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APPLICATION TO THE ETHICAL COMMITTEE RESEARCH FOR APPROVAL OF A RESEARCH PROJECT

Section 1  Details of Applicants* 






(NOTE 3A)

(a)
Applicant 
Dr Martin Prince

Status
Senior Lecturer, 

Head of  Section

Department
Division of Psychological Medicine, Section of Epidemiology

Address for Correspondence
Institute of Psychiatry
Telephone Number

Extension 0136

(b)
Principal Investigator 

Dr Martin Prince
Status
Senior Lecturer,










Head of Section

Department
Division of Psychological Medicine
Address

Institute of Psychiatry

Telephone No.
Extension 0136

(the principal investigator should be of Consultant or Senior Lecturer Status and hold a contract with the Bethlem 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 Marcia Scazufa, Brazil
Status
Senior Lecturer

Professor Juan Llibre Rodrigues,
Status
Professor of Medicine



Cuba

*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 Wellcome Trust  (Funding requested)
Please give details of any organisation sponsoring the research proposal eg pharmaceutical or device manufacturer or charitable organisation

Section 2 Title of Project
The epidemiology of dementia and Alzheimer’s disease in admixed populations in Brazil and Cuba.

PROPOSED START DATE

October 2001

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)

Most research into dementia and Alzheimer’s Disease has been carried out in similar white, economically developed populations of Europe and North America. Research in the developing world adds to the diversity of the populations studied and may increase our understanding of underlying causes. This study addresses the possibility that genetic factors account for very low rates of dementia observed among older Africans. We will study older people of mixed African/ European descent in Cuba and Sao Paulo, Brazil. We will measure each person’s ancestry (on a scale from 0% through to 100% African) directly using multiple gene markers that are differently distributed in African and European populations. We hypothesise that the greater a person’s degree of African descent, the lower their risk for dementia. A key feature of our study design is that in both Cuba and Brazil we anticipate that there should be little or no link between the ancestry (genetic characteristics) of our participants and their lifestyles or environment. Thus, if there is evidence to support our hypothesis this will prompt a search for the genetic factor responsible for the higher risk in Europeans. If not, we would shift focus towards the factors in the environment in sub-Saharan Africa that may be protective.

Section 4 Conduct of Project






(NOTE 3C)


(a) 
Location


Sao Paulo, Brazil and Havana and Matanzas in Cuba
(b)
Nature of Subjects

People aged  over 65,  living in two communities (i) a shanty town and adjacent social housing in Sao Paulo, Brazil and (ii) selected districts in Havana and Matanzas in Cuba. Participants will be identified through door-knocking in Brazil (no population register exists) and through family doctor registrations in Cuba (the whole population is covered by this free service). Participants will be recruited on the basis of  informed signed consent.  Those with dementia who lack capacity for consent will be recruited on the basis of  a relative’s signed agreement, and those who are illiterate will be read the information sheet and consent form and invited to express their consent verbally, which will be witnessed, but will not be asked to sign a form they cannot read.  
Number 


2000 in Brazil and 3500 in Cuba
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

30 MONTHS

(g) 
Proposed frequency and duration of procedures:

  
i)
for research subjects

One 90 minute interview of the participant, and a 15 to 50 minute interview of a family member or other suitable informant

 
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 WELLCOME TRUST



ii)  Amount

APPROXIMATELY £500,000


ii) to whom payable (please complete whichever is 



applicable):







 (as a personal emolument)







(Institute/Hospital funds)

INSTITUTE OF PSYCHIATRY,
BUT FUNDS TRANSMITTED TO BRAZIL AND CUBA TO PAY RESEARCH ASSISTANTS’ SALARIES AND OTHER COSTS ASSOCIATED WITH THE PROJECT.


(j)
Grant Reference Number (if known) To be considered by the Wellcome Trust Panel in October 2001

(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)
Study designs -  We will carry out cross-sectional whole population surveys in two countries; Brazil and Cuba. We will recruit admixed populations (that is populations where a high proportion of individuals have mixed African/ European ancestry) in each, thus allowing testing of the main hypothesis using essentially the same methods, in two independent samples. The nested case control design (4 controls selected from all non-cases for every case of dementia) gives the same power for testing of the main hypothesis as if the whole population had been genotyped, but at a saving of over £60,000. Of course, definitive testing of the main and secondary hypotheses needs a longitudinal perspective. Our cross-sectional surveys are designed to have the potential (in particular, the statistical power) to be developed later into cohort studies assessing incidence and aetiology of dementia. Initial follow-up dementia assessments could be carried out two to three years after baseline assessments of exposure (DNA will be archived for all participants). This extension would be considered only after successful completion of the baseline phase.

