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Adherence therapy

Characteristics of included studies (previous guideline)
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Kemp1996

Allocation:
randomised using
tables of random
numbers.

Blinding: none.
Duration: 2-3 weeks
(4-6 sessions in total),
18 months follow-up.
Frequency: 20-60
minutes twice a
week.

Inpatients.

Diagnosis: 43 schizophrenia
(DSM-III-R), remaining
sample mood disorders
IN=74.

Age: CBT group mean 34
(SD 10.6), control group
mean 37 (SD 11.9).

Sex: 39 M 35 F.

History: mean duration of
illness: CBT group 8.5 years
(SD 6.3), control group 10.7
years (SD 9.6).

1. CBT + standard care:
compliance therapy -
reviewing history of illness,
discussing the benefits and
drawbacks of drug treatment,
the stigma of drugs, the
discrepancy between
participant's action and beliefs.
IN=39.

2. Supportive counselling:
therapists listening to
participants' concerns but
declined to discuss treatment.
IN=35.

1. Death

2. Leaving the study early
3. Relapse

4. BPRS

5. Global Assessment of
Functioning scale (GAF).
5. Extended Schedule for
Assessment of Insight

6. Drug Attitudes Inventory
7. Attitudes to Medication
Questionnaire

Unable to use:

1. Medication compliance (not a
peer-reviewed published scale).
2. Attitudes to treatment
questionnaire (not a peer-

reviewed published scale).

Therapists: research
psychiatrist and clinical
psychologist. Both trained
in CBT and attended a
workshop on motivational
interviews.

Supervision: therapists
received regular
supervision.

CBT type: compliance
therapy.

References of included studies (previous guideline)

Kemp1996

*Kemp R, Hayward P, Applewhaite G, Everitt B, David A. (1996) Compliance therapy in psychotic patients: a randomised controlled trial. British
Medical Journal; 312:345-9.

Kemp R, Kirov G, Everitt B, Hayward P, David A. (1998) Randomised controlled trial of compliance therapy. British Journal of Psychiatry 1998;172:413-

419.
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Characteristics of included studies (update)

Study ID

General info

Method

Participants

GRAY2006

Funding source: Non-industry support

Published or unpublished data?: Published

Type of study: Individual randomised trial

Type of analysis: Completer - Although the analysis was ITT, the figures presented in the paper are for completers.

Type of analysis: ITT with pro-rating used to deal with missing sub-scale data as long as fewer than 20% of items were missing. Imputation
was used in a sensitivity analysis but not in the results presented in the paper

Blindness: Only raters blind

Duration: Length of follow-up - Study was conducted over 52 weeks, participants could have sessions of therapy for up to 20 weeks of this
time.

Duration: No. weeks of treatment - Up to a maximum of 20 weeks
Raters: Independent of treatment

Design: Multi-centre - Range of psychiatric inpatient and community outpatient settings in four study sites: Amsterdam, The Netherlands;
Leipzig, Germany; London, England and Verona, Italy.

Number of people screened, excluded & reasons: 1218 people were referred with 809 being excluded from the study due to the following
reasons: Not diagnoses with schizophrenia, not meeting other inclusion criteria, refusal to participate and other reasons.

Notes about study methods: Randomisation was performed by the independent clinical trials unit, where allocation was carried out by
permuted blocks of random size, stratified by centre. The therapist was notified of the participants” allocation but the researcher conducting
the assessments remained masked to allocation throughout the trial.

Diagnosis: Schizophrenia [% of sample] 100%
Diagnostic tool: ICD-10

Inclusion criteria:

- Confirmed diagnosis of schizophrenia

- Needing continued medication for at least 1 year

- Clinical instability in year before baseline defined as >=1 hospital admission, change in dose or type of medication, increased frequency of
contact with services and indication of clinical instability reported by relatives, carer or clinical teams.

