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	IMPORTANT
Final reports are required from all projects funded through the NIHR Research for Patient Benefit Programme. The RfPB Programme requires a final report in order to: 
· ensure accountability
· aid in appropriate dissemination of project results
· encourage quality assurance of project outputs

· assess the impact of the research supported by the Programme
· demonstrate the achievements of the Programme 
Please keep these aims in mind while completing your final report. 
The report needs to offer:
a) a clear summary of the project for practitioners and users of research

b) a record of challenges faced and modifications made to the study

c) a description of experience with patient and public involvement that might help identify lessons for future research
d) an impact assessment both locally and for the NHS more broadly
e) a summary of any outputs, such as publications, from the research (which should be updated as outputs occur).  Completion of this report should not pre-empt any publications that have been prepared or are in preparation detailing project results.
The views expressed in this report should reflect those of the entire research team.
Following submission and assessment of this form, the final version of the scientific and lay summaries will be displayed on the NIHR CCF website and will be accessible to a wide range of interested parties. 
You will be required to submit a final statement of expenditure at the same time as your final report. Please note that the completed final report along with a final statement of expenditure is required prior to release of the final project payment. 

	

	
	
	
	


For further guidance or information on completion of your final report, please contact the regional Programme Manager at NIHR CCF, using the details below:
Kate McGowan
Programme Manager for the East of England region

Kate.McGowan@nihr.ac.uk
Telephone number: 0208 843 8019
NIHR CCF help line: 0208 843 8057 
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	Project Title*:
	A randomised controlled feasibility trial comparing the clinical and cost effectiveness of cognitive behavioural therapy (CBT) and selective serotonin reuptake inhibitors (SSRI) and their combination in the management of obsessive compulsive disorder
	

	
	NHS Contracting Organisation*:
	Hertfordshire Partnership University NHS Foundation Trust
	

	
	
	
	

	
	Project Duration*:

(months)
	36 months
	Grant Value: 
	£ 264,223.00
	

	
	Start Date:
	18 July 2014
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	4. Changes to the Research Team
	

	
	
	

	
	
	

	
	Please outline any changes that have been made to the research team, including an explanation of why these changes were required. 

     
	

	
	
	


	
	5. Lay/Plain English Summary*
	

	
	
	

	
	Please provide a summary of the project, including background, findings and conclusions. It is essential that you make the content of your summary and the implications of your research evident to the lay public. It should avoid technical terms and should be written in an accessible style and emphasise in particular the potential for patient benefit arising from the study. 
(Maximum 2,500 characters) 
	

	
	Background: Obsessive Compulsive Disorder (OCD) is a common, disabling psychiatric illness, responsible for considerable distress and societal burden. Established treatments include cognitive behavioural psychotherapy (CBT) and medication with selective serotonin reuptake inhibitors (SSRI). Combining CBT with SSRI may be superior to either treatment alone, but few properly designed studies have addressed this question in adults with OCD.

Aim: Optimal Treatment for OCD is a preliminary study aimed to inform the design of a larger trial of sufficient size to provide accurate information about how effective each treatment is and the associated costs. This will generate invaluable information for improving the way NHS services are provided to people with OCD.
Design: The study took place at three centres. People with OCD for more than a year, aged 18 to 65 years, were asked to take part.  People were assigned with equal chance to one of three treatments: CBT, SSRI or CBT+SSRI. People took the SSRI for 52 weeks and CBT was given for 8 weeks with 4 follow-up sessions. All participants were followed up for 52 weeks.  Regular assessments were made by researchers unaware of the treatment participants received.

Findings: Of 258 potential participants, 66 were screened and 49 entered the study. The majority of participants found the study procedures to be acceptable, well tolerated and adhered well to them. A number of individuals with OCD (65 potential participants, 4 study entrants) found the inability to receive preferred treatment because of randomisation unacceptable. 29 patients completed 16 weeks of treatment with similar numbers in each group. SSRI+CBT produced the largest improvement in symptoms, SSRI the next largest. Thereafter, improvement on all treatments continued to 52 weeks.  However more participants discontinued the study, making it difficult to compare the treatment arms. The health economic component produced data describing health care resource usage and quality of life changes over 52 weeks. Certain items, such as professional carer time and A&E visits, were infrequently reported, and may therefore not need to be measured in any future study, as they are unlikely to differ between treatment arms. 
Conclusions: The findings show adequate recruitment and retention of participants and adherence to the study procedures, supporting the conclusion that a larger trial can be developed. Consideration of trial designs whereby patient preference may be used to determine treatment allocation and other opportunities to minimise the burden on participants in order to improve recruitment and retention, is advisable. SSRI given either with CBT or alone showed some signs of producing better outcomes than CBT, with potential implications for cost savings for the NHS. However the small size of the current study means the findings have to be treated cautiously and further research would thus be important. 

