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Section 1  Details of Applicants* 






(NOTE 3A)

(a)
Applicant 
Prof Martin Prince
Status
Professor of Epidemiological 

Psychiatry

Department
Division of Psychological Medicine

Address for Correspondence
Institute of Psychiatry
Telephone Number

Extension 0136

(b)
Principal Investigator 
Prof Martin Prince
Status
Professor of Epidemiological 

Psychiatry

Department
Division of Psychological Medicine

Address

Institute of Psychiatry, KCL

Telephone No.
Extension 0136

(the principal investigator should be of Consultant or Senior Lecturer Status and hold a contract with the South London and Maudsley Trust or Institute of Psychiatry.  The Principal Investigator is responsible for the study to the Trust/IOP.  Please refer to the Notes for Guidance)
(c)
Investigator(s)
Dr Daisy Acosta, San Domingo, Domican Republic


Professor Gavrilova, Moscow, Russia


Prof Yu Xin, Institute of Psychiatry, Beijing Medical College, People’s 

Republic of China


Professor KS Jacob, Vellore, India

*Please note that a 1 page curriculum vitae is required for each applicant or investigator not under contract to, or a student of, the Trust or Institute of Psychiatry.  Principal Investigators must hold a contract with either the Trust or Institute
(d)
Research Strategy Group ​​​​​​
Neuroscience

(e)
Sponsoring Organisation 
The World Health Organization

Please give details of any organisation sponsoring the research proposal eg pharmaceutical or device manufacturer or charitable organisation

Section 2 Title of Project

identification of dementia cases in the community using generic health workers.  10/66 Dementia Research Group.
PROPOSED START DATE
March 2003
Section 3 Purpose of Project 






(NOTE 3B)

(This section should state, as far as possible in lay language, the hypothesis to be addressed and the clinical relevance and benefit of the study).

Dementia in the developing world tends to be a hidden problem. It is generally perceived to be part of normal ageing, and not a health condition. Health services, which are clinic-based, are in any case ill equipped to meet the needs of older persons. The assessment and treatment that they receive is orientated towards acute rather than chronic conditions. While it may be possible to develop interventions, it is impossible to implement them equitably and effectively without being able first to identify those who might benefit, and those who might feasibly deliver the intervention. 

In three centres (the Dominican Republic, People’s Republic of China and India), we shall develop and implement a novel method of dementia case finding using trained primary care health workers as key informants. We shall also carry out a formal evaluation of the effectiveness of the case-finding procedures. After the key informants have nominated possible cases, a research team will carry out a cross-sectional survey of all local residents aged 65 years and over with a population register defined by door-knocked census. In all centres (the three listed above, plus Russia which is not participating in the population-based element) we shall, after nominated cases have been confirmed, randomize them to receiving a structured intervention either immediately, or after a six month delay. The intervention will be delivered by a primary care health worker, will target caregiver education and training, and will be evaluated with respect to relevant caregiver and patient outcomes. 

This program will build upon a multi-national research project implemented by the 10/66 Dementia Research Group between 1999 and 2001. In each of the centres participating in the new program we will have:

1) Established the feasibility of an innovative dementia case-finding protocol that is culturally appropriate, demonstrably responsive to the needs of the target group and specifically designed for implementation in the local health systems structure

2) Trained local key informants both to identify people with dementia, and to provide supportive and educational interventions for the family caregivers

3) Established pilot demonstration community dementia support projects, together with local training centres. 

4) Manualised a training procedure and intervention package capable of wider local and regional dissemination.

Section 4 Conduct of Project





(NOTE 3C)


(a) 
Location

Russia, Dominican Republic, People’s Republic of China, India

(b)
Nature of Subjects

Casefinding study

All over 65 year old residents of a defined geographic locality. For each centre, two catchment area sites have been identified, one urban, one rural. 

