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(Establishment) Order. 1986 the Board herewith presents its 
Annual Report For the year ended 31 st December, 1988. 
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Dr. W A. WarlS, Chainnan. 
The Healrh Research Board 

CHAIRMAN'S STATEMENT 

When the Health Research Board took up office in January 1987 
its remit included the development of programmes in medical 
research, health and health services research and 
epidemiological research: Following a period of review and 
rationalisation of its resources, consultation with the research 
community on future research priorities, and the appointment of 
a new Chief Executive, the Board was geared to commence the 
undertaking of the wider research responsibilities assigned to it. 
However, the publication of the estimates for the public service 
in October 1988 revealed that the Board's financial allocation for 
1989 would be £ 1.3 million. This created a very serious situation 
for the Board as it represented a 43% reduction in the grant-in
aid in comparison with an allocation of £2.3 million for 1987 
and 1988 respectively. Given that a base budget of £2.3 million 
represented a minimal level of support the consequences of a 
budget of £ 1.3 million were almost calamitous. Following 
representations by the Board to the Minister for Health, Dr. Rory 
O'Hanlon, TO, and senior officials of his Department, the 
budgetary crisis was partially alleviated by having funding 
responsibility for some of the Board's current activities in the 
area of Information Systems and Extramural Research 
transferred to the Department of Health. 

The Board recognises the Government's commitment to 
controlling public expenditure and accepts the need to ensure 
that resources granted to it are deployed efficiently and reviewed 
critically. But if strenuous efforts to make better use of resources 
do no more than allow the Board to accommodate to a declining 
budget, and do not allow resources to be found for new activities, 
then the Board will not be in a position to fulfil its statutory 
remit to provide a core programme of national research in the 
biomedical and health services areas. What is required is some 
financial stability in order to guarantee continued expenditure on 
existing commitments while at the same time allowing flexibility 
for new initiatives. Indeed if the organisation is to be effective in 
the future provision must be made to restore the level of grant
in-aid to a viable leveL 

To help shape its forward thinking the Board has formulated a 
Corporate Plan for the period 1989-1991. The main objective of 
the plan is to develop a research programme that will be 
complementary to the overall thrust of health policy. The value 
of such a plan is that it provides a relatively stable background of 
policy against which more immediate changes in science, 
funding and organisation can be addressed and handled. The 
Board's Corporate Plan was submitted to the Department of 
Health in March 1989 and its main Corporate goals include: 
* enhancement of the national R&D capability in Medicine 

and Health both in terms of quality and quantity 
* development of a core of research expertise in Health Services 

and Epidemiological Research 3 



.r 

4 

* increased opponunities for post graduate research training in 
relevant fields 

* pr()motion of stronger linkage between researchers in 
College/Hospitallaboratories and industry 

* promotion of wider participation by Irish researchers in 
relevant loternationalR &.D programmes 

* development of private sector and other external sources of 
funding support. 

There are many opponunities to introduce new schemes of 
support and fund new developments. which must betaken if 
Ireland. is to maintain its international credibiliry and 
competitiveness. Much remains to be done in. for example. such 
research areas as cardiovascular disease. stroke. cancer. brain 
and behaviour research. respiratory disorders and arthritis. New 
developments in molecular biology and molecular genetics will 
have a considerable impact on medicine and health in the future 
and there are many projects with a potentially strong industrial 
component in for example such areas as drug delivery. vaccine 
development and therapeutic immunology. Currently in Ireland 
there is no critical mass of skills. people and funding in health 
services research and evaluation and there is an urgent need to 
provide seed funding to develop the necessary expertise in this 
area. Different methods ofeare that are under-researched at 
present include mental health. services for elderly people. 
physical and mental handicap and the effective delivery of 
primary health care. This is one of the most obvious gaps in our 
national research effort at present. 

In the long term our health care system will be a reflection of the 
quality of the research base underpinning it. Most of our 
European partners already have well advanced investment 
programmes in place in medicine and health and any further 
widening of the research gap with Europe will be damaging to 
the future of the Irish health service and ultimately will make the 
job of catching up. longer and more difficult. 

In conclusion. as Chairman I would like to pay tribute to the 
Chief Executive and staff of the Board for their loyal service 
during a difficult period. 

July 1989 
W. A. Watts, 

Chairman. 

" 



Dr. Vivian 0 ·Gonnan. 
Chief Executive. 
The Health Research Board 

SUMMARY 

The second year of operation of the Health Research Board has 
been characterised by a period of consolidation combined with 
some funher rationalisation. At the beginning of the year the 
Board decided to engage in an execise to review its research 
activities and to establish research and funding priorities for the 
future. As pan of this process a wide consultation took place 
with the research community and research users and the feed
back received from both individuals and groups proved 
extremely valuable to the Board in planning its future 
programmes. 

Although the funds available to the Board remain severely 
limited it did prove possible to develop some new research 
activity through its various grant schemes. A total of 46 new 
high quality research projects were initiated and funding suppon 
for a funher 43 on-going research projects was renewed. The 
suppon of high quality bio-medical and health research projects 
is the primaI)' means by which the Board contributes to 
maintaining a medical and health research capability in Ireland. 

In addition through the mechanism of its Summer Student grant 
scheme 35 medical students were afforded an opponunity of 
becoming familiar with research techniques and of developing 
an interest in medical research. The Board's Science Degree 
Scholarship scheme enabled three of our ablest students to 
complete honours science degrees by availing of an intercalated 
year in their medical courses. 

During the course of the year three of the Research Units 
supponed by the Board were the subject of a mid-term review of 
progress. The Units concerned were Affective Disorders. Female 
Fenility and Rheumatoid Anhritis. The three specialist Review 
Committees which examined these Units reponed that 
satisfactoI)' progress had been achieved towards meeting the 
original objectives set for the Units. Panicipation was also 
continued in the extensive U.S. funded joint study of 
Schizophrenia which is being conducted by the Health Research 
Board. Virginia Commonwealth University and the Western 
Health Board.'The first repon of the Travellers Health Status 
Study "Census of Travelling People, November 1986" was 
published in 1988. 

Despite these achievements the problems of scientific 
opponunities lost for lack of funds continues to beset the Board. 
The Board is unable to meet all of the high qUality demands for 
studentships, training fellowships and project grants. To 
guarantee the continuing viability of a number of the existing 
schemes an increased investment is needed. In addition there are 
many opponunities to introduce new schemes of suppon and 
fund new developments, which must be taken if Ireland is not to 
fall seriously behind its fellow Member States. 

On the International front the Board panicipated in a new EC 
initiative penaining to a Human Genome Mapping Project which 5 
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was developed as part of the European Commission's Predictive 
Medicine Programme. Two members of staff of the Board won 
EC research contracts relating to ( 1 ) the development of a drug 
reporting system for Dublin with the aid of matching funds from 
the Department.of Health and (2) a Third World collaborative 
research project aimed at reducing the high mortality rate for 
children caused by Dengue Virus. Board members and staff 
continue to play an active part in the relevant Committees of the 
European Community, the European Science Foundation, the 
European Medical Research Councils, The World Health 
Organisation and the Council of Europe. 

In October 1988 Dr. Vivian O'Gonnan took up appointment as 
Chief Executive to the Board and Mr. John O'Gonnan was 
appointed as Secretary to the Board. The Board's first Annual 
Report was presented to the Minister for Health at a Press 
Conference held in December 1988. The continuing contribution 
of those members who servedon the Special Committees and 
Working Groups of the Board in 1988 is gratefully '1 
acknowledged. 

In financial tenns, the Health Research Board received a grant
in-aid of £2.3 million from the Government and allocated £ 1.9 
million of this funding in support of research, epidemiological 
studies and infonnation systems. A breakdown of this 
expenditure is shown in Figure 1. 

FIGURE 1 
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RESEARCH GRANTS 

Research Grants 
Developing research competence in Higher Education 
Institutions and Hospital Departments and the provision of post-
graduate research training opportunities are the primary 
objectives of the Board's research grants programme, A total of 
88 new grant applications were received by the Board in 1988, 
Following evaluation by the Board's Specialist Committees, the 
Board approved the initiation of 46 new research projects, In 
addition funding support for 43 on-going projects was renewed. 

The distribution of applications by research area and the number 
of projects funded in each area is outlined in Table 1: 

Table 1 

Number of Number of Total Number 
Number of New New Projects Projects . of Projects 
Applications funded Renewed Supported 

12 7 5 12 

2 2 2 

7 5 6 

4 2 3 5 

9 4 4 8 

9 6 7 13 

14 6 9 15 

18 11 8 19 

2 2 

5 2 2 4 

8 3 3 

88 46 43 89 

The support of these projects represented a funding commitment 
of Ir£484,022 in 1988. Details of the new projects being 
supported are contained in Appendix F. 

