U K ResearCh UK Research and Innovation
and Innovation Polaris House

North Star Avenue
Swindon SN2 1FL

www. ukri.org

26" July 2019

Freedom of Information request: 2019/0160

Thank you for your Freedom of Information (FOIA) request received on 30 June 2019 in which you
requested the following information relating to Medical Research Council records:

Your Request:
Under FOI | am requesting a copy of the following file which you hold:

Acquired Immune Deficiency Syndrome: Working Party Report S819/516/04/1984

Our response:
| can confirm that UK Research and Innovation does hold the information you have requested.

An electronic copy of the Medical Research Council file you requested is provided with this response as
FOI 2019-0160_S819-5 MRC Working Party on AIDS Report.

A small amount of information has been redacted from this file under Section 40(2) of the FOIA, the
exemption relating to personal information, explained further under the heading of “In summary”.

We are not obliged, under section 40(2) of the FOIA, to provide information that is the personal data of
another person if releasing would contravene any of the provisions of the General Data Protection
Regulation and the Data Protection Act 2018. In this instance we believe that the release of information
would contravene the first data protection principle and therefore section 40(2) has been applied.

Section 40(2) is an absolute exemption and therefore a public interest test is not required.

In summary:

¢ the names of some MRC staff, please note the names of MRC staff in senior management
position and the names of members of the MRC Working Party on AIDS have been released;

e the name of one individual proposed as a member of the Working Party but who did not go on to
become a member; and

e the names of researchers referred to in discussions but who were not formally involved in Working
Party activities or where we have been unable to establish that they were in receipt of MRC
funding for research in the area.

www.ukri.org



If you have any queries about this response please contact me, or if you are unhappy with the service you
have received in relation to your request and wish to request a review of our decision, please write to:

Complaints Officer

UK Research and Innovation
Polaris House

North Star Avenue

Swindon

SN2 1FL

Email: foi@ukri.org
Please quote the reference number above in any future communications.

If you are still not content with the outcome of the review, you may apply to refer the matter to the Information
Commissioner for a decision. Generally, the ICO cannot make a decision unless you have exhausted the
review procedure provided by UKRI. The Information Commissioner can be contacted at:

Information Commissioner
Woycliffe House,

Water Lane

Wilmslow

Cheshire

SK9 5AF

Enquiry/Information Line: Between 9am and 5pm Monday to Friday 0303 123 1113 or 01625 545745
Further information about the Office of the Information Commissioner can be found at
http://www.ico.gov.uk/

Yours sincerely,

UK Researc! and Innovation, Information Governance Team

Email: foi@ukri.org
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Circulation

Participants

MRC WORKING PARTY ON AIDS

Minutes of the meeting held at 20 Park Crescent, London WIN Y4AL on Tuesday,

17 April 1984

4

D A J Tyrrell (Chairman)
A J Pinching (Secretary)

Professor M W Adler
Professor A L Bloom

Present:

Members: Dr
Dr
Dr
Dr
Dr
Dr
Dr

Departmental Observers: Dr

N S Galbraith

J G P Sissons

D Taylor-Robinson
R S Tedder

A D B Webster -

R G Covell (SHHED)

Dr Alison Smithies (DHSS)
MRC Office Staff: .
' L
I
-~ ]
Apologies for absence: Dr J R W Harris

Professor P J Lachmann
Professor H P Lambert
Professor K Murray

Dr W M Prentice (replaced by Dr Covell)
Dr

1. Chairman's Introduction

R Weiss

The Chairman welcomed Dr Galbraith, who was taking up his place on the Working

the Working Party in Dr Galbraith's absence.

become a full member of the Working

Professor Lambert's recent illness.

2. Minutes of the meeting held on 20 December 1984

These were agreed to be an accurate record.

