 2012  

(Months 7-12)  

 

Feasibility stage (6 months) 

Recruitment and treatment of patients across all participating 

sites.  

Demonstrate recruitment and intervention is feasible.  This 

stage will generate preliminary data on attrition and 

recruitment from different sources; oncology clinics and GP 

practices.  It will enable us to make adjustments where 

necessary.   

July 2012  – Dec 2013 

(Months 13- 30) 

Ongoing trial (18 months) 

Recruitment, intervention and follow up of patients.   

Jan 2014 – March 2014  

(Months 31-33) 

Completion of intervention (3 months) 

Intervention phase and follow-up.   

April 2014 – June 2014 

(Months 34-36) 

Completion of main trial (3 months) 

Complete final 3 month follow up data collection and entry.  

Close data base. 
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July 2014 – Sept 2014 

(Months 37-39) 

Analysis of data, rate therapy, update 

literature search. (3 months) 

Data cleaning. Break blindness.  Statistical and economic 

analysis. Rate CBT tapes using cognitive therapy scale.  Discuss 

findings with research team.  Update literature search. 

Oct 2014 – End Jan 2015 

(Months 40-42)  

 

Dissemination and write up (3 months) 

 

End date:  Jan 2015 

Write up of complete study findings.  Offer results to surviving 

study participants.  Present findings at National and 

International conferences.  Use conference feedback to 

prepare final report.  Prepare report for funders and 

information to be placed on HTA web site.  Complete paper for 

publication in peer reviewed journal. 

 

 

Contribution of each member of the team 

All the applicants have been involved in the design of the trial and development of the project.   

Dr Serfaty is a Senior Lecturer and Consultant in Psychiatry as well as a CBT therapist/supervisor who 

will lead the team.  He has led on large, multicentre trials of CBT and will use his expertise to liaise 

closely with all team members to ensure the smooth running of the trial.  He will also provide 

training for IAPT therapists and be available for consultation should this be necessary.  He will be 

involved with the analysis, write up and dissemination of the project.  

Prof King is Professor of Primary Care, UCL, who is Head of Mental Health Sciences at UCL and joint 

Head of PRIMENT Clinical Trials Unit.   He will help ensure the smooth running of the trial.  He will 

assist with ensuring that recruitment is successful and help solve problems which may arise.  He will 

also provide an input into the analysis and write up.   

Dr Mannix is a palliative care consultant and CBT therapist.  She will be involved with the 

development of the training manual and training for IAPT therapists.  She will also be available for 

consultation should there be questions about managing patients with advanced cancer.   

Prof Nazareth is Professor of Primary Care, UCL, Director of the MRC GPRF(to be rebranded) and 

joint Head of PRIMENT Clinical Trials Unit.   He will contribute to the trial by helping ensure that 

recruitment and follow-up of all patients is successful.  He will also provide trial expertise and will 

contribute to the write up and dissemination of the project.  

Dr Jones is the Head of Marie Curie Palliative Care Research Unit (MCPCRU) at UCL. Marie Curie 

Cancer Care (MCCC), the largest non statutory provider of palliative care in the UK and its research 

unit is a leader in the field.  She has wide experience in cohort and trial research in palliative care.  

She will help with NCRN badging, liaise with cancer and palliative care networks to ensure successful 

recruitment from cancer and related services.  She will contribute to supervision of an externally 
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funded PhD student, recruited to undertake qualitative research.  She will also help to the write and 

dissemination of findings.   

Dr Tookman is a palliative care physician with strong research interests and experience who is 

Director of Medical Specialities Royal Free Hampstead NHS Trust.  He will help liaise with oncologists 

and palliative care physicians and also help with write up of the trial.   

Dr Pilling is a psychologist who is joint director of the National Collaborative Centre for Mental 

Health.  He will help liaise with IAPT services, to ensure the smooth delivery of CBT and help with the 

write up and dissemination of the trial.   

Mr John Wood and Mr Mark Griffin are senior medical statisticians based in PRIMENT, UCLs 

independent clinical trials unit. They will assist  with the analysis and write up of the trial.  

