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Professor M. X. FitzGerald 

CHAIRMAN, 

HEAlTH RESEARCH BOARD 

The 9% increase in health research 
funding provided to the HRB in 1995 
enabled the Board to generate some new 
research activity and to launch additional 
initiatives. Four new Research Units were 
launched and the Directors of these Units, in 
conjunction with their talented medical and 
scientific staff, will address important areas of 
significant scientific, social and economic 
importance. These include a unit on Heart and 
Vascular Disease headed by Professor Desmond 
FitzGerald of RCSI, Inflammatory Bowel Disease -
Professor Fergus Shanahan UCC, Cystic Fibrosis led 
by Dr. Clare O'Connor UCD, Adhesion Molecule 
Research led by Dr. Dermot Kelleher TCD. These 
Units directed by internationally recognised 
medical scientific leaders in Ireland were awarded 
following the Board's customary rigorous system of 
international peer review carried out by noted 
experts in the individual fields of expertise 
featured in the Unit grants. The Board has high 
expectations of significant productive output by 
these talented groups which will contribute to 
scientific excellence and eventually to improve 
disease diagnosis and patient care. 

In line with the Board's policy of entering into 
selected eo-funding arrangements with other 
research bodies, a special conjoint HRB/Irish Heart 
Foundation Cardiovascular Diseases Research Unit 
was nominated, led by Professor Ian Graham of the 
Department of Cardiology of the Adelaide Hospital 
who will conduct research on the highly topical 
area of the newly discovered risk factor for cardiac 
and vascular disease - homocysteine. 

Post-Doctoral Research Fellowships continue to 
be an important part of funding strategy. From an 
extraordinary high quality field, eight Fellowship 
awards were made, roughly half to basic scientists 
and half to young medical scientists, lhe reversa l 
of the brain drain is one of the important 
subsidiary benefits from this particular programme. 
Further funding of the HRB from central 
government sources could greatly enhance this 
programme because of the very large numbers of 

competitive applicants for these Fellowships. At 
the sa me ti me, the Board funded under its usual 
Research Project Grant Scheme a t otal of 56 new 
research projects to scientific institutions 
throughout Ireland. These bright graduates will now 
embark on critical research and will, in three years 
time, gain their PhD degree in our best national 
laboratories. 

Health Services Research is an area that the 
Board is keen to pump-prime and this is 
particularly so, given the importance of this area 
as set out in the Government's Health Strategy 
document. It is as a result of this emphasis that 
the Board has launched a large sca le (£50,000) 
hea lth services research project grant. Additionally, 
to supplement the knowledge base in this area, a 
pilot scheme of short-term scholarships has been 
instituted to provide appropriate advanced training 
in health services research for suitable health care 
professionals. Before the end-of-term of this Board 
it is hoped t hat even further more radical 
initiatives will have been taken to establish a firm 
foundation in our universities and Health Boards 
for this important research discipline, which is so 
crucial to delivering efficient cost-effective 
evidence-based health care. 

International collaboration in health research 
is a very important area and one which has been 
increasingly cultivated successfully by the Board. 
During the year there was an important series of 
developments between the Board, Irish scientists 
and US research institutions. In November 1995 we 
were honoured to welco me Her Excellency Mrs. Jean 
Kennedy-Smith the US Ambassador to Ireland, 
together with representatives of the National 
Institutes of Health to announce a major extension 
of research collaboration between the HRB and the 
NIH in the field of Neural Tube Defects. The Irish 
participants Professor John Scott, Dr. Peadar Kirke 
and Professor Steve Whitehead have played a major 
role in one of the most important breakthroughs in 
prevention of birth defects. Additionally an 
Irish/US study confirmed the genetic linkage for 
vu lnerability to the disease Schizophrenia, as a 



result of a long-standing highly productive 
rela ionship between Professor Kenneth Kendler of 
Virg nia Commonwea lth University USA, Dr. Dermot 
Wal h of the HRB and Dr. Anthony O'Neill of Queens 
Uni ersity Belfast. This collaborative group was 
insttumental in research that led to the 
identification of the location of one form of 
hereditary schizophrenia on chromosome 6. 

European collaboration, particu larly through 
theiU - Biomedical & Health Research Programme 
(BI MED-2 ) was fostered by our Chief Executive Dr. 
Vivi n O'Gorman. He held a series of information 
mee ings throughout the country to advise Irish 
scientists on optimum strategies in forming 
collaborative groups within the EU under this 
programme. All of these developments at an 
international level reflect the globalisation of 
research and the necessity for Irish scientists to be 
at t~e forefront of collaborative trans-national 
reserrch efforts. 

One development that must take primacy of 
place in this year's report is the issuing of the 
government's Science Technology & Innovation 
Advisory Council Report (STIAC). In the section 
that dealt with the HRB's role there was a strong 
endorsement of the Board's performance and the 
nee? for enhanced future funding. Indeed, the 
rep3rt indicated that the Board's funding required 
to be substantially increased to a level of £5 
million without any difficulty. We would be capable 
of dunching fresh initiatives which would have a 
transforming effect on the research community in 
Ireland and on the international prestige of our 
home research effort. Investment now in additional 
research resources could reap enormous dividends 
in the future, given the talent-bank of Irish 
medical and science graduates at home and abroad 
who could contribute to such a programme. 

Finally, I would like to t hank all the members 
of the Board who attended so diligently, 
participated in the numerous research sub
committees and, often at very short notice, gave of 
their advice and time in specific areas. And, of 

course, the entire operation and its efficiency is 
totally dependent on the dedication of our Chief 
Executive, Dr. Vivian O'Gorman and his talented 
staff who deal so competently and courteously 
with the day-to-day matters of the Board and 
implement the broad ranging policy decisions at 
home and abroad . 

Professor M. X. FitzGerald 
July 1996 
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Dr. V. O'Gorman 

CH IEF EXECUTIVE, 

HEALTH RESEARCH BOARD 

In January 1995 the Board organised a series 
of information meetings in Cork, Galway and 
Dublin to highlight the funding opportunities 
provided by the new EU-Biomedical and 
Health Research Programme (BIOMED-2). By 
the closing date of 31st March 1995 the European 
Commission had received 1, 709 proposals covering 
some 6,000 organisations and requesting 1.7 billion 
ECU in total funding. Some 586 proposals were ranked 
as between high and outstanding in quality but the 
available budget of 140 million ECU allowed only the 
top 307 proposals to be funded. 

At national level the eagerly awaited report from 
the Government established Science, Technology and 
Innovation Advisory Council (STIAC) was published in 
March. 

Arising from the Board's submission and 
presentation to the Council, the Council noted 'that 
despite the support provided from non-State sources, 
medical research is under-funded in Ireland. Any 
continuation of this situation, is determental to Irish 
society in many ways: The Council concluded that 'the 
case for increased State support for health research is 
overwhelming', and recommended: 

The HRB, with its current modus operandi, should 
be retained, and its budget increased to £5 million. 

The Board welcomed this very positive endorsement 
of its portfolio of research activities. 

A significant development in 1995 was the 
initiation of five new Research Units, one of which is 
being supported through a eo-funding arrangement 
with the Irish Heart Foundation. At the same time 
funding support for five on-going Research Units 
covering Schizophrenia, AIDS, Leukaemia, Alzheimer's 
Disease and Pharmacoepidemiology and Medicines 
Evaluation was maintained. These latter Units have 
been extremely productive and a number of the Units 
have won international recognition and acclaim. 

The demand for research support continued to 
grow as evidenced by a 59% increase in applications 

-

for the Board's Post Doctoral Research Fellowships. 
Eight new Fellowships were awarded in 1995. It is 
worth noting that a number of former holders of these 
Fellowships have gone on to obtain lecturing posts in 
Colleges and Universities, thus providing some vital 
'new blood' for these Institutions. 

The Board approved the funding of 56 new 
research projects and renewed funding for 77 on-going 
research projects. The project grant selection 
procedures were modified with the introduction of a 
pre-screening stage for grant applications. The Board 
also made a new award in the field of health services 
research. The recipients of this award are Dr. Hannah 
McGee and Professor John Horgan, Department of 
Cardiology, Beaumont Hospital. The funding support 
will be utilised to carry out a study into 'Clinical 
outcome, health service use and costs in the year 
following admission to hospital for acute myocardial 
infarction: a national study of 950 cases: 

At a time when the management of acute 
myocardial infarction is changing rapidly and the 
resource implications of the more active management 
are considerable, this project should provide valuable 
data on the management and outcome of acute 
myocardial infarction in Ireland. 

A fourth report on Treated Drug Misuse in the 
Greater Dublin Area 1994 was launched by Mr. Brian 
O'Shea, T.D. Minister of State, Department of Health in 
November 1995. The report documents the extent of 
treated drug misuse in the greater Dublin area and 
provides an analysis of the sociodemographic 
characteristics and the injecting and sharing practices 
of clients who received treatment for their problem 
drug use in 1994. The National Drug Misuse Database 
became operational in 1995 and an additional 53 
treatment centres have been included in the database. 
The Board as the designated Irish focal point for the 
European Monitoring Centre for Drugs and Drug 
Addiction (EMCDA) conti nued its involvement in the 
planning of projects to be undertaken by the Centre. 

In terms of research outputs two Irish-US 
collaborative research programmes yielded significant 



bre,k-throughs during the year. An Irish research team 
fun.~ed by the US National Institute of Child Health 
and Human Development (NICHD) reported the 
identification of the first gene known to be 
responsible for many cases of spina bifida . 

. I This finding helps to explain why supplementation 
wit~ folic acid can prevent the condition. The 
investigators have found that some people with spina 
bifida have an error in the gene that produces an 
enl me critical to the normal use of folate by the body. 

This important finding was reported in the 
November issue of the Quarterly Journal of Medicine. 
The genetic analysis was carried out by Professor 
Steven Whitehead of the Department of Genetics at 
Trinlty College and the senior investigators were 
Professor John Scott, (TCD), Dr. Peadar Kirke, (HRB) and 
Dr. James Mills, (NIH). The Irish research team were 
subsequently awarded a new research contract valued 
at $0.7 million by the NICHD to study the underlying 
biocremical and genetic mechanisms associated with 
birt~ defects of the central nervous system. 

Again, in a landmark study published in the 
Nov~mber issue of the scientific journal Nature 
Gen~tics, researchers at the Virginia Commonwealth 
University (VCU) led by Professor Kenneth Kendler 
working in collaboration with Dr. Dermot Walsh, 
Health Research Board and involving Dr. Anthony 
O'N1ll, Queens University of Belfast, outlined the 
resu ts of an eight year, multi-million dollar study that 
con rms the location of a specific gene that 
contributes to the risk of developing schizophrenia in 
individuals who carry it. 

!Funded by the US National Institute of Mental 
Health, the field work for the study was conducted 
exclusively in Ireland and employed many psychiatrists, 
social researchers and administrative staff. The study 
involved the identification of families multiply 
affected by schizophrenia throughout Ireland. Blood was 
taken from all entrants to the study and the chromosomal 
material of each individual was screened in the 
genetic laboratory of Professor Kendler's Psychiatric 
Research Unit, Virginia Commonwealth University. 

People throughout Ireland and Northern 
Ireland, 1408 in total, and 265 families affected by 
schizophrenia participated in the study and this 
enabled the VCU group to complete the largest 
pedigree study ever conducted in psychiatric genetics 
research. The ultimate intent of such research is to 
develop a greater understanding of the genetic 
component of the disease and thereby develop 
improved therapies. 

September marked a significant milestone for the 
Board with the retirement of John O'Gorman as 
Secretary to the Board. John, who was widely known 
and respected in the health sector, had over twenty 
five years service with the Medico-Social Research 
Board and the HRB. I am sure all those who have 
worked and benefited from John's wise counsel over 
the years, will join in wishing him a long and happy 
retirement - mior mheit a leithead ann oris. 

Countries at all levels of economic development 
and with all types of political structures are planning 
implementing or evaluating reforms in the health area. 
A worldwide search for better ways of financing and 
delivering health care is underway. There is a growing 
acceptance that the process of rethinking and renewing 
the health care system needs to be illuminated by 
research. A paramount consideration for researchers 

a.. 
Figure 1 
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who hope to influence policy as a result of their 
research is to keep in mind the relevance of research 
to the healthcare needs of the country. Researchers 
must ensure that their studies conform to the highest 
standards of design, methods, data collection, analysis 
and interpretation. If these demanding standards are 
met, then policy-markers are more likely to consider 
them for policy and strategic applications. 

-

In 1995, in addition to its grant-in-aid of £2.505 
million, the Board obtained £0.56 million for 
externally funded research. The distribution of 
research expenditure between the main research 
activities is shown in Figure 1. 

... 
Mr. Austin Currie, T.O., 
Minister of State, 
Department of Health 
congratulates Mr. John 
O'Gorman former 
Secretary, HRB on his 
retirement. 
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Number of Number of Total Number Table 1 

RESEARCH AREAS New Projects Projects of Projects 

Cardiovascular Diseases 

Cell Biology 

Dental Sciences 

. Eplm;ology & General Pract;~e 
Gas roenterology 

..... .... " .. . .. . .... 
Hea th Services Research 

Im~unology & Pathology 

Metabolism & Endocrinology 

Mic)obiology & Virology 

Neu osciences & Mental Health 

Oncology & Haematology 

Respiratory Diseases 

Reproductive Medicine 

Other 

I TOTAL 

Research Grants: one of the primary objectives of 
the Board's research grants scheme is to provide short
terrl) employment and research training opportunities 
at hbme for some of our ablest young medical and 
scie~ce graduates. The maintenance of research 
corn etence is of considerable importance in the context 
of h ving a skilled workforce available to meet the 
futu e manpower needs of the Irish Health care system. 

Following peer review assessment the Board 
approved the funding of 56 new research project 
grants while at the same time support for 77 on-going 
research projects was renewed. Final reports in respect 
of 49 projects completed in 1995 were received. 