Science Degree Scholarships: the scholarship scheme 
attracted eight applications for the 1988/89 academic year. Six 
scholarships were awarded. 

The following candidates accepted the award: 
Brian McNamara, University College, Cork. 
Michael Blake, Royal College of Surgeons of Ireland and 
University College, Dublin. 
Michael F. McGrath, University College, Dublin. 7 
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RESEARCH GRANTS 

Summer Student Grants: a total of 35 awards were made in 
1988 at a total cost of £19,600. 

1988 Graves Lecture: the rwenty-eighth Graves was delivered 
by Dr. Dennis johnston, Consultant Physician and Senior 
Lecturer, Department of Therapeutics and Phannacology, 
Queen's University, Belfast. The lecture took place at the Royal 
Academy of Medicine in Ireland em Tuesday, 17th May, 1988 
and the topic was "Allopathy - the therapeutic legacy". 

International Activities 

National Institutes of Health International Research 
Fellowships: One nomination was submitted by the Board for 
the john E. Fogarty International Research Fellowships for 
1988/89 and the award was made as follows: 

Dr. Richard O'Kennedy under 
Dr. Christopher L. Reading, M.D. Anderson Hospital and 
Tumourlnstitute, Texas Medical Centre, 6723 Bertner Avenue, 
Houston, Texas, U.S.A. 

European Science Foundation (ESF) 
The ESF is an international non-governmental organisation, 
founded in November 1974, with its headquarters in Strasbourg; 
it currently has 501 members from 18 countries including 
EOLAS, The Royal Irish Academy and the Board. 

The aim of the Foundation is t6 act as a centre of communication 
between its member organisations and berween 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 22 - 23rd November, 
1988. The Board was represented by Professor j. Scott. 

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 
28th annual meeting of the EMRC was held in jerusalem, Israel 
on 6-7th june, 1988. The Board was represented by Professor j. 
Scott. 

European COmmunity (EC) 
The 'Management and Coordination Advisory Committee (CGC) 
in the Field of Medical and Health Research' is the Committee 

, 

I 
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which advises the 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, within the Community, 
whose work is already funded by national sources. The 
Committee is assisted by a member of sub-committees 
(concerted action committees or COMACs) and working parties. 

The Board fulfilled 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. William Watts, Chairman HRB, Dr. Rory O'Hanlon, rD., Minister for Health, Dr. Vivian O'Gorman, Chief Executive 
on the occasion of the presentation of the Board's first annual repon to the Minister. 9 
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Professor Brian Leonard. 
Unit Director. 

RESEARCH UNITS 

Research Units 
The Board currently supports five research units in the following 
areas: 

Affective Disorders 
Drugs in the Elderly 
Excessive Menstrual Bleeding 
Female Fertility 
Rheumatoid Arthritis 

During 1988 three of the Units - Affective Disorders. Female 
Fertility and Rheumatoid Arthritis - were the subject of mid
term reviews of their progress by appropriate panels of experts. 
Feedback on the findings of these reviews was provided for the 
Directors of the Units and in two cases proposals for a re
orientation of the work programmes were made. Detailed lists of 
the publications arising from the work of all the Units are 
available from the Board. 

Affective Disorders Research Unit 
Directors: Professor B. E. Leonard, Ph.D., DSc., MRIA in 
collaboration with Professor T. J. Fahy, MD., FRCP., FRCPsych., 
Professor M. Webb, FRCPl., FRCPsych., Professor K F. Tipton, 
MA., PhD., 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. Butler, 
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'Leaty, Dr. J. Cooney, Dr. C. Halpin, Dr. l. 
Daly, Dr. C. Flanagan, Dr. N. All, Dr. D. Healy, Dr. R. O'Toole, Dr. J. 
McCrodden, Mr. H. Anderson, Ms. M. Tannion, Ms. G. Kagashe 
and Dr. T. Dinan. 

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

Establishment Date: 1 st January, 1986. 

Objectives 
The aims of this programme are to bring the expertise of a 
multidisciplinary group, comprising pharmacologists, 
psychiatrists and biochemists from Galway and Dublin, together 
in order to investigate the following aspects of depression and its 
therapy: 

(a) The narure of the cause(s) of depression 
(b) The mechanisms of action of antidepressant drugs 
(c) The development of improved antidepressants 
(d) The diagnosis of resistant depression and the nature of the 

imbalances that give rise to it. 

1 



Progress To Date (Summary) 

1. Monoamine Oxidase Inhibitors (MAOI'S) (K. Tipton, M. 
C. Anderson, N. Nic Bhaird, J. M. McCrodden and E.M. 
O'Brien) 

Studies on the development and assessment of monoamine 
oxidase inhibitory antidepressants have continued. The apparent 
differences in the behaviour of this antidepressant in vivo and in 
in vitro tests has been found to result from it acting as a tight
binding but reversible inhibitor of the enzyme. The analysis 
developed should be applicable to other antidepressants that 
have been reported to show such anomalous behaviour and 
resolve doubts about the validity of in vitro screening procedures 
for such drugs. Studies on the monoamine oxidase activities in 
human gastric biopsy samples have indicated considerable intra
individual variation which may result in variation in the 
hypertensive responses of patients treated with monoamine 
oxidase inhibitors to tyramine-containing foods (the "cheese
reaction "). These results indicate that even the newer 
antidepressants that are "safer" because of their reversible action 
(see previous reports) should be applied with caution and that 
initial assessment of individual sensitivities would be 
advantageous. 

Studies on the effects of tranylcypromine and tricylic anti
depressants on the urinary tyrptamine excretion in depressed 
patients have been completed and the results are being analysed 
statistically to assess possible correlations with treatment 
response. 

2. Characteristics of serotonin transport site (D.C. 
Williams, O. Phillips) 

The following studies have been completed and published (or 
submitted) during the year: 
a) Sertraline, a new selective SHT uptake inhibitor was shown 

to be a mixed non-competitive inhibitor of human platelet 5-
HT uptake, demonstrating that sertraline must be binding at 
a site distinct from the S-HT binding'site on the carrier. This 
Jesuit has implications for the design of these uptake 
inhibitors. 

b) The allosteric interactions of S-HT and tricyclic anti
depressants on the S-HT carrier have been further 
characterised leading to the clarification of a 'Iong-standing' 
confusion of the nature of the binding of 5-HT and 
imipramine on the carrier. 

c) A study of platelet S-HT uptake rates in 'post-stroke' 
depression has been completed in collaboration with our 
clinical colleagues. 

d) Further anti-depressant antibodies have been prepared and 
characterised for use in anti-carrier antibody production and 
immuno therapy. 11 
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3. Neuroendocrine studies in depressed patients (T.G. 
Dinan and S. Barry) 

Over the past year investigations have principally focussed on 
neuroendocrine. aspects of depression and response to treatment. 
More than 80 patients have undergone noradrenergic alpha-2 
receptor stimulation tests, 30 have had 5-HT/prolactin 
stimulation, 75 have. had dexamethasone suppression tests. To 
date 60% of major depressives have had blunted alpha-2 
receptor stimulation responses. This figure is higher in post
stroke depression where up to 90% of patients show blunting. A 
comparative study of tricyclic antidepressants and lithium versus 
ECT in tricylic resistant patients has been completed. Both 
groups had similar outcomes but the former had a more rapid 
response. 

4. Studies on E.C.T. (M.G.T. Webb and S. Barry) 
Patients resistant to routine antidepressant therapy may, as 
discussed elsewhere, respond to lithium adjunct therapy, or ECT. 
With determined adherence to adequate. doses of these drugs 
(one immediate effect of the Research Unit), the use ofECT in 
our Unit.at St. James's Hospital has shown a.considerable 
reduction over the last two years. Nevertheless, 25 patients have 
received EEG-monitored ECT and analysis of clinical and 
demographic data in relation to speed of response is in progress, 
albeit on many fewer patients than Originally planned. The study 
of anaesthetic dosage in relation to clinical and the considerable 
electro physiological data is also being analysed. 