Exclusion criteria:

- Moderate to severe mental handicap/ learning disability; organic brain disorders;

- Currently treated by forensic services;
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Interventions

- alcohol or drug dependence;
- inability to speak the language of host country to a sufficient standard to receive the intervention or assessment - lacking capacity to give
valid consent

Total sample size: No. randomised 409

Total sample size: ITT population 372

Gender: % female 40%

Age: Mean 41

Ethnicity: White European - 75%

Setting: Outpatient

Setting: Inpatient

History:

[Adherence therapy completers / Adherence therapy non-completers / Health education completers / Health education non-completers]
Mean psychiatric inpatient days in previous year: 26.9(62.5) / 41.2(77.1) / 24.2(54.8) / 51.2(67.5)

Baseline stats:

[Adherence therapy completers / Adherence therapy non-completers / Health education completers / Health education non-completers]
BPRS: 44.3(12.8) / 44.3(12.6) / 45.9(13.2) / 47.0(14.7)

Intervention - group 1.: Adherence therapy, 8 sessions over a maximum of 5 months, N =204

Intervention - group 2.: Health Education, 8 sessions over a maximum of 5 months, N = 205

Notes about the interventions:

Adherence Therapy

An individual cognitive-behavioural approach based on a manual which describes a collaborative, patient centred phased approach to
promoting treatment adherence in people with schizophrenia. There are six elements that form the core of the therapy: assessment; medication
problem-solving; a medication timeline; exploring ambivalence; discussing beliefs and concerns about medication; and using medication in the
future.

Health Education
Acted as a control condition which was not expected to enhance medication adherence, but which did control for the time spent with the

therapist. The didactic intervention consisted of eight individual sessions. The sessions included presentations on health education-related
topics such as diet and healthy lifestyle.

Both interventions were provided in addition to TAU.
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Outcomes

Quality

Study ID

General info

Method

Training

Treatment fidelity was assured as follows:

- both treatments were manualised which were translated and back translated into the appropriate languages

- All therapists met for 7 days to receive intensive training,

- Randomly selected therapy sessions were audiotaped and independently rated using the Adherence Therapy Checklist

- Throughout intervention period, therapists attended monthly group telephone clinical supervision, focusing on case presentations, the
resolution of clinical problems, and adherence to therapy manuals.

Leaving the study early: Leaving due to any reason (non-adherence to study protocol)
Mental state (e.g. BPRS, PANSS, BDI): Average score/change in mental state - BPRS
Non-adherence to study medication: Non-adherence - MAQ; SAI-C

Quality of Life: Average score/change in quality of life - SF-36

1.1 The study addresses an appropriate and clearly focused question.: Well covered

1.2 The assignment of subjects to treatment groups is randomised.: Well covered

1.3 An adequate concealment method is used.: Well covered

1.4 Subjects and investigators are kept ‘blind” about treatment allocation.: Poorly addressed
1.5 The treatment and control groups are similar at the start of the trial.: Well covered

1.6 The only difference between groups is the treatment under investigation.: Adequately addressed
1.7 All relevant outcomes are measured in a standard, valid and reliable way.: Well covered

1.8 What percentage of the individuals or clusters recruited into each treatment arm of the study dropped out before the study was
completed?: <20%

1.9 All the subjects are analysed in the groups to which they were randomly allocated (often referred to as intention-to-treat analysis).
: Adequately addressed

1.10 Where the study is carried out at more than one site, results are comparable for all sites.: Adequately addressed

2.1 How well was the study done to minimise bias?: +

MANEESAKORN2007

Funding source: Non-industry support
Published or unpublished data?: Published
Type of study: Individual randomised trial

Type of analysis: ITT - Results were analysed on an ITT basis with missing values being replaced by the patient's last measure or LOCF
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Type of analysis: LOCF
Blindness: Only raters blind

Duration: No. weeks of treatment 8 weeks

Raters: Independent of treatment

Design: Single-centre - Muang Chiang Mai District, Thailand

Appendix 22c

Number of people screened, excluded & reasons: 86 patients were assessed for eligibility, 54 were excluded due to: drug and alcohol
dependence (n=24), severe symptoms, (n=11), cannot speak Thai (n=5) and learning disabilities (n=4). 10 patients refused to participate

Notes about study methods: Patients were assigned via an independent randomisation service
Participants Diagnosis: Schizophrenia [% of sample] 100%

Diagnostic tool: Other method case note diagnosis of schizophrenia

Inclusion criteria:
- case note of schizophrenia
- aged 20+

Exclusion criteria:

- Primary diagnosis of drug or alcohol dependence
- Organic brain disease or moderate or severe learning disabilities.

