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CHAIRMAN'S STATEMENT 

Professor M X ntzGerald 

Chairman. 
Health Research Board 

The most welcome news in 1990 was the 
announcement by Dr. Rory O'Hanlon. Minister for 
Health, of the increase in allocation to the Board for the 
coming year - some £300,000 over the previous year's 
budget. The ,Board wishes to express its appreciation to 
the Minister for that additional allocation and it was 
most appropriate that it should come at a major HRB 
conference on The Benefits and Value of Medical and 
Health Research in Ireland at the Burlington Hotel in 
December 1990 at which there was a vigorous debate 
on the future directions of research in Ireland. As a 
consequence of the additional funding, the Board was 
able to launch a series of long-planned initiatives which it 
is convinced will give a much-needed boost to the Irish 
research community and will pay major dividends in the 
future. Four major prestigious Unit Grants were awarded 
to Irish research teams whose projects had been picked 
following a rigorous system of peer-review by national 
and international experts. These new research units will 
tackle healt h problems t hat are of major relevance in 
Ireland. Four highly skilled multi-disciplinary teams will 
commence detailed research in the following areas: 

( 1) Alzheimer's Disease 

(2) AIDS and Dentistry 
(3) The Health Economics of Drug Prescribing 

(4) Schizophrenia 
In another mqjor initiative the Board entered into a eo
funding project with the Irish Cancer Society and 
awarded a major Unit Grant for research into Leukemia. 
This fruitful collaboration with other research agencies 
permits a critical mass of funding sufficient to allow a 
large research team to mount a major research effort 
particularly if they are on the verge of a significant 
breakthrough in medical science. Research Grants of 
these dimensions represent a considerable investment. 
Therefore t he Board has instituted a system of regular 
performance review of ongoing research in the Units in 
order to ensure value for money and a continuing 

momentum to achieve pre-set research targets. Thus 
research teams will benefit from the feedback of expert 
assessors which will facilitate research productivity. 

Other new schemes were launched including: 
( 1) Post-doctoral Research Fellowships to keep 
promising young investigators in Ireland for high-level 
ongoing research work, and to reverse our brain-drain. 
(2) Grants t o foster studies in Health Services Research. 
Community Healt h and Epidemiology. 

This wide portfolio of new initiatives reflects the broad 
remit of the Board across the entire health research field 
including basic science, epidemiology. health services 
research and dental health. 

The Board is convinced of the existence of an enormous 
pool of research talent in Ireland - brains and native 
ingenuity are our greatest national attributes and the 
amount of highly productive research that can be 
generated by a relatively modest investment is clearly 
illustrated by the initiatives of the last year. Sadly, a 
number of top-class research projects could not be 
funded because of lack of funds. That is why the Board 
must continue to press for further investment by the 
State in health research in the future. Research Boards in 
the past have tended to hide their light under a bushel -
it is clear from international experience that the public, 
health service professionals and our legislators need to 
be made more aware of the immense impact that health 
research can make in Ireland. For example the public is 
probably unaware of the international acclaim accorded 
to scientists in Cork who played a major role in the 
recent discovery of the malignant hyperthermia gene 
and a team in Dublin who continue to make major 
contributions in the genetics of retinitis pigmentosa. The 
Board is determined to heighten the consciousness of 
the public and our legislators t hrough a coordination 
program of information and publicity in the coming year. 

Finally, it is appropriate to mention the Boards 
commitment to facilitating the fullest possible 
participation of Irish health research teams in European 
Community research inititatives. In particular the Board 
aims to provide timely information and advice at a 
major seminar later this year on the new BIOMED I 
programme which will be launched imminently. But 
again the plea must be that the extent of Irish health 
research participation will only be proportional to the 
amount of national investment in our own Irish research 
community. 

In conclusion, I would like to pay tribute to my fellow 
Board members for their unstinting efforts throughout 
the year. 

August 1991. M. X. FitzGerald 
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SUMMARY 

Dr. V. O'Gorman 

Chief Executive, 
Health Research Board 

The pinning of itS grant-in-aid to the 1989 1evel i.e. £1.3 
million meant that the Health Research Board in 1990 
continued to face a very difficult period in its operation. 
In January Professor Muiris X. FitzGerald. University 
College Dublin was unanimously elected Chairman of the 
Board in succession to Dr. W. Watts. Professor 
FitzGerald confirmed that his longer term objectives 
would be to negotiate improved funding for the Board 
and to expand t he range of research conducted under its 
aegis. 

In March the Board had its Corporate Plan formally 
endorsed by the Department of Health and i: was 
agreed t hat an increased marketing effort be made at 
various levels to create a greater public and political 
awareness of the crucial necessity for an on-going 
programme of medical and health research. This 
culminated in the Board organising a Research Seminar 
in December whose theme was the value and benefits of 
medical and health research. The opening address at the 
seminar was provided by Dr. Rory O'Hanlon. T.D., 
Minister for Health and he reaffirmed the Government's 
commitment to an active medical and health research 
programme. 

In his keynote address to the seminar Professor Keith 
Peters. Regius Professor of Physic, University of 
Cambridge highlighted the ways in which society 
benefits from medical research - through better 
prevention. diagnosis and treatment of disease and also 
increasingly through the economic successes of the 
pharmaceut ical and medical equipment industries. 
Professor Peters cautioned that the underfunding of 
medical research in Ireland could have a profoundly 
negative effect on medical practice in the long-term. 

By utilising some of its limited financial reserves to 
supplement its grant-in-aid the Board initiated the 
funding of 38 new research projects while maintaining 
support for 35 on-going projects. However. a further 33 
highly recommended projects had to be refused funding 
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support due to continuing financial constraints. In line 
with its corporate strategy to foster new developments 
in Health Services Research and Epidemiology the Board 
introduced some pilot initiatives in these areas and 1 0 
awards were made. In addition some 43 Summer 
Student Grants and two Science Degree Scholarships 
were funded. The winner of the inaugural Watts Medal 
competition for the best student project was Mr. Philip 
Nolan. a fourth year medical student from University 
College Dublin. 

A total of 24 research projects were successfully 
concluded in 1990. The Board moved to strengthen its 
peer review system further by utilising the opinions of 
external referees for research proposal assessment. The 
new procedures were introduced for both research grant 
and research unit applications. Three of the Research 
Units supported by the Board viz. Affective Disorders, 
Female Fertility and Rheumatoid Arthritis successfully 
completed their work programmes in December 1990. 
The final reports of these Units will be published in 1991 
and some of the main achievements are summarised in 
the body of the report. Some 94 declarations of interest 
were received by the Board in response to its invitation 
for proposals for new research units. A final short list of 
14 applicants were subsequently invited to submit full 
proposals and these were subjected to rigorous peer 
review assessment. It is intended to fund four new 
research units in 1991. In conjunction with t he Irish 
Cancer Society the Board also embarked on its first eo
funding arrangement whereby provision was made to 
jointly fund a new Cancer Research Unit. The Board's 
contribution to this latter Unit was raised from external 
sources. Similar eo-funding opportunities with other 
medical charities are being explored. 

A major study of Community Based Residences in 
Ireland for People with Mental Handicap was published 
by the Board. The computerisation of the Board's two 
mental health information systems was finalised and 
this will allow staff considerably more scope in 
responding to requests for specific information from 
other researchers. In May the Minister for Health re
constituted the National Coordinating Committee on 
Drug Abuse to advise t he Government on general issues 
regarding prevention and treatment of drug misuse in 
Ireland. At the request of the Department of Health the 
Board developed the Dublin Drug Misuse Reporting 
System and advised on the development of a national 
data base on drug misuse. 

In 1990 the Board reluctantly concluded that it could no 
longer afford to maintain the operation of its Research 
Laboratories at Trinity College and consequently it 
terminated its agreement with the Coilege and closed 
the Laboratories in December 1990. In the present 



economic climate research funding is extremely 
competitive and hard choices have to be made as to 
what research should continue to be supported. This 
increasingly entails closing off certain existing activities 
in order to find the money to fund new initiatives. 

On the internat ional front the first half of 1990 was 
marked by the Irish Presidency of the European 
Community. To coincide with the Presidency and at the 
invitation of the Health Research Board and the 
Department of Health. the Management and 
Coordination Advisory Committee (CGC) for the 
European Community's Medical and Health Research 
Programme held its 17th meeting in Dublin Castle. on 9 
March. 1990. The meeting was attended by 
representatives from 11 of t he 12 Member States of the 
Community plus five COST countries i.e. Norway. 
Sweden. Finland. Austria and Switzerland. and 
Commission staff. One of the main issues for discussion 
at the meeting was the nature and content of the next 
Biomedical and Health Research Programme (BIOMED I) 
which has received a funding allocation of 133 million 
ECU under the 3rd EC Research Framework Programme 
( 1990-1994). The new programme will be initiated in 
1991. 

lt is clear that 1990 was a banner year in genetics. a 
field whose importance for the medicine of the future 
can hardly be overstated. This is not only because of the 
large number of genetic diseases (estimated at 4,000) 
but also because the principles of genetics are used by 
scientists in almost every field of medical research. Irish 
researchers have made a number of contributions of 
international significance in this field. Researchers under 
the direction of Dr. Peter Humphries. Department of 
Genetics. Trinity College have reported major 
breakthroughs in localising defective genes for 
Epidermolysis Bullosa (a hereditary blistering disease of 
the skin and mucous membranes) and for one of the 
forms of Retinitis Pigmentosa. an inherited eye disorder 
which results in blindness. This is one of the most 
common forms of irreversible blindness in the age group 
20-60 and there are between 2,000-3,000 sufferers in 
Ireland. Similarly Dr. Tom McCarthy, Department of 
Biochemistry. University College Cork has reported a 
breakthrough on an inherited condition. malignant 
hyperthermia, which can prove fatal to those afflicted by 
the disorder when they are under anaesthetic. The Board 
is pleased to have been associated with these 
developments. 

Currently research opportunities and the prospects for 
profound advances in our knowledge that will lead to 
more effective treatment and prevention of disease and 
the betterment of the human condition have never been 

greater. Progress will undoubtedly continue; the concern 
is. will the Irish research community be in a position to 
play its part? 

In addition to its grant-in-aid of £ 1.3 million from 
Government. the Board obtained £0.3 million for 
externally funded research. The distribution of research 
expenditure between the main areas is shown in 
Figure 1. 

Figure 1 
Distribution of H.R.B. Research Support 

Research 
Laboratories 

( 19%} 

Research 
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Board Members: Ms. Maeve Dwyer. Mr. Colm O'Sullivan, Dr. Miriam W'iley and Mr. Donal Nevin on the occasion of the 
presentation of the Board's 1989 Annual Report to the Minister for Health, Dr. Rory O'Hanlon, T.D. 

Mr. Phifip No/an. UCD (3rd from left) winner of the inaugural Watts Medal competition for the best Summer Student project 
pictured with Professor Gerald Tomkin, TCD. Dr: Vivian O'Gonnan, Chief Executive. HRB, and Professor Muiris RtzGera/d, 
Chainnan. HRB. 
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GRANTS AND SCHOLARSHIPS 

Table 1 

Research Area 

cancer 

Cardiovascular Diseases 

Epidemiology 

Gastroenterology 

Haematology 

Health Services Research 

Immunology and Pathology 

Mental Health and Neurology 

Metabolism and Endocrinology 

Microbiology 

Pregnancy and Congenital Deformities 

Respiratory Diseases 

Totals 

Research Grants: one of the primary objectives of t he 
Board's research grants scheme is t o provide short-term 
employment and research training opportunities at 
home for some of our ablest young medical and science 
graduates. The maintenance of research competence is 
of considerable importance in the context of having a 
skilled workforce available to meet t he future manpower 
needs of the Irish healt h care system. 

By drawing on its limited financial reserves in 1990, to 
supplement the reduced funding allocation from the 
Department of Health. the Board was able to initiate 
some new research activities during the year. Following 
peer review assessment the Board approved the funding 
of 38 new research projects while at the same time 
maintaining support for some 35 on-going projects. 
However. due to t he continuing financial constraints a 
further 33 highly recommended projects had to be 
refused funding support. 

The distribution of projects by research area and the 
number of projects funded in each area is outlined in 

. Table l. 

The support of these projects represented a funding 
commitment of lr£467,449 in 1990. Details of the new 
projects supported are contained in Appendix F. 