The distribution of projects by research area and 
the number of projects funded in each area is outlined 
in Table 1. The support of these 133 projects 
represented a funding commitment of £1,317.474 in 
1995. Details of the new projects to receive support 
are contained in Appendix F. 

Research Units: In 1995 the Board continued its 
sup~ort for the fi ve Research Units which focus on 
area~ of significant social and economic im portance 
i.e. Schizophrenia, AIDS, Leukemia, Alzheimer's 
Disease and Pharmacoepidemiology and Medicines 
Evaluation. In addition the Board initiated four new 
Research Units in 1995 which focus on Cardiovascular 

Funded 

3 

6 

4 

4 

5 

2 

2 

7 

6 

5 

5 

2 

2 

3 

56 

Renewed Supported 

7 10 

11 17 

1 5 

4 

7 12 

1 3 

7 9 

6 13 
f. · 

8 14 

11 16 

10 15 

4 6 

4 6 

3 

77 133 

Disease, Inflammatory Bowel Disease, Cystic 
Fibrosis/Pulmonary Disease and Human Inflammatory 
Disease. The Board has also embarked on a eo-funding 
arrangement with the Irish Heart Foundation for the 
establishment of a new Vascular Disease Research Unit. 
Progress reports from the five current Units are 
provided in the section relating to Research Units. 

This section also contains further information on 
the new Research Units. 

Health Services Research: the Board currently 
operates two small scale pilot schemes aimed at 
stimulating research in Health Services Research (HSR) 
and Epidemiology. The operation of the Cooperative 
Project Grants scheme, which requires a matching 
funds commitment. and the Post Graduate Training 
Grants scheme was continued in 1995. 

In 1995 five Cooperative Project Grants and four 
Post Graduate Training Grants were awarded. The 
details of these awards are contained in Appendix G. 

In addition, resulting from a competition for a 
large Health Services Project Grant, the Board decided 
to provide funding support for a study into 'Clinical 
outcome, health service use and costs in the year 
following admission to hospital for acute myocardial 
infarction: a national study of 950 cases: 

-
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Post Doctoral Research Fellowship Scheme: 
the objective of this scheme is to counteract the 
decline in clinical research affording suitably qualified 
young researchers an opportunity to pursue their 
research careers at an advanced level in Ireland. 

In 1995 there was a 59% increase in applications 
for HRB Research Fellowships. Details of the eight 
Fellowships awarded are shown in Appendix H. 

Science Degree Scholarships: the scholarship 
scheme is designed to assist medical graduates who 
wish to pursue research leading to an M.Med Science 
degree and medical undergraduates who wish to take 
an intercalated B.Sc degree courses. Five scholarship 
awards were made to medical undergraduates and four 
awards to medical graduates for the 1995/96 academic 
year. Details of the successful applicants are listed in 
Appendix H. 

Summer Student Grants: some 102 applications 
were received and 52 awards were made in 1995. 

Watts Medal Competition: at a research 
symposium held at The Royal College of Physicians of 
Ireland on 1 April 1995 eight science and medical 
students from the Royal College of Surgeons in Ireland, 

HRB Board Members 

Ms. Maeve Dwyer, 
Dr. He/en Whelton and 

Professor Ceci/y 
Kelleher. 

University College Cork, University College Galway, 
Trinity College and University College Dublin competed 
for the 6th annual HRB sponsored Watts Medal and 
prize (£100). The competition is run in conjunction 
with the HRB's Summer Student Project Grants Scheme 
and the award is presented annually for the best 
student presentation and project report submitted on 
a specific research topic. After a keenly contested 
competition, Ms. Aine Kelly, a physiology student from 
Trinity College Dublin was declared the winner of the 
1994 Watts Medal. Ms. Kelly's studies focused on the 
cellular mechanisms underlying learning and memory 
and may have implications for the treatment of 
Alzheimer's Disease and Ageing. The 1995 competition 
was held in conjunction with the fourth annual 
National Scientific Meeting. 

1995 Graves lecture: The 35th Graves Lecture, 
sponsored jointly by the Health Research Board and 
the Royal Academy of Medicine in Ireland was given 
by Professor Fergus Shanahan, Department of 
Medicine, University College Cork. The Lecture took 
place in the Royal College of Physicians of Ireland on 
the evening of 8th March 1995 and Professor 
Shanahan's subject was 'Inflammatory Bowel Disease: 
From Molecular Mechanisms to New Therapeutic 
Opportunities'. 



European Union (EU) 
On 1 t December 1994 the current EU-Biomedical and 
Heal~h Research Programme (BIOMED-2) covering the 
period 1994-1998 was approved by the Council of 
Research Ministers. A first call for proposals was 
launched on 17th January 1995 with the closing date 
bein~ set for 31st March 1995. All thematic areas of 
the ytork programme were open for the submission of 
research proposals in this call. A total number of 1709 
proposals was submitted and registered by the 
Commission Services. Some 423 evaluators drawn from 
the Member States participated in the evaluation of 
the research proposals and on average each evaluator 
unde~ook the evaluation of 20 research proposals. The 
pane~s of evaluators then drew up ranked lists of 
priority projects taking into account not only the 
scientific excellence but also the European added 
value. This resulted in some 307 proposals being 
recommended for funding support involving a financial 
contribution of 140 million ECU from the European 
ComTssion. 

A breakdown of the applications by area and the 
selected proposals by area are shown in Graphs 1 and 
2. Some 44 Irish research groups are participating in 
the BIOMED-2 programme and two of the research 
cons, rtia are being led by Irish project leaders. 

At the Research Council meeting of 30th October 
1995, the Council agreed to adjust the financial 
allocation for the Fourth Framework Programme (1994 
to 1998) following the accession of Austria, Finland 
and Sweden to the European Union. Consequently, 
operating funds for research activities will be raised 
by 6.1% and as a result the total budget for the 
Progr~mme will be increased by 800 million ECU. 
Specifically for BIOMED-2 the budget will be increased 
by 22 million ECU to 358 million ECU. 

BIOMED 2 (2nd Round) 
Arisins from the large number of applications received 
in response to the first call, it was considered 
desirable to establish mechanisms for regulating 
applications in future calls. To achieve this it has been 
decided to have two calls for proposals in 1996, thus 
limiting the number of target areas in each call. 

Role of the HRB in BIOMED-2 
The HRB participates in the management of t he 
Biomedical and Health Research Programme by 
representing Ireland (together with the Department of 
Health) on the Programme Management Committee. 

The HRB acts as a focus within Ireland for 
enquiries concerning BIOMED and has responsibility 
for informing the Irish biomedical research community 
of the opportunities offered by the Programme. HRB 
also operates the Irish mailing list for the 
Programme's Newsletter. 

The Board continued to fulfil a national 
representational role in respect of the various EU 
Committees and Working Parties pertaining to 
Medicine and Health. The names of Irish national 
experts serving on the committees may be found in 
Appendix C. 

BIOMED 2 - First Call (Proposals by Area) 
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Proposals by Area (n=1709) 
The highest number of proposals in the first call came 
from the brain research area, followed closely by 
research on biomedical technology and engineering and 
cancer research. 

Graph 1 
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Graph 2 

BIOMED 2 -First Call 
(Selected proposals by Area) 
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Selected Proposals by Area (n=307) 
Of the 307 proposals selected, the highest number of 
shared cost projects was in brain research, and the 
highest number of concerted action projects was in the 
area of public health research. 

Areas: 
1. Pharmaceuticals Research 
2. Research an Biomedical Technology & Engineering 
3. Brain Research 
4.1 Cancer Research 

4.2 Research on AIDS, Tuberculosis & Other Infectious 
Diseases 

4.3 Cardiovascular Research 

4.4 Research on Chronic Diseases, Ageing and Age-related 
Diseases 

4.5 Research on Occupational & Environmental Health 
4.6 Rare Diseases Research 
5. Human Genome Research 

6. Public Health Research, including Health Services 
Research 

7. Biomedical Ethics 
8.1 Ethical, Legal & Social Aspects 
8.2 Demonstration Projects 

EUROPEAN SCIENCE FOUNDATION (ESF) 
The ESF is an international non-governmental 
organisation, founded in November 1974, with its 
headquarters in Strasbourg; it currently has 59 
member research councils from 21 countries including 
Forbairt, The Royal Irish Academy and the Board. 

-

The ESF assists its Member Organisations in two 
main ways; by bringing scientists together in its 
Scientific Programmes; Networks and European 
Research Conferences. to work on topics of common 
concern: and through the joint study of issues of 
strategic importance in European science policy. 

The annual meeting of the Assembly of the 
European Science Foundation was held in Strasbourg 
on 23-24 November 1995. 

EUROPEAN MEDICAL RESEARCH COUN CILS (EMRC) 
The Board is also a member of the Group of European 
Medical Research Councils, which is a standing 
Committee of ESF. The 35th annual meeting of the 
EMRC was held in Chantilly (Paris) on 1-2 June 1995. 
The Board was represented at this meeting by Or. V. 
O'Gorman and Professor J. Scott. The EMRC's main 
objectives range from: promoting interactions between 
the biomedical and health research communities to 
developing European scientific strategies and 
stimulating collaboration in priority research areas. 

The Committee also debated the priority research 
areas that should be covered by the EU's Fifth 
Framework Programme. Possibilities include the 
environment and health, health and ageing, bioethics, 
and information technology. It was also felt that the 
ESF could contribute to the Framework Programme in 
the fields of research infrastructure - notably by 
acting as a clearing house for large facilities - training 
and improving peer review and proposal selection. 
amongst other issues. The Committee reinforced the 
ESF's commitment to a more strategic role by 
developing a number of other ideas. 

In conjunction with the World Health 
Organisation and the EC, for instance, the Committee 
is bringing together scientists from a range of 
disciplines to help tackle the issue of the Environment 
and Health. To stimulate research in this field, the 
EMRC proposed to launch a research programme. 

It also agreed to collaborate with the Standing 
Committee for Social Sciences on two topics: Social 



Variations in Health Expectancy and Organisation of 
Hea\th Care for the Elderly. In addition, a workshop on 
MalE! Reproduction was held. Furthermore, it was 
decided to continue with the EMRC's Clinical 
Collaborations. The question of medical ethics was 
giver a boost too when members of the Committee 
pro~uced a report on Misconduct in Medical Research, 
published in The Lancet medical journal, and a set of 
guidelines on Vaccine Trials in Developing Countries. 

U.S. National Institutes of Healt h 
The Health Research Board (HRB), in conjunction with 
Trinity College, was awarded a research contract 
valujd at $0.7 million from the U.S. National Institute 
of C~_ild Health and Human Development (NICH D), a 
division of the National Institutes of Health (NIH). At 
a prEjss conference held in the offices of the Board on 
Wedlesday, 1 November 1995, attended by her 
Exce lency, Mrs. Jean Kennedy Smith, U.S. Ambassador 

to Ireland, it was announced by the Chairman of the 
HRB, Professor Muiris FitzGerald, that the research 
contract will fund a collaborative two year study on 
the causes and prevention of birth defects of the 
central nervous system such as spina bifida with 
special reference to the underlying biochemical and 
genetic mechanisms. 

The principal investigators on this important 
project are Dr. Peadar Kirke at the Health Research 
Board, Professor John Scott at Trinity College Dublin 
and Dr. James Mills at NIH. Collaborators in the study 
are Professor Donald Weir, Department of Clinical 
Medicine and Professor Steven Whitehead, Department 
of Genetics, Trinity College Dublin. 

The team have already produced significant 
findings in an earlier phase of this research, funded by 
a $0.6 million contract from the NIH in 1992. 

HRB Board Member 
Professor A/an 
Johnsan, Ms. Fiona 

Keagh, HRB staff 

member and Professor 
Joseph McKenna, 
Board Member. 
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Research Units are based on the concept of programme research and are the largest form of grant provided by the Board. 
In 1995 the Board initiated the funding of five new Research Units one of which is being eo-funded by the Irish Heart 
Foundation. Details of the new Units are as follows: 

Unit Director Department & Title of Unit Establishment 
Institution Date 

Prof. Desmond Fitzgerald Clinical Pharmacology, Royal Eicosanoids in Vascular 4 April 1995 
College of Surgeons in Irela nd Disease 

Prof. Fergus Shanahan Medicine. Cork University Immunophysiology of 1 Sept 1995 
Hospital Inflammatory Bowel Disease 

Dr. Clare o·connor Medicine and Therapeutics, Cystic Fibrosis/Pulmonary 1 Sept 1995 
University College Dublin. Disease 

Dr. Dermot Kelleher Clinical Medicine, Adhesion Molecule 1 June 1995 
Trinity College Dublin Research Group 

Prof. Ian Graham Cardiology, Adelaide Hospital. *Vascular Disease and 1 Sept 1995 
Homocysteine Metabolism 

*Co-funded by the Irish Heart Foundation. 

In addition the Board maintained funding support for its five on-going Units. 

Summaries of the progress made by each of these latter five Units is reported as follows: 

Leukaemia/ Aplastic Anaemia Research Unit 

Directors: Professor Shaun McCann working in collaboration with Or. Emer Lawlor and Professor Peter Humphries. 

Department of Haematology, St. James's Hospital and Department of Genetics, Trinity College, Dublin. 

Establishment Date: 1st July 1991. 

.... 
Professor Shaun McCann 

OBJECTIVES 
A Molecular biological investigation of events 
followi ng treatment including allogenic bone marrow 
transplantation (BMT) for Acute/Chronic Leukaemia 
and Aplastic Anaemia to determine 
A incidence and relevance of mixed chimaerism 

post BMT 
8 minimal residual disease and its relevance to 

relapse 
C relevance of specific acquired genetic 

abnormalities in leukaemia to growth factors and 
growth factor receptors - implications for 
mechanisms of leukaemogenesis. 

Progress to: 31 December 1995 
Excellent progress has been maintained and a number 
of the collaborative studies initiated in previous -years 
have now been completed and published in 
international journals. A measure of the success of the 
project can be seen from the number of European 
Centres who submitted clinical material to the Unit for 

-

analysis of chimaerism status post allogeneic BMT. 