	


	
	6. Keywords*
	

	
	
	

	
	
	

	
	Please provide up to 8 keywords that relate to the research undertaken in this study.


	

	
	Obsessive, compulsive, OCD, randomised, feasibility, SSRI, sertraline, CBT.
	

	
	
	


	
	7. Summary of Research and Findings*
	

	
	
	

	
	Please provide a structured summary of the research including background, aims and objectives, methods, key findings, expected impact on the relevant field and conclusions.

(Maximum 10,000 characters)

Background.

OCD is a common, costly disabling illness. Affecting males and females equally, it usually arises in childhood or early-adulthood and if untreated usually follows an unremitting course. OCD causes serious social and occupational impairment and ranks in the top-ten causes of neuropsychiatric disability. Approximately 15% of people receiving treatment for OCD report having attempted suicide in their lifetime.

NICE guidelines (2006) recommend monotherapy with either CBT (including Exposure Response Prevention (ERP)) or SSRI as standard first-line treatments, with combined therapy (CBT+SSRI) reserved for more severe or enduring illness. However, these steps are largely based on clinical consensus (level IV evidence) and there is uncertainty relating to the quality of life (QOL) gain and cost-effectiveness associated with different treatment options. Meta-analysis suggested superiority for combination therapy but also highlighted shortcomings in trial methodologies (Skapinakis et al 2016). 

Aims and Objectives.
To recruit a target sample of 60 people with OCD to participate in a feasibility study to inform the design of a definitive trial determining the clinical and cost effectiveness of combining CBT with SSRI versus either treatment given alone, to improve service delivery for people with OCD. 
To evaluate the feasibility of recruitment, acceptability, safety and tolerability of the procedures, primary and secondary endpoints and outcomes.

To monitor resource use and QOL changes to inform the decision as to how costs and benefits should be measured as part of a future, definitive, study.
Method 

Design: 
Multi-centre, partially-blinded, randomised controlled trial. Adults with OCD were randomised in a 1:1:1 ratio to one of the following:

•
Sertraline (50-200mg) over 52 weeks.

•
CBT with ERP (16 hrs over 8 weeks) with follow up sessions at weeks 16, 24, 32 and 52.

•
Sertraline (50-200mg) over 52 weeks plus CBT with ERP (16 hrs over 8
weeks) with follow up at weeks 16, 24, 32 and 52. 
Feasibility of recruitment: 
1. Number referred/screened/eligible/willing to be randomised in each centre, according to referral source and reasons for declining.

2. Acceptability of the study procedures
Process Evaluation:

             Time to treatment.

             Participant retention; Premature discontinuation rates and their reasons across the treatment arms and centres. 
Safety and tolerability:

Treatment-related adverse events recorded across all 3 arms.

Outcome Measures: 
Staff blinded to treatment allocation assessed participants at baseline and week 2,4,8,16, 32, 52 on the following measures:
a.
Primary outcome: Y-BOCS, both within and between the three treatment arms, to enable appropriate estimation of the sample size required for a full-scale trial.

b.
Secondary outcomes: Influence of the following outcomes on patient selection and on the primary end point, to inform minimisation strategies in the subsequent definitive trial, and the need for adjusted and stratified analysis;
1. CGI Severity Scale, CGI Improvement scale, Sheehan Disability Scale (SDS)

2. Montgomery-Asberg Depression Rating Scale (MADRS)

3. CANTAB - Stop-signal reaction time, ID-ED, affective go-no go; Cambridge gamble task.

4. AQ

Costs and benefits:
At baseline, 16- and 52- week appointments, participants were asked to report use of other NHS and personal social services. Unit costs were assigned to items of resource use for the 1-year period. Participants were also asked to complete the EQ-5D-3L questionnaire, enabling the 1 year Quality Adjusted Life Year score (QALY)) to be estimated. A preliminary cost-effectiveness analysis to estimate completion rates and large cost drivers was undertaken to inform the design of any subsequent, more definitive trial and a preliminary within trial analysis (using a complete case approach and bivariate regression) was conducted. 