Research Units: in response to an invitation from the 
Board for declarations of interest in new research units 

Number of 
New Projects 

Funded 

6 

4 

3 

5 

2 

1 

5 

2 

5 

2 

3 

38 

Number of 
Projects 

Renewed 

2 

1 

3 

2 

5 

5 

9 

7 

1 

35 

Total Number 
of Projects 
Supported 

8 

5 

3 

8 

2 

2 

6 

10 

11 

12 

2 

4 

73 

some 94 applications were received. Following a review 
by a Sub~mmittee of the Board. a final short-list of 14 
applicants were invited to submit detailed research 
proposals. These latter proposals were then evaluated 
using an external peer review procedure involving 
external referees. It is planned to fund four new research 
units in 1991. 
New Research Initiatives: in line with its corporate 
strategy to foster new developments in Health Services 
Research and Epidemiology the Board introduced pilot 
initiatives in these areas focussing on post graduate 
training and one year co-operative mini-project grants. In 
addition a Post-Doctoral Fellowship scheme was 
initiated to counteract the decline in clinical research and 
to afford suitably qualified young researchers an 
opportunity to pursue their research careers at an 
advanced level in Ireland. 
A total of 10 awards were made in 1990 under t hese 
pilot schemes and t he details are outlined in Appendix G. 

Science Degree Scholarships: the scholarship scheme 
attracted two applications for the 1990/91 academic 
year and two awards were made as follows: 

Frederick Uvesey, Anatomy, University College, Cork. 
Fergus McSweeney. Biochemistry. University College, 
Dublin. 

Summer Student Grants: a total of 43 awards were 
made in 1990 at a total cost of £27.000. 
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GRANTS AND SCHOlARSHIPS 

In conjunction with this scheme a competition was 
inaugurated in 1990 to acknowledge the best research 
achievement by a student funded under the scheme. The 
award for the successful candidate was a silver medal 
and a cheque for£ 100. As a mark of appreciation for the 
services of its first Chairman, Dr. William Watts, Provost. 
Trinity College Dublin, t he Board decided that the award 
should be designated The Watts Medal. 

Eight finalists were chosen by a Sub-Committee of the 
Board and they gave presentations on their projects at a 
research symposium held at the Board's offices on 19 
April 1990. The winner of the inaugural Watts Medal 
competition was Mr. Philip Nolan. a fourth year medical 
student from University College Dublin. 

1990 Graves Lecture: the thirtieth Graves Lecture, 
sponsored jointly by the Royal Academy of Medicine in 
Ireland and the Board was given by Dr. Waiter 
McNicholas. Department of Respiratory Medicine, St. 
Vincenfs Hospital. The lecture took place in the 
Academy on the 20 June 1990 and Dr. McNicholas's 
subject was "To Sleep Perchance to Breathe". 

International Activities 
National Institutes of Health International Research 
Fellowships: Four nominations were submitted by the 
Board for the John E. Fogarty International Research 
Fellowships for 1990/91 . However. three of the 
nominees subsequently withdrew their applications and 
the remaining candidate was unsuccessful. 

The Health Research Board is the designated nominating 
body in Ireland for these awards. 

European Science Foundation (ESF) 
The ESF is an international non-governmental 
organisation. founded in November 197 4, wit h its 
headquarters in Strasbourg: it currently has 56 member 
research councils from 20 countries including EOLAS. 
The Royal Irish Academy and the Board. 

The aim of the Foundation is to act as a centre of 
communication between its member organisations and 
between individual scientists in Europe: it also seeks to 
identify areas in which international co-operation could 
bring most benefit to research in Europe and to provide 
initial stimulus to collaborative research programmes. 

The annual meeting of the Assembly of the European 
Science Foundation was held in Strasbourg on 13-14 
November 1990. The Board was not represented at t he 
1990 Assembly. 

European Medical Research Councils (EMRC) 
The Board is also a member of the Group of European 
Medical Research Councils, which is a standing 
Committee of ESF. The 30th annual meeting of the 
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EMRC was held in Istanbul. Turkey on 7-8 June 1990. 
The Board was represented by Professor J. Scott and 
Dr. V. O'Gorman. 

European Community (EC) 
The 'Management and Coordination Advisory 
Committee (CGC) in the Field of Medical and Health 
Research' is the Committee which advises t he Council of 
Ministers of the European Community in this field. The 
CGC consists of members representing the medical 
research councils (or equivalents) and the public health 
bodies of each of the member states; the Irish 
representation is provided by the Department of Health 
and the Board. 

The Committee supports international collaboration 
through its concerted action programme on medical and 
health research which provides funds for working visits, 
meetings and centralised facilities such as computing 
and the exchange of reference materials between 
scientists, wit hin the Community. whose work is already 
funded by nat ional sources. 

At the invitation of the Health Research Board and the 
Department of Health, the Management and 
Coordination Advisory Committee (CGC) for t he 
European Community's Medical and Health Research 
Programme held its 17th meeting in Dublin Castle. on 9 
March 1990. The meeting was attended by 
representatives from 11 of the 12 Member States of the 
Community plus five COST countries i.e. Norway, 
Sweden. Finland. Austria and Swit zerland. The 
Committee's visit was scheduled to coincide with the 
Irish Presidency of the Community and it represented 
the first occasion for the CGC to hold a meeting outside 
of Brussels. 

One of the main issues for discussion at the meeting was 
the nature and content of the next Biomedical and 
Health Research Programme (BIOMED I) which has 
received a funding allocation of 133 million ECU under 
the 3rd EC Research Framework Programme 
( 1990-1994). 

While in Dublin the CGC members visited the St. 
Vincent's Hospital Research Centre where a series of 
short presentations were made by Directors of HRB 
Research Units on current research activities. 

The success of the visit was gratefully acknowledged by 
the European Commission. 

In December 1990 the AIM-EUROFORUM conference 
was held in Seville. Spain. The main focus of the 
conference was on key trends in Information and 
Communication Technologies for Healt h Care in Europe. 
Results of the 43 projects supported under the EC 
Advanced lnformatics in Medicine (AIM) programme 



were presented and six of the projects involved 
participation by Irish research groups from the Mid
Western Health Board, St. James's Hospital, Economic 
and Social Research Institute and Trinity College Dublin. 

The Board continued to fulfill a national representational 
role in respect of the various EC Committees and 

Working Parties pertaining to Medicine and Health. The 
names of Irish national experts serving on the concerted 
action committees and working parties of the CGC and 
on other research committees may be found in 
Appendix C. 

Dr. Rory O'Hanlon. T.D., Minister for Health. who performed the official opening of the H.R.B. Research Seminar in December 
1990 pictured with Professor Muiris AtzCerald Chairman HRB, Dr. Richarr:J Smith. British Medical Journal. Professor Keith 
Peters. University of Gambridge, Dr. Anthony Dickens, Commission of the European Communities and Dr. Timothy O'Dwyer. 
Department of Health. 
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RESEARCH UNITS 

Professor Brian Leonard 

Affective Disorders Research Untt 

Director: Professor B. E. Leonard, PhD .• DSc .. MRIA in 
collaboration with Professor T. J. Fahy. MD .. FRCP .• 
FRCPsych .• Professor M. Webb, FRCP!., FRCPsych., 
Professor K. F. Tipton. MA., PhD., T.G. Dinan, BA., MB .• 
MA., MRCPsych., D. C. Williams, PhD .• J. O'Donnell, PhD .• 
D. O'Rourke, MB., MRCPsych., S. Bany. MB .• MRCPsych .. 
O.H. Phillips. PhD., N. Nic a Bhaird. BA. (Mod.). J. P. 
O'Sullivan. BA. (Mod.), J. But ler, PhD., M. Greally, BSc., 
HDipEd., MIBiol., B. O'Neill, BSc. (H). 

In addition to the above, contributions to the activities 
of the Unit have been made by Dr. S. Martens. Professor 
K. O'Sullivan, Dr. L Fitzpatrick. Dr. Z. O'Leary, Dr. J. 
Cooney. Dr. C. Halpin. Dr. I. Daly, Dr. C. Flanagan, Dr. N. 
All. Dr. D. Healy. Dr. R. O'Toole, Dr. J. McCrodden, Mr. H. 
Anderson, Ms. M. Tannion and Ms. G. Kagashe. 

St. Patrick's Hospital and St. James's Hospital. Dublin; 
Department of Biochemistry. Trinity College. Dublin; 
Regional Hospital, Galway; Departments of Psychiatry 
and Pharmacology, University College, Galway. 

Establishment Date: 1st January, 1986. 

Completion Date: 31st December 1990. 

Objectives 
The Unit was established to undertake research in the 
following areas: 

1 ) To determine the efficacy of some novel 
antidepressants in the treatment of depression. In 
addition. because such tricyclic antidepressants as 
clomipramine and imipramine are widely used to 
treat panic attacks and agoraphobia, the efficacy of 
a novel tricyclic antidepressant. lofepramine, was 
evaluated in the treatment of these conditions. 

2) To evaluate the efficacy of uni-versus bi-lateral ECT, 
and to assess the value of EEG monitoring, in the 
treatment of severe depression. 

3) To determine some biochemical and 
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endocrinological markers of aminergic transmission 
in depressed patients before and during drug 
treatment to see whether it is possible to predict 
the outcome of drug treatment from such 
biochemical changes. 

4) To examine the nature. structure and function of 
the serotonin transport site. 

5) To evaluate the biochemical properties of a new 
generation of selective monoamine oxidase 
inhibitors which have recently been introduced to 
t reat depression and to assess the activity of 
monoamine oxidase in depressed patients. 

6) To investigate the effect of selective brain lesions 
on the behaviour and neurochemistry of the rat in 
an attempt to develop a suitable animal model of 
depression. 

7) To establish a "brain bank" so that material will be 
available for investigating neurotransmitter 
receptors in specific brain regions and thereby 
assess whether there are discrete changes in the 
suicide brain that could be causally related to the 
underlying pathology. 

The main findings of the Unit may be summarised as 
follows: 

(I) Clinical Studies on the Effect of Novel 
Antidepressants in the Treatment of 
Depression 

The Dublin section of the Unit complet ed a double-blind 
study of the novel serotonin uptake inhibitor, fluoxetine 
versus dothiepin (approximately 20 patients for 
treatment group). The Galway section of the Unit 
completed a smaller ( 12 patient) study of a group of 
depressed out-patients. In a further study the selective 
serotonin re-uptake inhibitor sertraline was also 
investigated. 

The results of these studies suggest that both fluoxetine 
and sertraline are effective antidepressants and t~at to 
detect the underlying changes in serotonergic 
transmission it is essential that the ant idepressant be 
removed from the transporter site. Providing the 
antidepressant under investigation is not an irreversible 
inhibitor of the serotonin uptake site, it should be 
possible to use serotonin induced platelet aggregation 
and uptake as state markers of the response of t he 
patient to treatment. 

(11) A Controlled Study of Clomipramine and 
Lofepramine in Panic Disorder 

This study was undertaken on a group of 66 referred 
outpatients with panic disorder. with or without 
agoraphobia. 



The results of this study showed that the rating scores 
for panic attack, anxiety and depression fell dramatically 
in the first two weeks of the study for the placebo and 
drug treatment groups. There was a significant 
improvement in both the drug groups over the placebo 
at weeks four and six. The improvement was maintained 
throughout the remainder of the 24 weeks of the study 
even though the patients were on minimal drug doses 
from week 12. The drugs were equally effective in 
treating panic attack although the side-effects of the 
clomipramine treatment resulted in a relatively high 
(30%) drop-out rate early in the treatment. The results 
of the clinical part of this study show that the novel 
tricyclic antidepressant lofepramine was well tolerated 
and as effective as the standard medication used in panic 
disorder. This finding could be of considerable 
importance in ensuring optimal compliance. 

Biochemical assays were undertaken throughout the 
study and indicated that the panic patients before t he 
commencement of treatment showed changes in the 
peripheral markers of serotonergic and noradrenergic 
function that were qualitatively similar to those found 
to occur in depressed patients. The results of the 
biochemical aspect of this study therefore suggest t hat 
these are trait rather than state markers of the illness. 
These findings may reflect the vulnerability of the 
patient to panic attack. 

(Ill) Studies on Electroconwlsive Shock Therapy 
The results of this study emphasize that careful 
monitoring of the antidepressant dosage and duration of 
administration may curtail t he unnecessary use of ECT. 
Furthermore. there is preliminary evidence that lithium 
augmentation of tricyclic antidepressants is as effective 
as ECT. In addition, careful monitoring of the 
anaesthetic requirement of the patient undergoing ECT 
may be a useful prognosis of recovery from depression. 