Mixed Chimaerism and Severe Aplastic Anaemia (SAA) 
The group have pioneered the use of DNA markers in 
the assessment of chimaerism following allogeneic 
BMT for a variety of haematological disorders. In the 
current year, results have indicated that patients 
undergoing BMT for SAA who receive CAMPATH 
monoclonal antibody as part of their conditioning 
regimen are· at lower risk of development of graft 
versus host disease but may be at higher risk of graft · 
failure and the group have shown that this is 
associated with their chimaeric status post BMT. These 
studies performed in conjunction with St. Georges 
Hospital in London have been accepted for 
publication . In addition statistical analysis of the 
results of the EBMT study. the largest of its kind 
involving over 100 patients from various European 
Centres is complete and indicates that progressive 
mixed chimaerism is associated with graft failure and a 
poor long term prognosis in this patient cohort. 



Molecular results may permit therapeutic intervention 
to aid in patient management. Results of this study are 
to t e submitted to a major international journal in 1996. 

Chimaerism and Minimal Residual Disease following 
Matched Unrelated Donor Bone Marrow 
Tra~splantation 

Results of the collaborative study with the Bristol 
Children's Hospital have been accepted for publication 
in ~e journal Blood, the organ of the American 
Soc ety of Haematology. In addition 20 patients have 
bee assessed for chimaerism in a prospective fashion 
using monoclonal antibody coated magnetic beads to 
allow assessment of the origin of haemoposisis post 
BM~ in particular cell lineages as this may relate to 
the risk of relapse in children transplanted for Acute 
Lymphoblastic Leukaemia. This study is a blinded 
stu9Y with the Bristol group and will hopefully yield 
important data on the potential of molecular studies 
in predicting relapse/long term survival in children 
receiving bone marrow from unrelated donors. In 
addi

1
tion these techniques are being used to monitor 

patients undergoing BMT for haematological and 
genetic diseases at Our Lady's Hospital for Sick 
Children in Crumlin. 

Donor Lymphocyte Infusions (Dll) for relapsed 
Leukaemia 
It has been shown that buffy coat infusions from the 
original donor can have anti leukaemic activity in 
patients who have relapsed after allogeneic BMT. This 
immunotherapeutic approach benefits greatly from 
molecular analysis of the patient response. Use of 
chimaerism studies and detection of the bcr-abl 
leukaemia specific product (in Chronic Myeloid 
Leukaemia patients) following DLI has been useful both 
in monitoring the immunotherapeutic benefit of DLI and 
in selecting patients for DU therapy both for patients 
treated in the BMT Unit in St. James's Hospital and in 
the BMT Unit of the Royal Free Hospital in London. 

Growth of Acute Lymphoblastic Leukaemia (ALL) 
Precursors 
A culture system has been established to allow growth of 
ALL blast cells on a stromal support system. Validation 
of the culture system has been achieved by the use of 
PCR based immunoglobulin fingerprinting methods 
which confirm the clonal (Leukaemic) nature of blast cells 
grown in the culture system. This may provide a useful 
assay for monitoring return of leukaemia cells in patients 
who do not have a defined chromosomal abnormality. 

Opportunistic Infection in AIDS Research Unit 

Directors: Dr. David C. Coleman working in collaboration with Dr. Stephen R. Flint and Or. Gregory J. Atkins. 

School or Dental Science and Department of Microbiology: Trinity College, Dublin. 

Establishment Date: 1st July 1991. 

Ill.. 
Or. Oavid C. Coleman 

OBJJCTIVES 
To i1vestigate the pathogenesis, epidemiology and 
clinical manifestations of oral opportunistic infection 
and the pathogenesis of neurological involvement in 
HIV-jnfection. Investigations will concentrate on two 
main areas of opportunistic infection which cause 
major health problems and in which the group have 
special expertise, facilities and an established level of 
routihe and research work. These areas are: 
1 !infection of the oral cavity and 

infection of the central nervous system (CNS) 

Progress to: 31 December 1995 
The main findings to date include: 
i Candjda dubt;n;ens;s a new species of fungus 
associated with oral disease in HIV-infected and 
AIDS patients: 
As reported previously many Irish HIV-infected and 

., , ,., 

AIDS patients experience oral infection with unusual 
or atypical isolates of Candida. This is especially true 
of patients who experienced recurrent oral candidacies 
following treatment with commonly used antifungal 
drugs. To date the group have recovered atypical 
Candida oral isolates from 94/382 {24.6%} Irish HIV
Infected and AIDS patients examined, compared to 
11/196 (5.6%} from non-HIV-infected individuals. The 
group previously demonstrated that these atypical 
isolates shared many features in common with Candida 
albicans, the most pathogenic and most frequently 
isolated Candida species. 

Complex genetic testing involving DNA fingerprinting 
· and sequence analysis of chromosomal DNA from the 

·~ atypical isolates and strains of the seven Candida 
species most commonly isolated from humans, including 

; 
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C. albicans, demonstrated unequivocally that the 
atypical isolates constituted a hitherto undescribed 
species of fungus. The new species has been named 
Candida dubliniensis after the city of Dublin. 
Collaborative studies with researchers abroad have 
subsequently shown that C. dubliniensis is a prevalent 
in the oral cavities of HIV-infected and AIDS patients 
in Australia, Europe, Canada, the U.S.A. and South 
America. These findings indicated that C. dubliniensis 
has emerged as a consequence of the AIDS pandemic. 

Antifungal drug susceptibility experiments revealed 
that 4/15 (26.6%) C. dubliniensis isolates tested from 
AIDS patients were resistant to the antifungal drug 
fluconazole, which is the drug most frequently used to 
treat oral candidacies. Furthermore, all the resistant 
isolates were recovered from AIDS patients with a 
history of recurrent ora l candidacies. In contrast, no 
resistant isolates were found among C. dubliniensis 
isolates tested from non-HIV-infected individuals. 
These findings indicated that prolonged fluconazole 
therapy in vivo might lead to the induction or 
selection of fluconazole-resistant strains of C. 
dubliniensis in HIV-infected individuals. Support for 
this suggestion was obtained by in vitro laboratory 
studies with fluconazole-susceptible C. dubliniensis 
isolates which showed that fluconazole-resistant 
derivatives could be recovered following exposure to 
increasing concentration of fluconazole. Furthermore, 
the fluconazole-resistance phenotype expressed by the 
derivatives were found to be stable and was retained 
in the absence of the drug. 

Analysis of populations of C. dubliniensis isolates 
recovered from individual AIDS patients revealed that 
some C. dubliniensis strains were phenomenon of 
phenotypic switching, where shedding of variants with 
altered cell sizes and shapes occurs. This phenomenon 
has been observed previously in other species of 
Candida and is thought to provide the organisms with 
a mechanism of adapting rapidly in a hostile 
environment such as the oral cavity. The group has 
previously shown that phenotypic switching in C. 
Albans can result in the generation of derivatives 
which are less susceptible to antifungal drugs. 
Preliminary studies have also shown that some C. 
dubliniensis strains can evolve at accelerated rates in 
vivo. These strains shed variants with an altered 
genetic make-up. Recent studies have also centred on 
the successful development of a diagnosis agar 
medium for the rapid identification of C. dubliniensis 
in clinical specimens suitable for use in the routine 
clinical laboratory. 

-

The group believes that the inherent ability of 
C.dubliniensis to change rapidly, both phenotypically 
and genetically, and its ability to rapidly develop 
resistance to antifungal drugs are some of the main 
reasons this organism has emerged as a significant oral 
pathogen of HIV-infected and AIDS patients world-wide. 
The group is currently investigating the mechanism of 
antifungal drug resistance in this organism. 

ii Molecular epidemiology of cryptococcal 
meningitis in AIDS patients 
Cryptococcus neoformans is a yeast which exists 
naturally in the environment and is frequently found in 
pigeon droppings. In immunocompetent individuals 
inhalation of this yeast does not result in infection. 
However, in approximately 10% of infected AIDS 
patients C. neoformans can cause severe life
threatening meningitis following infection of the 
central nervous system. Many of these AIDS patients 
experience recurrent episodes of cryptococcal 
meningitis following successful treatment with antifungal 
drugs. The group previously demonstrated for the first 
time, using molecular tools developed to study Candida 
isolates responsible for oral candidacies in HIV-infected 
and AIDS patients, that recurrent meningitis in AIDS 
patients can be caused by different strains during 
different episodes of infection. Studies performed 
during the last year on isolates of C. neoformans 
recovered from cerebro-spinal fluid (CSF) samples from 
AIDS patients with cryptococcal meningitis revealed 
that some C. neoformans strains can evolve at accelerated 
rates in vivo, in a similar way to Candida dubliniensis. 
DNA fingerprinting analysis of multiple single-colony 
isolates of C. neoformans recovered from CSF samples 
taken from two AIDS patients with cryptococcal 
meningitis, during each of two recurrent episodes of 
infection, revealed that each patient was infected with 
different C. neoformans strains which were genetic 
make-up in vivo. One of the AIDS patients was 
infected with the same genetically unstable strain during 
each episode of meningitis, whereas the other AIDS 
patient was in fected with a genetically unstable and 
which had shed variants with an altered genetic make-up 
in vivo. One of the AIDS patients was infected with the 
same genetically unstable strain during each episode of 
meningitis, whereas the other AIDS patient was infected 
with a genetically unstable strain during only one of the 
episodes of meningitis. This was replaced by a different, 
genetically stable strain during the second episode of 
disease. The group believes that the ability of C. neoformans 
to exhibit accelerated evolution or microevolution in vivo 
could conceivably confer a selective advantage under 
unfavourable environmental conditions, such as during 
an infection, and allow the organisms to adapt rapidly. 
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m Summary of findings on opportunistic virus 
infection in Irish HIV-infected and AIDS patients. 

Significant progress has been made concerning the 
aetiology and pathogenesis of Oral Hairy Leucoplakia 
(OHL) and Epstein Barr Virus (EBV) infection in AIDS 
patients. The group have made considerable technical 
progress in the development of a novel microwave in 
situ hybridization technique for detecting EBV DNA in 
tissue biopsy specimens. The procedure, which 
involves the use of a specially designed hybridization 
chamber to prevent drying of the samples during 
hybridization, shortens the hybridization step used in 
in situ hybridization from 18 hours to 14 minutes, and 
constitutes a considerable technical advance. Further 
significant progress was achieved by application of 
Polymerase Chain Reaction (PCR) technology fo r the 
detection of EBV DNA by in situ hybridization. By 
using in situ PCR on OHL biopsies the group were able to 
detect a low copy number of latent EBV in the basal 
layer of tongue epithelium, which is not detectable by 
conventional in situ hybridization. These totally novel 
findings suggest that EBV infection in OHL is not due 
to lesional superinfection by virus shed into saliva, 
but from latent virus present in basal tissue. 

Other studies have focused on investigating the 
interaction between the HIV virus and cytomegalovirus 
(CMV) in AIDS brain autopsy tissue. Of the 26 tissues 
examined from separate Irish AIDS patients 14 were 
found to be infected with CMV and 14 with HIV, with 
eo-infection with CMV and HIV in 7 cases. Virus
infected macrophages were the most common infected 
cell type identified, although astrocytes and neurons, 
both singly and doubly infected with HIV and CMV 
were also identified. 

To date the group have examined oral Candida 
populations from 190 HIV-infected and AIDS patients 
who experienced at least one episode of recurrent oral 
candidacies, all of whom were treated with azote 
antifungal drugs, particularly fluconazole. Sixty-four 
(33. 7%) of these patients yielded atypical Candida 
isolates as the sole or predominant Candida species 
recovered. It was previously demonstrated that these 
atypical isolates were quite distinct from C. albicans, 
although they share many features in common. 
Studies performed during the past twelve months lead 
us to conclude that these isolates constitute a novel, 
undescribed Candida species. 
Detailed comparative studies revealed that the 
atypical Candida isolates can be mistakenly identified 
as C. albicans. These findings indicate that the 
atypical isolates are sufficiently different from C. 

-

albicans and all other Candida species as to constitute 
a new Candida species. 

Preliminary antifungal drug susceptibility experiments 
have revealed that the atypical isolates can develop 
high-level resistance to fluconazole. Further detailed 
studies are underway to determine the stability and 
nature of this resistance. Furthermore, expression of 
fluconazole-resistance by the atypical Candida isolates 
correlates very well with clinical observations of 
recurrence of oral candidosis in patients infected with 
these organisms. 

Current studies also focus on investigating the genetic 
and phenotypic stability of atypical Candida 
organisms. This is currently being investigated. 

The group believes that the discovery of the atypical 
isolates is of fundamental importance and of particular 
relevance to Irish HIV-infected patients suffering with 
recurrent oral candidosis. It is intended to further 
analyse these organisms during the coming eighteen 
months in order to investigate their pathogenesis and 
to develop appropriate treatment regimens. 

iv Development of synergistic combinations of 
antifungal compounds to combat azote-resistant C. 
albicans and non-albicans Candida isolates: 

In vitro studies with C. albicans isolates exhibiting 
low azote-susceptibility revealed that they can be 
effectively killed by combined treatment with an azote 
drug combined with chlorhexidine. Experiments with 
miconazole and chlorhexidine demonstrated that the 
antimicrobial effects of both compounds were 
synergistic. Similar results were obtained with 
combinations of chloramphenicol and miconazole. 
These studies are also being applied to isolates of 
non-albicans Candida species. Studies are currently in 
progress to optimise the concentrations of each 
compound for maximum antifungal activity. 

v Development of artifidal antifungal drug 
delivery systems in vitro: 

A number of studies indicate that failu re of azole 
antifungal drugs to eradicate oral Candida are linked 
to failure to establish and maintain adequate levels of 
compound in the oral cavity for a sufficient period of 
time to allow clinical eradication. The group have 
been experimenting with an artificial drug-delivery 
system, consisting of sheets of acrylate polymer 
loaded with specific concentrations of antifungal 
drugs, which release drug in a sustained manner. 