5. Panic Disorder Study (D. O'Rourke, J. Butler, T. J. 
Fahy) 

A double blind eight week comparative study of clomipramine 
versus lofepramine versus placebo in the treatment of panic 
disorders has been completed for 63 subjects (out of a total of 80 
inducted). All subjects inducted into the study fulfill the OSM III 
criteria for panic disorder, and have been drug free for ten days 
prior to assessment. Most of the subjects had age and sex 
matched controls. Three month follow-up on all subjects is 
complete: six month follow-up will be completed in March 1989. 
Preliminary results suggest that the changes in the peripheral 
markers of 5-HT function bear some qualitative resemblance to 
those changes seen in endogenous depreSSion. 

6. Changes in neuroendocrine function in the rat 
following anti-depressant treatments (M. Greally and 
J. O'Donnell) 

Investigations continued into drug effects on alpha adrenergic 
receptors using the conscious cannulated rat. Effects of pre
treatment with various neurotransmitter receptor antagonists on 
the elevated growth hormone (GH) response to acute Lv. 
desipramine (OMI) indicated that the OMI effect was mediated 
through post -synaptic alpha-2 receptors. In order to discriminate 
between effects of drug treatments on a specific mechanism for 
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Professor Kevin O'Malley. 
Unit Director. 

GH release and generalised responses of the hypothalamo
pituitaI)' axis, conicosterone was assayed in parallel with GH. 
There did not appear to be any difference in GH or conicosterone 
responses which suggests that this animal model of depression 
may be of limited value in understanding the mechanisms 
whereby psychotropic dtugs may alter neuroendocrine changes 
in the depressed patients. 
7. The olfactory bulbectomized rat model of depression 

(S. Jancsar, G. Kagashe, J. Kelly and B. E. Leonard) 
The following studies have been undenaken in 1 988 and are in 
the process of completion: 
a) Methods have been developed for obtaining serial blood 

samples from the lightly anaesthetized rat from the orbital 
sinus in sufficient volume to routinely monitor changes in 
(3H) - 5 HT uptake into platelets, SHT induced platelets 
aggregation and the phagocytosis response of neutrophils 
during the course of chronic antidepressant treatment. The 
rats have been shown to maintain optimal growth and 
health. 

b) In order to refine the bulbectomized rat model of depression, 
specific neurotoxins have been directly administered into the 
olfactoI)' bulbs and the changes in behaviour compared with 
those seen following the total removal of the bulbs. Only 
kainic acid lesions appear to produce the same behavioural 
deficits seen in total olfactoI)' bulbectomy. 

8. Immune markers of affective disorders (C. McAdams 
and B. E. Leonard) 

Studies are continuing in an attempt to determine the possible 
role of the prostenoids in causing the reduction in neutrophil 
phagocytosis that is characteristic of depressed patients and 
those with panic attack. Studies are now directed towards 
correlating changes in central and peripheral prostaglandin 
synthetase activity with the effects of chronic antidepressant 
treatment. These studies involve both clinical and experimental 
(bulbbectomized rat) materia1. 

Drugs in the Elderly Research Unit 
Director: Professor Kevin O'Malley, MD., PhD., FRCPI., FRCPE., 
in collaboration with Dr. j. waddington, MA., MSe., PhD.; Dr. j. 
Docheny, BSc., PhD.; Dr. E. O'Brien, MD., FRCP., FRCPI., Dr. j. 
Kelly, BSe., PhD.; Dr. T. Cotter, BSe., Phd.; Dr. C. O'Boyle, BSc., 
PhD.; Dr. K O'Boyle, BSc., PhD.; Dr. D. Coakley, MD., FRCPI.; Dr. 
B. Walsh, MRCPI.; Dr. j. Cox; MRCPI.; Dr. P. McCormack, MRCPI.; 
Ms. L. Hyland, BSc.; Dr.; Dr. S. Kilfeather, BSc., PhD.; Ms. L. 
Nolan, BSc. (Pharm); Dr. H. A. Youssef, DPM., MRCPsych.; Dr. P. 
McKeon, MD., MRCPsych.; Dr. S. j. Cooper, MD., MRCPsych. 

Royal College of Surgeons in Ireland, Beaumont Hospital, Dublin, 
St. james's Hospital, Dublin, St. Davnet's Hospital. Monaghan, St. 
Patrick's Hospital, Dublin, Depanment of Mental Health, Queen's 
University of Belfast. 1 3 
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Establishment Date: 1 st April. 1984. 
Objectives 
The Unit is carrying out a comprehensive investigation into 
drugs in the elderly under the following five headings: 

1) prescribing 
2) compliance 
3) adverse reaction 
4) therapeutic effect / pharmacodynamics 
5) pharmacokinetics / drug handling 

It will also examine in some detail the special problems that 
pertain to two therapeutic areas - high blood pressure and 
psychiatric disease. 

Progress To Date (Summary) 
This repon pertains to the last full year for which the grant was 
held. The work is set out under three main headings -
adrenergic mechanisms, psycho pharmaceuticals and 
hypenension. 
Adrenergic Mechanisms 
The group examined beta-adrenoceptor status in cultured 
fibroblasts taken from young (29-32 years) and aged (80-84 
years) healthy male donors to investigate the possibility that 
differences in expression of beta-adrenoceptor function occur 
with age independent of age-related factors present in vivo. 

No difference in beta-adrenoceptor density, responsiveness or 
capacity to undergo desensitization was observed between 
fibroblasts from young and elderly donors. These findings 
suggest that age-related differences in beta-adrenoceptor 
function are not expressed in fibroblasts grown free of age
related factors present in vivo. Preliminary findings of this study 
have been reponed. 

One of the most consistent cardiovascular alterations reported in 
the elderly is increased plasma noradrenaline levels. Since the 
neuronal noradrenaline uptake system is one of the major 
determinants of noradrenergic neuroeffector function, the group 
have investigated whether this system is altered by ageing by 
comparing the ability of the neuronal uptake blocker cocaine to 
potentiate noradrenergic responses in young adult (5 month) 
and aged (22 month) male rats. These investigations have 
shown that the physiological function of the neuronal uptake 
system is reduced by ageing in the rat, and if such a change 
occurred in man it could explain the increased plasma levels of 
noradrenaline found in the elderly. 
Psychopharmaceuticals . 
The elderly are at particular risk of developing certain adverse 
effects of psychotropic medication, especially the late-onset 
motor side effects of neuroleptic therapy in the major psychoses. 
Clinical studies of neurological factors associated with this raised 

, 
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Professor Brian Sheppard 
Unit Director 

vulnerability in older schizophrenic patients have found them to 
also operate in bipolar affective disorder and mental handicap, 
and have been extended to seek antecedents of these 
associations. Laboratory studies continue to investigate 
functional changes with ageing in the major neuronal systems 
with which neuroleptics interact. This includes studies to clarify 
putative pathophysiological mechanisms of dopaminergic 
dysfunction at the level of D-l and D-2 dopamine receptors in 
the extrapyramidal motor system. 
Hypertension in the Elderly 
Anerial stiffness and the prevalence between anerial stiffness 
and blood pressure patients with "anerial stiffness" were 
identified using Osler's manoeuvre (OM) and their blood 
pressure levels were compared with patients of similar age. In 
198 patients positive OM was uncommon under age SO but 
became more common thereafter, rising to 58% of patients over 
75. However blood pressure levels were similar in each group 
irrespective of OM status. It was concluded that increased anerial 
stiffness is not necessarily associated with raised blood pressure 
levels. 

Salt restriction in elderly hypenensives: A pilot study on the 
antihypenensive effect of salt restriction in elderly hypenensive 
patients has been embarked upon. 

Renin angiotensin system and atrial natriuretic hormone: The 
aim of the research was to ascenain the effect of age and 
hypenension on plasma hormones (plasma renin activity, 
angiotensin II, aldosterone, catecholamines, atrial natriuretic 
peptide and vasopressin), platelet angiotensin 11 and atrial 
natriuretic peptide (ANP) receptors and platelet calcium. 

In normotensives it was found that plasma renin activity fell 
with age while plasma ANP increased with age. Secondly, 
platelet angiotensin 1 1 receptors increased with age while ANP 
receptors did not change with age. Thirdly, platelet calcium 
increased with age. Plasma renin activity and plasma ANP were 
similar in elderly hypenensives and normotensives as were 
platelet angiotensin 11 and ANP density. Platelet calcium was 
greater in young hypenensives than controls but similar in 
elderly hypenensives as controls. The renin assays and date 
collation and interpretation continue . 

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., Sr. M.E. 
Carroll, Ms. A. Connolly, Ms. L. Daly and Dr. M. Stack. In addition 
to the above, contributions to the activities of the Unit have been 
made by Nurse B. Hennelly and Ms. M. Jordan. TCD Depanments 
of Obstetrics and Gynaecology and Depanments of 
Pharmacology and Therapeutics. Sir Parick Dun Research Centre, 
St. lames' Hospital, Dublin. 15 
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I RESEARCH UNITS 

Establishment Date: 1 st july. 1987. 