(IV) Neuroendocrine Studies in Patients with 
Affective Disorders 

Central serotonergic mechanisms were investigated in 
depressed patients by means of the D-fenfluramine 
stimulated release of prolactin. Results suggests that 
the prolactin response can be used as a state marker 
while the cortisol response is an effective trait marker of 
depression. 

The central cholinergic system has also been investigated 
in depressed patients. The short acting 
anticholinesterase pyridostigmine increases growth 
hormone release. an effect that is enhanced in depressed 
patients. These results suggest that depression is 
associated with central muscarinic receptor 
hypersensitivity; effective treatment results in a 
normalisation of the supersensitivity. 

In a placebo controlled study of the selective serotonin 
uptake inhibitor fluoxetine in a group of depressed 
patients it was found that fluoxetine, like any other 
antidepressant. normalises the blunted growth hormone 
response to desipramine and also the blunted prolactin 
response to fenfluramine. These results emphasize the 
lack of specificity of antidepressants despite the evidence 
that they may show selectivity for one neurotransmitter 
system in vitro or acute in vivo studies in animals. 

Changes ir. neuroendocrine parameters in rats were also 
investigated. In general, however it was concluded that 
the bulbectomized rat does not closely resemble the 
depressed patient in terms of its responsiveness to 
neuroendocrine challenges. 

(V) Studies on Changes in Muscarinic Receptors in 
Post-Mortem Human Brain. 

Studies have been completed on brains from patients 
with Alzheimers disease and from suicide victims 
compared with controls. The results showed that the 
density of muscarinic type 1 receptors was significantly 
elevated in the left hippocampus of the suicide brain but 
not in the right side nor in the cortex or caudate; no 
changes in muscarinic type 2 receptors were apparent in 
any of the regions examined. The changes in the brains 
from Alzheimer patients were restricted to the right 
hippocampus where it was found that there was a 
significant decrease in the density of both types of 
muscarinic receptor. 

The results of this preliminary study confirm and extend 
the clinical and animal studies which suggest that there 
is an increase both in the density and functional activity 
in muscarinic receptors in limbic regions of the brain in 
depressed patients and in animal models of depression. 

(VI) Characteristics of Biogenic Amine Re-Uptake 
Sites in Platelets and Brain 

The action of the novel serotonin re-uptake inhibitor 
antidepressant. sertraline. has been shown to be a 
mixed, non-competitive inhibitor of serotonin uptake at 
the human platelet membrane. These studies suggest 
that sertraline must be binding to a site which is distinct 
from that to which serotonin binds. This finding may be 
important for the design of novel re-uptake inhibitor 
antidepressants. Further studies in this area are 
continuing. 

(VII) Studies on the Development and Assessment 
of Monoamine Oxidase Inhibitor 
Antidepressants 

Monoamine oxidase has long been known to exist in two 
forms. the A and B forms. and it is of practical 
importance to be able to assess the relative activities of 
these forms in tissues. Improved methods have been 
developed. to quantify these forms of the enzyme in 
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tissues which may be of value in assessing the responses 
of patients to antidepressant t herapy and in assessing 
the relationships between changes in the activity of the 
enzyme and the pathological basis of the affective 
disorders. 

Experimental studies have shown that t he oxidation of 
tyramine in the intestine involves an alternative ring 
coupling reaction which is catalysed by peroxidase. Such 
an alternative oxidative mechanism could be of some 
importance in patients being treated with MAO I 
antidepressants as there is a possibility that free radicals 
could be produced from dietary tyramine which could 
lead to local tissue damage. This is an area of research 
which needs to be extended to clinical studies in the 
future. 

(VIII) Studies on the Development of an Animal 
Model of Depression 

From these studies it may be concluded that the 
bulbectomized rat is not only a useful model for the 
detection of antidepressant s but that the changes in 
behaviour. neuro-transmitter. endocrine and immune 
function make it a model of depression. 

Ad~onaiBenefits 

On the clinical side. the development of neuroendocrine 
probes by the Unit lead to methods for assessing both 
serotonergic and cholinergic function in depressed 
patients. These were particularly novel approaches that 
could be of considerable clinical importance in the future. 

Over 90 scientific publicat ions resulted from the work of 
the Unit. The Unit also facilitated the training of a 
number of clinicians and basic scientists and six 
members of the group obtained higher degrees relating 
to work carried out in the Unit programme. 

The final report of the Unit will be published by the 
Board in its Research Unit Report series. 

Publications 
Barry. S. Phillips, O.M., Williams, D.C. and Dinan, T.G. 

( 1990) Platelet 5-HT Uptake in Post-stroke 
Depression. Acta PsychL Scand. 82, 88-89. 

Barry, S., Rowan, MJ., Mulhall. J., and Webb, M.G.T. 
( 1990). Change in barbiturate anaesthetic sensitivity 
as a prognostic indicator of electroconvulsive therapy 
outcome. Acta Psychi. Scand. In Press. 

Butler. J. and Leonard, B. E. ( 1990). Clinical and 
Experimental Studies on Fluoxotino: Effects on 
Serotonin Uptake. International Clinical 
Psychopharmacology. 5.41-48. 
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Butler, J. and Leonard, B. E. ( 1990). Comparison of 
Mianserin and Dothiepin Treatment on the 
Serotonergic System in Depressed Patients. Human 
Psychopharm., Vol. 5, 369-372. 

Dinan, T. G. ( 1990). Lithium and tardrive dyskinesia. 
Brit. J. Psychiat. 156, 128. 

Dinan, T. G .• Barry, S .• Mobayed. M. & O'Hanlon. M. 
( 1990). Low prolactin levels in major depression. Am. 
J. Psychiat 147, 817. 

Dinan, T. G. & O'Keane. V. ( 1990). Toxic interaction of 
sulpiride and lithium: two case reports. Human 
Psychopharm. In press. 

Dinan. T. G .• Yatham, L. Barry, S. & O'Keane, V. 
Blunting of noradrenergic stimulated growth 
hormone in mania. Am. J. Psychiat. In press. 

Grealy, M. and O'Donnell. J.M. ( 1990). Acute and chronic 
drug manipulation of adrenergic and serotonergic 
neuroendocrine responses in the conscious rat. Proc. 
18th Katzir-Katchalsky Conference, Lanciano. 

Grealy, M. and O'Donnell, J. M. ( 1991 ). Secretion of 
growth hormone elicited by intravenous desipramine 
in the conscious. unrestrained rat. Br. J. Pharmacal. 
1 02, 369-372. 

Grealy. M .• Kelly. J. and O'Donnell. J. M. ( 1991 ). Basal 
and stimulated anterior pituitary function in olfactory
bulbectomized rats. Proc. RAMI Meeting, Jan 1991 . 

Leonard, B. E. ( 1990). Stress and the immune system: 
immunological aspects of depressive illness. 
International Review of Psychiatry, 2, 321-330. 

Leonard, B. E. ( 1990). Changes in Platelet Serotonergic 
and Adrenergic Function in Pat ients wit h Depression 
Panic Attacks and Mania. Neuropsychopharmacology, 
163-171. 

Leonard. B. E. ( 1990) Surveillance of Toxicity of 
Antidepressants. Neuropsychopharmacoiogy, 
598-607. 

Leonard. B. E. ( 1990). Changes in Biogenic Amine 
Neurotransmitters in Panic Disorder. Stress Medicine, 
Vol. 6. 267-274. 

Maher. WJ. Philips. O.M .• and Williams D.C. The Design 
of photo-affinity labels for the characterisation of the 
5-hydroxytryptamine transporter on human platelet 
membranes. Biochem. Soc. Trans. (in Press). 



Meagher. J . B., O'Halloran, A., Camey, P. A. and Leonard, 
B. E. ( 1990). Changes in platelet 
5-hydroxytrytamine uptake in mania. Journal of 
Affective Disorders, 19, 191-196. 

Mobayed. M. & Dinan. T. G. ( 1990). Assessment of 
central 5-HT receptors in post head injury depression. 
J Affec. Dis. 19. 237. 

O'Hanlon. M .. Barry, s .. Clare. A. & Dinan. T. G. 
TRH/TSH responses in chronic alcoholics. J. Affec. Dis. 
In press. 

O'Keane. V. & Dinan. T. G. ( 1990): d-Fenfluramine/ 
prolactin responses in depressed subjects before and 
after treatment Clin. Neuropharrn. 13, supplement 
1: 412. 

O'Keane. V. O'Hanlon. M .. Webb. M. & Dinan. T. G. 
( 1990). d-Fenfluramine I prolactin response 
throughout the menstrual cycle: evidence for an 
oestrogen-induced alt eration. Clinical Endocrinology. 
In press. 

O'Keane, V .. McLoughlin, D. & Dinan. T.G. Prolactin and 
cortisol responses to d-Fenfluramine in major 
depression: 1. evidence for decreased responsivity of 
central serotonergic function. Am. J Psychiat. In 
press. 

O'Mahony, A., Kelly, J .. Grealy, M. and O'Donnell, J. M. 
( 1990). Plasma levels of prolactin and corticosterone 
in olfactory-bulbectomized rats treated with sertraline 
or tianeptine. Proc. Irish Neurosci. Group, May 1990. 

O'Riordan. C.. Philips, 0. M., and Williams. D. C. 
( 1990). Two Affinity States for [3-H-] Imipramine 
Binding to the Human Platelet 5-hydroxytryptamine 
canier: An explanation for the Allosteric Interaction 
between 5-Hydroxytryptamine and Imipramine. 
J. Neurochem. 54. 1275-1280. 

Ronayne. L.. Mclnemey, M .. Phillips. 0. M., Regan. C. 
M., and Williams, D. C., ( 1990). A Monoclonal Anti
imipramine Antibody with Antidepressant Binding 
Properties Similar to the Muscarinic Receptor. 
Biochem. Pharrnacol. 39, 507-511. 

Williams. D. C. and Phillips, 0. M. Probing the platelet 
plasma-membrane 5-hydroxytryptamine transporter. 
Biochem. Soc. Trans. (in Press). 

Williams. D. C. and Phillips, 0. M. Probes for Receptors 
and Transporters. Proc. Roy. Irish Acad (in press). 

Yatham. L. Barry, S. & Dinan, T. G. ( 1990). Is the 
combination of carbamazepine and phenelzine safe? 
Am. J. Psychiat. 147. 367. 

Van Riezen, H. and Leonard, B. E. ( 1990). Effects of 
psychotropic drugs on the behaviour and 
neurochemistry of olfactory bulbectomized rats. 
Pharmac. Ther. Vol. 47, pp. 21-34. 

Professor Patrick Fott:re/1 

Female Fertility Research Unit 
Directors: Professor. P. F .• Fottrell, PhD., D.Sc .. with 
Professor E. M., O'Dwyer. MAO., FRCOG .• FRCP!., Prof. F. 
Meehan. FRCOG. (Deceased. March 1991) and Dr. J. P. 
Gosling. PhD. 

In Collaboration with: Dr. Martha Finn, MB .. Dr. I. 
Bolaji, MBBS., MRCOG .. Mr. D. F. Talion, M!Biol. and Mrs. 
S. Baynes, FIMLT. 

Department of Biochemistry, University College, Galway. 

Establishment Date: 1st January, 1986. 

Completion Date: 31st December 1990. 

Original Objectives 
The objectives of the project were (a) to develop rapid, 
cost-effective. non-isotopic methods for measuring 
reproductive steroid hormones in saliva and (b) to 
evaluate t r..e clinical applications of these assays in 
natural family planning, the management of female 
infertility. the return of post-partum fertility, habitual 
abortion and in postmenopausal women undergoing 
hormone replacement therapy. 

Main Achievements 
The main achievements of the laboratory studies may be 
summarised as follows: 
(i) Procedures were developed to produce stable 

st eroid-enzyme conjugates for progesterone. 
oestrone. oestradioi-17-B and testost erone. 

(ii) Methodology was developed to produce highly 
specific polyclonal and monoclonal antibodies 
against the aforementioned steroids. 

(iii) Fully validated, rapid and cost effective 
enzymeimmunoassays were developed for the 
above steroids in saliva. 
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Many aspects of the technology developed in this Unit 
for the measurement of steroids by 
enzymeimmunoassay have applications in the 
development of similar types of assays for ott:er haptens 
such as drugs and other relatively small molecules. Also. 
there is now considerable experience within the Unit on 
the potential of saliva as an alternative fluid for the 
measurement of clinically important analytes. 