Settings

a) Sao Paulo, Brazil - Currently nine million Brazilians (5% of the population of 173 million) are aged over 65; of these some 400,000 suffer from dementia, doubling to 800,000 by 2020. In Sao Paulo, we have selected two areas for our catchment area survey, covered by the Centro de Saúde Escola Butantã (CSEB). CSEB is a primary care polyclinic linked to the University of São Paulo (USP), covering a catchment area of 50,000. It is managed by the USP Department of Preventive Medicine; several research projects have been carried out jointly by academic staff from USP and clinicians from CSEB. 1) The San Remo shanty town (favela) was established in the grounds of USP 30 years ago. It has a stable population, with well-defined streets and houses with numbers, it was enumerated in recent government censuses and is supplied with all utilities. In the last census, 500 residents (4%) were aged 65 and over. As well as being socio-economically deprived, they are likely to have little or no formal education. They are mostly internal migrants, having spent the early part of their lives in the poor north western state of Bahia. 2) The Butantã and Rio Pequeno social housing districts were selected for the survey, on the basis that their populations are expected to have similar socio-economic status, migration patterns and admixture as the favela residents. Five thousand (9%) are aged 65 and over. The catchment area districts will be enumerated by a door-knocking census to establish a register of over 65 year old residents. All co-residents of older participants will also be identified. All (approximately 500) over 65 year old residents of the San Remo Favela, and all 1,500 over 65 year old residents of randomly selected sub-districts of the Butantã and Rio Pequeno districts will be recruited. 2,000 participants in all.

b) La Habana and Matanzas, Cuba - Cuba is a developing country with a health profile akin to developed countries. Health promotion and care is centrally planned and financed by the state. There is comprehensive coverage and accessibility free of charge; 99% of the Cuban population is registered with the catchment-area-organised family doctor system, with one doctor to every 160 households. The infant mortality rate is only 7 per thousand. The fertility rate is low and stable, and 1.1 million Cubans (10% of the population) are aged over 65. Non-communicable diseases are the main causes of death - in order of frequency: coronary heart disease, cancer and cerebrovascular disease. Vascular risk factors are prevalent, particularly hypertension, diabetes, dyslipidaemia and smoking. These are potentially salient to dementia and AD. Such exposures are routinely recorded by family doctors in six monthly health checks, and this data will be available. Three of Cuba’s 14 provinces will be selected; Havana City (five municipalities - Playa, Lisa, Marianao, Cerro and Habana Vieja) Havana Province (urban and rural municipalities), and Matanzas (urban and rural municipalities). In each municipality, polyclinics will be selected purposively to ensure adequate numbers of older persons, an even distribution of admixture, and a history of previous research participation. In each polyclinic, all family doctors will participate; the sample will be drawn from the age-sex registers, which they maintain. 1,200 residents from Havana City, 600 from Havana Province (rural), 600 from Matanzas City and 600 from Matanzas Province (rural) will be recruited. 3000 participants in all, 1,800 urban and 1,200 rural.

interviews and  measures  - Interviews will be carried out in participants’ own homes (Brazil) or in local polyclinics or family doctor surgeries (Cuba). Interviewers will work in pairs; one can interview the older participant, and the other the caregiver or co-resident.

1) Outcome - The diagnosis of dementia. A combination of existing fully structured assessments in a one-stage process developed by the 10/66 group: 

a) Participant assessment (clinical interview, cognitive testing, and neurological assessment). The structured assessments for the participant comprise the Geriatric Mental State (GMS - a clinical mental status assessment) 22, the Community Screening instrument for dementia (CSI-D - a cognitive screening component and brief informant history of functional and cognitive decline) 18, a ten word list learning task with delayed recall 23, and a brief fully structured neurological assessment with objectified quantifiable measures of lateralising signs, parkinsonism, ataxia, apraxia and primitive 'release' reflexes 24. 

b) Informant interview (evidence of decline and history of onset and course of dementia). The informant interview consists of the History and Aetiology Schedule Dementia Diagnosis and Subtype (HAS-DDS - a more detailed assessment of the onset and course of the dementia syndrome), prefixed by the brief informant history of functional and cognitive decline from the CSI-D18 (HAS-DDS is only completed if any decline is reported in the informant CSI-D). 