Experiments in vitro using these devices have been 
performed using azote-resistant and azote-susceptible 
org nisms and up to a 10-fold reduction in the cell 
densities of azote-resistant organisms, compared with 
untreated cultures. 

It i ~ intended to extend these studies to include 
isolates of non-albicans Candida species. 

vi . Molecular analysis of clinical isolates of 
Cryptococcus neoformans from HIV-infected 
patients: 

Cry~tococcus neoformans is a yeast that causes 
seri~us pulmonary infection in between 5-10% of 
patients with AIDS. Like oral candidosis, recurrence of 
cryptococcosis is very common and yet effective tools 
to investigate the epidemiology of this organism have 
not ~een available. Usi ng the expertise and 
technology developed for investigating populations of 
oral Candida from Irish HIV and AIDS patients, the 
groue have analysed five pairs of C. neoformans 
isolates, (one isolate of each pair recovered at 
separate clinical evaluations), from five separate AIDS 
patiints attending the Charring Cross Hospital. 
Lon on. Using a combination of DNA fingerprinting 
and CR fingerprinting with oligonucleotide probes the 
group were able to clearly demonstrate reinfection 
with novel strains in the case of three of the patients 
cone rned. This was the first time that reinfection 
with novel strains of C. neoformans had been 
demonstrated in patients with recurrent infection. 
These studies demonstrated the versatility of the 
tech?ology developed by the group for studying oral 
cand' dacies and its applicability to other opportunistic 
fungal pathogens of HIV+ and AIDS patients. It is 

proposed to continue these studies and perform more 
extensive analyses on larger groups of isolates, 
including isolates from Irish HIV- infected patients. 

vii Summary data on opportunistic virus infection 
in Irish HIV-individuals 

Considerable work has been undertaken towards 
understanding the association between Oral Hairy 
Leucoplakia (OHL) and Epstein Barr Virus (EBV) 
infection but many questions about the aetiology and 
pathogenesis of OHL remain unanswered. In considering 
the aetiopathogenesis of OHL, it is possible that EBV 
is merely a "passenger" virus, which under conditions of 
immunocompromise productively superinfects normal 
oral mucosa or the pseudo-OHL lesion. EBV may be 
detected in the oropharynx of HIV-seropositive patients 
who do not have OHL, and absence of detectiqn of a 
latent pool of EBV by in situ hybridisation in the deeper 
layers of epithelium suggests lesional superinfection by 
virus shed into the saliva. However, it may be that the 
in situ hybridisation tech nique is insufficiently 
sensitive to detect a small number of tightly latent, 
episomal, cytoplasmic EBV DNA copies in the superficial 
or deeper epithelial cells compared to abundant nuclear 
target DNA in koiloctye li ke cells where replication of 
the virus takes place. Since in situ hybridisation is not 
sensitive enough to detect latent EBV in OHL biopsy, it 
is intended to use a more powerful approach, by using 
combined in situ - PCR on OHL biopsies to amplify 
latent EBV in the basal layer of epithelium in the 
basal layer of epithelium in OHL tissues. 

The other aspect of the work is to analyse the 
interaction between HIV and cytomegalovirus in AIDS 
brain autopsy tissue. 

Directors: Professor John L. Waddington and Or. Conalllarkin working in collaboration with Or. E. O'Callaghan 
and Or. C. Regan 
Department of Clinical Pharmacology, Royal College of Surgeons in Ireland and St. John of God 
Psychiatric Services, Cluain Mhuire Family Centre, Co. Dublin. 

OBJEmVE 

Establishment Dote: 
... 

1st July 1991. 

Professor John L. Waddington 

The purpose of the Unit is to pursue clinical, 
biological and other relevant research into the 
etiology and pathophysiology of schizophrenia; it will 
have a particular (but not exclusive) focus on the 
neurodevelopmental hypothesis of the disorder. The 

Unit has as a major objective the concerted 
application of refinements of clinical and 
epidemiological procedures, of the most up-to-date in 
vivo neurochemical and molecular biological 
approaches to the delineation of putative etiological 

-
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and pathophysiological processes. The approach 
selected stems from the belief that only such an 
etiologically and pathophysiologically based programme 
has the potential to identify ultimately new modes 'of 
treatment and prevention, and thus to alleviate the 
enormous personal, social and economic consequences 
of this most debilitating of human disorders. 

Progress to: 31 December 199 5 
Work has progressed on a number of research fronts 
as follows: 

Minor physical anomalies. 

The team have found craniofacial dysmorphic features, 
which indicate disturbances in the first half of 
pregnancy, to occur to excess in schizophrenia; 
importantly, this appears to be a general phenomenon 
in schizophrenia rather than one that occurs only in a 
subgroup of patients. 

ii Magnetic resonance techniques. 

In patients, minor physical anomalies were found to 
be associated with abnormalities of brain structure on 
magnetic resonance imaging and with abnormalities of 
brain biochemistry on magnetic resonance spectroscopy. 
New techniques for improved quantification of 
magnetic resonance data are being implemented. 

iii Twin studies. 

A study of monozygotic and dizygotic twin pairs 
progresses and has been broadened to include 
immediate relatives; this is a powerful strategy to 
clarify the relative contributions of genetic and 
environmental factors to early developmental 
disturbances. 

iv 'Schizophrenia-like' psychoses in neurological 
disorders. 

In an ongoing collaboration with Beaumont Hospital, 
an increasing number of patients undergoing surgery 
for temporal lobe epilepsy and follow-up subsequent 
to head injury are being investigated for psychotic 
and other psychiatric symptoms in relation to changes 
in brain structure and function. 

v Psychopharmacology. 

The team have found that among older, hospitalised 
patients followed over a 10-year period, reduced 
survival was associated with the number of 
antipsychoptic drugs given concurrently. 

vi Dopamine receptor characteristics in 
t ransfected cells. 

Cell lines expressing subtypes of dopamine receptor, a 
primary site of antipsychotic drug action, have been 
established. The Dz cell line has been characterised and 
has been shown to be a good model for examining 
cellular events which occur after receptor stimulation. 
Characterisation of the D1 cell line has been initiated. 

vii Neural cell adhesion molecules. 

A brain pathway involved in the processing of sensory 
information has been identified; a molecular 
mechanism associated with activation of this path 
appears to be defective in schizophrenia and to be 
influenced in a positive manner by drugs used to treat 
this disease. These studies provide new insight into 
schizophrenia and a possible new target for the 
development of more efficacious drugs. 



Pharmacoepidemiology and Medicines Evaluation Unit 

Directors: Professor John Feely working in collaboration with Dr. Martin Henman 
Department of Pharmacology & Therapeutics, Trinity College, Dublin. 

Establishment Date: 1st January 1992 . 

... 
Professor John Feely 

OBJECTIVES 
The overall aim is to facilitate improved drug use 
(efficacy and safety) with where appropriate economic 
drug use. 

Progress to: 31 December 1995 

Pharmacoepidemiology Data Base 
I 

A dat base giving details of medicines used in over 
lm prescriptions has been established. The team have 
continued to examine the use of certain categories of 
medicines over the last 10 years in the General 
Medical Services (GMS). In recent years there has been 
a marked increase in the extent of generic prescribing. 
For example the use of unbranded cimetidine (rather 
than branded tagamet) increased from 35% in 1992 
to 77~o in 1994 producing a saving of £0.9m. Similarly 
gene c prescriptions for the leading non-steroidal 
anti-i flammatory drugs doubled from 24 to 47% with 
costs lling from £10.7 m to £8m. It is probable that 
these changes were a response to the 50:50 cashback 
scheme whereby savings on indicative prescribing 
targets could be used to support general practice 
devel1pment. 

A 10 rear comparison of drug use in 1985 and 1995 in 
a larg;· teaching hospital showed that co-amoxiclav 
and c phalosporins had replaced simple, and less 
expen ive, broad spectrum penicillin antibiotics. While 
the routine use of hypnotics had fallen, just over one 
third received a hypnotic, the use of antidepressants 
had risen particularly attributed to the introduction of 
a new class of drug the selective serotonin re-uptake 
inhibitors. Now one patient in five is receiving low 
dose aspirin, in part reflecting the prevalence of 
vascutr disease. This review and a separate survey in 
a lon -stay unit also shows that polypharmacy is the 
norm on average patients receive 6-7 medicines 
when hospitalised. 

Prescribing patterns can be used to estimate morbidity 
and its management in the community. For example in 
the Eastern Health Board area 40% of the eligible 

population will in any month receive a prescription. Of 
these for adults some 25% will be receiving drugs that 
affect the heart and 15-17% (more female than male) 
on psychotropic medicines. On the other hand there is 
a relatively low level of drug usage for 
hypercholesterolaemia. For such medicines that require 
chronic use in any month up to 20% of patients fail 
to collect a prescription emphasising the problem of 
non-compliance during long term. This form of data 
base could help prescribers to get an overview of drug 
use in their patients and help improve rational and 
economic drug therapy. 

Adverse Drug Reaction Reporting 

In a survey of some 200 hospital based doctors in 
Ireland it was found that the majority are unaware of 
the requirements of the National Drugs Advisory Board 
in reporting adverse drug reactions. While generally 
favourably disposed to such a system there is 
considerable uncertainty about the process. 
Unavailability of the appropriate yellow reporting 
cards was identified as the most significant. When 
some 8,000 cards were made freely available there was 
three fold increase in the reporting rate but this was 
not sustained in the long run. Other forms of 
intervention are required to maintain a high level of 
reporting and help detect and remove dangerous 
medicines at an early stage when relatively few people 
have been exposed to the drug. 

-
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Directors: Professor Davis Coakley working in collaboration with Dr. Bernard Walsh, Dr. Michael Rowan, Professor 
Brian Lawlor and Dr. Desmond O'Neill 
Mercer's Institute of Research on Ageing, St. James's Hospital and the Department of Pharmacology, 
Trinity College, Dublin. 

OBJECTIVES 

Establishment Date: 
~ 
Professor Davis Coakley 

1st October 1991. 

The overall aim is to provide data which will 
characterise overall neurotransmitter status in 
Alzheimer's Disease and thereby facilitate treatment
oriented diagnosis, and to facilitate effective service 
organisation and implementation for carers of 
Alzheimer's Disease sufferers in the community. 

Progress to: 31 December 1995 
Work has been progressed in a number of research 
areas as follows: 

The Memory Clinic 

Since it's establishment, 385 patients have been fully 
assessed at the Memory Clinic. At initial assessment, 
neuropsychological testing and physical examination 
of the patient as well as CT Brain Scan, ECG and blood 
screen are performed to delineate the cause of the 
cognitive impairment. A full collateral history, 
including details of activities of daily living, physical 
self-maintenance and behavioural data is obtained 
from a care giver. 

Based on the assessments, a diagnosis is made. 220 
subjects have been diagnosed as Alzheimer's Disease 
(AD} and 65 as Vascular Dementia. The remaining 
patients fall into miscellaneous categories including 
Parkinson's Disease Dementia and Depressive 
Pseudodementia. 

Each fami ly is offered a 'Family Meeting' after the 
initial assessment. At this meeting, attended by the 
multidisciplinary team (doctors, psychologist, research 
nurses and social worker) the diagnosis is explained to 
the family and details are given to them of services 
available for persons with Alzheimer's Disease. The 
family members are given an opportunity to discuss 
the diagnosis with the team and are invited to 
approach any member of the multidisciplinary team 
again at any stage. 

Repeat annual assessments are performed on patients 

with probable Alzheimer's Disease in order to (i) 
confirm the diagnosis, (ii) monitor progression of the 
disease, (iii) lessen behavioural disturbance and (iv) 
identify subjects who may benefit from therapeutic 
intervention. Thus far 316 subjects have had two or 
more assessments at the memory clinic. 

A questionnaire was administered to 100 consecutive 
family members accompanying patients with 
diagnosed Alzheimer's Disease to the Memory Clinic to 
determine thei r attitudes to the disclosure of the 
diagnosis. 

Only 17% of family members said that the patient 
should be told their diagnosis; 830fo said that they 
should not. In contrast, 720fo of family members would 
avail of a predictive test for Alzheimer's Disease. 

Results from using the Schedule fo r the Evaluation of 
Individual Quality of Life (SEIQoL) to assess the 
quality of life of patients and their primary carers 
indicated that care giver burden and well-being are 
closely related to patient behaviour dysfunction. 
Interventions which specific ally reduce care giver 
stress and improve their behaviour management skills 
have been shown to impact positively on care giver 
quality of life. These findings emphasised the need for a 
direct intervention to improve carer coping ability 
resulting in the establishment of the Dementia Carer 
Training Programme which is run in association with the 
Unit. A longit udinal study of care givers attending the 
programme has shown the beneficial effects of a 
supportive programme in improving the quality of life of 
carers, and in delaying the institutional care of sufferers. 

ii Neuronal/Neurotransmitter Probes in Animal 
Models of Alzheimer's Disease 

The ability of different types of drugs to affect models 
of the synaptic disruption in Alzheimer's Disease brain 
continued to be investigated. Baseline glutamergic 
transmission in rat hippocampus and plasticity at 
these synapses was studied using electrophysiological 



tech iques both in vivo and in vitro. N-methyl-D
aspartate receptor antagonists blocked IS-amyloid 
induced delayed reduction in baseline transmission but 
did not affect IS-amyloid induced attenuation of 
plast1city at these synapses. The latter effect was, 
howerer, prevented by pretreatment wi th a 
cholinesterase inhibitor, thus implicating different 
mechanisms for these effects. The possible roles of 
nitric oxide and metabotropic glutamate receptors 
were also examined using novel selective ligands for 
the n~uronal isoform of nitric oxide synthase and for 
different sybtypes of metabotropic glutamate 
receptors. The present evidence points to the need for 
a multi-pronged approach if effective strategies which 
may ~ffect disease symptoms and progression are to 
be developed. 

iii The Hypothalamic-Pituitary-Adrenal (HPA) 
Axis in Alzheimer's Disease 

The study of the hypothalamic pituitary adrenal (HPA) 
axis has suggested that the prevalence of HPA 
hyperactivity increases with disease progression. If 
this is confirmed by ongoing work at the Unit, it 
raiseslthe possibility that interventions, 
pharmacological and/or behavioural, directed at 
counteracting HPA hyperactivity may have a 
therapeutic role in Alzheimer's Disease. 