The main achievements of the clinical studies were as 
follows: 

(i) The normal ranges for salivary progesterone 
established in this study are more reliable than 
those previously reported which are based on 
relatively small numbers of cycles. 

(ii) Salivary progesterone measurements in the 
periovulatory phase provided a reliable indicator 
of ovulation. The role of progesterone 
determinations in this phase lies in detection 
rather than prediction of ovulation. 

(iii) The close monitoring of ovarian activity by 
ultrasonography and by the analysis of daily saliva 
samples for progesterone allowed the thorough 
evaluation of the incidence and degree of 
recurrence of ovulatory disturbances and luteal 
phase defects in a group of women with 
unexplained infertility. This approach has allowed 
confident diagnosis and would permit the 
selective treatment of women with recurrent 
luteal phase defects. 

(iv) The salivary progesterone assay is an attractive 
procedure for monitoring the ovarian activity 
postnatally and awareness of fertility status 
might be an alternative to contraception as 
practiced presently. 

(v) In relation to progesterone and oestrone levels in 
post-menopausal women. the study showed that 
saliva is an ideal fluid for a pharmokinetic study 
especially as it appears that the hormone being 
measured is the free and thus biologically active 
form. 

Additional Benefits 
Collaborative projects with clinical colleagues in the U.S. 
and Ireland to investigate the potential of salivary 
steroid assays in specific clinical conditions were also 
initiated. These studies. which will be complet ed in 
1991, focussed on the incidence of luteal phase 
abnormalities in endometriosis and the evaluation of 
methods for the diagnosis of luteal phase deficiency. 

Seven members of staff obtained higher degrees (MD's 
and PhD's) relating to work carried out as part of the 
Unit programme. Senior members of the group 
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contributed several invited chapters and review articles 
in books and journals and five scientific publications have 
resulted to date. 

The final report of the Unit will be published by the 
Board in its Research Unit Report series. 

Publications 
Refereed Papers: 
Folan. J .. Gosling. J. P. Fottrell. P. F. Solid-phase 

enzymoimmunoassay of estrone in serum. Clin. Chem. 
34, 1843.1988. 

Finn. M. F .• Gosling, J. P .• Talion. D. F .. et al., Normal 
salivary progesterone levels t hroughout the ovarian 
cycle as determined by a direct enzymeimmunoassay. 
Fertility & Sterility. 50, 6, 1988. 

Folan. J. Gosling, J. P., Finn. M. F .• and Fottrell, P. F. 
Solid-phase enzymoimmunoassay of estrone in saliva. 
Clin. Chem. 35, 569, 1989. 

Fottrell. P. F. Potential applications of salivary steroid 
immunoassays for investigations of cancer of 
reproductive tissues. Br. J. cancer, 58, Suppl. IX. 98. 
1988. 

Finn. M. F., Gosling, J. P. Talion, D. F. Fottrell, P. F. et al.. 
Follicular growth and corpus luteum function in 
women with unexplained infertility. monitored by 
ultrasonography and measurement of daily salivary 
progesterone. Gynecol. Endocrino/. 3, 297, 1989. 

Invited Reviews: 
Gosling. J. A decade of development in immunoassay 

methodology. Clin. Chem. 36, 1408, 1990. 

Gosling, J. Standardisation of lmmunoassays in Methods 
of Immunological Analysis (Eds. Masseyeff. Albert & 
Staines) 1991. 

Fottrell. P. F. & Power. M. J. Cross-reactivity in steroid 
immunoassays in Methods of Immunological Analysis 
(Eds. Masseyeff, Albert & Staines) 1991. 



Professor Brian Sheppard Professor John Bonnar 

Excessive Menstrual Bleeding Research Unit 
Directors: Professor Brian L. Sheppard, MA, MSc., 
DPhil., MRCPath. and Professor John Bonnar, MA., MD., 
FRCOG., in collaboration with Dr. S. C. Sharma, MA., 
MSc.. PhD., Ms. C. Boyle, BSc., Nurse F. Buggy, Sr. M. E. 
Carroll. Dr. L. Daly, PhD. and Dr. M. Stack, PhD. with 
contributions from Ms. M. Jordan and Nurse M. Devitt. 

TCD Department of Obstetrics and Gynaecology, and 
Department of Pharmacology and Therapeutics, Sir 
Patrick Dun Research Centre, St. James's Hospital, 
Dublin 8. 

Establishment Date: 1st July 1987. 

Objectives 
The Unit is studying local uterine factors that contribute 
to normal and excessive menstrual bleeding - structural 
and functional aspects of haemostasis including 
endometrial blood vessels, coagulation, fibrinolysis and 
platelets as well as histamine, prostaglandins. steroid 
receptors - in order to obtain a better understanding of 
t he regulation of uterine bleeding. The long term 
objectives are to gain a better therapeutic control over 
t his process. reducing the need for treatment by 
hysterectomy. 

Progress to Date (Summary) 
The recruitment of patients attending Gynaecology Out
Patient's Clinics complaining of excessive menstrual 
bleeding was continued during 1990. Although objective 
measurement of menstrual blood loss in this group of 
430 women showed 43% to have excessive menstrual 
blood loss of greater t han 80 ml per cycle, 57% were 
found to have normal menstrual loss. No correlation 
could be identified between the menstrual blood loss 
and the duration of menstrual bleeding, t he number of 
sanitary wear used, haemoglobin levels or the patient's 
perception of her menstrual loss. These findings indicate 
t hat objective measurement of menstrual blood loss is a 
vital diagnostic procedure in the investigation of 
excessive menstrual bleeding. 

One hundred and twenty of these patients have 

undergone hysterectomy and histological examination of 
the uteri stowed 60% of the women with excessive 
menstrual bleeding to have no pathology and were 
classified as dysfunctional uterine bleeding (DUB). 
Histological and biochemical analyses have been carried 
out on tissue biopsies from these uteri. 

Uterine histology and menstrual blood loss 
An extensive computerised study of the volume to 
surface ratio of arteries, veins. capillaries and glands have 
been carried out on sections of endometrium. No 
significant variation could be found in arterial, venous or 
capillary density during t he menstrual cycle in women 
with normal menstrual loss or DUB and similarly no 
significant correlation could be found between vascular 
density in the endometrium and the degree of menstrual 
blood loss. These results indicate that excessive 
menstrual bleeding in DUB is not due to increased 
numbers of vessels or glands in the uterine wall. 
Endometrialleukotrienes and leukocytes 
Preliminary studies have shown that leukotriene B4 
levels and leukocyte concentrations are higher in the 
endometrium from women with DUB than in women 
with normal menstrual loss. Whereas in the normal 
menstrual cycle leukotriene 84 levels show cyclical 
variation. in patients with DUB the levels remain high 
throughout the cycle. Leukotriene B4 is known to 
increase vascular permeability and release lysosomal 
enzymes and the increased levels in the endometrium of 
patients with DUB may be involved in increased 
glandular activity, stromal oedema and abnormal 
shedding of endometrium observed in these patients. 

Endometrial prostaglandins and menstrual blood 
loss 
Measurement of endometrial prostaglandin PGF2 and 
the metabolites of PGE2 and PGF2 have shown a cyclical 
variation in both women with normal menstrual loss 
and patients with DUB. Higher levels of the metabolite 
of PGE2 and lower levels of the metabolite of PGF2 are 
seen in the proliferative and menstrual phases of the 
cycle of patients with DUB compared to women with 
normal menstrual loss. However, higher levels of 
prostaglanclin F2, which has a negative correlation wit h 
the degree of menstrual blood loss. are found in women 
with DUB. These results, which will be confirmed with 
further studies, indicate an abnormal biosynthesis of 
prostaglandins in the endometrium of patients with 
DUB. 
Oestrogen and progesterone receptors in the 
uterine wall 
An immunocytochemical study has shown a variation of 
oestrogen c.nd progesterone receptor levels in uterine 
endometrium and myometrium through the menstrual 
cycle and a significant difference between women with 
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normal menstrual blood loss and patients with DUB. 
Oestrogen receptor levels were significantly higher in 
functional glands and stroma in the proliferative phase of 
the cycle and lower in the late secretory myometrium 
whereas progestrone receptor staining levels were higher 
in functional and basal glandular epithelium in the 
proliferative phase and in the late secretory 
myometrium of patients with DUB. The significance of 
these new results in the mechanism of excessive 
menstrual bleeding is being investigated further. 
Endometrial fibrinolysis and menstrual bleeding 
More evidence has been obtained of the importance of 
increased local fibrinolysis in the mechanism of excessive 
menstrual bleeding. Uterine biopsies obtained from 
hysterectomies during the late secretory phase of the 
cycle have confirmed our earlier report of increased 
endometrial levels of tissue plasminogen activator in 
women with DUB. The tissue plasminogen activator has 
been localised to endothelium of small blood vessels of 
uterine endometrium and myometrium. High levels of 
tissue plasminogen activator have also been detected in 
menstrual fluid collected within the first 48 hours of 
menstruation from women with DUB. 

Conclusion 
Good progress has been made during the third year in 
fulfilling the original aims of the Research Unit. 

The work has shown conclusively that the clinical 
diagnosis of excessive menstrual bleeding is likely to be 
erroneous in 60% of women. The woman's estimate and 
perception of the amount of menstrual loss shows no 
correlation with the actual amount of bleeding. Objective 
measurement of the menstrual loss would therefore 
enable a more accurate diagnosis of excessive menstrual 
bleeding. This would allow proper assessment of medical 
treatment and reduce the need for hysterectomy in 
women complaining of excessive menstrual bleeding. 

Publications 
Sheppard. B. L Coagulation and electron microscopy 

studies in menorrtlagia. In: Reproductive Endocrine 
Disorders - Vol 2: Dysfunctional Uterine Bleeding. Ed. 
R. W. Shaw. Parthenon Publishing pp 25-42. 1990. 

Sharma. S.C .• Sheppard B. L. and Bonnar J. Endometrial 
leukotriene 84 and leukocyte concentrations in 
women with normal menstruation and dysfunctional 
uterine bleeding. Irish Journal of Medical Science. In 
press. 

McKone E., Sheppard, B. L. and Bonnar. J. Uterine 
histology and menstrual blood loss. Irish Journal of 
Medical Science. In press. 

Sheppard B. L. The pathology of dysfunctional uterine 
bleeding. In: Advances in Gynaecological Pathology. 
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Eds. D. Lowe and H. Fox. Churchill Livingstone. In 
press. 

Sharma. S. C.. Sheppard. B. L and Bonnar, J. Menstrual 
and peripheral levels of 6-keto-PGF1 and TXB2 in 
dysfunctional uterine bleeding. Irish Journal of Medical 
Science. In press. 

Sheppard, B. L.. Buggy. F. and Bonnar. J. The perception 
of excessive menstrual bleeding. Irish Journal of 
Medical Science. In press. 

Dr. Barry Bresnihan 

Rheumatoid Arthritis Research Unit 
Directors: Dr. Alex Whelan PhD; Dr. Barry Bresnihan 
MD. FRCP. FRCP!; Dr. Conleth Feighery MD. FRCP!. 
Establishment Date: 1st January 1986. 

Completion Date: 31st December 1990. 

Objectives 
The unit carried out studies to investigate: 
1. the nature of the lesion in joint (synovial) t issue in 
rheumatoid arthritis (RA) patients. 

2. the role of rheumatoid factor in this disease. 
3. factors which might help predict the prognosis of the 
condition. 

Summary of Main Findings 
lt was demonstrated that the diseased synovial tissue in 
RA is characterised by two main patterns of 
inflammation and each pattern is associated with a 
characteristic increase in the production of inflammatory 
mediators. This information may help predict the 
prognosis and give guidance on the choice of appropriate 
therapy for individual patients with RA. 

i. Disease activity at the onset of RA correlated with 
features in synovial tissue ie. with the numbers of 
lymphocytes in the tissue and the numbers of lining 
layer cells. 
ii. radiological progression of RA over 1 year correlated 
with the intensity of macrophage infiltration of the 
synovium and with the production of lgA rheumatoid 
factor. 



iii. lymphocytes in some patients were evenly 
disbibuted throughout the synovium but in others were 
also found in aggregates around blood vessels. 
iv. larger quantities of inflammatory mediators 
(cytokines) were produced by synovial tissue from 
patients in whom lymphoid aggregates were present. 

v. the mode of action of dendritic cells which play an 
important role in synovial inflammation was 
investigated: a critical dependance on HL.A class 11 
molecules and various adhesion molecules was 
established. 
vi. the cellular source of rheumatoid factor (COS+ B 
cells) were studied: these cells were increased in RA as 
were gamma/ delta + T cells. 
vii. in comparison with chronic infections, rheumatoid 
factor in RA was found t o react with the Fe fragment of 
lgG. 