Objectives 
The unit proposes to study local uterine factors that contribute to 
nonnal and excessive menstrual bleeding -structural and 
functional aspects of haemostasis including endometrial blood 
vessels, coagulations, fibrinolysis and platelets as well as 
histamines, prostaglandins arid' steroid receptors - in.order to 
obtain a' better understanding of the regulation of uterine 
bleeding. The long tenn obje'ctives are to gain a better 
therapeutic control over this process, reducing the need for 
treatment by hysterectomy. 

Progress To Date (Summary) 
The results obtained to date suggest a relationship between 
increased menstrual bleeding and increased fibrinolysis together 
with a disturbance in the pattern of prostaglandin production 
within the uterus. Further evidence to support these findings will 
be obtained and new steriod receptor assays, now established in 
the Department, will be used to investigate the role of 
progesterone and oestrogen receptors in excessive menstrual 
bleeding. \ 

Female Fertility Research Unit 
Director: Professor P.F. Fottrell, Ph.D., DSc., in collaboration 
with Professor E. M. O'Dwyer, MAO, FRCOG., FRCPI.; Dr. F. 
Meehan, FRCOG.; Dr. j. P. Gosling, PhD.; Dr. M. Finn MB. and 
Mr. D. F. Tallon, MIBiol. 

Department of Biochemistl)', University College, Galway. 

Establishment Date: 1 st janual)', 1986. 

Objectives 
The overall objectives of this Unit are: 
(i) development and validation of rapid, non-isotopic, solid 

phase immunoassays for reproductive.honnones in serum, 
saliva and urine 

(ii) investigate. the clinical applications of such assays in areas 
such as female infertility. 

Progress To Date (Summary) 
During 1988 a solid phase enzymeimmunoassay for oestrone in 
saliva was developed and fully validated in the laboratol)'. 
Oestrone concentrations in saliva correlate vel)' well with 
concentrations in serum during the menstrual cycle (r = 0.79). 
They also correlate with oestradiol 17 -B levels in serum. SalivaI)' 
oestrone measurements should be useful in predicting ovulation 
and in monitoring ovulation induction therapy. 

Studies were'initiated on the development of 
enzymeimmunoassays for oestradiol-1 7 -B and testosterone in 
saliva. 

, 

\ 



.. 

Dr. Bany Bresnihan, 
Unit Director. 

A suitable monoclonal antibody with good affinity and 
specifiCity for progesterone was developed and is now being 
used for the measurement of progesterone in saliva, The 
development of monoclonal antibodies against oestradiol-17-B 
and testosterone was commenced. 

In clinical studies, ovarian function was evaluated for a 
minimum of three consecutive menstrual cycles from each of 41 
women with unexplained infertility. Follicular development and 
ovulation were monitored using real time Ultrasonography and 
luteal function was evaluated by daily salivary progesterone 
measurements. It is concluded that daily salivary progesterone 
measurements allowed a thorough evaluation of the incidence 
and degree of recurrence of ovulatory disturbances and luteal 
phase defects in a group of women with unexplained infertility. 

Studies commenced on the applications of daily salivary 
progesterone and oestrone measurements for monitoring the 
return of post-partum fertility. 

Rheumatoid Arthritis Research Unit 
Directors: Dr. B. Bresnihan, MD., FRCP., FRCPI.; Dr. C. Feighery, 
MD., FRCPI., and Dr. A. Whelan, PhD. 

Department of Rheumatology, St. Vincent's Hospital, Dublin. 
Department of Immunology, St. James's Hospital, Dublin. 

Establishment Date: I st January, 1986. 

Objectives 
The objectives of this programme are: 
I) to further study the role of rheumatoid factor in rheumatoid 

arthritis and its possible immunoregulatory function as 
mediated by its interaction with Fc receptors on lumphocyte 
surface membranes 

2) to determine if associations exist between immune 
aberrations including those induced by rheumatoid factors 
and the immunohistological features, disease progression and 
response to treatment of a series of well characterised 
patients with rheumatoid arthritis. 

Progress To Date (Summary) 
The Rheumatoid Arthritis Unit continued to advance by 
investigating further the immunoregulatory defects associated 
with chronic arthritis. In a series of studies the immunohistologic 
features of synovitis have been correlated with disease activity 
and with in-vitro IgM rheumatoid factor synthesis by blood 
mononuclear cells. Changes in synovial membrane mononuclear 
cell infiltration were shown to correlate with changes in 
rheumatoid factor production by blood mononuclear cells and 
with the clinical course of the disease. A range of 
immunohistologic features in synovium obtained from clinically 
uninvolved joints of patients with rheumatoid arthritis were also 
described. The production oflgM and IgA rheumatoid factors by 1 7 



lymphoid cells infiltrating rheumatoid synovial membrane was 
shown to reflect the intensity of mononuclear cell infiltration. 
Other studies have examined the expression and regulation of 
HLA DR antigen on monocytes isolated from patients with 
rheumatoid arthritis and a series of investigation evaluating the 
controlling mechanisms of IgM and IgM rheumatoid factor 
production in-vitro by mononuclear cells was completed. The 
effects of intense immunomodulation on various immune factors 
in patients with rheumatoid arthritis was also examined. Finally, 
in a series of studies, associations between chronic bacterial 
infection and rheumatoid factor production in patients with .. 
cystic fibroSis was undertaken and an association with the 
occurrence of arthritis in cystic fibrosis was demonstrated. 

,--------------------' -
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HEALTH INFORMATION 
SYSTEMS 

Health Information Systems 
The Board currently administers three health information 
systems namely the Hospital In-Patient Enquiry Scheme, the 
National Psychiatric In-Patient Reponing System and the Three 
County Psychiatric case Register. 

The Hospital In-Patient Enquiry Scheme (H.I.P.E.)is an 
on-going system which collects basic information on the medical 
and administrative characteristics of in-patients treated in acute 
general hospitals in the Republic of Ireland. The basic objectives 
of the Scheme are: 
(al to establish national and regional in-patient morbidity 

statistics 
(b) to facilitate epidemiological research 
(c)to provide an information service to researchers 
(d)to provide a secondary source of information for national and 

local registers 
(el to provide data for the planning and operation of hospital 

services. 
Panicipation by doctors and hospitals is voluntary as the 
Scheme does not have formal StaUltory suppon. The Board meets 
the costs of stationery and data processing and also funds the 
employment of 60% of the clerical staff based in hospital 
medical records depanments who extract the required data from 
case notes. 
The present level of reponing is approximately 360,000 hospital 
episodes per annum which represents 78% national coverage 
(excluding district and private hospitals). The data.is held on 
computer-and is used to provide various statistical analysis to 
hospital and health board administrators, to the Depanment of 
Health and to individual researchers. The H.I.P.E. Scheme is also 
the primary source of data for a Depanment of Health project 
initiated inNovember 1987 to conduct detailed analyses of 
activity and related costs in selected major acute hospitals. The 
Depanment hopes to extend this project to all acute hospitals in 
due course. 

The National Psychiatric In-Patient Reporting System 
(N.P.I.R.S.) has similar objectives to those of the H.I.P.E. 
Scheme. It is an on-going in-patientreponing system established 
by the Board in 1971 and superseded the previous reponing 
system which formed the basis of the Annual Repons of the 
Inspectors of Lunacy. It has full national coverage which 
involves the collection and processing of approximately 29.000 
cases per annum. An annual repon entitled "Activities of Irish 
Psychiatric Hospitals and -I;Jnits" is published. The repon on 
1985 activities was published during 1988. 
The Three County Psychiatric Case Register is a system 
which gathers information on all aspects of psychiatric care and 19 
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thus compliments and supplements the National Psychiatric In
Patient Reponing System which covers in-patient treatment 
only. The register is based on counties Carlow/South Kildare, 
Roscommon and Westmeath which individually show widely 
differing hospital admission and resident rates but which 
combined represent a scale of socio-economic development 
characteristics of Ireland as a whole. 
An operationally similar psychiatric case register is functioning 
in the St. Loman's catchment area of the Eastern Health Board 
and provides an impoltant basis for comparisons between rural . a 
and urban areas. The registers commenced with a census of " 
patients in care on March 31 st, 1973 and since then every 
contact with all phases of the respective psychiatric services has 
been monitored. The infonnation 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 time. The register data provide a valuable input to 
planning and administration of psychiatric services and are 
invaluable for epidemiological research. The systems provide an , 
impoltant data source for planning and management purposes 
and they will play an increasingly impoltant role as the resource 
problems in the health sector become more acute. 