The H~' A axis as a prognostic marker has also been 
exami ed in very mild Alzheimer's Disease and found 
that PA axis dysfunction is predictive of more rapid 
progression of Alzheimer's Disease. 

iv ~he Utility of Evoked Potential 
~eurotransmitter Probes and 
Neuropsychological Tests as Diagnostic 
and Treatment Predictive Instruments 
ir Alzheimer's Disease 

The team have demonstrated only limited success for 
event~related potential (ERP) and flash visual evoked 
potential (FVEP) latencies in discriminating AD 
patients with very mild dementia from healthy 
contro s. However EPs may usefully be combined with 
other lectrophysiological, neuropsychological and 
clinical data. 

Novel 'P300' EP paradigms have been developed and 
tested for evaluating mild cognitive impai rment and 
have expanded the use of evoked potential measures 
by combining them with specific neuropsychological 
tests have demonstrated high discriminatory power in 
the diagnosis of AD. 

It has been demonstrated that P300 latency becomes 
more delayed with increasing dementia severity. The 
findings support the theory that P300 latency provides 
a non-invasive, objective marker of change in 
cognitive function. 

The team have validated and made recommendations 
for the improvement of various clinical and 
neuropsychological tests, including the Delayed Word 
Recall Test, Word Fluency Tests and ischaemic Scales 
for use as diagnostic instruments in the early and 
accurate diagnosis of AD. 

v Screening for Dementia and Mental Illness in 
the Community 

The Alzheimer's Disease Unit is continuing a 
community based study of the prevalence of dementia 
and mental illness in the community using the AGECAT 
system in collaboration with Dr. A. Radic of the HRB. 

Up to 31st December 1995, 1250 individuals on the 
patient lists of three group general practices in the 
hospital catchment area have been screened. 
Additional elements have been added to the Screening 
programme including the Modified Mental State 
Examination, Physical Health History, and a study of 
life Events and Social Support Networks. A one year 
follow-up of all cases of depression and dementia is 
continuing, with patients being seen and followed up 
by a psychiatrist from the Unit to confirm the 
diagnosis. 

-
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The Health Research Board administers two 
mental health information systems: 
the National Psychiatric In-Patient Reporting 
System (NPIRS) and the Westmeath/ Roscommon 
Psychiatric Case Register. 

National Psychiatric In-Patient Reporting System 

The central activity of the mental health section of 
the Health Research Board is the maintenance of two 
psychiatric databases; the National Psychiatric In
patient Reporting System (NPIRS) and the Westmeath 
I Roscommon Psychiatric Case Register. The NPIRS 
collects information on all admissions to and 
discharges from public and private psychiatric 
hospitals and units around the country. These data are 
collated and analysed for presentation annually in "The 
Activities of Irish Psychiatric Hospitals and Units", the 
most recent report being that for 1994. There were 
over 26,000 in-patient psychiatric admissions in 1994, 
27% of these being first ever admissions. The steady 
increase in psychiatric admissions from the 1970s to 
mid-eighties seems to have stopped. The peak appears 
to have been in 1986 when the rate of admissions was 
853.5 per 100,000 population. The rate of admissions 
for 1994 was 753.7. Over half of all admissions were 
for males (550fo). Depressive disorders accounted for 
270fo of all admissions followed by alcoholic disorders 
and schizophrenia each accounting for 21%. Most 
admissions were short, with 29% of discharges 
occurring after Less than one week in hospital. A 
change in the use of psychiatric inpatient services 
seems to have occurred in the Last three decades, with 
less than 50% of all admissions in 1965 lasting for 
less than one month while nearly three-quarters of all 
admissions (71%) now Last for Less than one month. 

Case Regist er 

The Psychiatric Case Register commenced in 1973 with 
counties Carlow, Westmeath and Roscommon. In 
recent years CarlowjSouth Kildare has ceased reporting 
to the register which is in effect currently a two 
county register. The register has been used extensively 
in conjunction with some of the studies listed. 
particularly so in the case of the Roscommon Family 
Study of Schizophrenia. From an administrative and 
service delivery point of view a detailed report from 
the register will shortly be appearing. Unlike NPIRS 
which is event-centred the case register is patient
centred with each patient registered when they first 
come into contact with the psychiatric service, and all 
their subsequent contacts both in-patient and out
patient being recorded. 

Cost of Depression 

Data from both the National Psychiatric Inpatient 
Reporting System and the Westmeath/ Roscommon 
Psychiatric Case Register were used in a study which 
estimated the cost of depression in Ireland. The direct 
costs of depression to the health service are estimated 
as in excess of £42 million, with in-patient stay in 
public psychiatric hospitals and units accounting for 
almost 50% of this. It is planned to undertake further 
similar analysis of both the NPIRS and case register 
data. The mental health section was commissioned to 
prepare a report on "The profile of mental disorders in 
the Irish elderly" for the National Council for the 
Elderly, which will be completed in 1996. This 
illustrates the variety of uses for data from NPIRS and 
the Case Register which will be further expanded in 
the coming years. 

National Psychiatric Inpatient Reporting System -
Ireland 1994. 

All Discharges - l ength of Stay - Percentages 

3 Months 
• 1 Year 

4% 



The Iri~h-US 
Collaborative research 
team 1ha are studying 
the causes and 
prevention of birth 
defects of the central 
neNous system -
Professor Steven 
Whitehead, Professor 
Oanal Weir, Professor 
John Scott (all TCO), 
Or. Peadar Kirke, HRB, 
and Or. James Mills, US 
Nationbl Institute of 
Child +alth and 
Human Development. 

... 
Her Excellency Mrs. 
Jean Kennedy Smith, 
US Ambassador to 
Ireland pictured with 
Professor John Scott, 
Trinity College and Or. 
Peader Kirke, HRB at 
the announcement of 
the award of a new 
research contract from 
the US National 
Institute of Child 
Health and Human 
Development. 
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There are stm so many unknowns about the 
determinants of health service performance that a 
research agenda must be an integral part of every 
reform initiative. Research and development can 
make key contributions to the development of a 
knowledge-based service. limited resources and ever 
increasing demands for services combine to make 
the achievement of good value for money - economy, 
efficiency and effectiveness - critical for every 
health service manager. A strategy to ensure that: 

priorities are set in a participatory manner, 

projects respond to the most pressing national 
problems, 

explicit bridges are built between researchers and 
decision makers for the optimal use of results, is 
vital. 

By its nature Health Services Research is a 
multidisciplinary activity. Successful applications 
generally come from teams combining, as appropriate, 
expertise in clinical research, epidemiology, public 
health, statistics, health economics, health psychology 
and medical sociology along with the therapy 
professions, such as nursing and the paramedical 
professions. However, it is often the case that 
applications for Health Services Research grants which 
emanate from experienced research groups are declined 
because they do not incorporate the relevant disciplines 
required. 

In line with its corporate strategy to foster new 
developments in Health Services Research, the Board 
has been operating a number of pilot initiatives aimed at 
stimulating research in this field. The overall objective 
being to encourage the number of fundable applications. One 
such scheme is the Co-operative Project Grants scheme 
which requires a matching funds commitment. Examples 
of some of the pilot studies completed under this 
scheme in recent years are as follows: 

1991 

"Hepatitis B in the Non-residential Mentally 
Handicapped Population" Dr. John Devlin, Eastern 
Health Board. 

"Assessment of Outcome in Patients Requiring Multiple 
Joint Replacement for Advanced Rheumatoid Arthritis" 
Dr. Eva Doherty, St. Vincents Hospital. 

"A Study of Child Psychiatric Outpatients; Psychosocial 
Stress Access and Performance" Dr. Michael Fitzgerald, 
Child and Family Centre, Ballyfermot. 
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"Study of Health Care in Patients attending General 
Practitioners within the Catchment Area of St. 
Vincents Hospital" Professor Noel Hickey, St. Vincents 
Hospital. 

"Age Specific Vulnerability to Measles, Mumps and 
Rubella in Irish Children" Dr. Howard Johnson, 
Community Care Office Area 2, Eastern Health Board. 

"An Epidemiological Study of Tumours in Fish Farm 
Workers" Dr. Emer McHale, Western Health Board. 

"Study on Geriatric Nutrition" Dr. Brian McLaughlin, 
Trinity College. 

"Refusers of Adult Day Services for the Mentally 
Handicapped: A Family Intervention Programme" Dr. T. 
O'Callaghan, Stewarts Hospital. 

1992 

"Outcome of Head Injury: An Audit and a Pilot Study 
of the Neurological and Psychological Correlates of 
Differing Mechanisms of Injury" Ms. Anne Hickey, 
Royal College of Surgeons in Ireland. 

"A Study of Young Chronic Sick in Acute Hospitals in 
the Dublin Area" Dr. Raymond P. Murphy, Adelaide 
Hospital. 

"A Pilot Study of Comparative Reproductive Outcomes 
after Treatment for Cervical Intraepithelial Neoplasia" 
Professor Walter Prendiville, Coombe Lying in Hospital. 

1993 

"Evaluation of Attitudinal Research Methodologies" 
Dr. Ricca Edmondson, University College Galway. 

1994 

"Changes in the Epidemiology of Childhood Hearing 
Impairment, & Hearing Aid Fitting Trends in Ireland 
1984-1993; Implications for Service Providers" Mrs. 
Theresa Pitt, National Rehabilitation Board, Kilkenny. 

"A Study of the Level of Knowledge re AlcohoL Drugs 
and Sex and also a Review of Sexual Behaviour in 
Students in Second Level in Galway City and County" 
Dr. Emer MacHale, Western Health Board. 

"An Investigation into the Circumstances of People 
with Multiple Sclerosis in the Southern Health Board 
Region" Mr. Michael Shemeld, Multiple Sclerois 
Society, Cork. 

"Hypothyroidism in Ireland: Prevalence and 
Pathogenesis" Dr. P.A. Smyth, University College Dublin. 

Studies funded under this Scheme in 1995 will be 
listed in the H. R. B's 1996 Annual Report 



T h' current range of activities in this area relate 
maint)' to studies undertaken by senior staff 
employed directly by the Board. Several of the 
studies provide a national input to programmes 
beini co-ordinated by the European Union. The 
existi g activities may be broadly classified as 
follo s: 

Mental Health Studies 

Studies of Drug Misuse 

Perinatal Epidemiology and Child Health 

j ental Handicap Studies 

More specific information of the current status of 
these studies is outlined below. 

f'l1ental Health Studies 
Dr. D. Walsh, MB, DPM, FFCM, FFCMI, FRCPsych, 
FRCPI. 
Ms. F. Keogh, BA, Dip. Stats, Cert, Health. Econ 
"fs. A. Duffy, B.Soc. Se. 

The Roscommon Family Study 

Several publications appeared in reputable 
scientific journals during the year on the further 
findin~s from the Roscommon Family Study. This study 
has prfvided important insights into the clinical, 
epidemiological and familial aspects of schizophrenia 
and related disorders. The study involved the 
identification of approximately 285 cases of 
schizo~hrenia from the Roscommon Psychiatric Case 
Registtr, a random sample of cases from the register 
with a clinical diagnosis of severe affective illness 
numbe~ed 99 and a matched random sample of 
Rosco mon residents ascertained from the electoral 
registe

1
, a number of 150. Face to face structured 

interviews were conducted with 86% of traceable 
living relatives of which there were 1, 753 and 880Jo of 
tracea~le living probands of which there were 415. 
The lif time risks of developing schizophrenia in the 
first d gree relatives of schizophrenic probands were 
6.5% rompared with a risk of 2.8% in psychotic 
affective illness probands and of 0.6% in non
psychotic affective illness probands and of 0.6% in 
non-psrchotic affective illness probands and 0.5% in 
contra[ probands. These results supported the 
conclusions that schizophrenia is a strongly familial 
disorder, and shares a familial disposition with a 
number of schizophrenia-like syndromes collectively 
called the schizophrenia spectrum disorders and with 
psychotic effective illness. The study also addresses a 

variety of other issues of importance, too numerous to 
report on here. Interested parties however may like to 
pursue the matter further in the bibliography of 
publications from the study to date. 

The Genetic Epidemiology of Schizophrenia 

This all Ireland study involving primarily the 
Health Research Board and the Medical College of 
Virginia in the United States incorporated also a 
Department of Psychiatry at Queen's University, Belfast 
in the identification of families multiply affected by 
schizophrenia in an attempt to discover the 
chromosomal locus for the disorder. This study, the 
Irish Study of High-Density Schizophrenic Families 
contained 1,408 individuals and 265 systematically 
ascertained, multiplex schizophrenic pedigrees 
collected in Ireland and Northern Ireland. All 
individuals numerated in the study were systematically 
interviewed as to mental health status through the 
use of standardised clinical interview instruments. In 
addition blood samples were taken from all of them 
for genetic analysis. To date a major positive finding 
from the study has been evidence for a vulnerability 
locus for schizophrenia on chromosome 6. This locus 
appears to influence vulnerability to schizophrenia in 
approximately 15-30% of the pedigrees studied. 
Certain other more limited studies, have replicated 
this finding and led to much excitement among 
workers searching for the genetic origins of 
schizophrenia. Our work in this area continues using 
newer, more refined laboratory technology and we 
hope to be reporting further important findings from 
this, the largest sample of pedigrees in individuals 
ever assembled for research of this type. 

WHO Co-ordinated Study on the long-Term Outcome 
of Schizophrenia 

This project, described in some length in earlier 
annual reports continues. Some publications have 
already appeared and others are to follow. Generally 
speaking, the outcome for schizophrenia, although 
still favourable in some cases would seem to have 
improved among later cohort groups this century in 
the developed world. However outcome in the 
developed countries is less encouraging than in 
developing countries. 