Randomised controlled trial of caregiver intervention

The focus of the intervention shall be the principal caregivers of the persons with dementia identified in the casefinding study, who then have their diagnosis confirmed in the population-based survey. Other family members and any paid caregivers will also be invited to join the education and training sessions, but only the principal caregiver will be invited to complete the caregiver outcome assessments 

Number


Casefinding study - 2000 in each centre (50% urban, 50% rural)

Trial – 60 in each centre, 30 randomised to each group

Exclusion criteria

None

Will any of the subjects involved in this study be detained patients under the Mental Health Act?  If so, please justify in Section 6.


NO

(c)
Will patients/volunteers be recruited from within the Trust?
NO

Please give details of any patients/volunteers who will be recruited from outside the Trust
   

NOT APPLICABLE

(d)
Is it proposed to use staff members of the Institute or the Joint Hospital as subjects in this 
study?






NO

(e) 
Does the researcher foresee any interference with their duties? NO

(f) 
Expected duration of Project



18 MONTHS

(g) 
Proposed frequency and duration of procedures:


  
i)
for research subjects


Casefinder study

The protocol for the population-based survey, used to validate the nominations made by the primary care health workers, is identical in all respects to that recently approved by this committee for the 10/66 Dementia research group’s studies in Cuba and Brazil. In brief it includes a) an interview with the older person (60-120 minutes) – cognitive assessment, clinical interview, disablement assessment, background and risk factor interview b) a brief clinical assessment (10 minutes)  – height, weight, pulse, BP level, neurological screen, blood tests and c) an Informant interview (20-40 minutes) – report on decline in cognitive and social functioning, onset and course of dementia (if present), and care inputs.

Trial

The intervention consists of five 30 minute caregiver education and training sessions, spread over 6 weeks. The principal caregiver will be interviewed at randomisation and 6 months later. The interview will last 30-40 minutes.

 
ii)
for controls

(h) 
Proposed payment (if any) to subjects

NONE
(i) 
Funding (if any) sought for project




(NOTE 3C cont.)
   
Please state
i)  Source


THE WORLD HEALTH 

ORGANIZATION



ii)  Amount


US$ 32,500 per centre, apart from 

Moscow US$ 10,000 (more limited 

protocol) 


ii) to whom payable (please complete whichever is 



applicable):







 (as a personal emolument)







 (Institute/Hospital funds)







TO LOCAL CENTRES VIA

INSTITUTE OF PSYCHIATRY


(j)
Grant Reference Number (if known)

(k) 
Will data relating to subjects/controls resulting from the research be stored on computer









YES, BUT ANONYMISED

If so, please state that the requirements of the Data Protection Act will be complied with

YES, THE REQUIREMENTS OF THE DATA PROTECTION ACT WILL BE COMPLIED WITH.

(l)
Please state that you will observe the Code of Practice on the Use of Audio-Visual Material (if applicable)




NOT APPLICABLE

(m)
Description of design, methodology and techniques


(as far as possible in lay language)

CASE-FINDING STUDY

In each centre key informants shall be trained to nominate likely cases of dementia in a catchment area population of some 2,000 persons aged 65 and over (corresponding to a total population of approximately 40,000). We would anticipate that in such a population some 100 persons would be suffering from dementia, of whom up to three-quarters might be identified by this approach. Perhaps 120 older persons might be nominated by the key informants of whom up to two-thirds might turn out to have the diagnosis. In the Dominican Republic, which is a low-income country with a well-established Alzheimer’s Association, the key informants will be older peer volunteers working under the auspices of that NGO. In the other centres, the key informants will be generic primary care health workers.

In three centres, China, India and Dominican Republic, we shall seek to identify all cases of dementia in the district in which the case-finding procedure has been applied, by independently conducting a cross-sectional whole population survey using a one stage dementia diagnosis assessment previously validated in the earlier phase of this joint WHO/ 10/66 project. The protocol for the population-based survey, and its wider aims and objectives are identical to those of another 10/66 Dementia Research Group, recently given ethical approval by this committee. Effectively the only difference between the protocols are the preliminary primary heath care worker casefinding procedure described above and the subsequent nested randomised controlled trial of a caregiver intervention described below. 