Brazilian and Cuban local consensus diagnostic panels will apply operationalised research criteria for DSM-III-R dementia syndrome 25 and for dementia subtype diagnosis; AD 26, vascular dementia 27, and Lewy Body Dementia 28.  Panels will include experienced local psychiatrists and neurologists; they will review all available data pertinent to the diagnosis and consult with the interviewers as required. The clinical assessment identifies other prevalent conditions relevant to the differential diagnosis of dementia and dementia sub-type: psychosis, depression, anxiety disorder, alcoholism, epilepsy and stroke. 

2) Principal exposures – Genetic a) Basic analyses: 10 ml Blood samples will be sent to the USP molecular genetics facility, in Sao Paulo, and to the National Centre for Medical Genetics in Havana, where DNA from all samples will be extracted, quantitated, and archived. Apolipoprotein E genotype will be determined using standard techniques.  b) Admixture estimation: in a population formed by admixture between two or more founding populations, marker genotype data can be used to estimate the admixture of each individual (the proportion of that individual's genome that has ancestry from each founding population). We demonstrated this approach with data from African-American populations 12. Our calculations show that to estimate individual admixture with a standard error of 0.1, we would need 40 biallelic markers with average allele frequency differentials of 0.6 between two founding populations. SNP genotyping can be carried out at London School of Hygiene and Tropical Medicine, which is setting up a fast-throughput facility (10 000 genotypes/week) based on the McSNP protocol 29.  

3) Principal exposures – environmental. These will be assessed using a risk factor questionnaire specially developed by the 10/66 group as part of the core protocol minimum data set for its population-based studies in low income countries. a) Socio-economic status - Parents occupation, indicators of household economic status in childhood, educational level, literacy level, highest achieved occupation, b) Migration status - Region of birth and upbringing. Age when moved, c) Lifestyle including vascular risk factors – Alcohol use, lifetime smoking, diet, exercise, traditional and allopathic medication. Where possible this information will be elicited from participants; we will use informants only for more severely demented participants. 

4) Principal exposures– biological assessment. a) Physical assessments – pulse rate, BP level, portable 12 lead ECG, demispan/ weight ratio, body fat estimation (skinfold thickness), b) Haematological tests; full blood count, glucose, albumin, and lipid profile. 

5) Measures of disablement a) Impairments; commonly self-reported impairments 30; an observer rated 'global illness severity scale' 30; and pain 31 , b) Activity limitation and participation restriction measured by the WHO-DAS II 32, specifically developed by the WHO as a culture-fair assessment tool for use in cross-cultural comparative epidemiological and health services research.

6) Measures of care arrangements, and impact of providing care on caregivers. These measures have been refined and validated in the 10/66 group’s pilot studies. a) Household living arrangements, type of accommodation, financial status and social and work roles, both of the older participant and principal caregiver or co-resident, b) Health and welfare service receipts, c) Caregiving tasks, and time spent on these tasks, using a time-diary approach 33, d) Caregiver perceived burden  34, e) Caregiver mental health (a version of the 12 item General Health Questionnaire 35 -  GHQ-12, adapted for use with illiterate participants) .

Burden of interviewing - 1) Research assistant assessment (two to two and a half hours). a) Participant interview – CSI-D cognitive assessment, GMS clinical interview, disablement assessment, risk factor interview, service receipts (90 minutes). b) Informant interview – CSI-D informant report on decline in cognitive and social functioning +/- HAS-DDS, and carer characteristics and care inputs. (30-50 minutes). 2) Nurse assessment - (30 minutes). Participant assessment - phlebotomy, anthropometry, pulse, BP level, neurological screen

data management - In Cuba, all data will be collected directly onto laptop computers using computerized questionnaires driven by epi info (version 6.01) software. These questionnaires, developed by the 10/66 group incorporate conditional skips, and interactive checking of data consistency. The script of the questionnaires will be converted into the Spanish translations. In Brazil, all data will be collected onto paper and transferred onto the same epi info files that are used in Cuba, but on this occasion used only for data entry rather than as computer driven questionnaires for field research. The reason for the discrepancy in the methods used is that in Brazil carrying laptop computers leaves the interviewers open to risk of robbery, and power supplies are unreliable. In Cuba neither of these conditions obtain, but there is a severe shortage of paper. Identical epi info data files in both centres will facilitate data merging. Data files will be transmitted regularly by e-mail to the IoP and backed up on our network. 