Following negotiations with the Depanment of Health, the 
Depanment has agreed to assume funding responsibility for both 
the H.I.P.E. Scheme and the N.P.I.R.S. System as and from 1 st 
January, 1989. 

\ 
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. EPIDEMIOLOGICAL 
STUDIES 

Epidemiological Studies 
The current range of activities in this area relate to studies 
undertaken by senior staff em ployed 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) Mental Handicap Studies 
(c) Perinatal Epidemiology and Child Health 
(d) Travellers' Health Status Study 
(e) EUROCAT 
(f) Extra Mural Research 

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

(a) Mental Health Studies 
Dr. D. walsh, MB, DPM, FFCM, FFCMI, FRCPsych, 
FRCPI . 
Mrs. A. O'Hare, M.SOc.Sc. 
Ms. A, O'Connor, M.Soc.Sc. 
Health Research Board. 

The Roscommon Family Study of Schizophrenia 
The Genetic Epidemiology of Schizophrenia in Ireland, a five 
year project funded by the US National Institute for Mental 
Health, consists of two inteHelated sub-projects; a survey 
of schizophrenic patients, those affectively ill, matched 
control probands and their first degree relatives (the family 
study) and a DNA linkage study of families with at least 
two schizophrenic members (the high density study). The 
projectis being carried out jointly by the Health Research 
Board, the Western Health BoardofIrelandand the School 
of Genetics, Medical College of Virginia, United States and is 
based in St. Patrick's Hospital, Castlerea, Co. Roscommon. 
Pathology services are being provided by University College, 
Galway. 

The family study continued satisfactorily during 1988 with 
the numbers of interviews being carried out both in Ireland 
and in the United Kingdom being in accordance with targets 
and objectives. The study of multiplex high-density 
schizophrenia families·expanded considerably with the 
employment.of two full-time psychiatrists working as field 
researchers, one in the South of Ireland and another in the 
North-West of the country in addition to work being carried 
out by staff already employed in Roscommon. Bloods were 
taken from a satisfactory number of study participants and 
the laboratory and diagnostic work involved on these 
specimens is progressing satisfactorily. 21 
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Ascertainment of Suicide 
Epidemiological studies of suicide in Dublin city and the 
counties of Dublin and Kildare have been completed for the 
five yearpeIiod 1977 - 1981 and a more detailed study of 
suicide in Co. Kildareforthe ten years 1978 - 1987 has 
now been completed and will shortly be submitted for 
publication. 

Health Care of the Elderly 
This is part of an EEC co-ordinated project on health care 
delivery for the elderly which is being carried out in the 
North Western Health Board area. The objectives of the 
study are to produce a socia-medical profile of elderly 
persons living in the community including their current 
social supports and those they are likely to require in the 
future. 

A sample of elderly persons has been followed up over a 
two year period to determine their use of medical and social 
services and to assess the appropriateness of these services 
and their use of them to their perceived needs. The 
fieldwork for the first part of the project. which was a 
survey of elderly persons living at home. was completed in 
1987. Analysis of this data has been in progress during 
1988 and a preliminary report was compiled in June. A final 
report will be available early in 1989. 

The field work for the second part of the project commenced 
at the end of 1987 and continued until September 1988. 
The second part of the project examined the needs of elderly 
persons for non-acute residential services and the ways in 
which those needs were responded to by service personnel. 
This data has been analysed and a final report is expected 
bymid-1989. 

EC Studies on Alcohol Problems and Other TopiCS 
The Board is represented on projects concerned with 
surveys of alcohol consumption and alcohol related 
problems and an epidemiological prevalence and incidence 
-study of dementia in the elderly (EURODEM). Continuing 
participation in these projects has largely depended on 
funding. The Board has withdrawn from the EC initiative on 
the effects of alcohol consumption on pregnancy outcome 
(EUROMAT) after several years involvement in the 
planning' process for this study because of failure to obtain 
funding for Irish participation iIi this collaborative study. 
The Dublin Drug Reporting System 
Funding has been made available by the European 
Commission. the Pompidou Group. Council of Europe. the 
Irish Department of Health and the British Department of 
Health and Social Security to establish a drug reporting 
system in Dublin and to integrate data from existing 
sources in London. 



The primary focus of these reporting systems is the 
collection of basic data regarding treatment 
received/demanded by drug misusers. This information, 
particularly first treatment received/demanded, has been 
shown by work carried out by the Pompidou Group' to be a 
valuable indicator of drug activity in providing a direct 
measure of service utilisation and, when taken with other 
information, an indirect measure of changing patterns of 
drug misuse. 

The methodology of the project is a pilot study involving 
common procedures which will determine how basic 
information is to be collected from specified drug treatment 
centres in the Dublin and London Drug Reporting Systems. 
These instruments and procedures will be designed in 
consultation with colleagues in other European cities to 
achieve maximum compatibility with existing data 
collection systems used in different countries. The success 
of this pilot study would lead to the availability of reliable 
comparable data on treated drug misuse.at European level. 

(b) Mental Handicap Studies 
Dr. D. Kavanagh. MRC,Psych.,DCH. 
Health Research Board. 

Community Based Residences for Mentally 
Handicapped People 
Analysis of the data collected in the study of Community 
Based Residences for Mentally Handicapped People (CBR's) 
was completed during 1988. The final report on the study is 
being compiled at present and should be published by the 
end of 1989. 

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

Maternal serum folate and vitamin B'2 levels in 
pregnancies associated with neural tube defects. 
The Health Research Board has been collaborating with the 
Departments of Clinical Medicine and Biochemistry in 
Trinity College, Dublin and the Departm~nt of Clinical 
Microbiology in University College, Dublin, in a project 
examining maternal serum folate and vitamin B'2levels in 
women who give birth to infants with neural tube defects 
(NTDs) and in women. with unaffected pregnancies. The 
study is based on serum samples collected in four Dublin 
maternity hospitals (Coombe, National Maternity,.Rotunda 
and St. James's) from women in early pregnancy as a 
routine rubella antibody screen. The initial study revealed 
no significant differences between the NTD cases and the 
controls in seum folate and vitamin B'2 levels. 23 
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In 1986 a more detailed study based on the rubella serum 
samples collected in the same hospitals during 1984-86 
was initiated. Samples have been identified for 100 
pregnancies affected by NTD and for a random sample of 
277 control pregnancies from the same hospitals. The 
serum folate and vitamin B'2 levels of the cases and the 
controls will be compared. Completion of data analysis is 
currently pending. 
A prospective study of maternal blood levels of 
selected nutrients In pregnancies affected by neural 
tube defects. 
The Health Research Board is collaborating with the 
Departments of Clinical Medicine and Biochemistry in 
Trinity College, the Department of Community 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 selected 
nutrients in pregnancies affected by NTD. The purpose of 
the study is to see if there are any important differences in 
early pregnancy maternal blood levels of selected nutrients 
between affected and unaffected pregnancies. Blood sample 
collection continued in 1988 and checks were made on the 
completeness of sample collection. 

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 
5% to 1 % or less in mothers with a previously affected 
baby. This study, which is being conducted in twelve 
hospitals, continued during 1988. 

EC project on methods of identifying and recording 
occupational morbidity and moi1ality: progress 
report on Phases 1 and 2 
The EC working party on occupational and industrial 
history in cancer patients is investigating how to establish a 
system to identify and monitor occupational hazards in EC 
countries. Dr. P. Kirke and Dr. B. Herity are the Irish 
representatives on this working party. In the course of the 
study the group has assessed the feasibility of the 
surveillance system, the questionnaire, repeatability within 
individuals, and the validity of the abbreviated set of 
instructions compared to a detailed set of instructions. Two 
phases of the project have now been completed 

The project has shown that for the study of patients with 
cancer it is necessary to recruit patients of a wide age-range 
( 70 years has been suggested as the upper limit). The 
repeatability of coding occupational and industrial status 
and within individual repeatability was satisfactory in the 



study. Phase 1 suggested methods for increasing 
repeatability. These recommendations identified the need 
for clearer descnptions of occupational status groups and 
greater training of coders. 