The following analyses (additional to those described in the 10/66 Cuba/ Brazil protocol, will be carried out to assess the effectiveness of the casefinding procedure 

Descriptive

The sensitivity, false positive rate, and positive and negative predictive values of the dementia case-finding procedure will be estimated with respect to the ‘gold standard of the structured clinical research diagnosis.

Explanatory

The characteristics of those with ‘gold standard’ research dementia diagnoses who were and were not nominated by community key informants will be compared to identify factors predicting failure of detection. Factors to be assessed include age, gender, marital status, living circumstances, socio-economic circumstances, rural or urban residence, recent use of health services, severity of dementia, subtype of dementia, co-morbidity, presence or absence of associated behavioural problems, time spent caregiving, caregiver strain and caregiver mental health status

INTERVENTION TRIAL

People with dementia, nominated by the casefinding procedure and having their diagnoses confirmed in the subsequent survey, and their principal caregivers, will be invited to join a randomised controlled trial of a brief caregiver intervention. Exclusion criteria will be a) serious intercurrent illness (eg terminal illness)  in the person with dementia, where the intervention might seem pointless to the family and b) complete absence of family caregivers. Informed consent will be obtained from the person with dementia, where possible, and their principal caregiver. The principal caregiver is the family member or close friend who is most involved in providing and/ or organising care for the person with dementia. Others (e.g paid caregivers and/ or other family caregivers) may participate in the intervention but less directly, and they will not be subject to outcome assessment.

Randomisation will be to immediate or delayed intervention (after the main outcome assessments are completed at 6 months). To ensure independence of the randomisation process, this will be carried out in London, and the codes transmitted immediately back to the 10/66 centre by fax or e-mail. Randomisation will be by permuted block to ensure as far as possible in each centre an even distribution of dementia severity and baseline caregiver strain

Following suitable training, the primary care health worker key informants in each centre will apply a home-based intervention consisting of an initial assessment visit, followed by four follow-up education and training sessions. It is anticipated that each visit will be around 30 minutes in duration, making two and a half hours in all. While the aims and the outline of the intervention will be the same in each centre, the actual content and mode of delivery of the intervention will vary somewhat depending upon local cultural factors. It will be the responsibility of each centre to develop and manualise the intervention and to train the key informants. 

In the randomisation visit, a research worker will complete the baseline assessments (see below), explain the trial and seek informed consent from the person with dementia and/ or the caregiver, as appropriate. The RW will then randomise those agreeing to participate. The intervention in all centres will be evaluated in terms of uptake rates, completion rates and satisfaction rates (among caregivers), together with before (baseline) and after (six months) intention to treat comparisons of standard assessments -

Outcomes related to the Caregiver 

a) caregiver strain (Zarit caregiver burden interview)

b) caregiver psychological distress (SRQ 20)

c) Caregiver quality of Life (the 17 item WHO-QoL Bref)

d) Knowledge and attitudes regarding dementia (Knowledge and Attitudes about dementia inventory – KADI, recently adapted by Alistair Burns and colleagues from a scale used to measure similar constructs in schizophrenia)

Outcomes related to the person with dementia 

a) Behavioural and Psychological symptoms of Dementia (Neuropsychiatric Inventory – NPI-Q)

Note that all outcomes (whether related to the caregiver or the person with dementia) are assessed from the principal caregiver. 

Blindness

a) Ideally the clinician (if any) responsible for clinical care of the person with dementia should be blind to the intervention. The clinician may be one of the investigators for the study taking on a clinical role as a result of the patient being identified in the survey, or they may be the local clinician who is already responsible for the patient’s care. The clinician may organise any supplementary care that they feel is indicated. 

b) the assessor, assessing outcome after the intervention should be blind to the intervention. Obviously they may discover some clue to the intervention status, as the family may mention something to them that indicates that the intervention was received. The family, and the assessor should be asked to do everything they can to maintain blindness. Adequacy of blinding should be checked by asking the assessor, when the outcome has been assessed, to guess what is the intervention status of the caregiver.