Professor Steve Morris is a health economist emended in PRIMENT, UCLs independent clinical trials 

unit. He will assist Dr Anna Gola, health economist, with the analysis and write up of the economic 

aspects of the trial.   

Prof Luker is head of the School of Nursing, Midwifery and Social Work at the University of 

Manchester, head the Primary Care Research Group and is programme leader of the Macmillan 

research group.  She will liaise with IAPT therapists in Knowsley.  She will also help with the 

application for an externally funded PhD studentship who will undertake qualitative research and 

provide them with supervision.   

Prof Moorey is the head of psychotherapy for the South London and Maudsley NHS Foundation 

Trust.  He is a specialist in CBT for cancer and actively involved in IAPT.  He will help develop the 

manual to train IAPT therapists in CBT, be involved in supervision where necessary and also help with 

the write up and dissemination of the trial.  

Contribution of collaborators 

Mrs St John Austen is a lay representative and member of the North London Cancer Network Cancer 

Patient Group.  She attends steering group meetings and provided an input into the development of 

material, such as information sheets.  She will also provide an opinion on the write up of the findings.   

We are also collaborating with SURF, north London mental health user’s group (see below) and Ms 

Caren Watson, their representative will continue to contribute to the progress of the study. Mr 

Leurent is a statistician who will help set up data bases and contribute to the analysis and write up 

for the trial.   

Mr Singh is a cognitive behaviour therapist who has extensive experience in the development of 

IAPT.  He will be involved in delivering therapy to a selection of clients and will also provide feedback 

on the IAPT training.   

Ms Sarah Davis is a research nurse who will be involved in the design, coordination and 

administration of the trial. 

Supervision arrangements for junior staff involved 



24 
 
CanTalk protocol   v4   07/10/2014                     HTA Project: 09/33/02                     ISRCTN: 07622709 

The Clinical trials manager: will be supervised by Dr Serfaty with an input from Profs King and 

Nazareth.  The researchers who are recruiting from oncology centres will be supervised by Dr Serfaty.   

PCRN staff will be supervised through the well established structure of supervision set up by the 

PCRN.   

IAPT therapists:  Weekly supervision is well developed for therapists delivering treatment in the IAPT 

programme.  Therapists are routinely supervised using either audio or videotape feedback.  We are 

using existing IAPT structures to demonstrate that findings from this trial are generalisable and can 

be rolled out across the UK within the existing IAPT framework.  Prof Moorey and Drs Mannix and 

Serfaty will be available for consultation by IAPT therapists specifically during the course of the trial 

to ensure good practice and Governance.   

Input from an accredited clinical trials unit 

PRIMENT Clinical Trials Unit will organise the setting up of data bases, the web based randomisation, 

analysis and write up of the trial. 

Service user involvement 

User representative 

 Mrs St John Austenis a service user with cancer who has been present at all the planning group 

meetings during the preparation of this brief and advised on trial methodology.  She suggested that 

the MINI was preferable to the CIDI because of the length of time the latter took to complete in a 

potentially vulnerable population.  It was also suggested that consent to participate in the trial 

should be sought prior to conducting the more lengthy interviews, so as to minimise potential 

participants time.  Ms Jones will continue to attend all steering committee meetings and provide an 

input during the course of the project. 

User group  

The Camden and Islington Service User Research Forum (SURF) has been actively involved in the 

preparation stage.  This is an organisation supported by the member organisations of the Camden 

and Islington Mental Health Service Evaluation Partnership (Camden and Islington Mental Health and 

Social Care Trust, Islington PCT, Camden PCT and University College London) whose members are 

service users living in Camden, Islington and other parts of North London and who have an interest or 

experience in working in mental health research.  Their users helped shape the project and will also 

continue to support and encourage PCTs to continue to ensure that IAPT therapies are available for 

people with advanced cancer and depression in primary care.  Ms Caren Watson, a former user of 

mental health services, will continue to attend steering group meetings and act on behalf of SURF. 