Total sample size: No. randomised 32

Total sample size: ITT population 28

Gender: % female 28%
Age: Mean 40.85
Ethnicity: Thais - 100%
Setting: Inpatient

History:
[Adherence therapy / TAU]

duration of illness, years: 9.64(6.89) / 9.25(6.21)
Number of admissions: 8.69(5.75) / 8.63(5.82)

Baseline stats:
[Adherence therapy / TAU]

PANSS: 56.81(10.86) / 61.25(15.58)

GAF: 56.63(15.61) / 59.00(18.44)
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Appendix 22c

Study characteristics tables: Adherence therapy

Interventions

Outcomes

Quality

Notes about participants:
[Adherence therapy / TAU]
Drug use

Abstinent: 14 / 15

Use without impairment: 2 / 1
Alcohol use

Abstinent: 10 / 12

Use without impairment: 3 / 1
Abuse: 1 /2

Dependence: 2 / 1
Antipsychotic dose (mg/d chlorpromazine equivalent.): 337(43.55) / 344(39.71)

Intervention - group 1.: Adherence Therapy, 8 weekly sessions; n=16
Intervention - group 2.: TAU; n=16

Notes about the interventions:
TAU
standard care including medication treatment, occupational therapy, group counselling and recreational therapy.

Adherence therapy

In addition to TAU, participants received 8 one-to-one sessions between 15-60 minutes long. Intervention is a brief cognitive behavioral
approach evolved from compliance therapy. The key therapeutic techniques used are exchanging information, developing discrepancy and
effectively dealing with resistance. The phases of adherence therapy are engagement, assessment, rating of readiness to take medication,
intervention and evaluation working through in a flexible patient-centered way.

Death: Natural causes
Mental state (e.g. BPRS, PANSS, BDI): Average score/change in mental state - PANSS

Mental state (e.g. BPRS, PANSS, BDI): Clinically significant response in mental state - PANSS - change in symptoms of >=25% as a definition
of clinically meaningful improvement/deterioration.

General and psychosocial functioning (e.g. SFS): Average score/change in general functioning - GAF

Adverse events: Average score/change in specific adverse effects - Liverpool University Neuroleptic Side Effect Rating Scale (LUNSERS)
Satisfaction with treatment: Service user satisfaction DAI, SWAM

Other: drug and alcohol abstinence/use/dependency

1.1 The study addresses an appropriate and clearly focused question.: Adequately addressed

1.2 The assignment of subjects to treatment groups is randomised.: Well covered

14



Appendix 22c

Study characteristics tables: Adherence therapy

Study ID

General info

Method

Participants

1.3 An adequate concealment method is used.: Well covered

1.4 Subjects and investigators are kept ‘blind” about treatment allocation.: Poorly addressed

1.5 The treatment and control groups are similar at the start of the trial.: Adequately addressed

1.6 The only difference between groups is the treatment under investigation.: Well covered

1.7 All relevant outcomes are measured in a standard, valid and reliable way.: Adequately addressed

1.8 What percentage of the individuals or clusters recruited into each treatment arm of the study dropped out before the study was
completed?: <20%

1.9 All the subjects are analysed in the groups to which they were randomly allocated (often referred to as intention-to-treat analysis).
: Well covered

1.10 Where the study is carried out at more than one site, results are comparable for all sites.: Not applicable

2.1 How well was the study done to minimise bias?: +

ODONNELL2003

Funding source: Non-industry support

Funding source: Pharmaceutical industry

Published or unpublished data?: Published

Type of study: Individual randomised trial

Type of analysis: Completer

Blindness: No mention

Duration: No. weeks of treatment: 5 sessions - does not state time period
Duration: Length of follow-up: Study period was 1 year in which participants received 5 sessions of therapy.
Raters: Not stated to be independent of treatment

Design: Single-centre - Dublin, Ireland

Number of people screened, excluded & reasons: 94 people approached, 6 were excluded due to IQ < 80 (5) and not fluent in English (1). Of
the 88 people eligible for the study 32 declined.