Additional Benefits 
To date. the research in this unit has resulted in more 
t han 45 publications including 12 full papers in 
international medical journals. ln addition the findings 
were presented at numerous scientific conferences in 
Ireland. the UK. the USA and Europe. Four of the 
scientific invetsigators were awarded higher university 
degrees (MDs and a PhD) on the basis of their work. 
Three further scientists (including a post-doctoral fellow) 
also made valuable contributions to the study. 

Valuable insight into the disease mechanism in RA has 
been gained as a result of this research. Further efforts 
are now being made to further define this information 
with a view to more specific therapy for individual 
patients with RA 
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HEALTH INFORMAT~ION SYSTEMS 

The Board currently administers two health information 
systems namely the National Psychiatric In-Patient 
Reporting System and the Three County Psychiatric 
Case Register. 

The National Psychiatric In-Patient Reporting 
System (N.P.I.R.S.) is an on-going in-patient reporting 
system established by the Board in 1971 and it has full 
national coverage which involves the collection and 
processing of approximately 29,000 cases per annum. 
An annual report entitled "Activities of Irish Psychiatric 
Hospitals and Units" is published. 

The N.P.J.R.S. System was funded directly by the 
Department of Health in 1990. 

The Three County Psychiatric Case Registe1r is the 
complement to the hospital reporting system. in that it 
provides longitudinal information on the use of all 
psychiatric services in defined geographical areas. The 
three counties (Carlow/South Kildare, Roscommon and 
Westmeath) reflect rural service-provision in three areas 
of Ireland and a fourth register. in the St. Loman's 
catchment area of the Eastern Health Board, provides 
information on service-provision in an urban area. 

The information recorded in the register is cumulative. 
longitudinal and person-linked so that individual groups 

of patients with common characteristics can be followed 
over periods of t ime. The register data provide a valuable 
input to planning and administration of psychiatric 
services and have proved invaluable for epidemiological 
research. 

In 1990, work began on the formidable task of revising 
and updating the computerisation of data from both 
systems. Following a series of advisory meetings with 
t he Department of Health, a commercial agency was 
commissioned to write the required software 
programmes for the two systems. Work commenced on 
t he Three County Case Register in September 1990 and 
is expected to be completed in early 1991. Work on the 
programmes for N.P.I.R.S. will follow and should be 
completed by mid-1991. The software will run on a local 
area network in the Board's own premises. 

Co-operation with Other Agencies 
The Board continued to supply data from its information 
systems to the Department of Health, Health Boards 
and individuals engaged in personalised research projects. 
It will be greatly aided in this role by the acquisition of 
its own in-house hardware aided by up-dated software 
materials. This will also allow the Board to pursue its 
own small scale scientific enquiries which formerly could 
not be undertaken because of t he logistics of not being 
directly "on line". 

Attending the launch of the Board's 1989 Annual Report were staff members: Ms. Mary O'Brien. Mrs. Aileen O'Hare and 
Dr. Alicja Radic. 
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EPIDEMIOLOGICAL STUDIES 

The current range of activities in this area relate mainly 
to studies undertaken by senior staff employed directly 
by the Board. Several of the studies provide a national 
input to programmes being co-ordinated by the 
European Community. The existing activities may be 
broadly classified as follows: 

(a) Mental Health Studies 

(b) Studies of Drug Misuse 

(c) Mental Handicap Studies 
(d) Perinatal Epidemiology and Child Healt h 
(e) Travellers' Health Status Study 
(f) EUROCAT 
(g) National Survey of Adult Dental Health 

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

(a) Mental Health Studies 
Dr. D. Walsh, MB, DPM, Ff'CM, FFCMI, 
FRCPsych, FRCPI 
Ms. A. O'Connor, M.Soc.Sc. 
Health Research Board. 

A Family Study of Schizophrenia in Ireland 
The basic hypothesis being tested is that a greater 
prevalence of schizophrenia or schizophrenia like 
disorders will be found in the relatives of 
schizophrenic patients than in those of affective 
patients and of normal controls. In addition the 
study will determine whether family distribution of 
schizophrenia in Ireland is any different from 
elsewhere. 

The field work for this joint project between the 
Health Research Board, the Medical College of 
Virginia and the Western Health Board of Ireland 
has now been completed. data have been analysed 
and a number of major publications will appear in 
1991. 

The Genetic Epidemiology of Schizophrenia 
in Ireland 
This joint project between the Health Research 
Board and the Medical College of Virginia. funded 
like the Irish Family Study of Schizophrenia. by the 
National Institute of Mental Health of the United 
States is now in its final year of the present 
funding. lt operates from three field research 
stations in Dublin. Kilkenny and Limerick each of 
which are staffed by a psychiatrist and a social 
researcher. The work has been progressing 
smoothly. interviews with family members and the 
taking of blood samples is proceeding and the 
laboratory work has begun in the National Tissue 

Culture Laboratory of Dublin City University and in 
the Genetics Laboratory of the Medical College of 
Virginia. 

The present funding for this project terminates on 
the 30th November. 1991. However an application 
for a competitive supplement to extend t he field 
work for one further year is being considered by 
the National Institute of Mental Health of the 
United States. 

Is Schizophrenia Declining? 
Utilising the Three County Psychiatric Case 
Register and the Dublin Psychiatric Case Register, a 
study was initiated to determine whether, during 
the life-time of the registers i.e. from 1973 to the 
present there has been a decrease in the incidence 
of schizophrenia. This particular issue is currently 
preoccupying scientists researching the disease. 

WHO Follow-Up Study of Schizophrenia 
In 1977-78 the former Medico-Social Research 
Board took part in a joint collaborative 
international study co-ordinated by the World 
Health Organisation called the "Determinants of 
Outcome of Severe Mental Disorders". Now almost 
fifteen years later. WHO has acquired funding from 
the Nathan Klein Institute of Orangeburg New York 
to fund the central collaboration of a multi-centre 
follow-up study of all the cohorts of incidence 
patients in this and other similar WHO studies. A 
feasibility study on a sample of 20 Irish patients 
drawn from the original cohort has been completed 
and it was found that 15 or 75% of the sample 
drawn are available for extensive clinical and social 
follow-up. This is expected to be the largest long 
terrr.. follow-up study of schizophrenia and it will 
also be the first such study to include comparable 
samples of patients from markedly different 
cultures - some 15 different countries are 
scheduled to participate. The Board plans to 
participate in the main phase of this WHO study 
when it gets underway in 1991. 

Health care of the Elderly 
This study was part of an EC co-ordinated study on 
service-delivery to the elderly. and was conducted 
by the Health Research Board in the North 
Western Health Board region. with funding from 
the Department of Health. 

Follcwing consultations with the steering 
committee, it was agreed that a synopsis of the 
findings of the study should be prepared for 
publication. 
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(b) Studies of Drug Misuse 
Mrs. A. O'Hare, M.Soc.Sc. 
Ms. M. O'Brien, BA 
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The Dublin Drug Misuse Reporting System 
This computerised drug reporting system has been 
in operation since late 1989. Initially set up with 
an EC grant. it is now funded by the Department 
of Health. Current ly 22 treatment centres are co
operating in the project. Anonymous information 
on clients treated is returned to the Health 
Research Board on a regular basis. This mpresents 
almost complete coverage of treated drug misuse 
in the greater Dublin area. The system provides 
basic epidemiological information on treated 
incidence, on the characteristics of users, their 
primary drug of misuse, their if!jecting and sharing 
practices. Data for 1990 will shortly be published. 
This information has already been used in a 
Pompidou Group multi-city programme with 
restricted circulation and made available to the 
Department of Health to facilitate an enhanced 
understanding of problem drug use in Dublin. 

First Treatment Demand Indicator 
Information from this indicator in Dublin, as earlier 
noted, measures treated incidence. Its 
development was piloted in a collaborative study in 
Dublin and London under the aegis of the 
Pompidou Group1

• Because of the feasibility of 
employing this measure to detect a change in drug 
activity in a given area it has been further extended 
to 10 other European cities. all participating in the 
epidemiology section of the Pompidou Group. A 
revised protocol with a similar set of instructions 
and instruments of data collection is being 
employed by each participating city. 

The Development of Other Indicators 
In association with the Pompidou Group a total of 
1 0 indicators are used by the Health Research 
Board to measure drug activity in the Dublin area. 
These are: first treatment demand; hospital 
admissions; drug-related hepatitis B cases; drug
related deaths; persons charged for drug offences; 
seizure of illicit drugs; price/purity of illicit drugs; 
survey data and drug related AIDS and HIV positive 
cases. Some indicators have proved more 
comprehensive than others in their use, and 
additional ones are being developed. Infonnation 
from several indicators over a period of time is 
commonly used to demonstrate a relationship and 
time trend with drug misuse activity. Appropriate 
informed information, e.g. concerning policy. is 
used to interpret findings from such indicators. 

Government Involvement 
In May 1990 the Minister for Health re-constituted 
the National Co-ordinating Committee on Drug 
Abuse to advise the Government on general issues 
regarding prevention and treatment of drug misuse 
in Ireland. The Health Research Board was 
requested to advise on the development of a 
national data base on drug misuse. 

(c) Mental Handicap Studies 
Dr. D. Kavanagh, MRC,Psych, DCH. 
Ms. A. Kelleher, B.Soc.Sc. 
Community Based Residences for People 
with Mental Handicap 
A report titled "Home Together - A Study of 
Community Based Residences for People with 
Mental Handicap·· was published by t he Board in 
1990.2 The study examined the provision and 
operation of ordinary domestic style housing in the 
living areas of the normal community. as an 
alternative to institutional care, for persons with 
mental handicap. It documented findings from an 
evaluative study on a representative sample of 
residences of the quality of care and quality of life 
for persons living in community residences which 
included an analysis of progress made by a small 
group of residents following community 
placement. 

(d) Perinatal Epidemiology and Child Health 
Dr. P. Kirke, MB, FFCMI, FFCM, MSc, DCH, DObst. 
Health Research Board. 

Irish VItamin Study 
The Irish Vitamin Study is a randomized clinical 
trial to determine whether periconceptional 
supplementation with either a multivitamin 
preparation alone or folic acid alone can reduce the 
risk of recurrence of neural tube defects from 596 
to 196 or less in mothers wit h a previously affected 
baby. The closing date for entry of pregnancy 
outcomes for analysis in the trial was 30 April 
1 990. The findings of the trial will be submitted 
for publication in 1991. 

Neural Tube Defect Follow-up Project 
All mothers who delivered a baby with a neural 
tube defect (NTD) during 1976-1987 in the four 
main Dublin maternity hospitals are being traced 
and interviewed in order to obtain data for five 
main studies on NTDs: 

1. A study of the risk of recurrence for NTD for all 
mothers who gave birth to an affected baby in the 
Dublin maternity hospitals during 1 976-1987 and 
an examination of the factors influencing the 
recurrence risk: age, parity. social class, past 



obstetric history. type of NTD, hospital attended, 
periconceptional vitamin supplementation. time 
period. 

2. A comparative study of clinical trial participants and 
non-participants. based on all mothers who had a 
baby wit h an NTD in the Dublin maternity hospitals 
during 1976-87. with particular emphasis on the 
recurrence rate of NTD and on the factors 
influencing the risk of recurrence. 

3. A follow-up study of the mothers who participated 
in the trial to determine t he recurrence rate in 
pregnancies subsequent t o the trial and t o check for 
possible side-effects of the trial treatments in the 
mothers and in t he study babies. 

4. A study of the survival rates and levels of handicap 
in t he complete cohort of babies born with spina 
bifida in the Dublin maternity hospitals during 
1976-1987. 

5. A study. based on the cohort of spina bifida babies 
described at ( 4) above. of the medical care already 
received by the spina bifida children; the needs of 
the spina bifida children and their families for health 
and social services and the extent to which their 
needs are being met; and the impact (health. social, 
psychological, economic) on the family of caring for 
a member with spina bifida. 