Mental Health Evaluation in the Community 

This project which is being conducted in the St. 
Loman's Psychiatric Service of West Dublin continues. 
Sixty six patients have been included from the Dublin 
centre, which is one of 12 European centres taking 

-



part in this study. The second and third follow-up inte!Views 
of these patients wiLL be completed by mid-1996. 

Suicide and Depression 

Our survey of suicide in Co. Kildare for the years 
1988-1992 has recently been published and shows that 
compared with the earlier five year period suicide in 
this county has doubled. This disturbing t rend is in 
keeping with national findings which has led the 
Minister for Health to set up a Working Party on 
Suicide Prevention on which this Board is represented. 

The Health Research Board has carried out a 
study of the use of secure and locked faci lities, 
including the extent of intensive nursing care, in Irish 
psychiatric services on behalf of a Department of 
Health Working Party on the need for secure residential 
accommodation for the severely mentally ill. 

Studies of Drug Misuse 
Dr. K. O'Higgins, M.Sc., PhD. 
Ms. M. O'Brien, B.A., Dip. Stats. 

The National Drug Misuse Database 

The National Drug Misuse Database became 
operational from the beginning of 1995. Data from an 
additional 53 treatment centres have now been 
included in the database. The setting up of this 
database fulfils one of the main recommendations of 
the Government Strategy to prevent Drug Misuse. That 
Strategy had been produced by the National Co
ordinating Committee on Drug Misuse in 1991. A 
reconstituted National Committee was set up in 
December, 1995 and Dr. Kathleen O'Higgins is 
representing the Health Research Board on the 
Committee. 

The Dublin Drug Treatment Reporting System 

Treated Drug Misuse in the Greater Dublin Area -
Report for 1994 was published by the Board in 
November, 1995.' The main points emerging from that 
report were: 

As regards the socio-demographic characteristics of the 
clients: 
• an estimated 2,702 persons received treatment for 

drug misuse in 1994; 
• the number of clients who presented for treatment 

for the first time ever during 1994 was 1,150; 
• as in other years the vast majority of the clients (this 

time almost 80 percent of the clients) were male; 
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• most clients (92 percent) were aged between 15 and 
39 years; 

• almost seven out of ten still lived in their family of 
origin; 

• eighty-four per cent were unemployed; 
• one third had left school before the official school 

Leaving age of 15; 
• in 1994 twenty-seven per cent of the clients lived in 

the inner-city. 

Concerning problem drug use, of the clients receiving 
treatment in 1994; 
• eighty-two per cent were using opiates (mainly 

heroin) 
• almost seven out of ten clients had injected their 

primary drug; 
• of those who had ever injected their drugs, more 

than seven out of ten were injecting at the time of 
treatment. However, less than one in five were 
sharing equipment 

• significant differences were observed between males 
and females on a number of variables. Females were 
less likely than males to be Living in their families 
of origin, proportionately more likely to be living 
with a drug misusing partner than were males and 
were found proportionately more likely to be sharing 
~njecting equipment. 

The Dublin Drug Misuse Database as Part of the 
Multi-city Study 

The Drug Section continued its involvement in 
the Multi-city Study of Drug Misuse, in collaboration 
with the Pompidou Group of the Council of Europe 
with the objective of improving the quality, usefulness 
and comparability of indicators of drug misuse. The 
second pilot of the study of drug related non-fatal 
emergencies, one of the indicators being used, was 
undertaken in conjunction with the Council of Europe 
and cities also undertaking this study are Amsterdam, 
Barcelona, Lisbon, Lyon, Athens, Budapest and 
Valetta. A fina l report is expected in late 1996. 

Other European Developments 

Now that the technical infrastructure for the 
Irish focal point has been satisfactorily set up for 
1995 through REITOX, the Health Research Board, as 
the Irish focal point for the European Monitoring 
Centre for Drugs and Drug Addiction (EMCDDA), 
continued to be involved in the planning of the 
projects of the monitoring centre. The adoption in 
mid-November 1995 of the 1996 work programme and 
of the 1995-1996 operating programme marked the 
true commencement of the implementation of the 



tasks, set for the Agency by its Regulation. During 1995 
the Drug Section completed the two tasks assigned to 
it by the EMCDDA, the first was the production of a 
detailed description of the existing information 
structure on drugs in Ireland, the role of the national 
Foca~ Point in this context, in particular the network of 
insti~utional and non-institutional partners co
operating with it and the evaluation of the information 
needs of this network. The second task involving the 
Drug ~ection was the compilation of a detailed 
inven~ory, standardised and systemised, of the 
information sources (including a statement of the data 
not available), also called "Information Map". While 
no other projects were undertaken during 1995, a call 
for pr:oposals to the National Focal Points was made 
between October 1995 and January 1996. This call was 
aimed at replying to the third priority of the work 
programme - the implementation of data and 
inforfllation collection measures by the REITOX 
netw~rk. A number of projects were selected to be 
undeltaken during 1996 and 1997. The Irish focal 
point will be expected to co-ordinate one of these 
projects and to have an active involvement in at least 
seven of the fourteen projects with a passive 
involvement in the remainder. 

1 O'Higgins, K and M. O'Brien: Treated Drug Misuse 
in the Greater Dublin Area. Report for 1994. 
Dublin: The Health Research Board, 1995. 

Perinatal Epidemiology and Child Health 
Dr. P. Kirke, MB, FFPHMI, FFPHM.MSc., 
DCH.D.Obst. 
Ms. H. Burke, B.Soc.Sc. 

The A~tiology and Prevention of Neural Tube Defects 

The collaborative research between the Health 
Reseafh Board, Trinity College, Dublin, University 
Colleg Dublin and the National Institute of Child 
Healt and Human Development of the United States 
National Institutes of Health on neural tube defects 
(NTDs) continued during 1995. Important research 
findinps were reported in three major publications.•·} 
It wasbfound that an abnormality in homocysteine 
metab lism was present in women who gave birth to 
children with NTDs. ' This is further evidence for a 
metabplic block being involved in the aetiology of 
NTDs and points the finger at enzymes involved in 
homocysteine and folate metabolism. The gene for 5, 
10 methylenetetrahydrofolate reductase, an enzyme 
important in homocysteine metabolism, was studied in 
relation to NTDs. 7 To determine the frequency of the 
allele for the abnormal thermolabile form of the 

reductase enzyme, blood sa mples were collected from 
people with NTDs and normal controls. Of 82 people 
with NTDs, 15 (18.3%) were homozygous for the 
abnormal thermolabile allele. This was significantly 
higher (p=0.01} than the rate of 6.1% in the control 
population. This is the first specific genetic 
abnormality to be identified in NTDs.z Researchers 
have assumed that spina bifida and other NTDs were 
caused by the interaction of genetic and 
environmental factors. This study provides direct 
evidence of a genetic explanation for spina bifida and 
suggest the mechanism whereby an environmental 
factor (folate availability) interacts with the genetic 
factor to produce the condition. Taking extra folic acid 
helps to overcome the aberrant enzyme thereby 
preventing spina bifida. Finding this gene is likely to 
lead to other important discoveries. The research team 
believes that other genetic defects will be found that 
will explain other NTDs. It is estimated that 13% of all 
NTDs in Ireland are attributable to this genetic factor 
but because up to 75% of NTDs are considered to be 
folate-related, it seems likely that other abnormalities 
in folate metabolism are relevant in NTD causation. 

Another study examined different strategies to 
implement recent findings that taking folic acid 
before, and during the early stage of pregnancy, can 
substantially reduce a woman's risk of having a child 
with an NTD1

• Using blood samples from women 
attending the three mai n Dublin maternity hospitals 
we found, for the first time, that the level of folate in 
red blood cells in early pregnancy was closely related 
to the risk of NTD. For example, women with the 
lowest levels of folate in their red blood cells had the 
highest risk of having a child with an NTD. That 
relationship was used to develop an optimal strategy 
to prevent these conditions. It is estimated that a 
48% reduction in the number of NTD babies being 
born was theoretically achievable with an increased 
population intake of 0.4 mg per day of folic acid. This 
daily amount of folic acid is currently recommended in 
Ireland and internationally to prevent these birth 
defects and we found that greater daily intakes would 
have little extra benefit. Fortifying foods with folic 
acid (adding folic acid to a com monly used basic food 
such as flour) would be more effective than 
supplementation with tablets in reducing the number 
of babies born with these conditions. Other studies 
have shown that few people are aware of the 
recommendations, and for those who are, they need to 
be motivated to comply. The findings of this study are 
of special interest in the United States where it has 
recently been decided to fortify all flour products with 
folic acid to prevent NTDs. 
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This study has shown that women with low folate 
levels are at high risk of having an NTD baby and the 
fi ndings now allow such high risk women to be 
identified with a si mple blood test. Serious 
consideration should be given to implementing 
opportunistic screening by the general practitioner of 
women planning pregnancies. If women with low red 
cell folate levels (less than 150 microgrammes per 
litre) were identified and supplemented, their NTD risk 
could be reduced by almost 90 per cent. 

While the accepted lower limit of the normal 
range fo r red cell folate is 140 microgrammes per litre, 
the researchers found an eightfold difference in risk 
between those with red cell folate levels less than 150 
microgrammes per litre compared to those with levels 
of 400 microgrammes per litre or higher. Views on what 
may constitute a desirable level of red cell folate may 
have to change radically on the basis of these results. 

Following the success of the collaborative 
research programme between the Health Research 
Board, Trinity College Dublin and the National Institute 
of Child Health and Human Development (NICH D), a 
second contract worth $0.7 million was awarded by the 
NICHD in November 1995 to the Health Research Board 
in conjunction with Trinity College Dublin. This 
contract will fund another two year study on the 
causes and prevention of neural tube defects with 
special reference to the underlying biochemical and 
genetic mechanisms. The principal investigators on this 
important project are Dr. Peadar Kirke of the Health 
Research Board, Professor John Scott at Trinity College 
Dublin and Dr. James Mills at NIH. 

1 Mills JL, McPartlin JM, Kirke PN, Lee YL, Conley MR, 
Weir DG and Scott JM. Homocysteine metabolism 
in pregnancies complicated by neural-tube 
defects. Lancet 1995; 345: 149-151. 

2 Whitehead AS, Gallagher P, Mills JL, Kirke PN, 
Burke H, Molloy AM, Weir DG, Shields DC and Scott 
JM. A genetic defect in 5,10 
methylenetetrahydrofolate reductase in neural 
tube defects. Quarterly Journal of Medicine 1995; 
88: 763-766. 

3 Daly LE, Kirke PN, Molloy A, Weir DG and Scott JM. 

-

Folate levels and neural tube defects -
implications for prevention. Journal of the 
American Medical Association, 1995, 274: 1698-
1702. 

Mental Handicap Studies 
Ms. F. Mulvany, B, Soc, Se. 

Intellectual Disability Database 

In November 1995, the Health Research Board 
appointed a Social Researcher to work on the 
Intellectual Disability Database. This national 
Database was established by the Department of 
Health, in conjunction with the Health Boards and the 
voluntary agencies providing services to people with 
mental handicap. The objectives of the Intellectual 
Disability Database are to: 

• provide accurate numbers fo r information and 
planning purposes 

• estimate prevalence, establish trends and to enable 
epidemiological research 

• determine and highlight urgent needs in a manner 
which facilitates planning and the co-ordination of 
service provision, and 

• provide data for research purposes and for the 
production of a National Census. 

The database includes demographic information, 
details of current service provision and the future 
service needs of people with mental handicap. The 
primary role of the Social Researcher is to analyse the 
information on the database. The initial work entails 
the development of a validation process that is 
designed to ensure the accuracy and 
comprehensiveness of the data. Completion of these 
tasks involves close co-operation between the Health 
Research Board, the Mental Handicap Services Division 
of the Department of Health and the Health Boards. 
Regular reporting of data from the database is 
envisaged in the form of research publications and an 
Annual Report. 



INCOME AND EXPENDITURE ACCOUNT BALANCE SHEET 

for the year ended 31st December, 1995 as at 31st December, 1995 

1995 1994 1995 1994 
IR£ IR£ IR£ IR£ 

Incom~ Fixed Assets 
Departl)lent of Health Tangible Assets 346,813 297,840 
Rev~ue Grant 2,505,000 2,303,000 

Projec Undertaken for the Current Assets 
Department of Health 95,610 Debtors 169,523 224,153 

External Research Funding 484,326 465,163 Investments 931,109 771,280 
Other Ircome 311 642 Cash at Bank and on Hand 24,143 232,834 

3,085,247 2,768,805 1,124,775 1.228,267 

Creditors: Amounts falling due 
Expenditure within one year 593,040 351.762 
General Research 1,755,066 1.453,976 
Special Research Units 476,522 254,609 Net Current Assets 531,735 876,505 
Research Staff at Trinity .College, 

Dublin 92,206 116,163 
Pensions Paid to Retired Net Assets 878,548 1,174,345 

Members of Staff 105,3 72 49,826 
Administration Costs and General Reserves 

Overheads 392,356 304,443 Accumulated Surplus on 
Projects Undertaken for the Income & Expenditure Account 531,735 876,505 

Department of Health 95,105 
Capital Fund 346,813 297,840 Externally Funded Research 

Projects 449,664 430,646 
878,548 1,174,345 

3,366,291 2,609,663 

Operati g (Deficit)/Surplus (281,044) 159,142 

Interes~ Receivable 31,031 35,392 
Transfer to Capital Fund (94, 757) (42,079) 

Retained (Deficit)/Surplus 
for the Year (344,770) 152,455 

NOTE: This is an extract from the accounts that hove been audited by the Office of the Comptroller and Auditor General. 
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The Executive of the Health Research Board 

Chief Executive 
V. O'Gorman, BSc. PhD, MICI, 

CChem, FRSC, MIWEM 

Secretary 
J. O'Gorman • 
C. Cronin, B.Comm., ACA .. 