COSTS 

Justification of support required  

Staff 

  A:  Employed through UCL: We have budgeted for (a) A trial manager (co-ordinator) (grade 8) for 

the whole trial to help with setting up of the project, liaise with researchers and PCRN staff.  He/she 
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will also be involved with updating of the literature, data collection and entry and liaise with the 

statisticians for analysis. The research coordinator will also be involved with write up and help with 

dissemination of results.  (b) Two research assistants (grade 6B) will assist the  trial coordinator by 

assessing and consenting and taking measures of outcome from patients referred from oncology 

clinics.  They will start 3 months prior to recruitment and finish 3 months post follow-up to help with 

data entry.  (c)  A half time research administrator:  To help liaise with clinic staff and the PCRN 

staff.  To help with general administration including setting up of contracts, photocopying, letters, 

invoicing, taking calls.(d) Senior staff: Dr Serfaty (8 hours),  Prof King (2 hours) and Prof Pilling (1 

hour). Although no direct costs are incurred for Dr Jones (2 hours) who are employed through UCL  

and funded directly through a core grant from Marie Curie Cancer Care, estates and indirect costs 

will be incurred. .   

B: Other HEI costs: Dr Sweeting, Dr Fernandez (1 hour each). 

C:  NHS Research costs:  We have budgeting for the time (in hours weekly) for each of the co-

applicants: Dr Mannix and Prof Luker (3 hours each); and Dr Tookman and S Moorey (2 hours each).   

D:  PCRN staff costs:  The PCRN require staff time to help with co-ordination and training of research 

staff, collating data collected, liaising with UCL research staff.  We have budgeted for staff research 

time to consult data bases to identify and screen primary care registers, to assess and consent 

patients for suitability of the trial and collect follow-up data. Prof Nazareth (1 hour), Baptiste Leurent 

(statistician) (2 hours).  

 

Equipment 
 
We have budgeted for 20 mini disc recorders at £120 each to record therapy sessions. We have also 

included four desktop computers at £900 each.  

Travel 

(a) We have budgeted for London zones 1-5 travelcards for the trial coordinator and research 

assistants. (b) We have costed £12 for the travel of patients for assessments and follow-up. (c) Travel 

for IAPT therapists for two training days every six months for two years and the cost and (d) 

accommodation for CBT trainers to go to Manchester to train IAPT therapists. (e) We have costed for 

travel of steering group members to meetings.      

Consumables 

(a) We have costed for project-specific stationery, printing, photocopying and three mobile phones 

for safety. (b) Minidiscs for quality control and supervision. (c) Sustenance for steering group 

meetings.(d) Software licences (£200 per computer) and copyrights for questionnaires (£20 per time 

point). (e) Library costs for updating literature and inter-library loans £1,125.   

Other costs 
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(a) Recruitment costs £400 per post for four posts.  (b) Ratings of tapes at £120 a tape; one in ten of 

an average of ten sessions for each of 94 patients. (c) We have costed for attendance at 14 steering 

group meetings at a cost of £35 per hour per user, which includes travel costs. (d) Randomisation 

costs: clinical trials unit to set up a web-based database £50,000 and web randomisation £4,000.    

NHS Service Costs 

We have budgeted for usual clinic staff time and clinic space in both oncology clinics and through the 

PCRN.  We anticipate using 787 hours of clinic time and 582 hours of staff time.  Ten minutes per 

patient will be required to check data bases on 2,573 people.  Of these, 1,543 will be asked to agree 

to two screening questions (5 minutes) and we anticipate 1,286 will agree.  Of these 288 patients will 

screen positive and be asked to read some background material (10 minutes).  Our own researchers 

will subsequently assess 288 patients using the MINI (20 minutes each) in the clinic and also collect 

baseline data (33 minutes each). 

NHS support costs 

We anticipate that an average 120 patients will take up 9 out12 CBT sessions offered.  We have 

therefore budgeted for 1,080 CBT sessions to be delivered by mid level band 7 CBT therapists.   