Results
Recruitment 

258 patients were assessed for eligibility of whom 59 were excluded and 150 declined. 66 patients were screened, 10 were excluded and 7 withdrew before randomisation. 49 patients were randomised (HPFT 24; SWLSTG 8; STN 17), of whom 28 were female. The major referral source for these patients was secondary care psychiatry services (n=21, Table 1). 

Table 1. Referral Source.
Referral Source
Number
GP

5

Secondary/Tertiary care

21

IAPT

11

Self

12​

Table 2 gives the reported reasons for not wishing to participate. Among these, 38 individuals expressed the wish to choose the treatment arm and a further 27 cited treatment choice as an issue (n=65; 25% in all).
Table 2.  Reasons for declining to participate.





N
HPFT
SWSG
SHTN

Declined to participate


150
62          72
16

Wanted to choose arm


38
25
12
1

Difficulties attending


36
15
14
7

Did not want to wash out

21
9
9
3

Reasons unknown


23
0
21
2

Did not respond to invite

15
7
6
2

Not interested in research

8
5
3
0

Did not complete wash out

1
1
0
0

Unhappy with treatment options
1
0
0
1

Happy with current treatment

5
0
5
0

Other: Not ready


2

2


Acceptability. 

Five patients did not start the allocated study therapy after randomisation; 1 CBT and 1 Sertraline and 3 Combined (1 combined patient completed CBT only). Two patients cited not wanting the allocated treatment and 1 not wanting to undergo washout. 
Time-To-Treatment.
There was on average an approximately 4-week delay in starting CBT, owing to various constraints, so that most participants completed between week 8 and 16.

Retention.

Of the 44 participants starting treatment, 35 (79.6%) completed eight weeks of study treatment and 29 (65.9%) reached the 16 week endpoint. Only 2 of the 15 participants discontinuing within the first 16 weeks were receiving CBT+SSRI, compared with 6 receiving CBT and 7 receiving SSRI, suggesting a possible advantage in terms of retention for the combined treatment group over the acute treatment phase. Between 16 and 52 weeks, only a further 6 patients discontinued. At the 52 weeks endpoint, 23 (52.3%) participants remained in the study (CBT=8, SSRI=6, CBT+SSRI=9).
Reasons for premature discontinuation.
Reasons were obtained in 19/26 cases, of which 7 appeared directly related to study procedures. Four participants found randomisation to SSRI unacceptable, one found washout of SSRI unacceptable, and two found attendance at study assessments unacceptable.

Adherence. 
The majority of patients on SSRI (29/33; 88%) took study medication as prescribed, as measured by pill-counts on returned packets. Adherence to CBT was also acceptable, according to a predetermined criterion of 75% compliance, in 24/34 (71%) cases. For those patients who did not withdraw prematurely, almost all study assessments were completed.
Outcomes. 

Effect Size (d’)

All

CBT

SSRI

CBT+SSRI

CBT vs SSRI

CBT v CBT+SSRI

SSRI vs CBT+SSRI

Baseline

49

16

15

18

YBOCS

26.7 (5.9)

26.6 (7.1)

26.5 (5.2)

27.0 (5.6)

Week 8

35

12

9

14

YBOCS

20.7 (7.5)

20.7 (7.5)

21.2 (8.6)

20.4 (7.3)

-.07

.03

.10

Week 16

29

9

7

13

YBOCS

18.4 (8.9)

20.6 (6.8)

18.1 (12.0)

17.5 (8.7)

.27

.39

.06

Week 32

22

8

6

8

YBOCS

17.0 (9.1)

18.6 (5.8)

13.5 (11.9)

18.8 (9.6)

.57

-.02

-.49

Week 52

23

8

6

9

YBOCS

15.3 (10.3)

17.5 (11.1)

11.5 (10.3)

16.0 (10.1)

.56

.14

-.44


	


	
	
	


	
	8. Changes in the project since initial approval*
	

	
	
	

	
	
	

	
	Please summarise any changes made to the project as outlined in the original proposal and outline the reasons for these changes.  If there were no changes to the original plans, write ‘not applicable’. (Maximum 2,500 characters)


	

	
	Aims and objectives: 

Not applicable.
	