Mental Health Studies 
D.Walsh, MB, DPM, FFCM, FFCMI. FRC.Psych, FRCP!. 
F. Keogh, B.A., Dip. Stats. Cert Health Econ. 

A. Duffy, B.Soc.Sc. 

Alzheimer's Disease Research Unit 

A. Radic, MB., FFCMI. 

Perinatal and Child Health Studies 
P. Kirke, MB, FFPHMI, FFPHM.MSc, DCH.D.Obst. 

H. Burke, B.Soc.Sc. 

Drug Reporting Unit 
K. O'Higgins, M.Sc. PhD. 
M. O'Brien, B.A., Dip. Stats. 

•Until September, 1995 

.. From October 1995 

Special Committees of the Board 1995 

Cardiovascular Diseases 
Professor M. Murphy, Chairman, Professor E. O'Brien, 

Dr. K. Daly, Professor I. Graham, Dr. A. Keenan, 
Professor A. Johnson, Dr. E. Shelly., Or. A. Allshire, 

Professor D. FitzGerald, Dr. N. O'Meara. 

Cell Biology 
Professor J. Scott, Chairman, Dr. D. Croke, Professor. T. 
Cotter, Professor M. Clynes, Professor S. Whitehead, Dr. 
T. McCarthy, Dr. D. Kelleher, Dr. 0. Fitzgerald, Professor 

B. Harvey, Dr. H. Loughrey. 

Dental Sciences 
Dr. H. Whelton, Chairman, Dr. R. O'Sullivan, Professor 

D. O'Mullane, Dr. S. Flint, Dr. D. McCarthy, Dr. D. 
Burden, Dr. F. Houston, Mr. T. Holland, Dr. S. O'Hickey. 

-

Epidemiology and General Practice 
Professor C. Kelleher, Chairperson, Dr. L. Daly, Professor 

G. Bury, Professor W. Shannon, Dr. S. Allwright. Dr. S. 

Ryan, Dr. M. Codd, Dr. P. Kirke, Dr. Z. Johnson, 

Professor B. Herity. 

Gastroenterology 
Professor C. F. McCarthy, Chairman, Dr. A. Baird, 
Professor. J.K. Collins, Dr. J. Hegarty, Professor W. 
Kirwan, Dr. F. Stevens, Professor C. O'Morain, Professor 

F. Shanahan, Dr. C. O'Farrelly, Professor B. Drumm. 

Health Services Research 
Dr. M. Wiley, Chairperson, Or. M. Boland, Or. J. Barry, 

Dr. J. Oevlin, Mr. D. Doherty, Ms. M. Dwyer, Professor 
J. Feely, Professor C. Kelleher, Dr. R. Barrington. 

Immunology and Pathology 
Professor J. Scott, Chairman, Professor T. Cotter, 
Professor P. Dervan, Professor C. Feighery, Professor N. 
Parfrey, Dr. A. Whelan, Dr. S. Kennedy, Dr. K. Mills, 

Professor P. Toner, Or. D. Reen, Secretary. 

Metabolism and Endocrinology, 
Professor T.J. McKenna, Chairman, Professor P. Collins, 
Professor B.J. Ferris, Dr. J.Gosling, Dr. L. O'Neill, Dr. J. 
O'Donnell, Dr. J. O'Hare, Dr. B. Buckley, Dr. R. Freaney, 

Professor M. Gi bney. 

Microbiology and Virology 
Professor M. FitzGerald, Chairman, Professor J. K. 
Collins, Dr. B. Cryan, Dr. L. Fenlon, Professor C. Keane, 

Dr. E. Smyth, Dr. K. Butler, Dr. G. Corbett-Feeney, Dr. 

A. Moran, Professor C. Oorman. 

Neurosciences and Mental Health 
Professor B. Lawlor, Chairman, Dr. R. Anwyl, Dr. A. 
Carney, Dr. M. Hutchinson, Professor B. Leonard, Or. C. 
Regan, Professor K. Tipton, Or. B. Mcleavy. Dr. M. Gill, 

Professor J. Waddington, Secretary. 

Oncology and Haematology 
Professor A. Johnson, Chairman, Professor S. McCann, 
Professor M. leader, Dr. D. McCarthy, Professor D. 
McConnell, Or. M. Murray, Professor L. Wakelin, Mr 
G.O'Sullivan, Dr. G. Murphy, Professor D. Hollywood. 

Reproductive Medicine 
Professor T.J. McKenna, Chairman, Dr. J. Carroll, 

Professor R. Harrison, Professor D.M. Jenkins, 
Dr. W.F. Kealy, Professor M. Kane, Professor C.O'Herlihy, 

Professor N. Nevin, Professor B. Sheppard, Dr. E. 

Griffin. 



Resp~ratory Diseases 
Professor M.X. FitzGerald, Chairman, Dr. C.P. Bredin, Dr. 
J.J. Gilmartin, Dr. W. McNicholas, Dr. C.O'Connor, Dr. 

l
.O'Neill, Professor M. Ryan, Professor J. Prichard, Dr. 

. Power, Dr. P. Finnegan. 

HRB Science Degree Scholarships 

Professor J. Scott, TCD, Professor J. Docherty, RCSI, 
Professor J. Bannigan, UCD. 

Health Research Board Representation on 
International Committees 

COMMISSION OF THE EUROPEAN COMMUNITIES 
EU-Biomedical and Health Research Programme 

C()mmittee (BIOMED) 
Dr. J. Oevlin, Department of Health, Dublin 1. 

Dr. J. V. O'Gorman• 

EC Working Party on Medical and Health Research 

cbncerning Drugs (COST) 

Professor J. Feely, Trinity College, Dublin 2. 

EU Healthcare Telematics Working Party l J. V. O'Gorman• 

EUROPEAN SCIENCE FOUNDATION (ESF) 

European Medical Research Councils (EMRC) -
A sub-committee of the ESF 

0! J. V. O'Gorman• 

E F Programme of Fellowships in Toxicology (PGT) 
Or. M. Pugh, University College, Dublin 4. 

ETF European Training Programme (ETP) in Brain and 

srhaviour Research 
Professor B. E. Leonard, University College, Galway. 

W'lRLDJHEALTH ORGANISATION (W.H.O.) 
w!H.O. European Advisory Committee on Health 
R search 
Or. M. Wiley, Economic and Soda/ Research Institute, 
Dublin 4. 

wlH.O. Expert Committee on Mental Health 
Or. 0. Walsh • 

COUNCIL OF EUROPE 
Epidemiology Sub Group (Pompidou Group) 
Or. K. O'Higgins• 

• Health Research Board, 73 Lower Baggot Street, Dublin 2. 

Health Research Board Representation on 
National Committees 

ROYAL IRISH ACADEMY NATIONAL COMMmEE FOR 
CHEMISTRY 

Professor L. Wakelin, St. Luke's Hospital, Dublin 6. 

ROYAL IRISH ACADEMY NATIONAL COMMITTEE FOR 

NUTRITIONAL SCIENCES 
Or. M.J. Gibney, Trinity College, Dublin 2. 

TRAVELLERS HEALTH STATUS PROJECT 
Representative on Advisory Committee: 

Mr. J. O'Gorman• 

Representative on Scientific Committee: 

Dr. P. Kirke•, Dr. J. Barry, EHB 

• Health Research Board, 73 Lower Baggot Street. Dublin 2. 
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Publications 

Mirsky, A., Wolsh, 0., Kendler, K. et al. Analysis of the 
attention deficit in schizophrenia: A study of patients and 
their relatives in Ireland. J. Psychiat. Res., Vol. 29, 1, 23-42. 

Kend/er, K, Neo/e, M. and Wo/sh, D. Evaluating the Spectrum 
Concept of Schizophrenia in the Roscommon Family Study. 
Am. J. Psychiatry, 152,5,749-753. 

Kend/er, K. and Wolsh, D. Gender and Schizophrenia - Results 
of an Epidemiologically-based Family Study. British Journal 
of Psychiatry, 167, 184-192. 

Wolsh, D. and Kendler, K. - reply to Waddington et al. Arch 
Gen. Psychi. 52, p.509. 

Lone, A. Byrne, M. Wolsh, D. et al. Reproductive behaviour in 
schizophrenia relative to other mental disorders; evidence for 
increased fertility in men despite decreased marital rate. 
Acta Psychia. Scand. 91: 222-28. 

Kendler, K. and Wolsh, D. Schizophreniform disorder, 
delusional disorder and psychotic disorder not otherwise 
specified: clinical features, outcome and familial 
psychopathology. Acta Psych. Scan. 91: 370-8. 

Kendler, K. and Wolsh, D. Schizotypal Personality Disorder in 
parents and the Risk for Schizophrenia in Siblings. 
Schizophrenia Bulletin, Vol. 21, 1, 47-52. 

Kend/er, K., Wolsh, D. et al. Schizotypal Symptoms and Signs in 
the Roscommon Family Study. Arch Gen. Psych, 52: 296-303. 

Stroub, R.E., Moc/eon, C. Wolsh, D. et al. A potential 
vulnerability locus for schizophrenia on chromosome 6p24-
22: evidence for genetic heterogeneity. Nature Genetics, 11, 
287-293. 

O'Colloghon £, Wolsh, D. et al. Confinement of Winter Birth 
Excess in Schizophrenia to the Urban born and its Gender 
Specificity. British Journal of Psychiatry, 166, 51-54. 

Wolsh, D., Kend/er, K. et al. Schizotypal symptoms and signs 
in the Roscommon Family Study: their factor structure and 
familial relationship with psychotic and affective disorders. 
Archives of General Psychiatry, 52, 4, 296-303. 

Wo/sh, D., McGouron, 5., Lohan R., Sheehon, J. and O'Donnell. 

B. Suicide in Co. Kildare. Irish Journal of Psychiatry, 16: 7-9. 

Keogh, F. and Walsh D. The Cost of Depression in Ireland. 
Irish Journal of Psychiatry, 16: 10-16. 

Keogh, F. and Wa/sh, D. Activities of Irish Psychiatric 
Hospitals and Units 1994. Health Research Board, Dublin. 

O'Higgins, K and M. O'Bn·en: Treated Drug Misuse in the 
Greater Dublin Area. Report for 1994. Dublin: The Health 
Research Board. 

Mills. J.L., McPartlin J.M., Kirke P.N., Lee. Y.L, Conley. M.R., 

Weir, D.G. and Scott, J.M. Homocysteine metabolism in 
pregnancies complicated by neural tube defects. Lancet 
1995; 345: 149-151 

Whitehead, A.S., Gal/agher, P, Mills, J.L. Kirke, P.N., Burke, H, 
Molloy, A.M., Weir, D.G., Shields, D.C. and Scott, J.M. 

A genetic defect in 5, 10 methylenetetrahydrofolate 
reductase in neural tube defects. Quarterly Journal of 
Medicine 1995; 88: 763-766. 

Daly, L.E., Kirke, P.N., Molloy, A., Weir, D.G. and Scott, J.M. 

Folate levels and neural tube defects - implications for 
prevention. Journal of the American Medical Association, 
1995; 274: 1698-1702. 

Scott, J.M., Kirke, P.N., Weir, O.G., Folate and neural tube 
defects. In: Bailey, L., editor. Folate in Health and Disease. 
New York: Marcel Dekker, 1995: 329-60. 

Kirke, P.N., Scott, J.M . ... Folates and neural tube defects: 
epidemiological studies Teratology 1995; 51: 13A. 



I Research Project Grants Approved by the HRB in 1995 

Research Grants (56) 

GRANrOLDER 

Dr. AsHley P. Allshire 

Dr. Therese Kinsella 

Dr. Alan K. Keenan 

Dr. G. Jpne Farrar et at 

Dr. Mic~ael T. Geraghty 

Dr. Kay Ohlendiech 

I 
o, "''j Lough"'!' 

Professor Brian Harvey 

Or. Damren o·connell & 
Professor Brian Harvey 

Professor Keith Tipton & 
Dr. Michbel O'SuiUvan 

Dr. Bar~ Harrington et al 

Mr. Declln Quinn 

Dr. Fiona Graham 

Dr. Luke Clancy 

DEPARTMENT AND INSTITUTION 

Department of Pharmacology and 
Therapeutics, University College, Cork 

Department of Biochemistry, UCD 
Merville House, Belfield, Dublin 4 

Department of Pharmacology, UCD, 
Belfield, Dublin 4 

Department of Genetics, Trinity College, 
Dublin 2 

Department of Paediatrics, UCD 
National Centre for Medical Genetics 
Our lady's Hospital for Sick Children, 
Crumlin, Dublin 12 

Department of Pharmacology, UCD, 
Belfield, Dublin 4 

Department of Biochemistry, 
University College, Galway 

Wellcome Trust Cellular 
Physiology Research Unit. 
Department of Physiology, 
University College, Cork 

Department of Clinical Pharmacology and 
Therapeutics, University College, Cork 

Department of Biochemistry, 
Trinity College, Dublin 2 

Department of Public Dental Health and 
Community Services, Dublin Dental Hospital 
and School of Dental Science, 
Trinity College, Dublin 2 

Senior Clinical Dental Officer, 
North Eastern Health Board, 
Kells, Co. Meath 

Preventive and Paediatric Dentistry, 
University Dental School and Hospital, 
Wilton, Cork 

Department of Respiratory Medicine 
St. James' Hospital, James' Street. Dublin 8. 

mLE OF PROJECT 

Anthracycline toxicity in cardiomyocytes 

The molecular basis of TXA2, (TP) 
receptor mediated mitogenesis in 
vascular smooth muscle (VSM) cells 

Modulation of free radical induced 
endothelial injury by nitric oxide 

Juvenile onset primary open angle 
glaucoma: Molecular Genetic 
Characterisation 

Isolation and Characterisation of 
Adrenoleukodsytophy protein (ADLP} 
related sequences in the human genome 

Role of components of the dystrophin
glycoprotein complex in Duchenne 
muscular dystrophy 