 

 

 

 

 

 

 

 

8.  Figure 1.  Revised flow diagram for people screened in CanTalk Study. 
 

Revised numbers given in brackets [  ] Previous numbers given in parentheses  (  ) 

 

 

 TIME 1;  Identify cancer patients with advanced cancer  (15 mins)  

GP registers    n = [3,810] (4,619 previously) 

Assume 60% of cases have advanced cancer 

GP registers    n =  [2,286] (2,771 previously)   

TIME 2; Contact patients who agree to be screened on two questions by phone or in GP surgery (10 mins) 

35% agree to be screened [66] GP practices (80 previously)    n = [  800]  (  970 previously)  

80% agree to be screened in oncology clinics   n = [1,090] (1,286 previously)  

TIME 3:  Consent to study and screen positive on screening tool (5 mins) 

Assumed 15% of sample from 66 GP practices screen positive for depression  n = [120] (145 previously) 
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Figure 2. Flow diagram for people randomised into the CanTalk study. 
TAU = Treatment as Usual     CBT = cognitive Behaviour Therapy 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Randomization by CTU  n =[ 240]  (previously 290) 

TIME 3: CBT n = [120; 40 + 80] 
                           (145; 48 + 97 previously) 
Referral to IAPT by CTU 20 mins 
Baseline assessments and outcome measures: 
Demographic and related information  (10 mins) 
BDI-II + PHQ9   (10 mins) 
EQ5D    (10 mins) 
ECOG-PS                                                               (  3 mins) 
Researcher collecting GP data:   
CSRI                    (30 mins)  
 

TIME 3: TAU n = 120 [40 + 80]  
                     (145; 48 + 97 previously) 
 
Baseline assessments and outcome measures: 
Demographic and related information  (10 mins) 
BDI-II + PHQ9   (10 mins) 
EQ5D    (10 mins) 
ECOG-PS                                                                 ( 3 mins) 
Researcher collecting GP data:   
CSRI                    (30 mins)  
 

TIME 4: During intervention [n= 84] 6 weeks baseline  
(Assumes 70 % follow-up) 
Patient based:  
BDI-II     (10 mins) 
 

TIME 4: During intervention [n= 84] 6 weeks baseline  
(Assumes 70 % follow-up) 
Patient based:  
BDI-II     (10 mins) 
 

TIME 5:Postintervention [n= 78] 
                                          (n =94 previously) 
 12 weeks post baseline  (Assumes 65% follow-up) 
Patient based:  
BDI-II + PHQ9   (10 mins) 
EQ5D     (10 mins)  
ECOG-PS                                  (  3 mins) 
CSRI    (20 mins) 
Patient satisfaction    (  5 mins) 
Researcher collecting GP data:   
CSRI     (30 mins)  

TIME 5: Postintervention [n= 78]  
                                            (n =94 previously) 
12 weeks post baseline  (Assumes 65% follow-up) 
Patient based:  
BDI-II + PHQ9   (10 mins) 
EQ5D     (10 mins)  
ECOG-PS                                  (  3 mins) 
CSRI    (20 mins) 
Patient satisfaction    (  5 mins) 
Researcher collecting GP data:   
CSRI     (30 mins)  

TIME 6: Follow-up [n= 76] 18 weeks postbaseline 
(Assumes 63% follow-up) 
Patient based:  
BDI-II     (10 mins) 

TIME 7: Follow-up [n= 72] 24 weeks postbaseline 
                                (n = 87 previously)  
(Assumes 60% follow-up)  
Patient based:  
BDI-II + PHQ9   (10 mins) 
EQ5D     (10 mins)  
ECOG-PS                                  (  3 mins) 
CSRI    (20 mins) 
Researcher collecting GP data:   
CSRI     (30 mins)  

TIME 6: Follow-up [n= 76] 18 weeks postbaseline 
(Assumes 63% follow-up) 
Patient based:  
BDI-II     (10 mins) 

TIME 7: Follow-up [n= 72] 24 weeks postbaseline 
                                (n = 87 previously)  
(Assumes 60% follow-up) 
Patient based:  
BDI-II + PHQ9   (10 mins) 
EQ5D     (10 mins)  
ECOG-PS                                  (  3 mins) 
CSRI    (20 mins) 
Researcher collecting GP data:   
CSRI     (30 mins)  
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Note: 

This is not the original REC approved protocol. This has been adapted by the following: 

 Formatting 

 Synopsis added verbatim from text 

 Amendments from original protocol added to text. 

Original Protocol available on request. 

 

 