Phase 2 of the study demonstrated that most countnes were 
able to obtain histopathological details of patients. The 
charactenstics of patients eligible for recruitment into the 
study were examined and it was recommended that all 
suitable patients should be.included after adjusting for date 
of diagnosis, thus maximising the sample size. The 
fieldwork· for this project has been funded by the EC and 
carned out by Dr. N. Hilliard. Most of the patients have been 
seen in St. Luke's Hospital. Dublin but patients from some 
of the main general hospitals in Dublin have also been 
included. 

This project has demonstrated that the basic information 
required for a surveillance system can be obtained. 
However, it should be borne in mind that the complex 
division of work in modem societies and the vety large 
number of chemicals and machines in industry impose 
limitations on the accuracy of occupational and industnal 
histones obtained from patients. 

The study also indicated that an EC surveillance system 
would need to include a large number of patients if its aim 
is to detect low occupational nsk factors in relation to 
cancer and an intermediate sample size to detect high 
occupational nsk factors. 

In Phase 3 of the study which is due to commence in 1989, 
it is proposed to assess if the case-control design is 
sufficiently sensitive to detect well established associations 
between cancer and occupation. The main issue is to 
ascertain whether the majonty of associations would be 
missed with this design. 

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

The first repon of the Travellers' Health Status Study, 
"Census of Travelling People, November 1986, was 
published in November, 1988., The main findings were: 
50% of travellers are now housed, as opposed to 5% in 
1960; 50% of travellers live in one of four counties, Cork, 
Dublin, Galway or Limenck; the age pyramid of travellers' 
resembles that of a developing country, with 75% aged less 
than 25 years ahd only 2% aged over 65 years. The second 
repon, "Vital Statistics of Travelling People, 1987" is due to 
be published.in 1989. 25 
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(e) EUROCAT 
Dr. A. Radic, MB,MFCMI. 
Health Research Board. 
Eurocat is an acronym for an EEC concerted action project 
for epidemiological surveillance of congenital anomalies. 
The surveillance is carried out in every country of the EEC 
and co-ordinated bya Control Registry based in the Catholic 
University of Louvain. The Republic of Ireland has registers 
in operation in Galway and in Dublin. The Dublin register. 
which is under the aegis of the Board. was initiated in 1979 
and since then has collected infonnation on all babies born 
to mothers resident in the Eastern Health Board 6 Area with 
structural. chromosomal and metabolic anomalies. 

The EUROCAT Project has monitored 19.460 births in the 
Eastern Health Board area in 1988. 

There were 328 babies with one or more structural. 
chromosomal or metabolic anomaly registered so far. This 
gives a rate of I. 7% of babies born with an anomaly. This 
rate is well belowlhe expected rate of 3%. However. this 
fact is not surprising as it takes considerable time. 
sometimes years. before an anomaly is registered. 
The surveillance of congenital anomalies in the Eastern 
Health Board area tenninated on 31 st December. 1988. A 
substantial document containing infonnation on prevalence 
at birth. trends and characteristics of many major 
malfonnations is in preparation. 

(f) Extra Mural Research 
In addition to the above portfolio of research projects the 
Board. at the request of the Department of Health has 
continued to provide from its budget major funding for the 
Kilkenny Health Project and its associated registers. and 
also for the National Food and Nutritional Surveillance 
System. 

The Kilkenny Health Project. which was launched in 1985. 
is a community health programme which seeks to modify 
the.environment and behaviour of a defined population in 
order to reduce the risk factors for coronary heart disease. 
The Food and Nutrition Surveillance System provides data 
for developing and monitoring the effectiveness of national 
food and nutrition policies. 
From 1 stjanuary. 1989 both of these projects will be 
funded directly by the Department of Health. 
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The research underway in the HRB funded laboratories located at 
TrinitY College. focusses principally on the development of anti
cancer and anti-leprosy drugs and on virology studies. In 1988 
work on the following projects was continued: 
Title: Molecular Combinations of Anti-cancer 

Drugs 
(S-Fluorouracil and Nitrosoureas) 

Project Leader: Dr. R. S. McElhinney and Dr. ). E. 

Summary: 

McCormick in collaboration with Mr. C. M. 
Lucey. 

Molecular combinations offers the possibilitY of operating with a 
single drug the two principles of gradual release from a pro-drug 
and multiple attack on the tumour. One component of the 
combination is released by hydrolysis slowly in vivo in a manner 
not possible when the two "free" components are administered. 
This release can be influenced chemically (bond stabilitY) and 
pharmacologically (site of release. transport and absorption 
depending on physicochemical properties). 

Problems in the synthesis of some novel combinations. designed 
as a result of earlier testing in transplantable tumours in mice. 
have been overcome. Existing agents have only limited value in 
the clinical treatment of colorectal cancer and other common 
solid tumours. but the laboratotY activitY of our newer drugs 
pointsto some eventual progress against these diseases. 

Title: 
Project Leader: 

Summary: 

Dihydropyridine calcium Modulators 
Dr. C. N. O'callaghan 

The principal aim of the research has been the development of 
new compounds based on the dihydropyridine antihypertensives 
which are active in vascular muscle, cardiac muscle, and 
secretol)' cells, and which it is now known may also exert a 
significant action on central nervous system functioning. 

Novel antihypertensive similar to the recently discovered 
Nifedipine. which is now used clinically against angina pectoris 
and hypertension. have been prepared and their properties 
examined. A series of molecules having potential value as 
possible "slow-release" antihypertensives has been discovered. 

Title: 

Project Leader: 

Summary: 

Studies of Clofazimine Analogues and of 
Antihypertensive Agents 
Dr. ). Byrne in collaboration with Dr. ). F. 
O'Sullivan and Dr. C. N. O'Callaghan 

Mycobacterium avium 
A number of clofazimine analogues was tested against strains of 27 
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M.avium. This organism is of increasing importance among 
patients suffering from AIDS. All the compounds showed 
significant activity. 

Mycobacterium smegmatis 607 and Mycobacterium Jeprae 
More active compounds against the clofazimine-resistant 
organism M.smegmatis 607 were found. 

Development of variants of M.smegmatis 607 resistant to 
clofazmine anaJgoues 
The programme aimed at developing resistant variants of 
M.smegmatis 607 to ten selected clofazimine analogues 
continues, using larger inocula. 

Title: Analogues of Clofazimine 
Project Leader: Dr. j. F. O'Sullivan 

Summary: 
Studies continue on the clofazimine analogues active against a 
clofazimine-resistant organism. The collaboration with the G. W. 
Long Hansen's Disease Research Center, Carville, Louisiana has 
yielded structural-activity data. This is the first in vitro test to 
give such information. ' 

The compounds prepared for testing in the filariasis screening 
programme in Athens, Georgia continue to give positive results. 

Funher progress has been made in studying the effect of 
dihydrophenazines on superoxide production by the stimulated 
neutrophils in vitro. 

Analogues showing greater activity against Mycobacterium 
avium complex, than clofazimine, have been identified. This 
complex is the major opponunistic pathogen causing 
disseminated life threatening disease among patients with 
acquired immuno-deficiency syndrome (AIDS) and other 
immunodeficiencies. 

Virology Studies 
Title: 
Project Leader: 

Summary: 

Dengue Viral Pathogenesis 
Dr. M. A. O'Sullivan in collaboration with 
Dr. G. j. Atkins and Dr. H. Killen 

Dengue virus, a mosquito borne flavivirus, is responsible for 
Dengue Haemorrhagic Fever/Dengue Shock Syndrome which are 
increasing both in incidence and in severity in tropical areas. 
Dengue epidemics lead to very high morbidity and mortality 
including deaths of medical personnel. Epidemiology and 
pathology data suggest that the disease is immuno-pathological 
and is triggered by secondary infection with a heterotypic 
dengue virus. These results inhibit development of a 
conventional vaccine. The current needs are specific and rapid 
diagnosis to distinguish dengue from other viral.infections which 



cause non-lethal haemorrhagic disease and some understanding 
of the pathological process so that better treatments can be 
devised. 