	
	Research Plan and Methodology:  
Substantial Amendment 1:
Submitted 26/Nov/14 

R+D approval: HPFT – 12Jan15 / SWSG – 22Jan15 / SHTN – 23Apr15
· Change of address of Chief Investigator. Research team moved to new premises.
· Change of Public Involvement Research Group representative at UH. 
· Pregnancy form introduced to ensure pregnancy reported correctly. Previously pregnancy was to be reported on an SAE form. 
· Research psychiatrists allowed to perform all screening assessments in case of research team member absence. 
· Patients permitted to collect study medication from pharmacy. 
· Addition of a pharmacist on the Trial Steering Committee to provide advice on any IMP questions.

· Instructions on SAE form amended instructing sites to scan and email the form not fax.

Substantial Amendment 2a:

Submitted 29/Apr/15

R+D approval:  HPFT – 01Jun15 / SWSG – 29May15 / SHTN – 10Jun15

· Addition of further recruitment strategies: An advert directed at clinicians placed on relevant noticeboards giving details about the study and requesting referral of suitable patients. Enabling research team to review lists of potential patients on the Trust databases. Production of a Patient Leaflet about the study which was placed in appropriate places such as GP waiting areas.  
· Allowing research team to support patients between visits if required.

· Allowing Dr Drummond to provide additional supervision of CBT delivery if necessary.

· Reduction of wash out time from 2 weeks to 1 week for all therapies except monoamine oxidase inhibitors and fluoxetine.

· Clarifying follow up procedure.

· Reference to use of social media removed.

Substantial Amendment 2b: 
Submitted 29Jul15

R+D approval: HPFT – 03Sep15 / SWSG – 18Sep15 / SHTN 10Sept15

· Adverts for OCD Action website produced.

Substantial Amendment 3:

Submitted 23/Sep/15

R+D approval: HPFT – 21Oct15 / SWSG – 02Nov15 / SHTN – 18Nov15

· Press release, advert for Trust TV screens and piece for R+D newsletter produced.
· Allowing research team members to advertise the study through other media channels such as patient support groups.

· Trained team members allowed to administer CANTAB if necessary.

Substantial Amendment 4:
Submitted 16Dec16

R+D approval:  HPFT – 20Jan17 / SWSG – 01Feb17 / SHTN – 25Jan17

· Patient Interview added with new informed consent, PIS and Invitation Letter.
	

	
	
	


	
	9.  Patient and Public Involvement*
	

	
	
	

	
	The RfPB Programme is particularly keen to learn from the experiences of research teams regarding patient and public involvement (PPI) and contribution from PPI members involved in the research is encouraged when completing this form. Please provide comment on your experiences with PPI, any changes made and lessons drawn. Please include detail of PPI with dissemination and with trajectory into practice both in the project and beyond.  (Maximum 5,000 characters)
	

	
	9. Implications*
	

	
	Patient representatives were involved in OTO from the beginning, and continue to be an invaluable source of support for the study team.  
Patients were involved in advising on the form and content of the participant information sheets, and the study consent form.  The team also took time to consider how to organise study visits to minimise anxiety among the participants.  The patient representatives were therefore key in providing guidance to the delivery of the trial.
Patient representatives have also been key members of the Steering Committee, and contributed substantially in this setting.  Ongoing advice from the patient representatives concerning recruitment to the study was invaluable in providing support for changes made to improve study recruitment, in particular:
Amendment 1: Changes in arrangements for collection of prescriptions

Amendment 2a: Advice on patient leaflets; provision of additional support between assessments.

Amendment 2b: Advice on the adverts places on the OCD Action web pages.

Amendment 3:   Advice on the adverts developed
Amendment 4:   Advice on the patient information sheets, the interview schedules, and the procedures used for the additional patient interviews added.