Identification and characterisation of 
genes regulated by oestrogen and 
progesterone in human osteoblasts 

Intracellular calcium mobilisation and 
regulation of ion transport by 
secretagogues in normal and cystic 
fibrosis human airway epithelium 

Regulation of Na/H exchange in the' 
mammalian renal nephron by dopamine 
and steroid hormones 

5-Hydroxytryptamine function and 
metabolism in dental pulp 

Investigation of Oral Candidosis in 
HIV-infected & Non-infected Irish 
Haemophiliacs 

Dental treatment needs of the mentally 
handicapped in the North Eastern 
Health Board 

Dental Health of School children of the 
travelling community in the Southern 
Health Board region 

The epidemiology of Asthma. Allergic 
Rhinitis (hay fever), and Eczema in the 
Republic of Ireland. 3 5 

-



Or. Mervyn R. Toy/or Department of Paediatrics, Ocular Toxicariasis in Irish 
National Children's Hospital, schoolchildren: A case-control study 
Harcourt Street, Dublin 2 

Or. Fiono Brod/ey Primary Medical Care, Incidence, prevalence and Patient 
University of Southampton, Profile: The Identification of 
Aldermoor Health Centre, Domestic Violence in General 
Aldermoor Close, Practice 
Southampton S016 9ST, England 

Dr. Harry Comber National Cancer Registry, Elm Court, A case-control study of dietary and 
Boreenmanna Road, Cork other factors in oesophageal cancer in 

women 

Dr. Alon W. Baird Department of Pharmacology, Immune regulation of epithelial 
University College Dublin, Belfield, function 
Dublin 4 

Ors. Aiden McCormick & Liver Unit, The effects of somatostatin on the 
J. Oocherty St. Vincent's Hospital, Dublin 4 splanchnic vasculature in portal 

hypertension 

Or. Oenise A. Egan Department of Biology, Molecular mechanisms of 
School of Science, cyclosporin A and FK506 
Regional Technical College, nephrotoxicity in human renal cell 
Tallaght, Dublin 24 

Dr. Cliono O'Forrelly Director, Research laboratories, Cytokine Profile of Human Intestinal 
Education and Research Centre, Epithelial Cells 
St. Vincent's Hospital, Dublin 4 

Professor Brendan Orumm & Department of Paediatrics, UCO, Adherence of Helicobacter Multelae to 
Dr. M. Clyne The Children's Research Centre, the gastric Mucosa - A comparison with 

Our Lady's Hospital for Sick Children, Helicobacter pylori 
Crumlin, Dublin 12 

Or. Carol Fitzpatrick Department of Child Psychiatry, Childhood Conduct Disorder -
Our Lady's Hospital for Sick Children, Evaluation of a video tape group 
Crumlin, Dublin 12 treatment programme for parents 

Or. Alan Kelly Department of Statistics, Development and application of 
Department of Community Health and Bayesian Methods for small area 
General Practice. statistics 
Trinity College, Dublin 2 

Professor Fergol O'Goro & Department of Microbiology, Tumour Necrosis Factor gene 
Dr. Michoel Molloy University College, Cork regulation and the pathogenesis of 

Rheumatoid Arthritis 

Drs. Paula Byme & N. Parfrey Department of Pathology, localisation of the gene for Hereditary 
Biotechnology Centre Spastic Paraparesis 
University College Dublin, Dublin 4 

Ors. S. K. Cunningham & Department of Endocrinology, The Control of Human Adrenal 
J. McKenno St.Vincent's Hospital, Elm Park Steroidogenesis: The roles of 

Dublin 4 Secetagogues and Zonation 

Dr. Richard K. Porter Department of Biochemistry, The Molecular Biology of the 
University of Dublin, Trinity College, Mitochondrial Choline Transporter 
Dublin 2 

Or. Finion Martin Department of Pharmacology, Regulation of new gene expression 
University College Dublin, in hormone deprived cells undergoing 

36 
Belfield, Dublin 4 apoptosis 

-



Mr. Henry Paul Redmond Department of Surgery, Supplementary enteral taurine 
Royal College of Surgeons in Ireland, administration in the pen-operative 

o, Pet), P. A. Smyth et a/ 

Beaumont Hospital, Dublin 9 period abrogates surgically induced 
defects in neutrophil function 

Department of Medicine and A role for thyroid growth stimulation 
Therapeutics, UCD, Woodview in the natural history of Breast Cancer 
Belfield, Dublin 4 

Professor Michoel P. Ryon Department of Pharmacology, Mechanisms of cytokine - mediated 
UCD, Belfield, Dublin 4 nephrotoxicity 

Dr. Timothy J. Mantle Department of Biochemistry, The role of biliverdin IXb reductase: 
Trinity College, Dublin 2 implications for neonatal jaundice and 

coronary care 

Dr. Anthony P. Moron Department of Microbiology, Studies on the potential link between 
University College Galway, Campylobacter jejuni 
University Road, Galway lipopolysaccharides and development of 

Guillian-Barre syndrome (GBS) 

Dr. Uno Ni Riain Department of Medical Microbiology, Morganella morganii: Genetics 
University College Hospital, Galway of Constitutive B-Lactamase 

Hyperproduction and Genomic 
Typability 

Dr. ursJla Bond Department of Microbiology, Moyne Molecular Analysis of 
Institute for Preventive Medicine Thermotolerance in Human and Yeast 
Trinity College, Dublin 2 Cells 

Professor Charles J. Dorman Department of Microbiology, Regulatory Mutations and Expression 
Trinity College, Dublin 2 of the Salmonella SPV Virulence 

Dr. Dejot Walls 

Genes 

School of Biological Sciences, Dublin City Epitope mapping on the Epstein-Barr 
University, Glasnevin, Dublin 9 virus major envelope gp340 using 

recombinant filamentous phase 

Professor Fergol O'Goro Department of Microbiology, A new global regulator of virulence 
University College, Cork genes in pathogens: cloning and 

characterisation of an iron-responsive 
sigma factor gene from Pseudomonas 
aerugi nosa strain PA01 

Professor Roger Anwyl Department of Psysiology, Trinity College, Neurophysiological Investigation of the 
Dublin 2 Mechanisms of Long-term Depression 

o, Mkh~el GW 

in the Rat Hippocampus 

Department of Psychiatry, Genetic susceptibility to Schizophrenia 
Trinity Centre for Health Sciences, The role of HLA 
St. James's Hospital, Dublin 8 

Dr. John O'Connor Department of Human Anatomy Electriphysiological studies into the 
and Physiology, University College effects of IL-lb on glutamate 
Dublin, Earlsfort Terrace, Dublin 2 receptors and long-term potentiation in 

the Rat Hippocampus 

Professor Keith Tipton Department of Biochemistry, Behaviour and ·inhibitor sensitivities of 
Trinity College, Dublin 2 of cloned human catechol-0-

methyltra ns ferases 

Dr. Paul Moynagh Department of Pharmacology, Probing the effects of 
UCD, Belfield, Dublin 4 proinflammatory cytok1nes on brain 

cells: Relevance to Neurodegeneration 37 -
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Dr. Kevin McGuigan 

Dr. Adrian Dunne 

Dr. Eugene D. Cayle 

Dr. Mark Law/or & J. Kelly 

Mr. Gerold C. O'Sul/ivan et a/ 

Drs. Elizabeth Maare & Peter 
Dervan 

Mr. Michae/ R. Butler 

Dr. Gillian Murphy 

Drs. P. Ranan O'Canne/1 & 
C. O'Herlihy 

Professor David M. Jenkins et al 

Dr. Shone O'Nei/1 

Dr. P. McLoughlin 

Department of Physics, 
Royal College of Surgeons in Ireland 
Stephens Green, Dublin 2 

Department of Statistics, UCD, Belfield, 
Dublin 4 

Control Systems and Electrical 
Engineering. 
Dublin Institute of Technology, 
Kevin Street, Dublin 8 

Department of Haematology and 
Oncology, 
Sir Patrick Duns Research laboratory, 
St. James Hospital Dublin 8 

Consultant Surgeon, 
Department of Surgery, 
University College, Cork 

Department of Pathology, 
Biotechnology Centre 
UCD, Belfield, Dublin 4 

Consultant Urologist, Meath Hospital, 
Heytesbury Street, Dublin 8 

Department of Dermatology, 
Beaumont Hospital, 
Dublin 9 

Department of Surgery, 
Mater Misericordiae Hospital, Dublin 7 

Department of Obstetrics and 
Gynaecology, 
University College, Cork 

Department of Respiratory Medicine, 
Beaumont Hospital, Dublin 7 

Department of Human Anatomy and 
Physiology, UCD Earlsfort Terrace, 
Dublin 2 

An exact characterisation of dysphonic 
vocal pathologies using PC-based 
spetrogaphic analysis 

Assay decision and detection limits 

Design of a non-contact PC keyboard 
emulator for use by a quadriplegic 
operator 

Investigation of ruthenium 
photosensitisers as antisense agents 
and luminescent probes 

Prospective Study of Bone 
Marrow micro metastases in 
patients with gastro intestinal 
carcinomata. II-Flow cytometry, reverse 
transcriptase polymerase chain reaction 
and immunohistochemistry 

Chromosomal Mapping of Genomic 
Abnormalities in Preinvasive Breast 
Cancer {Ductal Carcinoma in situ). 

Hereditary Prostate Cancer in Ireland 

Ultraviolet Radiation effects on Human 
Skin 

The Cumulative Effects of Parturition 
on the Pelvic Floor and anal Sphincter 

An Investigation of the Role of HlA 
Haplotype and Insulin like Growth 
Factor Il in Pre-Eclampia 

A study of the functional 
consequences of surface receptor 
heterogeneity in interactions between 
alveolar macrophages and candida 
albicans 

The role of the vascular endothelium 
in the modulation of pulmonary 
vasoconstriction by alteratio11s in pH 
and PC02. 



Cooperative Project Grants in Health Services Research (5) 

GRANT~OLDER 
Dr. Marfaret Shannon 

Dr. P. Jponan Wa~h 
Ms. Blalthin Gallagher 

Dr. John Murphy 
Ms. Marie Slevin 

Dr. Emer McHale 

Dr. Thomas Moher 
Prof G. Bury 

DEPARTMENT AND INSTITUTION 
Dental Surgeon, EHB 

St. Michael's House/National Council 
for the Blind 

National Maternity Hospital 

Western Health Board 

General Practice, 
UCD 

Post Graduate Training Grants ( 4) 

GRANTI OLDER DEPARTMENT AND INSTITUTION 
John N well Graduate Student, Statistics, 

Purdue University, 

Thomas Noone Nurse Tutor, 
St. James's Hospital 

Margare Farrell Speech Therapy, Mater Hospital. 

Mary O'Brien Drug Reporting Section, H.R.B. 

TITLE OF PROJECT 
Caries - Preventive Effects of Weekly 
Fluoride Mouth-Rinsing in a Fluoride 
Deficient Area, A Comparative Study 

Pilot Survey of the Health Service 
Needs of People with Visual 
Impairment in the Republic of 
Ireland 

The Pre-Term Infants Response to 
Invasive and Non-Invasive Events in 
the Neonatali.C.U. Environment 

A Review of the Efficacy and Value 
of Contact Tracing/Partner 
Notification in a Sexually Transmitted 
Disease Clinic in the West of Ireland 
Level of Screening for and Care of 
Hypertension in General Practice 

TITLE OF COURSE 
Ph.D. in Biostatistics, 
University of Glasgow. 

M.Med.Sc. in Nursing U.C.D. (P.T.) 

M .Se. in Human Communication (P.T.) 
Institute of Neurology, London. 

Post Graduate Diploma in Sociology 
and Social Research, U.C.D. 
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Post-Doctoral Research Fellowships (8) 

GRANTHOLDER 
Dr. N~eala Howarth 

Dr. Michael O'Brien 

Dr. Miriam Langdon 

Dr. Christian Holscher 

Dr. Lesley Mynett-Johnson 

Dr. John Kiely 

Dr. Richard Farrell 

Dr. Maeve Skelly 

DEPARTMENT AND INSTITUTION 
Institute of Cancer Research, 
St. Luke's Hospital 

Surgery, Mercy Hospital, Cork 

Physiology, UCD 

Pharmacology, TCD 

Genetics, TCD 

Medicine and Therapeutics, 
St. Vincent's Hospital 

Clinical Medicine, TCD 

Gastroenterology, 
St. Vi11Cent's Hospital. 

Science Degree Scholarships {9) 

mLE OF PROJECT 
The design and synthesis of novel 
peptide nucleic acid analogues 
(y-PNA) of DNA 

Bi-directional t umour host interaction 
during tumour progression in a murine 
model 

Reflex effects of upper airway negative 
pressure on heart rate 

The role of metabotropic glutamate 
receptors in learning and memory: 
neuro-physiological mechanisms 

National sib-pair study of the molecular 
genetics of bipolar affective disorder: 
genome search 

Pathophysiology and therapeutic 
interactions in obstructive sleep 
apnoea syndrome (OSA) 

An investigation of the multi-drug 
resistance phenotype 
P-glycoprotein-170 on peripheral blood 
mononuclear cells and coloncytes in 
inflammatory bowel disease 

Ad in vitro study of lipid derived 
substances (Eicosanoids and 
Platelet Activating Factor) as 
mediators and/or modulators of 
human colonic ion transport. 

i MEDICAL UNDERGRADUATES ii MEDICAl GRADUATES 

GRANTHOLDER DEPARTMENT & INSTITUTION GRANTHOLDER DEPARTMENT & INSTITUTION 

Yang Wen Shin Physiology, UCD Dr. Caoimhe Ni Dhuill Pharmacology, UCD 

Gavin Jennings Pharmacology, UCG Dr. Paul O'Grady Surgery, RCSI 

Ann Quinn Biochemistry, UCG Dr. Nicholas Eustace Pharmacology, UCD 

Caroline Brodie Anatomy, UCG Dr. Patrick Hayden Genetics, TCD 

Simon Walsh Physiology, UCC 