Under an E.C. sponsored. collaborative project with laboratories 
in Indonesia, Malaysia and Thailand, interactions of Dengue 
virus and viral antibody with cells of the immune system are 
being examined, since an understanding of the disease 
mechanism is essential for rapid diagnosis, more effective 
treatment and vaccine development. 
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ACCOUNTS 

Income and Expenditure Account Balance Sheet 
Year Ended 31 December 1988 as at 31 December 1988 

Income Current Assets 
Dept. of Health Grant 2,329,000 Debtors and Prepayments 70,079 
Interest Receivable 18,352 Monies on Deposit 179,000 
Other Income 63,773 Cash at Bank 244,186 
Bequest 5,000 Cash on Hand 10 

2,416,125 493,275 

Expenditure Current Liabilities 
General Research 484,022 Creditors and Accruals 110,808 
Information Systems 465,372 Bank Overdraft 
Research Units 274,536 
Laboratories at T.C.D. 257,371 110,808 
Epidemiological Studies 249,978 
Extra Mural Research 155,250 Net Current Assets 382,467 
Administration 250,380 Investments 9,160 

Fixed Assets 61,781 
2,136,909 

453,408 

Surplus of Income over 
Representing Expenditure for the Year 279,216 
Accumulated Fund 

Surplus at 1 January 1988 174,192 
Surplus for Year 279,216 

453,408 

Auditor's Report 
I have audited the accounts of the Health Research Board for 1988 in accordance with approved Auditing 
Standards. I have obtained all the information and explanations which I considered necessary. 

In my opinion proper accounts and records are maintained and the financial statements give a true and fair 
view of the state of the Board's affairs as at 31 st December, 1988 and of its Income and Expenditure for the 
year then ended. 

I have also issued a more detailed audit report to the Minister. 

A. P. Doheny, F.C.A., 
Local Government Auditor. 
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ApPENDICES 

ApPENDlXA 

The Executive of the Health Research Board 
Chief Executive 

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

SecretaI}' 
John O'Gorman 

Administrator 
Lt. COmdr. E. J. Furniss 

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

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

Congenital Abnonnalities Register (EUROCAT) and 
Sudden Infant Death 

A. Radlc, MB., MFCMI. 

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

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

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

• From October, 1988. 

ApPENDlXB 

Special Committees of the Board - 1988 
GASTROENTEROLOGY 

Dr. G. H. Tomkin, Chairman, Professor F. Given, Professor M. 
Harrington, Dr. N. Keeling, Dr. j. Lennon, Dr. D. O'Donoghue, 
Professor j. Sheehan, Dr. M. Whelton, Dr. D. Headon, 
Secretary. 

HAEMATOLOGY 
Professor j. Scott, Chairman, Dr. T. G. Brien, Dr. P. Cotter, Dr. 
E. Lalor, Dr. L. G. O'Connell, Dr. I. Temperley, Dr. T. j. Walsh, 
Dr. S. R. McCann, Secretary. 

IMMUNOLOGY AND PATHOLOGY 
Professor c. F. Mccanhy, Chairman, Dr. B. Bresnihan, Dr. j. K. 
Collins, Dr. C. FeigheI}', Professor j. F. Greally, Professor D. O'B. 
Hourihane, Dr. S. Kirrane, Dr. D. Reen, Dr. M.P.G. Little, 
Secretary. 



CANCER 
Professor K. O'Malley, Chairman, Professor D. Boucher
Hayes, Dr. P. Daly, Dr. P.P.A. Dervan, Professor H. F. Given, Dr. 
M. A. Hurley, Dr. D. McConnell, Dr. H. Mclaughlin, Dr. M. 
Moriarty, Dr. H. Smyth, Dr. E. L. Egan, Secretary. 

CARDIOVASCULAR DISEASES 
Professor T. B. Counihan, Chairman, Professor G. Bourke, Dr. 
K. Daly, D·r. W. Fennell, Mr. V. P. Lynch, Dr. E. T. O'Brien, Mr. 
G. Shanik, Dr. M. j. Walsh, Professor j. Feely, Secretary. 

MENTAL HEALTH AND NEUROLOGY 
Professor R. j. Daly, Chairman, Dr. A. G. Carroll, Dr. j. Dinn, 
Professor T. Fahy, Professor B. E. Leonard, Dr. S. D. McGrath, 
Dr. H. Staunton, Dr. j. L. Waddington, Professor M. Webb, Dr. j. 
j. Cullen, Secretary. 

METABOLISM AND ENDOCRINOLOGY 
Professor D. j. O'Sullivan, Chairman, Dr. j. Finucane, Professor 
j. W. Hall, Professor j. j. A. Heffron, Dr. j. O'Donnell, Professor 
R. G. O'Regan, Professor D. Powell, Professor K. F. Tipton, Dr. 
H. Walsh, Professor M. P. Ryan, Secretary. 

MICROBIOLOGY 
Professor j. Scott, Chairman, Professor S. Condon, Dr. M. 
Clynes, Professor S. Doonan, Professor L. K. Dunican, 
Professor j. Flynn, Dr. R. Hone, Professor e. T. Keane, 
Secretary, 

PREGNANCY AND CONGENITAL DEFORMITIES 
Professor M. X. Fitzgerald, Chairman, Dr. R. Counahan, Dr. j. 
Gillen, Professor R. F. Harrison, Professor D. M. jenkins, Dr. P. 
Kelehan, Dr. D. Lillis, Dr. ·S.McManus, Dr. T. G. Matthews, Dr. 
e. Carroll, Secretary. 

RESPIRATORY DISEASES 
Professor M. X. Fitzgerald, Chairman, Dr. e. P. Bredin, Dr. L. j. 
Clancy, Dr. P. Finnegan, Dr. S. O'Neill, Dr. T. H. Peirce, 
Professor j. Prichard, Mr. A. Wood. 

HRB SCIENCE DEGREE SCHOLARSHIPS 
Professor G. H. Tomkin, Chairman 
Professor R. G. O'Regan, U.C.D. 
Professor j. Fraher, U.C.C. 
Professor D. j. O'Donovan, U.e.G. 
Dr. W. Clayton Love, T.C.D. 
Dr. e. Buckley, R.e.S.!. 
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ApPENDlXC 

Health Research Board Representation on 
International Committees 

EEC 
Management'& CO-ordination Advisory COmmittee in 
Medical & Public Health Research (CGC) 

Dr. T. O'Dwyer, Department of Health, 
Hawkil)s House, Dublin I. 

Professor K. O'Malley, Royal College of 
Surgeons in Ireland, Dublin 2. 

COMACS (COncerted Action Groups) ofCGC 
Epidemiology Dr. M. Wiley, Department of Health, 

Hawkins House, Dublin 2. 
Professor G. Bourke, 

Bioengineering 

Medical Biology 

University College, Dublin 2. 
Professor C. T. Doyle, 
University College, Cork. 
ProfessorS. M. Lavelle, 
University College, Galway. 
Professor G. H. Tomkin, 
1 Fitzwilliam Square, Dublin. 
Professor C. F. McCarthy, 
University College, Galway. 

Health Services Mr. D. Doherty, Midland Health 
Research Board, Tullamore, Co. Offaly. 
EEC Programme on Medicine, Health & Nutrition in.the 
Tropics 

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

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

Professor ). Feely, 
Trinity College, Dublin 2. 

EEC Programme.on Advanced Information In Medicine in 
Europe (AIM) 

Dr. V. O'Gorman * 
EEC working Party on Identification and Recording of 
occupational Morbidity and Mortality 

Dr. P. Kirke* 
EEC'Concerted Action for Epidemiologic Surveillance of 
COngenital Anomalies. Project Management Group. 

Dr. A. Radic* 



EEC Working Party on Delivery of Health Care to the 
Elderly 

Dr. D. Walsh' 
EEC working Party on Dementia 

Dr. D. Walsh' 
EEC Directorate General5El, Cocaine Steering Group 

Mrs. A. O'Hare' 

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

Dr. W. A. Watts, Provost, 
Trinity College, Dublin 2. 

EMRC Study Group on Mental Illness Research 
Professor M. Webb, St Patrick's 
Hospital, james's Street, Dublin 8. 

ESF Programme of Fellowships in TOxicology (PGT) 
Professor j. Feely, 
Trinity College, Dublin 2. 
Professor K O'Malley, Royal College of 
Surgeons in Ireland, Dublin 2. 

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

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

ESF Committee on Social Sciences 
Professorj.Scott, 
Trinity College, Dublin 2. 
Dr. M. Wiley, Department of Health, 
Hawkins House, Dublin 2. 

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

Dr. M. Wiley, Department of Health, 
Hawkins House, Dublin 2. 

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 D 

Health Board Representation on National 
Committees 

National Health COuncil 
Professor G. H. Tomkin, 
1 Fitzwilliam Square, Dublin 2. 
Ms. M. Dwyer, City of Dublin Skin and 
Cancer Hospital, Dublin 2. 

Royal Irish Academy National COmmittee for Chemistry 
Dr. j. F. O'Sullivan, 
H.R.B. Laboratories, 
Trinity College, Dublin 2. 

Royal Irish Academy National COmmittee for Nutritional 
Sciences 

Dr. M. j. Gibney, 
Trinity College, Dublih 2. 