Study 1 above will provide essential information 
for accurate genetic counselling in an Irish 
population. The health services research studies 
described at 4 and 5 above will furnish useful 
information for those who plan and provide 
services for spina bifida children and will give much 
needed insight into the impact of spina bifida on 
the affected child. the family and the health and 
social services. In addition, topics 1-3 (especially 
number 2) will provide essential background 
information for the interpretation of the results of 
the trial. The data collected on this large group of 
NTD cases would also make it possible to conduct 
other epidemiological studies of NTDs. 

The fieldwork for the follow-up study was 
organised and coordinated by Anne Cleary. 
M.Soc.Sc .. and was completed in May 1990 .. There 
were 1,224 mothers in the study and t he overall 
response rate was 85.7% with interviews being 
obtained for 95.6% of those contacted. Data 
checking and coding are now underway. 

A prospective study of maternal blood 
levels of folic acids and vitamin 8 12 in 
pregnancies affected by neural tube 
defects. 

Epidemiological studies suggest that maternal 
deficiency of vitamins, notably folic acid, may be 
involved in the aetiology of neural tube defects.8 • 

The Health Research Board is collaborating with 
the Departments of Clinical Medicine and 
Biochemistry in Trinity College, The Department of 
Comr.:1unity Medicine and Epidemiology in 
University College, Dublin. and the Coombe. 
National Maternity and Rotunda hospitals in a 
major prospective study of maternal blood levels of 
folic acid and vitamin B12 in pregnancies affected by 
neural tube defects. The main purpose of the study 
is to see if there are significant differences in early 
pregnancy maternal blood levels of folic acid and 
vitamin B12 between affected and unaffected 
pregnancies. 

The study is based on mothers delivering in the 
Coombe. National Maternity and Rotunda hospitals 
in Du'::>lin in which 90% of births to residents of 
t he Eastern Health Board area take place. During a 
four year period ending in March 1990, the aim 
was to collect a blood sample from every mot her 
at her first antenatal visit in these hospitals. 
Analysis of our collection shows t hat we have 
obtai:-ted samples from 56,000 of the estimated 
75,000 pregnancies delivered in the hospitals 
during this period. representing a coverage of 75%. 
The next phase of this study involves the 
identification of pregnancies affected by neural tube 
defects and a sample of control or unaffected 
pregnancies and t he extraction of relevant data 
from t he hospital records of these study subjects. 
lt is proposed to commence t his phase of the 
study at the end of 1991. 

An epidemiological study of orchidopexy 
(surgical operation for undescended testis) 
in Ireland. (Wrth Prof. B. O'Donnell, Our 
Lady's Hospital for Sick Children, Crumlin). 
This health services research/ epidemiological study 
was originally based on data from the Hospital In
Patient Enquiry information system for the years 
1978-1985. The study has been extended to 
include Hospital In-Patient Enquiry data for 1986-
1988 and Voluntary Health Insurance Board data 
for t he period 1978-1988. The results include time 
trends in the orchidopexy rate by age-group. and a 
comparative examination of time t rends for Ireland 
and Scotland and 'tor regions within Ireland. The 
findings will be submitted for publication in 1991 . 

Case-control studies in cancer patients as a 
surveillance system of occupational 
exposure in the EC. 
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A collaborative EC research project to develop a 
surveillance system to assess occupational and 
industrial risks based on case-control studies in 
cancer patients has been in progress since 1986. 
The third phase of the study has now been 
completed and its purpose was to assess the 
robustness of an occupational and industrial 
surveillance system based on a case-control design 
by testing whether the design would detect known 
occupational risks of lung and blood cancers. Male 
patients from eight EC countries including Ireland 
were recruited into the study. One hundred and 
ninety lung cancer patients (cases). 210 with a 
cancer of the haematopoietic system (cases) and 
245 with a gastro-intestinal cancer (controls) in 
the age range 25-75 years old were included in t he 
study. The crude estimate of the overall odds ratio 
(OR) for relevant occupational exposure of lung 
cancer relative to gastro-intestinal cancer was 1.20 
(95% confidence interval: 0.82 to 1.77) vvhich was 
not statistically significant. A significant interaction 
of occupational exposure and age at diagnosis 
showed that lung cancer patients diagnosed at a 
younger age had higher OR than patients 
diagnosed at an older age. 

It was concluded that a surveillance system based 
on a case-control design would be insensitive to 
detect possible occupational exposure routinely. 
The system would be helpful for generating 
hypotheses that could then be tested using a more 
specific design. 

(e) Travellers Heatth Status Study 
Dr. J. Barry. MRCP, MFCMI. 
Health Research Board. 

During 1990 data collection on the third phase of 

NTD site No. cases 
UK1 CEM 

Total NTD 1.830 419 
Anencephaly (total) 739 184 
- Anencephaly-with-spina bifida 210 12 
- Anencephaly-with-iniencephaly 26 1 
- Anencephaly alone 503 171 
Spina bifida (total) 914 182 
- Cervical & below 26 3 
- Thoracic & below 256 21 
-Lumbar 282 59 
- Lumbo-sacral 145 72 
-Sacral 41 10 
- Not specified 164 17 
Encephalocele 140 51 
lniencephaly without anencephaly 37 2 
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the study, dealing with infant health. was 
completed. The third report will be prepared for 
publication during 1991 and is scheduled to be 
published in 1992. The issues that will be 
addressed in the third report will include perinatal 
morbidity, obstretric risk factors. incidence of 
congenital anomalies and uptake of health services 
in the first year of life. 

The findings of the second report were presented 
to the 12th International meeting of the 
International Epidemiological Association in Los 
Angeles. in August 1990. 

(f) EUROCAT 
Dr. A. Radic, MB.FFCMI. 
Health Research Board. 

Heterogeneity of Neural Tube Defects in 
Europe 
More progress in pinpointing aetiological factors 
leading to neural t ube defects (NTDs) might be 
made if we were able to classify this apparently 
heterogeneous group into aetiologically more 
homogeneous subgroups. The feasability of such a 
subclassification depends on being able t o link 
phenotypic differences detectable by clinical 
examination or autopsy to aetiological differences. 

Table 2 
Number of cases and prevalence ratio (PRR) by site 
and association with other major non-CNS 
anomalies. Six centres in United Kingdom and 
Ireland (UKI. total births = 957.000). seven centres 
in Continental Europe and Malta (CEM. total births 
= 379.000). 

PRR PRR PRR 
all NTD Isolated mult. malformed 

2.9 3.0 2.3 
2.6 2.8 1.9 

11.4 14.6 7.1 
17.0 9.2 

1.9 2.2 0.8 
3.3 3.4 2.7 
6.3 8.2 
8.8 10.4 4.6 
3.5 3.4 4.5 
1.5 1.6 0.8 
3.0 2.5 6.8 

1.8 1.9 1.6 
12.1 



NTDs are 2-3 times more common in the United 
Kingdom and Ireland (UK1 ) than in Continental 
Europe and Malta (CEM)). Six EUROCAT centres in 
UK1 (Dublin. Galway, Glasgow. Belfast. Uverpool, 
South Glamorgan) and seven centres in CEM 
(Odense. Groningen. Hainaut, Paris. Strasbourg. 
Marseille. Malta) supplied extra details of NTD 
cases from 1980-87, allowing them to be classified 
according to site of NTD. and association with 
other major non-CNS anomalies. Uvebirths. 
stillbirths and induced abortions following prenatal 
diagnosis were included. 

Prevalence rate ratios (PRR) for each subtype were 
calculated as the ratio of the prevalence rate in 
UK 1 to the prevalence rate in CEM. The PRR varies 
considerably according to site of the defect (see 
Table 2). This suggests that there may be 
aetiological differences between sites, although the 
possibility that site is related to 'severity' and that 
the proportion of more 'severe' anomalies increases 
as prevalence increases must also be taken into 
account. The PRR varies to a lesser extent 
according to the association of NTD with other 
anomalies (see Table 2). being lower for the 
multiply malformed with NTD than for cases with 
isolated NTD but showing a similar pattern of 
variation by site. The prevalence of multiply 
malformed cases in UK 1 is 2.3 times higher than in 
CEM. suggesting that isolated and multiply 
malformed cases share an aetiologic factor involved 
in the geographic prevalence difference. 

In future. a more detailed description and 
subclassification of neural tube defects may be of 
considerable value for epidemiologic studies. 
Combining together neural tube defects of 
different sites may hamper the interpretation of 
epidemiologic data, including studies of differences 
between population or exposure groups. family 
studies and studies of associations between NTD 
and non-CNS anomalies. On the other hand the 
automatic distinction between isolated cases and 
multiply malformed cases may lead to an 
unnecessary reduction in the power of analyses and 
possibly introduce bias. since there are clearly 
aetiologic similarities between these two groups. 

Choanal Atresia in EUROCAT Centres 
Choana! atresia is probably due to persistence of 
the nasobuccal membrane, which in the embryo 
separates the nasal pits from the primitive mouth. 
Atresia can be bilateral or unilateral. complete or 
incomplete, osseous or membranous. The incidence 
of the condition is unknown. In reviewing cases of 

matemal diabetes registered in Groningen-Drenthe. 
2 cases of choana! atresia were found among the 
total of 9 malformed children. A request was made 
to see whether this unusual association had been 
reported in other EUROCAT Registers. 

Seventy-nine cases of choana! atresia (SPA: 7480) 
were recorded among 30.685 congenital anomaly 
cases in a reference population of 1.421,828 births 
from 1980 to 1986 in 19 EUROCAT Registers. 
Seventy-five cases were livebirths. three stillbirths 
and one induced abortion. The highest rate was 
recorded in Odense ( 1.8 per 1 0,000). In five 
centres. no cases were reported (see Table 3). 
Misdiagnosis and underreporting may contribute to 
the variation between centres. Bilateral complete 
choana! atresia usually represents an emergency 
situat ion in livebom children and should be 
recognized by careful clinical examination. 
Unilateral cases may cause few symptoms and be 
overlooked unless the permeability of the choanes 
is systematically checked at the first paediatric 
evaluation. In the EUROCAT series no distinction 
can be made between bilateral and unilateral cases 
for lack of specification in coding. 

Atresia and Stenosis of the De urn and 
Jejunum in EUROCAT Centres 
In data from 18 EUROCAT registries 198(}88 
there were 422 cases of intestinal atresia reported 
in 1,832.419 births. a total prevalence rate of 2.3 
per 10.000. There was no significant geographical 
variation in total prevalence. Ninety-three percent 
were livebirths, 596 stillbirths and 296 induced 
abortions following prenatal diagnosis of associated 
anomalies. The majority of cases (5896) were 
duodenal atresia/stenosis. 2696 were atresia and 
stenosis of the ileum or jejunum, and 16% were 
unspecified intestinal atresias. 

Twenty-one percent (90 cases) of intestinal 
atresias were of chromosomal origin, mostly Down 
syndrome (86/90). Duodenal atresia was 
associated more frequently with Down syndrome 
(3296) than atresia of the ileum or j ejunum ( 196). 

There were 49 cases of non-chromosomal atresia 
of jejunum. 55 cases of atresia of ileum. and 4 
cases of atresia of both ileum and jejunum, a 
combined prevalence of 0.6 per 10,000. The sex 
ratio of atresia of ileum/jejunum was not 
significantly skewed (50 M, 58 F). The risk was not 
significantly higher for mothers over 35 years of 
age (0.62 per 10,000, 12 cases) than mothers less 
than 35 (0.56 per 10,000, 92 cases). Sixty-four 
percent of cases had an isolated defect. 996 had 
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Table 3 

Registry Study Total Birth Choanal Atresia 
Period Coverage No Cases Rate per 1 0,000 

West Flanders 80-86 50,386 0 0.0 I 

Hainaut 80-86 57,352 4 0.7 
Odense 80-86 32,648 6 1.8 
Paris 81-86 214.257 19 0.9 
West Berlin 80-86 42,945 2 0.5 
Florence 80-86 63.261 6 1.0 
Umbria 80-86 52.279 0 0.0 
Dublin 80-86 163,985 4 0.2 
Galway 81-86 19,293 1 0.5 
Luxembourg 80-86 16,628 1 0.6 
Groningen 81-86 50,379 5 1.0 
Glasgow 80-86 91.359 10 1.1 
Liverpool 80-85 122,351 5 0.4 
Belfast 80-86 195,012 12 0.6 
Emilia Romagna 80-86 136.961 2 0.2 
Strasbourg 82-86 65,383 2 0.3 
Zagreb 83-86 18.703 0 0.0 
Marseille 86 23.859 0 0.0 
Malta 86 5,310 0 0.0 

All Registries 80-86 1.422,351 79 0.6 

other associated intestinal anomalies only, and the Prevalence of Hydrocephaly in EUROCAT 
remaining 25% (28 cases) had other major non- Centres 
intestinal anomalies. Of the 28 cases with multiple Congenital hydrocephaly (ICD/BPA 7423) not 
anomalies. ten had abdominal wall anomalies (7 associated with spina bifida. and excluding 
gastroschisis. 2 exomphalos. 1 an unspecified hydranencephaly (ICD/BPA 74232), was analysed 
anomaly of the abdominal wall), and four cystic for the period 1980-1986. 
fibrosis. 