Notes about study methods: Randomisation done using odd and even digits from a standard table of random numbers.
Diagnosis: Schizophrenia [% of sample] 100%
Diagnostic tool: DSM-1V
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Appendix 22c

Study characteristics tables: Adherence therapy

Interventions

Inclusion criteria:

- Meeting DSM-1V criteria for schizophrenia
- Aged 18-65

- Fluent English speakers

- No evidence of organic disturbance

Total sample size: No. randomised 56

Total sample size: ITT population 50

Gender: % female 27%

Age: Mean 32

Ethnicity: Details not reported

Setting: Inpatient

History:

[Adherence therapy / Non-specific counselling]

Mean no. of years of illness: 6(7) / 4(5)

Mean no. of bed days in psychiatric hospital in previous 2 years: 77(64) / 83(52)
First episode of schizophrenia, n: 5 / 7

Detained under Mental Treatment Act, n: 4 / 5

Baseline stats:

[Adherence therapy / Non-specific counselling]

PANSS: 71(22) / 66(17)

GAF: 36(14) / 31(12)

Notes about participants:

[Adherence therapy / Non-specific counselling]

Mean neuroleptic dose (in chlorpromazine equivalents): 835(507) / 883(715)
Intervention - group 1.: Adherence therapy, 5 sessions; N = 28
Intervention - group 2.: Non-specific counselling, 5 sessions; N = 28

Notes about the interventions:

Adherence therapy

Cognitive behaviour intervention with techniques adapted from motivational interviewing and other cognitive therapies as well as
psychoeducation. The intervention used a manual and covered a review of the patient’s illness history and understanding of illness and his or
her ambivalence to treatment, maintenance medication, and stigma.
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Appendix 22c

Study characteristics tables: Adherence therapy

Outcomes

Quality

Study ID

General info

Method

Non-specific counselling
Patients used sessions to raise matters relating to medication and discussed them with their treating teams.

Death: Natural causes

Leaving the study early: Leaving due to any reason (non-adherence to study protocol)

Global state & service outcomes (e.g. CGI): Average score/change in global state - GAF
Mental state (e.g. BPRS, PANSS, BDI): Average score/change in mental state - PANSS
Non-adherence to study medication: Non-adherence; DAI, SAI

Quality of Life: Average score/change in quality of life - QoL

1.1 The study addresses an appropriate and clearly focused question.: Adequately addressed
1.2 The assignment of subjects to treatment groups is randomised.: Adequately addressed
1.3 An adequate concealment method is used.: Not reported adequately

1.4 Subjects and investigators are kept ‘blind” about treatment allocation.: Not addressed

1.5 The treatment and control groups are similar at the start of the trial.: Well covered

1.6 The only difference between groups is the treatment under investigation.: Adequately addressed
1.7 All relevant outcomes are measured in a standard, valid and reliable way.: Well covered

1.8 What percentage of the individuals or clusters recruited into each treatment arm of the study dropped out before the study was
completed?: <20%

1.9 All the subjects are analysed in the groups to which they were randomly allocated (often referred to as intention-to-treat analysis).
: Poorly addressed

1.10 Where the study is carried out at more than one site, results are comparable for all sites.: Not applicable

2.1 How well was the study done to minimise bias?: +

TSANG2005

Funding source: Not mentioned

Published or unpublished data?: Published
Type of study: Individual randomised trial
Type of analysis: Completer

Blindness: Only raters blind

Duration: Length of follow-up - 6 months
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Appendix 22c
Study characteristics tables: Adherence therapy

Duration: No. weeks of treatment: Unclear from paper

Raters: Independent of treatment

Design: Single-centre - Hong Kong

Number of people screened, excluded & reasons: 135 subjects fulfilled the inclusion criteria, 17 subjects refused consent and 40 subjects

requested that they be switched to the alternate group contrary to randomisation.