Kilkenny Health Project 
Representatives on 
Board of Directors: Dr. T. O'Dwyer*, Mr. j. O'Gorman** 
Representives on 
Finance Committee: Mr. j. O'Gorman** 
Representatives on 
Scientific Committee: Dr. A. Radic** 

Travellers Health Status Project 
Representatives on 
Advisory Committee: Mr. j. O'Gorman"* 
Representatives on 
Scientific Committee: Dr. P. Kirke**, Dr. j. Barry* 

*Depanment of Health 
"*Health Research Board, 

73 Lower Baggot Street, 
Dublin 2. 



ApPENDIXE 

Publications 1988 
Bany, J. and Daly, L. Census of Travelling People, November 

1986. The Health Research Board, Dublin, 1988. 

Boyle, M. and Kavanagh, D. Community-Based Residences: 
Supponing the Staff. In Concepts and Controversies in Services 
for People with Mental Handicap, Brothers of Charity, Galway 
and St. Michael's House, Dublin, 1988. 

Kirke, P. N.Perinatal Statistics, 1984: a commentary on the first 
annual repon of the Irish Perinatal Reponing System. Irish 
Journal of Medical Science 1988; 157: 283-6. 

O'Hare, A. and Walsh, D. Activities of Irish Psychiatric Hospitals 
and Units 1985. The Health Research Board, Dublin, 1988. 
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ApPENDIX F 

Research Projects Approved by HRB in 1988 

Dr. P. Johnston, Department of Oncology, Mater Hospital. 
"Biological characteristics of colonic tumours". 

Dr. J. P. Dalton, NIHE, Dublin. 
"Purification of the Duffy Blood Group Antigen: A ligand used for 
erthyrocyte invasion by malaria". 

Dr. T. J. Foster, Microbiology, TCD. 
"Expression of virulence factors of Staphylococcus aureus 
growing in vivo': 

Dr. G. J. Atkins, Microbiology, TCD. 
"Infection of human brain cells with human immunodeficiency 
virus type I". 

Dr. C. J. Bailey, Biochemistry, TCD. 
"Oligonucleotide-directed mutagenesis studies of the mechanism 
of epidermolytic toxin". 

Professor L. K. Dunican, Microbiology, UCG. 
"The development of a transposition system in clostridia". 

Dr .. J. Donlon, Biochemistry, UCG. 
"Effects of high protein diet, diabetes or steroids on rat kidney 
phenylalanine hydroxylase". 

Dr. M. J. Carroll, Biochemistry, TCD. 
"Ovum recognition and fertilization". 

Dr. F. Martin, Pharmacology, UCD. 
"Glucocorticoid and tissue specific regulation of growth hormone 
and prolactin gene expression". 

Dr. R. Anwyl, Physiology, TCD. 
"Neurophysiological and neuropharmacological investigation of 
serotonin receptors in the rat". 

Professor M. P. Ryan, Pharmacology, UCD. 
"Development of in vitro system for assessment of drug-induced 
nephrotoxicity". 

Professor J. J. A. Heffron, Biochemistry, UCC. 
"On the nature of the mechanism of action of dantrolene on 
scarcoplasmic reticulum of human malignant hyperthermic 
muscle". 

Dr. F. Barry, Biochemistry, UCC. 
"Structural characterisation of the proteog!ycans from the 
extracellular matrix of cartilage". 

Dr. J. T. Ennis, Mater Hospital, Dublin. 
"Correlation of P-31 spectra to tumour chemotherapy 
responsiveness". 



, 

Professor R. P. Kernan, Physiology, UCD. 
"Beta,.-adrenergic agonists and potassium homeostasis'". 
Professor R. G. O'Regan, Physiology, UCD. 
"Oxidative processes in the carotid body'". 
Dr. D. C. Williams, Biochemistry, TCD. 
"Purification and characterisation of endogenous ligands for 
benzodiazepine receptors and binding proteins'". 

Dr. G. O'Cuinn, Biochemistry, UCG. 
"Characterisation of neurotransmitter peptide hydrolysing 
peptide hydrolases of guinea-pig brain'". 

Professor J. Feely, Pharmacology, TCD. 
"Drugs and the liver'". 

Dr.R. Devery, RCS!. . 
"The liver: the control of bile acid and cholesterol secretion by 
the cultured hepatocyte'". 

Ms. H. Sanfey, FRCSI, UCD and st. Vincent's Hospital, 
Dublin. 
"Effect and pathogenesis of hepatic ischaemia in a rat model'". 

Dr. O. I. Corrigan, School of Pharmacy, TCD. 
"An evaluation of methyltertiary butyl ether (MTBE) and MTBE 
- cosolvent systems as cholelitholytic agents for mixed stones'". 

Dr. P. W. N. Keeling, TCD Medical School, St. James' 
Hospital. 
"Campylobacter-likeorganisms and the immune response in 
duodenal ulcerations and non-ulcer dyspepsia'". 

Mr. T. M. Feeley, FRCSI, Mater Hospital. 
"lrreveresible shock study'". 

Dr. T. G. Cotter, St. Patrick's Hospital, Maynooth. 
"An investigation of the mechanisms underlying the appearance 
and disappearance of a granulocyte activation antigen'". 

Dr. O. M. Fitzgerald, The Charitable Infirmary, Jervis 
Street. 
"Rheumatoid endothelium'". 

Mr. J. R. Monson, FRCSI, The Meath Hospital. 
"The study of the changes in interleukin-2 production by helper 
T -cells following the passage of peripheral blood through a 
gastrointestinal cancer'". 

Dr. I. S. Pratt, Pharmacology, UCD. 
"Investigations into factors which regulate fibroblast 
proliferation and function in vitro and their role in the 
development of lung fibrosis in vivo ': 
Mr. J. M. Sheehan, FRCSI/Mr. B. McCormack, BE, 
Blackrock Clinic. 
"Automatic counting and detection of blood swabs". 39 
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Dr. T. V.McCarthy/Professor J. J. Heffron, Biochemistry, 
VCC. 
Establishment of a polymorphic DNA marker linked to the 
human malignant hyperthermia locus". 

Dr. Emer Lawlor, St. James' Hospital. 
"Gene rearrangement in detection 0 minimal disease in 
leukaemiallympoma". 

Dr. C. Bolger, The Adelaide Hospital. 
"The Physiology and clinical application of ocular microtremor 
(O.M.T.)'". 

Dr. M. J. Rowan, Pharmacology & Therapeutics, TCD. 
"Psychotropic drugs and neurophysiological aspects of learning". 

Dr. C. O'Boyle, Psychology, RCSI. 
"The impact of head injury on the quality of life of the patients 
family - A prospective study". 

Dr. W. J. M. van derPutten, Medical Physics & 
Bioengineering, St. James' Hospital. 
"The determination of the pharmacokinetics of the 
photosensitzer drug Hematoporphyrin Derivative (HpD) using 
fluroescence detection in an animal tumour model". 

Dr. D. N. Carney, Mater Hospital. 
"The biology and clinical implications of c-erbB-2 expression in 
breast cancer". 

Dr. M. Moriarty, St. Luke's Hospital. 
"A study ofthe role of continuous accelerated hyperfractionated 
radiotherapy in cancer management ... 

Dr. M. J. Mulcahy, Mater Hospital & St. Luke's Hospital. 
"Pelvic radiotherapy and lower urinary tract function". 

Dr. B. F. X. Gannon, Microbiology, VCG. 
"The cloning of the estrogen receptor gene from a breast 
tumour". 

Dr. M. J. Gibney, TCD Medical School, St. James' Hospital. 
"Factors influencing the phospholipod n-3 polyenoic fatty acid 
composition of cells of the immune system". 

Professor J. S. Prichard, TCD Medical School, St. James' 
Hospital. . 
"Eicosanoid production by respiratory epithelium". 

Dr. A. Dunne, Statistics, VCD. 
"Comparison of compartmental and noncompartmental methods 
for pharmacokinetic parameter estimations. 
Dr. Michele Coffey, Western Health Board. 
"Population based glaucoma survey in the West of Ireland during 
the year J 988/89". 



Professor M. A. Moran, Statistics, VCC. 
"An investigation of the training and educational process for 
Irish hospital nurses". 
Dr. C. Gibbons, Pharmacology, VCG. 
"Neurotransmitter changes associated with the response to anti
epileptic drugs: a clinical and experimental study". 
ProfessorW. J. Hall, Physiology, VCC. 
"Are there adaptive changes in the contralateral kidney to 
unilateral infusions of diuretic/natriuretic agents?" 