Table 4 
Total Prevalence (no. and rate per 10,000 births) of hydrocephaly by type of birth/abortion. 

Induced 
Centre Live births Stillbirths Abortions* Total Total 

No. No. No. No. Rate/1 0,000 

Hainaut (B) 10 5 4 19 3.3 
Odense (D) 13 2 1 16 4.9 
Paris (F) 43 46 45 134 6.3 
Strasbourg (F) 26 7 14 47 7.2 
Marseille (F) 3 2 5 10 4.2 
Florence (I) 28 5 5 38 6.0 
Dublin (Ire) 73 18 0 91 5.5 
Galway (Ire) 2 3 0 5 2.6 
Groningen (N) 10 5 6 21 4.2 
Glasgow (UK) 35 9 2 46 5.0 
Liverpool (UK) 40 13 3 56 3.9 
Belfast (UK) 50 32 3 85 4.4 
Malta 3 3 0 6 11.3 

TOTAL 336 150 88 574 5.1 

*Induced abortions following prenatal diagnosis of malformation 
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Total prevalence rates (including livebirths, 
stillbirths from 20 weeks gestation. and induced 
abortions following prenatal diagnosis) of 
hydrocephaly are shown in the Table for 13 
EUROCAT registries. Most rates lie between 3 and 
7 per 1 0,000 but there is significant heterogeneity 
in total prevalence between registries (p<O.OS). lt 
is interesting however that there is no evidence for 
a higher rate in the U!lited Kif"lgdofTl. where neural 
tube defects (NTD) are more frequent and where a 
correlation between t emporal trends in NTD and 
hydrocephaly prevalence has sometimes been 
observed. More research is needed on the aetiologic 
link between (primary) hydrocephaly and neural 
tube defects. 

Comparison of Babies Who Died of Sudden 
Infant Death Syndrome (SIDS) with Babies 
Who Died of Other Causes 
During the years 1980-1987 all deaths of babies 
under a year old were registered as part of 
surveillance of congenital anomalies in the Eastern 
Health Board region. As the deaths due to SIDS are 
most common between one week of life and one 
year, a comparison was made between the SIDS 
babies who died in that period of time with babies 
who died of other causes in the same period of 
time. The variables compared were baby's sex, 
mother's age, parity and socio-economic group. 

There were altogether 415 SIDS babies and 486 
babies who died of other causes. 

Except for M:F ratio. which was 1.5 among SIDS 
and 1.1 among other causes of death. there was 
very little difference between the groups. Even the 
proportion of deaths of babies born to unmarried 
mothers was practically the same ( 1 0.196 among 
SIDS and 10.096 among other causes). 

(g) National Survey of Adults' Dental Health 
Professor D. O'Mullane, BDS, Ph.D., FFDRCSI. 
University Dental School, 
University College Cork. 

In July 1990 the preliminary results of the first 
National Survey of Adults' Dental Health in Ireland 
were announced. This major survey was carried 
under the direction of Professor Denis O'Mullane. 
University Dental School and Hospital, UCC and 
was funded jointly by the Health and Safety 
Directorate of the European Commission and by 
the Health Research Board. 

A random sample of adults throughout Ireland 
comprising 1 ,927 persons aged 16 years and older, 
were examined by a team of ten dentists and 
recorders over a period of 14 months, beginning in 
February 1989. The examination was detailed and 
extensive, it included a count of the number of 
teeth in the mouth, the condition of the teeth i.e. 
the presence of dental decay, gum disease, 
dentures, and enamel discoloration. 

A final report on the survey is due to be published 
in 1991. 
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jRESEARCH lABORATORIES 

The research underway in the HRB funded laboratories 
located at Trinity College, which focussed principally on 
the development of anti-cancer and anti-leprosy drugs 
and on virology studies was brought to a close in 
December 1990. The decision to close the laboratories 
resulted from a review by the Board of its changing 
research priorities. 

The closure of a research group such as that in Trinity 
College Dublin is a sad event but all those engaged in 
research recognise that it is a competitive field and that 
priorities and research directions are subject to change. 

The Board is pleased to acknowledge the past 
achievements of t his research group. 

THE RESEARCH SYSTEM 
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ACCOUNTS 

Year Ended 31 December 1990 

Income and Expenditure Account Balance Sheet 

1990 1989 1990 1989 
Income IR£ IR£ Current Assets IR£ IR£ 
Pension Refunds 6,620 Debtors and Prepayments 122,646 78.175 
Department of Health Grant 1,300,000 1,300,000 Monies on Deposit 540,561 665.131 
Recoupment of Cost of 
Information Systems 149,308 165.501 cash at Bank 122,654 38.673 
Interest Receivable 81,819 37.708 cash on Hand 18 25 
Other Income 2,550 4.227 
Externally Funded Research 340,914 248.826 

1,874,591 1,762,882 785.879 782,004 

Expenditure Currrent Liabilities 
General Research 467,449 512,912 Creditors and Accruals 88.139 98,643 
Information Systems 171,866 169,839 
Special Research Units 178.385 186,704 
Laboratories at Trinity 

College Dublin 302,752 273,956 
Epidemiological Studies 165,558 240,848 Net Current Assets 697,740 683,361 
Externally Funded Research 307,620 248,826 Investments 9,160 9,160 
Administration 279,753 278,492 Fixed Assets 44,029 57,200 

1,873,383 1,91 1.577 750,929 749,721 

Surplus (Deficit) of Income Accumulated Fund 
over Expenditure for year 1.208 (148,695) Balance at 1st January 749.721 453,408 

Profit on Sale of Premises 445,008 Balance for Year 1.208 296.31 3 

Balance for Year 1.208 296,313 At December 31st 750,929 749,721 

Note: These accounts were compiled by Messrs. Hayden Brown & Co .. Chartered Accountants. Dublin 2 and are 
awaiting audit by the Local Government Auditor appointed by the Minister for Health. 
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APPENDICES 

APPENDIX A 

The Executive of the Health Research 
Board 

Chief Executive 
Vivian O'Gorman, B.Sc., Ph.D.MICI., CChem., FRSC., 

MIWEM. 

Secretary 
John O'Gorman 

Mental Health Studies 
D. Walsh, MB., DPM., FFCM., FFCMI., FRC.Psych., 

FRCP I. 

Mental Handicap Studies 
D. Kavanagh, MRC.Psych., DCH. 

Congenital Abnormalities Register ( EUROCAT) and 
Sudden Infant Death 

A. Radic, MB., FFCMI. 

Perinatal and Child Health Studies 
P. Kirke, MB., FFCMI., FFCM., M.Sc., DCH., D.Obst. 

Sociologists 
A. O'Connor, M.Soc.Sc. (Senior Sociologist) 

H. Burke, B.Soc.Sc. 
A. Cleary, M.Soc.Sc. 

A. Kelleher, B.Soc.Sc. 
A. O'Hare, M.Soc.Sc. 

M. O'Brien, B.A. 

APPENDIX 8 

Special Committees of the Board 1990 
Gastroenterology 
Dr. G. H. Tomkin. Chairman. Professor F. Given, 

Professor M. Harrington. Dr. D. Headon. Dr. N. 
Keeling, Dr. J. Lennon, Professor J. Sheehan. Dr. M. 
Whelton, Dr. D. O'Donoghue. Secretary. 

Immunology and Pathology 
Professor C. F. McCarthy. Chairman, Dr. B. Bresnihan, 

Dr. J. K. Collins. Dr. C. Feighery, Professor 
J. F. Greally, Dr. S. Kirrane, Dr. G. Mortimer. Dr. E. C. 
Sweeney, Dr. D. Reen. Secretary. 

Cancer 
Professor C. T. Doyle. Chairman. Professor D. Bouchier

Hayes. Dr. P. Daly. Dr. P. P. A. Dervan. Professor 
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H. F. Given, Dr. M. A. Hurley. Dr. H. McLaughlin. Dr. D. 
McConnell. Dr. M. Moriarty. Professor E. L Egan. 
Secretary. 

Cardiovascular Diseases 
Professor K. O'Malley, Chairman, Professor G. Bourke, Dr. 

K. Daly, Dr. W. Fennel!. Professor A. Johnson. 
Professor R. P. Kernan, Mr. G. Shanik, Dr. M. Walsh, 
Porfessor J. Feely, Secretary. 

Mental Health and Neurology 
Professor M. Webb, Chairman, Dr. J. Dinn. Dr. A. G. 

Carron. Professor T. Fahy, Professor B. E. Leonard, Dr. 
S. D. McGrath. Dr. C. Regan, Dr. H. Staunton. Dr. J. L. 
Waddington. Secretary. 

Metabolism and Endocrinology 
Professor J. Scott. Chairman, Dr. J. Finucane, Professor 

W. J. Hall. Professor J. J. A. Heffron. Dr. J. O'Donnell, 
Professor D. Powell. Professor R. G. O'Regan. 
Professor K. F. Tipton. Dr. H. Walsh, Professor M. P. 
Ryan. Secretary. 

Microbiology 
Professor M. X. FitzGerald, Chairman, ProfessorS. 

Condon. ProfessorS. Doonan. Professor L. K. Dunican. 
Professor J. Flynn, Dr. R. Hone. Professor E. 
Moorehouse, Dr. C. Smyth, Professor M. Clynes, 
Secretary. 

Pregnancy and Congenital Deformities 
Professor G. Bourke. Chairman, Dr. C. R. Carr. Dr. R. 

Counahan. Dr. J. Gillen. Professor R. F. Harrison, Dr. P. 
Kelehan, Dr. D. Lillis. Dr. S. McManus, Dr. F. Gorman. 

Respiratory Diseases 
Professor M. X. FitzGerald, Chairman, Dr. C. P. Bredin, 

Dr. L. J. Clancy, Dr. P. Finnegan. Dr. T. H. Peirce. Dr. S. 
O'Neill, Mr. A. Wood, Professor J. Prichard. Secretary. 

Health Services Research 
Dr. M. Wiley. Chairperson, Dr. R. Barrington, Dr. T. Brady, 

Mr. D. O'Mahony. 

Epidemiology 
Professor G. Bourke, Chairman. Dr. M. Codd. Dr. Z. 

Johnson. Dr. N. Kennedy, Mrs. A. O'Hare. Dr. P. Kirke. 
Secretary. 

HRB Science Degree Scholarships 
Professor K. O'Malley. Chairman 
Professor R. G. O'Regan. U.C.D. 
Professor J. Fraher. U.C.C. 
Professor D. J. O'Donovan. U.C.G. 
Dr. W. Clayton Love. T.C.D. 



APPENDIX C 
Health Research Board Representation on International Committees 

Commission of the European Communities 

Management & Co-ordination Advisory Committee 
in Medical & Health Research (CGC) 

Dr. T. O'Dwyer. Department of Health, Hawkins 
House. Dublin 2. 

Dr. J. V. O'Gorman* 

CO MACS (Concerted Action Groups) of CGC 

Epidemiology 
Dr. M. Wiley, Economic & Social Research Institut e. 4 
Burlington Road, Dublin 4 

Professor G. Bourke. University College, Dublin 2 

Bioengineering 
Dr. J. F. Malone, St. James' Hospital, Dublin 8 

Professor S. M. Lavelle. University College, Galway 

Medical Biology 
Professor G. H. Tomkin, 1 Fitzwilliam Square, 
Dublin 2 
Professor C. F. McCarthy, University College, Galway 

Health Services Research 
Mr. D. Doherty. Midland Health Board, Tullamore. 
Co. Offaly 

EC Programme on Medicine, Health & Nutrition in 
the Tropics 

Professor J. Scott. Trinity College. Dublin 2 
Dr. H. P. Voorheis. Trinity College, Dublin 2 

EC Working Party on Medical & Health Research 
concerning Drugs (COST) 

Professor J. Feely. Trinity College, Dublin 2 

EC Programme on Advanced lnformatics in 
Medicine (AIM) 

Dr. J. V. O'Gorman* 

EC Working Party on Identification and Recording of 
Occupational Morbidity and Mortality 

Dr. P. Kirke* 

EC Predictive Medicine -
Study Group on Human Genetic Mapping 
Dr. P. Humphries. Trinity College, Dublin 2 
Study Group on Advanced Genetic Technology 
Dr. F. Gannon. University College, Galway 

European Science Foundation (ESF) 
European Medical Research Council (EMRC) - A Sub 
Committee of the ESF 

Dr. J. V. O'Gorman* 

ESF Programme of Fellowships in Toxicology, (PFT) 
Dr. M. Pugh, University College, Dublin 4 

ESF European Training Programme (ETP) in Brain 
and Behaviour Research 

Professor B. E. Leonard, University College. Galway 

World Health Organisation (W.H.O.) 
W.H.O. European Advisory Committee on Health 
Research 

Dr. M. Wiley. Economic & Social Research Institute. 
4 Burlington Road. Dublin 4. 