Party, and expressed regret about

Party, and took the opportuﬁity to express appreciation of Dr Palmer's work on
He noted that Dr Tedder had

23a/0z2



3. Matters arising from the Minutes

(i) Minute 3

Following the discussion at the last meeting, it had been agreed that
individual Working Party members would act as referees for specifie
applications, rather than the Working Party trying to éxpress a corporate
view. Applications were still being circulated tc members for information and
‘any informal comment they wished to make. As members still felt uneasy about
receiving copies of applications in this way, it was suggested that the.
Chairman and/or Deputy Chairman only should see the full papers in order to
judge whether the proposed studiés were within the area of work which the
Working Party wished to foster. Members would receive only the abstract and
"purpose of investigation", in unattributed form, and would also be informed

as to the outcome of such applications.

(ii) Minute 6

The Chairman reported that the Advisory Committee on Dangerous Pathogens had
had further discussions on the safety requirements for AIDS work and had

referred the tentative guidelines to a smaller Working Group. He thought that

new guidelines would not now be available until late summer at the earliest.

4. Report of the Working Party

The report had been noted by the Systems Board, and comments would be relayed
in due course. It was noted that there would be some need to keep
recommendations up to date, probably on an annual basis. This would be

considered further in the Autumn of 1984.

5. EEC Meetings on AIDS

The Chairman and Deputy Chairman reported on three meetings held under the
auspices of the EEC to examine possibilities for research in Europé. These
had been prompted by the European Parliament, and proposals would be
considered by the European Research Committee (CRM). A number of possible

collaborative research ventures were discussed, and two potential areas for



action were focussed upon. One would involve collaborative ventures between
different countries, and would include studies dependent upon arranging to
test materials derived from many countries, perhaps by exchanging staff,
reagents or test samples - for example, studies on primates. In the second
case, direct funding would be needed for certain defined projects such as
perhaps, cliniecal trials. The CRM accepted the broad suggestions, but found
the proposed package too expensive. At the final meeting it was agreed that
funding for basic research at the national level would not be carried out
under EEC auspices: EEC funds were not to be used simply for 'topping up' (3(?
national funding. It was thought more appropriate to encourage coordinated
action, to enable the exchange of material and research workers between
laboratories in the community. It was felt that the EEC should not attempt to
compete with the United States research effort but should engage in studies
related to the particular features of AIDS in Europe, for example studies on
patients with African connections. It was agreed that the MRC office staff
would determine how funds might be obtained from the CRM for collaborative

work of the type envisaged by the EEC.

There was also discussion of the planned central clearing house for
epidemiological and possibly other information, that had been proposed by the
WHO and EEC. It was hoped that further information would be available once

the initial organisation had been established.

6. -WHO and TUIS AIDS Working Group Meeting.

Dr Pinching reported the successful drafting by this group of a position
paper, which was shortly to be published in an international medical journal.
Of ‘particular interest to the Working Party was a rather wider definition of
AIDS based on immunological features and pathogenic ﬁéchanisms.

Dr Pinching also referred to two other pieces of information which had come\to
light during the course of his visit. Studies on primates which had been
conducted at the Centres for Disease Control had been rather limited, contrary
to information available earlier. It was agreed that Dr Taylor-Robinson would
check what experiments had been conducted by CDC, NIH and other groups in

order to focus further primate work more effectively.
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The other item concerned the data from Dr Montagnier of the Pasteur Institute
which was presented at a meeting in March. Evidence,on the basis of virus
isolation and serological tests,that a lymphotropic retrovirus played a
causative role in AIDS was outlined. A number of implications of this work
were considered, including the need for caution in immunostimulation during
early stages of AIDS, such as persistent lymphadenopathy; which could
potentially enchance the expression of the virus and hence of immunodeficiency
resulting from it. On the other hand it was recognised that alpha interferon
or other antivirai agents applied early might be helpful. It was agreed that
there was a need to establish the sero-epldemiology and natural_history of

infection with this agent, and t6 confirm the work.