Analysis 

1) The prevalence of dementia, and its main diagnostic sub-types, of depression and physical health conditions will be estimated with 95% confidence intervals, for each of the centres, by age group and gender. Robust standard errors will take account of household clustering. 

2) Levels and types of disablement, care arrangements, and the impact upon caregiver will be described by diagnostic group – well (no significant health condition), physical morbidity, dementia, depression, and comorbidity between any two or three of these groups 

3) The analysis of relationships of disease risk to admixture will involve a mixture of Bayesian and classical methods using a general-purpose program for modelling admixture developed by McKeigue’s group. In these analyses we will test for univariate relationships of dementia risk with individual admixture, and test whether these relationships are independent of confounders.  We shall also test whether admixture modifies the OR for AD associated with APOE genotype. 
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)

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

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

· In Brazil (n=2000) a dementia prevalence of 4.5% could be estimated with a precision of +/-0.9%, in Cuba (n=3000) +/- 0.8% and in the two samples combined, +/- 0.6%

· In Brazil, the nested case-control design would have 80% power at 95% confidence of detecting an odds ratio of 2.0 or greater for the association between dementia and individual admixture (dichotomized into the halves of the population with the highest and lowest African admixture). In Cuba the study would have equivalent power to detect an OR of 1.7. Combining the two populations (given homogeneity of effects) would give power to detect ORs of 1.5 or greater. 

· Assuming that 25% of the population are exposed (one or more APOE e4 alleles - a typical prevalence from Caucasian populations), and that 4% of the non-exposed have dementia, then the study will have 80% power at 95% confidence of detecting an effect (prevalence ratio) of 1.8 or greater (Brazil), or 1.6 or greater (Cuba) for the association between APOE e4 and dementia.

· Assuming an average annual incidence rate for dementia of 0.007 over three years of follow up, the study would have 80% power at 95% confidence of detecting a relative risk of 2.2 in Brazil, 1.9 in Cuba and 1.6 combining the two populations, for the prospective association between low African admixture and dementia incidence. 

Section 6  Ethical Considerations






(NOTE 3E)

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


Participants will be recruited on the basis of informed signed consent.  Persons with 

dementia who lack capacity for consent will be recruited on the basis of relative’s signed 

agreement.  Illiterate persons will be read the information sheet and consent form, and 

invited to express their consent verbally, which will be witnessed, but will not be asked to 

sign a form they cannot read.  Participants will be invited to make a gift of genetic 

material (blood) to the local research institutions (University of Sao Paulo and Medical 

University in Havana) who will act as custodians in whom will be vested full rights for 

scientific and commercial exploitation, subject only to limitations upon the health 

conditions to be investigated. King’s College London and the London School of Hygiene 

and Tropical Medicine will sign agreements with the University of Sao Paulo and and 

the Medical University of Havana confirming these arrangements.

The structure and extent of health services differs between Cuba and Brazil. In Cuba 

there is a nationwide primary care service, and specialist geriatric and psychogeriatric 

multidisciplinary community care teams, very much along UK lines. Thus in Cuba it will 

be possible very straightforwardly to refer cases of clear unmet medical or social care 

need to the family doctor service where the project will be based. In Brazil, no such 

national system exists, and older people rely much more upon private medical care 

providers. There are few if any specialist medical services. However, we are fortunate to 

be conducting the study in the catchment area of the CESB University Public Health 

Polyclinic. This government run health service includes specialist old age and psychiatry 

services, and is shortly to introduce a community care system similar to that operated in 

Cuba. Thus it will also be possible to refer cases of clear need in Brazil through this 

system.  It should be stressed that confidentiality will not be breached, and no referrals 

will be made without the consent of the participant, or in cases where they lack capacity 

to consent, without the agreement of the family. In practice (and in our past experience) 

it is very unusual for that consent not to be forthcoming. Participants are often 

particularly keen on the ‘health check’ offered by the research assessment.
(b)
What are the benefits of the study to the NHS?

   No immediate benefits 

envisaged. However, the possible identification of 

Will the benefits be 
short term

(



medium term 

(




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

   NOT APPLICABLE


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)







   NOT APPLICABLE

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.


Participants will be recruited on the basis of informed signed consent.  Persons with 

dementia who lack capacity for consent will be recruited on the basis of relative’s signed 

agreement.  Illiterate persons will be read the information sheet and consent form, and 

invited to express their consent verbally, which will be witnessed, but will not be asked to 

sign a form they cannot read.
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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