W.H.O. Expert Committee on Mental Health 
Dr. D. Walsh* 

Council of Europe 
Epidemiology Sub Group (Pompidou Group) 

Mrs. A. O'Hare* 

·~ Health Research Board 
73 Lower Baggot Street, 
Dublin 2. 
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APPENDIX 0 

Health Research Boand Representation on National Committees 

National Health Council 
Professor G. H. Tomkin. 1 Fitzwilliam Square. 
Dublin 2 

Ms. M. Dwyer. Matron. City of Dublin Skin & Cancer 
Hospital, Dublin 2 

Royal Irish Academy National Committee for 
Chemistry 

Dr. J. F. O'Suliivan. H.R.B. Laboratories. Trinity 
College, Dublin 2 

Royal Irish Academy National Committee for 
Nutritional Sciences 

Dr. M. J. Gibney, Trinity College. Dublin 2 

Kilkenny Health Project 
Representatives on Board of Directors: 

Dr. T. O'Dwyer 
Mr. J. O'Gorman* 

Representative on Finance Committee: 

Mr. J. O'Gorman* 
Representative on Scientific Committee: 

Dr. A. Radic* 

Travellers Health Status Project 
Repersentative on Advisory Committee: 

Mr. J. O'Gorman* 
Representatives on Scientific Committee: 

Dr. P. Kirke* 
Dr. J. Barry* 

* Health Research Board 
73 Lower Baggot Street. 
Dublin 2 

APPENDIX E 
Publications 1990 

HRB News Number 3. The Health Research 3oard, 
Dublin. April 1990. 

Kelleher. A .. Kavanagh, D. and McCarthy, M. Home 
Together: A Study of Community Based Residences in 
Ireland for People with Mental Handicap. The Health 
Research Board, Dublin. 1990. 

Ni Nuallain. M .• O'Hare. A. and Walsh. D. The Prevalence 
of Schizophrenia in Three Counties in Ireland. Acta. 
Psychiatr. Scand., 1990: 82: 136-140. The Health 
Research Board, Dublin. 

Research Summaries: Compendium of Completed 
Research Projects 1989. The Health Research Board. 
Dublin. October 1990. 
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Scott, J. M .• Kirke. P. N. and Weir. D. G. The Role of 
Nutrition in Neural Tube Defects. In: Annual Review of 
Nutrition, Vol. 10. Palo Alto. California: Annual 
Review Inc., 1990: 277-295. 

Walsh. D .. Cullen, A., Cullivan. R. and O'Donnell. B. Do 
Statistics Lie? Suicide in Kildare - and in Ireland. 
Psychological Medicine. 1990: 20: 867-871. The 
Health Research Board. Dublin. 

Walsh, D. The Future of Psychiatric Services in Ireland. 
Irish Journal of Psychiatry, Autumn 1990. The Health 
Research Board, Dublin. 



Research Grants (38) 
Grantholder 

Prof. J. A. Houghton 

Prof. P.A. Whittaker 

Dr. P. Noonan Walsh 

Dr. K C. Breen 

Dr. M. Coffey 

Dr. J. R. Docherty 

Dr. J. T. Ennis 

Prof. J. Prichard 

Prof. A. D. Wood 

Dr. P. Humphries 

Dr. P. McWilliams 

Dr. G. J. Atkins 

Dr. M. J. Duffy 

Dr. D. T. Croke 

APPENDIX F 
Research Projects Approved by HRB in 1990 

Department & Institution 

Microbiology. U.C.G. 

Biology. Maynooth College 

St. Michael's House 

Pharmacology, U.C.D. 

Community care, W.H.B. 

Clinical Pharmacology. R.C.S.I. 

Mater Private Clinic 

TCD Medical School, 
St James's Hospital 

School of Mathematical Sciences. 
D.C.U. 

Genetics. T.C.D. 

Genetics. T.C.D. 

Microbiology. T.C.D. 

Nuclear Medicine. St. Vincent's 
Hospital 

Bochemistry. R.C.S.I. 

Title of Project 

The capacitation of human sperm by 
electropermeabilisation and its 
application to the investigation of 
male infertility 

Antimycotics and mitochondrial 
functioning in the pathogenic yeast 
candida ablicans 

Relating service costs to the needs of client 
groups: A case-mix approach 

The invstigation of the role of the 
beta-amyloid precursor protein 
isoforms in cell adhesion 

Population based glaucoma survey in 
Co. Roscommon - Stage 11 

Investigations of vascular responses 
mediated by receptors for 5-
hydroxytryptamine in human arterial 
and venous tissues 

Optimizing tissue specificity in 
musculoskeletal tumours using 
magnetic resonance imaging and 
spectroscopy 

Asthma prevalence and risk factors in 
rural and urban Ireland. (A European 
study of asthma prevalence and 
risk factors) 

Transmission of HIV in selected 
subgroups 

Autosomal dominant simplex 
epidermolysis bullosa: Localization of 
a causative gene by genetic linkage 
analysis 

Autosomal dominant retinitis 
pigmentosa (ARDP): Location and 
sequencing of disease-causing genes 

Molecular analysis of the mechanisms 
of virus-induced demyelination; its 
relevance to the pathogenesis of 
multiple sclerosis 

A study of c-ErbB-2 gene and protein 
in breast cancer 

The development and evaluation of 
sensitive detection system for genetic 
changes in colorectal carcinoma as 
potential prognostic indicators 
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Grantholder 

Dr. T. V. McCarthy 

Dr. D. Powell/Dr. D. Brennan 

Dr. C. O'Farrelly 

Prof. F. Gannon 

Dr. W. C. Love 

Dr. M. P. Murphy 

Dr. W. Blau 

Dr. D. P. O'Donoghue 

Dr. C. M. O'Connor 

Prof. L K. Dunican 

Dr. B. F. o·connor 

Prof. J. M. Scott 

Dr. F. Martin 

Dr. A. W. Baird 

Dr. A K. Keenan 

Dr. K. O'Boyle 

Dr. H. J . Lowe 

Prof. J. Feely 
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Department & Institution 

Biochemistry. U.C.C. 

Endocrine Unit. Mater Hospital 

TCD Medical School, 
St . James's Hospital 

Microbiology, U.C.G. 

Biochemistry. T.C.D. 

Biochemistry. T.C.D. 

Pure & Applied Physics. T.C.D. 

St. Vincent's Hospital 

Medicine. U.C.D. 

Microbiology. U.C.G. 

Biological Sciences. D.C.U. 

Biochemistry. T.C.D. 

Pharmacology, U.C.D. 

Pharmacology, U.C.D. 

Pharmacology. U.C.D. 

Pharmacology U.C.D. 

Medical lnformatics. 
St. Vincent's Hospital 

Pharmacology and 
Therapeutics, T.C.D. 

Title of Project 

Investigation of normal and 
illegitimate immunoglobulin site 
specific (V-D-J) and class switch 
recombination in human murine 
cancer cell lines 

Examination of parathyroid hormone 
receptor structure and function in 
different target tissues 

Antigen processing and presentation 
by normal and coeliac small intestinal 
epithelial cells 

Development of a rapid DNA probe 
test for septicaema 
mRNA and glucocorticoid induced 
changes in lipoprotein metbolism in 
isolated hepatocytes 

Short-term regulation of mito
chondrial function by thyroid 
hormones 

Pilot study on use of lasers for 
removal of caries 

Clot lysis by gastric j uice - which 
proteases are responsible? 

Investigation of neutrophil activation 
in the lower respiratory tract of 
patient with interstitial lung disease 

Use of polymerase chain reaction and 
pulse field electrophoresis in the 
diagnosis of clostridia of medical 
importance. 
Studies on a narrow specificity 
membrane-bound pyroglutamate 
aminopeptidase of mammalian brain 

The biochemical basis of the 
neuropathy of Vitamin B,2 deficiency 
(sub acute combined degeneration) 

Studies of the mechanism of 
oncoprotein inhibition of 
glucocorticoid receptor function 

Functional studies of guinea pig gall 
bladder in vitro: smooth muscle and 
epithelium 

Regulation of vascular endothelial and 
smooth muscle cell functions by 
artrial natriuretic factor 

Agonist and antagonist interactions at 
Brain dopamine receptors 

Impact of computer-based decision 
support systems on health services. 
Delivery and physician information 
gathering behaviour 

Sodium lithium counter transport -
hypertension and cardiovascular 
diseases 



Grantholder 

Dr. D. Kelleher 

Prof. R. G. O'Regan 

Dr. J. K. Collins/ 
Dr. A. Dobson/Dr. G. 6 Sullivan 

Dr. D. Sheehan 

Dr. J. E. Hegarty 

Prof. B. E. Leonard 

Appendix G 

Department & Institution 

TCD Medical School, 
St. James's Hospital 

Physiology, U.C.D. 

Microbiology U.C.C. 

Biochemistry. U.C.C. 

St Vincent's Hospital 

Phannacology. U.C.G. 

Mini-Project Grants in Health Services Research (6) 
Applicant Department & Institution 

Dr. H. Johnson 

Prof. N. Hickey 

Dr. J. Devlin 

Dr. E. MacHale 

Dr. T. O'Callaghan 

Prof. D. M. Jenkins 

Community Care Area 2, 
Eastern Health Board. 
Dublin. 

Department of Preventive Medicine/ 
Cardiology, St Vincent's Hospital. 
Dublin. 

Eastern Health Board. Naas. 
Co. Kildare. 

Community Care Offices. 
Western Health Board. Galway. 

Stewart's Hospital. Dublin. 

Erinville Hospital. Cork. 

Post-Graduate Training Grants (3) 
Name Department & Institution 

Dr. M. Codd Mater Hospital, Dublin 

Dr. L. Thomton 

Dr. M. O'Connor 

Midland Health Board. Mullingar. 
Co. Westmeath 

Midland Health Board. Mullingar. 
eo. Westmeath 

Title of Project 

The role of tumour necrosis factor 
in malnutrition associated with 
Crohn's disease 
Effects of carbon dioxide on upper 
airway receptors 

Identification. molecular 
characterisation and cloning of novel 
tumour derived cytokines 
The role of detoxification enzymes in 
chemotherapy resistance in human 
cancer cell lines 
Intestinal bacterial contamination 
in cystic fibrosis 
Relationship between neuroendocrine 
regulation. the immune system and 
neurotransmitter function in major 
depressive disorder 

Title of Project 

Age specific vulnerability to 
measles. mumps. and rubella in Irish 
children. 

A study of health care in patients 
attending General Practitioners within 
the catchment area of St. Vincent's 
Hospital. 

Hepatitis B in the non-residential 
mentally handicapped population. 
An epidemiological study of tumours 
in fish fann workers 

Refusers of adult day services 
for the mentally handicapped: A 
family intervention project. 

The influence of histo-compatibility 
on procoagulant production in mixed 
maternal-paternal leucocyte cultures 
in pregnancies complicated by pre
eclampsia (PET) and intrauterine 
growth retardation (IUGR). 

T'rtle of Course 

Ph.D in epid.emiology. University of 

Minnesota. 

Three month attachment scheme in 
communicable disease control. Cardiff 
Royal Infirmary 

Principles and practical aspects of 
communicable disease control, 
Communicable Disease Surveillance 
Centre. London. 
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Post Doctoral Research Fellowship (I) 
Name Department & Institution 

Dr. J. O'Leary Pathology. U.C.C. 
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Title of Project 

Human Papillomaviruses . .. 
Transforming Oncogenic Viruses in 
Female Genital Tract Neoplasia. 