T AIDS Information Gfoup'discussion on contact tracing

Dr Pinching reported on a meeting to consider the scientific and ethical
aspects of contact tracing that was held by the AIDS Information Group. He
summarised the conélusions of the meeting that the scientific benefits of such
general contact tracing would be limited. The ethical and moral problems
arising from informing people that they had possibly been infected by an agent
for which there were neither test nor treatment were considered to outweigh
possible benefits. It was appreciated that the situation could change as
tests improved and understanding increased. The particular issue of contact

tracing of blood donations from AIDS patients was also discussed.

8. MRC Press Briefing on AIDS

The objectives of the MRC press briefing on AIDS which was to follow the
meeting in the afternoon were outlined and specific questions were allocated

to certain speakers.

9. Applications for project grant support

General comments were made on the circulated applications for project grant
support. Neuropsychological function in AIDS (Green and Pinching) was
considered appropriate to the MRC Working Party's broad recommendations for
research. The second application on attitudes in men at risk of AIDS (Green

and Pinching) was thought perhaps more appropriate for DHSS support.



It was noted that there would be some overlap between the two studies.
Because both of these applications had been submitted simultaneously to the
DHSS it was asked how the assessment by the Neurosciences Board would affect
the DHSS decisions on these applications. | indicated that MRC liaise
with DHSS over any applications of interest to both, to decide which body
should assess them. Projects which were declined by the MRC on scientifiec
grounds would not then be taken up by DHSS. The third study on AIDS and
lymphadenopathy (Zuckerman, Murray-Lyon and Gazzard) was briefly considered.
The overlap with other studies, the relevance of the preliminary electron
microscopic findings and the ethics and the need for controls in the

therapeutic sections were discussed.

10. Minutes of the CBLA Working Group

These were noted. The point was raised that the CBLA itself had no funds, but
needed to seek scientific solutions to rather pragmatic questions, such as
those of surrogate tests. The Working Party considered how such projects
should be handled, and it was thought quite appropriate that applications
should be submitted in the normal way to the MRC and/or DHSS.

11. Any other business

Two further applications had been received from Galbraith and McEvoy (CDSC)
and Polakoff (Epidemiological Research Laboratory PHLS, Colindale) and were
tabled. It was agreed that members had not had time to consider them in
detail, but that they should send any comments on these projects as soon as
possible to the MRC office.

12. Date of next meeting

It was agreed that the Working Party should meet again in the Autumn; dates

would be circulated in due course.



Froms Dr D A J Tyrrell Director

MRC Common Cold Unit
. Harvard Hospital,

Coombe Road,

Salisbury. Wilts.

SP2 8BW

Medlcal Research Councll World Health Orgenization ;
Coilaborating Ceritra for telegrams Harvard, Salisbury
Virus Reference and Ressarch telephone  Salisbury 22485
referenca

I

Medical Research Council
20 Park Cremcent

London W1N 4AL

~

Thank you for your letter of B February enclosing your letter to Robin Weiss.
This all seems 40 me to be a satisfactory way of dealing with the problem; I
hope that all that will now be necessary from my end ie to Just note this at
the next meeting of the Gommi‘l:ﬁtee.

i 5 FEB 1984 13 February 1984

Yours sincerely

The Common Cold Unit is part of the MRC Clinical Research Centre, Harrow, Middlesex
In association with Northwick Park Hospital



8th February 1984
Deer Dr. Tyrrell,

I enclose a copy of a letter I have written to Dr. Weiss, to reassure him

that we have taken to heart the comments he made 2t the last meating of

the AIDs Working Party. The refereeing of AIDS applicatiomns was discussed

by Dr. Godfrey, and [ 2fter the last meeting - unfortunately
at a time when I was out of the office, The gr{?ﬁ that the Working Party's
role as a "panel of referees” had mot been a great success and that an extract
from minutes of a meeting does not have the same force as conventional
referee’s report. In future, we plan to ask individual members of the Working
Party to act as referees for AIDS applications. We will continue to send you
copies of any AIDS applications we receive, and those which you regard as being
of Interest to the Working Party will be included in papers for meetings.