Notes about study methods: Randomisation procedure not reported
Participants Diagnosis: Schizophrenia [% of sample] 100%

Diagnostic tool: ICD-10

Inclusion criteria: - Male inpatients

Total sample size: No. randomised - 78

Total sample size: ITT population 60 - completer sample

Gender: % female 0%

Age: Mean 37

Ethnicity: Not reported

Setting: Inpatient

History:

[Adherence therapy / control]

No. of admissions, n(%):

< or =5 times: 22(77) / 10(53)

> 5 times: 6(23) / 9(47)

History of mental illness, N(%):

<3 years: 7(25) / 3(16)

3-10 years 8(29) / 8(42)

>10 years 8(42) / 13(46)

Baseline stats:
[Adherence therapy / Control]
BPRS: 43.9(8.72) / 44.84(7.27)

Notes about participants: 88% of participants were currently taking neuroleptics
Interventions Intervention - group 1.: Adherence therapy, 5 sessions; N = 38
Intervention - group 2.: TAU; N =40
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Appendix 22c

Study characteristics tables: Adherence therapy

Outcomes

Quality

Notes about the interventions:

Adherence therapy

Consisted of semi-structured cognitive-behavioural activities. The therapist adopted motivational interviewing techniques throughout the
programme. Each session was marked by distinctive highlights and the exploration of personal feelings, experiences, and beliefs over the
treatment regime were cardinal. The programme consisted of 5 sessions to allow for adequate exploration whilst offsetting the possibility of
mild cognitive impairment.

Control
All participants received treatment as usual.

Leaving the study early: Leaving due to any reason (non-adherence to study protocol)

Mental state (e.g. BPRS, PANSS, BDI): Average score/change in mental state - BPRS

Non-adherence to study medication: Non-adherence DAL self reported drug compliance scale, compliance with follow up appointments
1.1 The study addresses an appropriate and clearly focused question.: Adequately addressed

1.2 The assignment of subjects to treatment groups is randomised.: Not reported adequately

1.3 An adequate concealment method is used.: Not addressed

1.4 Subjects and investigators are kept ‘blind” about treatment allocation.: Poorly addressed

1.5 The treatment and control groups are similar at the start of the trial.: Well covered

1.6 The only difference between groups is the treatment under investigation.: Adequately addressed

1.7 All relevant outcomes are measured in a standard, valid and reliable way.: Adequately addressed

1.8 What percentage of the individuals or clusters recruited into each treatment arm of the study dropped out before the study was
completed?: 20-50%

1.9 All the subjects are analysed in the groups to which they were randomly allocated (often referred to as intention-to-treat analysis).
: Poorly addressed

1.10 Where the study is carried out at more than one site, results are comparable for all sites.: Not applicable

2.1 How well was the study done to minimise bias?: +
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Appendix 22c
Study characteristics tables: Adherence therapy

References of included studies (update)

GRAY2006
Gray,R.; Leese,M.; Bindman,].; Becker,T.; Burti,L.; David,A.; Gournay,K.; Kikkert,M.; Koeter,M.; Puschner,B.; Schene,A.; Thornicroft,G.; Tansella,M.
(2006) Adherence therapy for people with schizophrenia: European multicentre randomised controlled trial. British Journal of Psychiatry. 189: 508-14
MANEESAKORN2007

Maneesakorn,S.; Robson,D.; Gournay,K.; Gray,R. (2007) An RCT of adherence therapy for people with schizophrenia in Chiang Mai, Thailand. Journal
of Clinical Nursing. 16(7): 1302 - 1312.