Additional work aimed to improve understanding of participants’ experience in the study.  The study team are particularly concerned to ensure that study procedures are changed appropriately to support both improved recruitment and retention in the study.  The number and duration of assessments are being considered to enable an appropriate trade-off between safe and sufficient assessment and minimising burden.  
In addition, the importance of treatment choice appears to be a key driver in study recruitment and retention.  This issue needs to be carefully considered with patients to ensure the most effective and robust study design (see next section).
Last, the contribution of patient representatives to dissemination is being planned.  Several conferences at which patients will be given the opportunity to support dissemination are being considered.  Versions of the lay summary will be made available to all patients who took part in the study, and to the charities (e.g. OCD Action) which have supported the study throughout its course.
	

	
	
	


	
	10.  Next Steps to Patient Benefit*
	

	
	
	

	
	Please provide comment on the likely implications for practice which may result from the outcomes of this project and the next steps to be taken to ensure patient benefit both locally and more broadly. Steps already taken and planned for the future should be included. While in funding research, RfPB emphasises a 3-5 year trajectory into practice, it is important not to ‘overclaim’ and care should be taken to cover the limitations of the study and any risks associated with implementation. Where the project is a pilot, include details of plans for a definitive study, including the likely funder and timetable for its submission. Please give reasons if there is no plan to go forward to a trial at this stage. (Maximum 5,000 characters)
	

	
	9. Implications*
	

	
	Planning is under way to convene a meeting of interested parties to support a bid for a larger scale trial evaluating the clinical and cost effectiveness of SSRI, CBT, and SSRI with CBT. It is envisaged that 10 to 15 centres would be involved in that study (400 to 600 patients).  

A number of changes will need to be made to ensure that retention in the study reaches as high a level as possible at the primary outcome point (16 or 24 weeks). The following issues will be considered:
A major concern for many patients who were considered for the study was the choice of a particular treatment arm.  This meant that recruitment was lower than it could have been to the extent that 25% refused participation because of issues related to the randomised treatment allocation (having implications for external validity). It also resulted in 1 patient dropping out of the study after randomisation and before treatment started, and 1 patient on combined treatment only undertaking CBT (having implications for internal validity).  Among the total randomised group, 4 participants found randomisation to SSRI unacceptable and one found washout of SSRI unacceptable. A way of negotiating treatment preference needs to be addressed in a future study, and would have the potential for considerable benefit for recruitment, retention, and validity of the study.
This patient group is particularly anxious over matters related to decision-making and personal control, meaning that issues such as treatment choice represent more of a burden than in other patient groups.  This also means that participants needed more clinical reassurance and considerable support during study assessments.  The patients also indicated that the number of study assessments may have played a role in choosing to stop the trial early. 

This feasibility study was designed to evaluate the best point at which follow-up should be undertaken in a larger trial, meaning that follow-up happened more often than might otherwise have been the case.  This placed an additional burden on patients, and may have been another key reason for drop out.  Two participants cited attendance at study assessments as their reason for discontinuing the study prematurely. A future trial should have fewer assessment points (3) and it is expected that this would further improve retention.

The procedures used during each study assessment required multiple (3) research staff to be available during each study assessment (to ensure assessments were blinded and appropriate clinical care was provided).  The need for careful clinical assessment, including risk assessment, was emphasised by the single suicide attempt reported in our study. However, this requirement necessarily restricted the times during which study participants could be seen, and added further burden. The form of the procedures used, and the need (or otherwise) for 3 members of staff, are both being considered carefully.

Lastly, resource use and EQ-5D response rates were lower than expected, possibility due to the requirement for in-person follow-up, and actions to rectify this will be considered. Other modifications could also be made e.g. certain items of resource use were monitored, but not found to be large cost drivers, so could be dropped in a definitive study, to reduce participant burden.
Undertaking work with patients through a Patient Involvement Panel will enable the study team to build upon the experience gained in the feasibility study, and to address the points raised above.  
The study team anticipates submitting a preliminary bid in late 2017 or early 2018.
     
	


	
	11. Key Presentations and Publications*
	

	
	
	

	
	Please list here any presentations and publications which have resulted from the work. This should include journal articles, conference proceedings, press releases and all publications in the lay and scientific press, including website links to published articles if appropriate. Items that are forthcoming should also be included. Please note you are contractually obliged to provide 28 days notification prior to any publication. 
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Naomi Fineberg, David Wellsted, Solange Wyatt, Louise Akers.
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