I am not sure whetherm or Dr. Godfrey has spoken to you about this
proposed change. We in the office belfeve that the modified system will rum
more smoothly, Do please let me know if you have any reservations about it,

In general, of course the temms of reference and modus operaundi of a Working
Party are not open to debate among the membership, However such things are

not sacronsanct and on this occasion we feel that some alteration 1s appropriate.

I have spoken to Tony Pinching = he will send me a list of possible dates in
April for another Working Party meeting.

Yours sincerely,

DvoJ. Ty‘rl'ell., EEqO’ CBE MD DSC FRCP FRCPath FR.S,
MRC Common Cold Unit,

Harvard Hospital,

Coombe Road,

Salisbury,

Wiltshire,

SP2 BBW,



7th February 1984
Dear Dr. Weiss,

I had hoped to speak to you on the telephone, but I understand from your
secretary that you will not be in your office until next week. I wanted
to reassure you that although the formal minute$s of the last meeting

of the AIDS Working Party does not dwell on the poimts that you raised
under '"matters arising', the office has in fact taken some action. We
have agreed that the Working Party's role as a panel of referees has mot
been very effective, and in future we will instead ask individual members
to give their opinion on scientific merit, in the usual way. The Working
Party as a group will continue to see AIDS applications for information
and informal comment.

I hope you will regard this as a more satisfactory arrangement, but do
please get in touch with me if you would like to discuss the matter
further on an informal basis.

Yours sincerely,

R.A, Weiss, Esq., Phd,
Institute of Cancer Research,
Chester Beatty Laboratories,
Fulham Road,

London,

SW3 6JB.



Extract from the Minutes of the Systems Board Meetingz held on Tuesday

10th April, 1984.

172. MRC Working Party on AIDS. report: The possibilities for research in
Acquired. Tmmune Deficiency Syndrome in the UK
(£4/50008: File S819/5)

The Board recalled that following an informal meeting in dJuly 1983, the MRC
Working Party on AIDS had been set up with the following terms of reference:-

(i) To review scientific knowledge and research on AIDS in the UK and
abroad.

(ii) To encourage contact and cooperation between research workers in
this field.

(11i) To advise the Council on the current state of knowledge in the
field and on topies for research.

In fulfilment of the third of these terms of reference, the Working Party had
produced its first report now before the Board.

Members welcomed the report and noted that it outlined the Working Party's
general view of the ways In which useful research could be done in the UK. 1In
particular they endorsed the recommendations for epidemiological studies: the
opportunities for carrying these out well were excellent. AIDS also provided an
opportunity to examine the immune system: the Board consldered that further
weight might be given to this® iIn the future. The Working Party's
recommendations for therapeutic and prophylactic studies and virus detection
were noted.

Some anxlety was expressed about the adequacy and clarity of the present
guldance on the handiing of AIDS samples and the performance of post-mortems:
it was suggested that the Working Party should press the Advisory Committee on
Dangerous Pathogens to produce their guidelines without delay.

Decision

-

The Board noted with interest the first report of the MRC Working Party on AIDS.



MEDICAL RESEARCH COUNCIL

MRC: 1IN CONFIDENCE 84/8008
Systems: April 1984

MRC WORKING PARTY ON AIDS

REPORT: THE POSSIBILITIES FOR RESEARCH ON ACQUIRED IMMUNE DEFICIENCY SYNDROME
IN THE UK

il 1 PaEers

Annex 1 - report

Annex 2 - membership of the Working Party

P Background

As a result of an informal meeting on AIDS in July 1983, chaired by Sir James
Gowans, an MRC Working Party on AIDS was set up with the following terms of
reference:

"To peview scientific knowledge and research on AIDS in the UK and abroad.
Tu encourage contact and co-operation between research workera in this field.