Section 5 Scientific Background






(NOTE 3D)

(a)
Has this investigation been carried out previously with human subjects?  If so, why is it being repeated?
NO
(b)
Which research instruments will be used? (avoid using acronyms)

For the casefinding study (as per the Cuba/ Brazil protocol) - 

Geriatric Mental State (GMS) 

The Community Screening Instrument for Dementia CSI-D)

10 word list learning task with delayed recall

History and Aetiology Schedule Dementia Diagnosis and Subtype (HAS-DDS)

Background socio-demographic and risk factor inventory


For the randomised controlled trial

a) caregiver strain (Zarit caregiver burden interview)

b) caregiver psychological distress (Self Reporting Questionnaire 20)

c) Caregiver quality of Life (the 17 item WHO-QoL Bref)

d) Knowledge and attitudes regarding dementia (Knowledge and Attitudes about dementia inventory – KADI, recently adapted by Alistair Burns and colleagues from a scale used to measure similar constructs in schizophrenia)

e) Behavioural and Psychological symptoms of Dementia (Neuropsychiatric Inventory – NPI-Q)

All measures are standard fully structured assessments which have already, with the exception of the knowledge and attitudes regarding dementia scale, in our pilot studies, been translated and backtranslated into Russian, Spanish, Tamil and Mandarin Chinese, and pre-validated in each of the participating centres.

(c) How has the number of recruits been decided upon? (please justify the statistical viability - see Notes for Guidance Note 3D)

Power (trial)

In each centre, with 30 families randomised to the control and intervention arms, the study would be powered to detect effect sizes in the region of 0.8 or greater associated with the intervention (at 80% power and 95% confidence). In the event of homogeneity of effects between centres, there would be potential for pooling data from the five centres giving 150 in each arm of the trial. This would provide adequate power for a number of sub-group analyses (for example effects dependent on presence or absence of significant behavioural problems at baseline). For ethical reasons, the control group would be offered the same intervention after outcome assessments had been made six months after the beginning of the six week intervention. 

Section 6  Ethical Considerations






(NOTE 3E)

(a)
Please provide a brief account IN LAY LANGUAGE of the ethical considerations raised by this project

Separate consents will be sought for the casefinder population survey and the randomised controlled trial. For the trial, consent will be sought both from the person with dementia and the principal caregiver. Only where consent is obtained from both will we proceed to randomisation. Where the person with dementia is too cognitively impaired to provide informed consent then assent will be sought from the caregiver. The information sheet will in any case be read to the person with dementia, and any signs of  disquiet (inconsultation with the family) will be interpreted as consent withheld. 

(b)
What are the benefits of the study to the NHS?
No immediate benefits envisaged. But for local health services…….
Will the benefits be 
short term

(
x


medium term 

(
x


long term

(
x




potential for prevention
(
x

Section 7 Safety and Other Controls





(NOTE 3F)

(a) 
Does this study involve ionising radiation eg X Rays, Nuclear Medicine?









NO

If so, please complete and submit the Application  Form for Procedures which involve the use of ionising radiation (available from Committee Administrator)

(b)
Have you obtained a certificate from the Administration of  Radioactive Substances 

Act Committee (ARSAC?)







NOT APPLICABLE

Section 8 Drug Studies







(NOTE 3G)

(a)
If drugs are to be used, then does the drug that is the subject of the investigation have:


i)
a full Clinical Trial Certificate


NOT APPLICABLE

ii)
a Clinical Trial Exemption Certificate

NOT APPLICABLE

iii)
If neither (i) or (ii), apply, is the substance

 NOT APPLICABLE

being used without a  Product Licence for the stated indication


b)
Please state all other drugs involved in the study


Are these being supplied by a Drug Company? 