ODONNELL2003

O'Donnell,C.; Donohoe,G.; Sharkey,L.; Owens,N.; Migone,M.; Harries,R.; Kinsella,A.; Larkin,C.; O'Callaghan,E. (2003) Compliance therapy: a
randomised controlled trial in schizophrenia. British Medical Journal; 327(7419): 834.

TSANG2005

Tsang, H.W.; Wong, T.K.S. (2005) The effects of a compliance therapy programme on Chinese male patients with schizophrenia. Asian Journal of
Nursing Studies 8(2): 47 - 61.
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Appendix 22c
Study characteristics tables: Adherence therapy

Characteristics of excluded studies (update)

FRANGOU2005

Reason for exclusion: Does not meet definition for adherence therapy

GRAY2004

Reason for exclusion: Only nurses were randomised into the intervention and not the patients. Nurses were able to select cases for the
intervention. The intervention was aimed at improving adherence but was targeted at the nursing staff and not an intervention targeted at
the patients.

ODONNELL2002

Reason for exclusion: Conference abstract

References of excluded studies (update)

Frangou,S.; Sachpazidis,I.; Stassinakis,A.; Sakas,G. (2005) Telemonitoring of medication adherence in patients with schizophrenia. Telemedicine Journal
and E-Health 11(6): 675 - 683.

Gray,R.; Wykes,T.; Edmonds,M.; Leese,M.; Gournay,K. (2004) Effect of a medication management training package for nurses on clinical outcomes
for patients with schizophrenia: cluster randomised controlled trial. British Journal of Psychiatry 185: 157 - 162.

O'Donnell,C.; Sharkey,L.; O'Donohue,G.; Owens,N.; Migone,M.; Harris,R.; Kinsella, T.; Tobin,A.; O'Callaghan,E. (2002) Influence of compliance
therapy and carer education on the outcome of schizophrenia. Schizophrenia Research 53 (3 Suppl.1): 253.
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Appendix 22c

Study characteristics tables: Arts therapies

Arts therapies

Characteristics of included studies (update)

Study ID

General info

Method

Participants

GREEN1987

Funding source: Not mentioned

Published or unpublished data?: Published
Type of study: Individual randomised trial
Type of analysis: Completer

Blindness: Only raters blind -The patients” therapist completed the rating scales. they were not informed of the patients group allocation
(unless the patient specifically informed them)

Duration: No. weeks of treatment - 20

Raters: Not stated to be independent of treatment

Design: Single-centre - Central Psychiatric clinic, Cincinnati, US

Number of people screened, excluded & reasons: Not reported

Notes about study methods: Randomisation procedure not reported
Diagnosis: Schizophrenia [% of sample] 50%

Diagnosis: Other [%] 21% - major affective disorder or psychotic diagnosis
18% - neurotic diagnosis

Diagnostic tool: Other method - Not reported

Inclusion criteria: Attended the medical support service a minimum of once every 4 weeks.
Total sample size: No. randomised 47

Gender: % female 64%

Age: Mean 40

Ethnicity: Not reported

Setting: Outpatient

History: Not reported

Baseline stats: Not reported
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Appendix 22c

Study characteristics tables: Arts therapies

Interventions

Outcomes

Quality

Study ID

General info

Notes about participants: On average the 28 completers had had 3 psychiatric hospitalisations and had been receiving aftercare services in
the outpatient setting for several years

Intervention - group 1.: Art therapy, 10 fortnightly 1.5 sessions, n=24
Intervention - group 2.: TAU; n=23

Notes about the interventions:

Art therapy

Art therapy was conducted in two groups of 12. During the sessions participants were given art material to use in one of a variety of session
projects with carefully predetermined gaols. Conversation and interaction were encouraged. Self-expression, rather than drawing out and
identifying conflict, was encouraged in a supportive atmosphere with the goal of mastery and resolution. Other objectives were to promote
overall group cohesion, increase tolerance of disclosing emotionally significant mate