NOT APPLICABLE









If yes, by whom




(c)
Pharmacy Support






(NOTE 3G










contd.)

Has the Principal Pharmacist been informed of this research proposal?









NOT APPLICABLE
Section 9 Insurance and Indemnity





(NOTE 3H)

(a) 
Is this study being sponsored by an Industrial or drug company? NO

If yes, have you obtained indemnity from the sponsoring industrial or drug company?







NOT APPLICABLE


(Please attach a copy where applicable to your application)
(b) 
If  the study is not sponsored and involves healthy volunteers, please indicate what insurance arrangements have been made for these participants (See Note 3Hb) of the Notes for Guidance) None

Section 10 Consents







(NOTE 3I)

(a)
Please state how you propose to obtain informed consent, how such consent will be recorded, and why you consider the proposed method to be appropriate to this particular project.  A copy of the information and the consent form (both duly headed) should be supplied.

(b)
Please indicate how you are gaining permission from consultants in charge of patients (if applicable)





NOT APPLICABLE

DECLARATION

The above information is correct to the best of our knowledge.  We have read and approved all the relevant supporting documents.

Signed__________________________________(Principal Investigator)

Signed__________________________________(Applicant)

(if different from above)

Signed ____________________________  _________________________________(Investigator(s))

__________________________________________________________________________________

(if different from above)

Date of Submission  _____________________________________

Form to be returned to: Research Ethics Coordinator, W109, Institute of Psychiatry, De Crespigny Park, LONDON SE5 8AF
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STUDY INFORMATION SHEET

Title of Project:
Identification of dementia cases in the community using generic health workers

Dementia is a word used by doctors to describe problems with memory, concentration and thinking if they become serious enough to affect day-to-day life.  This is a problem that affects older people in particular;  around one in 20 of all those aged 65 years and over.  Several different disease processes, the commonest of which is Alzheimer’s disease, can cause it.  We are keen to understand more about dementia, particularly the effectiveness of case finding, and the care and support provided for older people with dementia.  

This study is taking place in five centres worldwide (Russia, Brazil, the Dominican Republic, People’s Republic of China and India).  Primary care health workers in each centre will be used to nominate possible cases of dementia within a specific area, then a research team will carry out a survey of all local residents aged 65 years and over using a population register.  After the nominated cases have been confirmed, a member of the research team will contact the family to make an initial assessment visit where participants will be asked questions about their health and general circumstances.  The researcher will also have some questions for the family. This will be followed by four 30-minute visits to provide education and training in care-giving skills and awareness of available resources. Any information given will be strictly confidential, and participants are completely free to withdraw from the study at any stage, without having to give any reasons.  We hope the research will lead to some useful developments for people with dementia in the future. The researcher and the study co-ordinator (named below) will be happy to discuss any questions you or your family may have.

If you agree to take part, please complete the consent form, answering all the questions.

Name of local investigator:

Local investigator’s contact telephone number:

Local investigator’s contact address:

Name and address of local institution:

CONSENT FORM

Title of Project:
Identification of dementia cases in the community using generic health workers

Have you read and understood the Study Information Sheet?

YES/NO

Have you had an opportunity to ask questions and discuss the study?
YES/NO

Have you received satisfactory answers to all your questions?

YES/NO

Who have you spoken to? …………………………………………………………….

Do you understand that you are free to withdraw from the study:


At any time





YES/NO


Without having to give a reason


YES/NO

DO YOU AGREE TO TAKE PART IN THIS STUDY?
YES/NO

PLEASE NOTE:  Your refusal to take part in the study or your withdrawal from the study at any time will in no way interfere with your normal medical care.

Signed:


-----------------------------------------------------------

(NAME IN BLOCK LETTERS)
-----------------------------------------------------------

(Respondent to retain a copy of the signed consent)

Name of local investigator:

Local investigator’s contact telephone number:

Local investigator’s contact address:

Name and address of local institution:
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