To advise the Council on the current state of knowledge in the field and on
topics for research.,”

In fulfilment of the third of these terms of reference, the Working Party has
produced its first report.

3, MRC support for AIDS research

Three special project grants for AIDS research were awarded during 1983:

Dr D J Jeffries (Virology, St Mary's Hospital Medical School) and Dr D Taylor-
Robinson (Clinical Research Centre, Divis=ion of Sexually Transmitted
Diseases). Virological Investigations of Patients with the Acquired
Immunodeficiency Syndrome. Total cost: £88k over three years,

Dr A J Pinching (Immunclogy, St Mary's Hospital Medical School). A study on
the killing of intracellular pathogens by macrophages derived from homosexual
males with AIDS and related disorders. Total cost: £43k over three years.

Dr R A Weiss (Institute of Cancer Research). BRetroviruses associated with
Acquired Immune Deficiency Syndrome, Total Cost: &£48k over three years.

These studies involve lnvestigation of the T-cell defeots in AIDS (Pinching)
and the possible role of cytomegalovirus (Jeffries and Taylor-Robinson)} and
retrovirusea (Weiss) in the aetiology of AIDS. Longitudinal studies of
homosexual attendera at clinies who show possible "pre-AIDS" symptoms are

DBM: Professor H P Lambert

03/07

$819/5
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under way at St Mary's Hospital. FProposals from the Middlesex Hospital for

further studies of this type (in line with the recommendations on page 2 of .
the Working Party report) are to be considered at this meeting. The

Communicable Disease Surveillance Centre is preparing proposals for a full
epidemiclogical study of AIDS in England and Wales, Investigation of

treatment methods, the search fur a surrogate test for donor blood samples and
studies in animals are areas in which further initiatives are required.

4, Action required

Te note the report of the MRC Working Party on AIDS.




Annex 1

MEDICAL RESEARCH COUNCIL

MRC: IN CONFIDENCE

The Possibilities for Research on Acguired Immunodeficiency Syndrome (AIDS) in

the UK

A& report from the MRC Working Party on AIDS

Introduction

As a first step towards fulfilling cur terms of reference, we have had
discussiona on the present knowledge of the condition, the posaible course of
events in Britain, the questlona which reguire answers and the resources and’
expertise available. We have put together this document which outlines what
we think are the most likely ways in which successful research could be done.
We assume that readers are aware of the general state of knowledge and we have
tried to avoid a general list of all the concelvable possibilities. We give
instead a short and selected list of projects which we believe are practicable
and would be helpful both for elinical practice in- this country and for adding
to overall scientific knowledge. Our alm has not been to try to mateh the
very substantial research effort of the United States, but to identify
specific areas in which a UK contribution 1s likely to improve our
understanding of the disease. The circumstances of the emergence of AIDS in
the UK and local expertise provide an opportunity to study this new disease at
an early stage. We do not wish to imply that other approaches to the study of

- AIDS would be unproductive, and we suggest that funding bodies should be open

to other ideas as well. As multidisciplinary work is essential to success in
this fleld, it iz important to ensure that a series of different studles are
undertaken and that there is free ccoperation and exchange of information
between the different research groups.

EEidemiologx

The incldence in the UK is likely to increase but some features differ from
those seen in the USA and Africa. The occurrence of AIDS should be documented
so that trends can be monitored, and high-risk groups and possible modes of
spread identified. This will allow an aaseasment of the risks to special-
interest groups such as homosexuals, haewophiliace, blood transfusion
_patients, health care and laboratory personnel, and provide the basis for
formulating advice to the medical ‘profession and publie.

It is important to. extend the present national surveillance system which is
based mainly on voluntary reporting of cases, Patients should be seen by an
experienced epldemiologist/physician and 2 uniform raport completed
documenting any contacts with other persons and other possible risk factors..
A record of needle-stick injuries should be kept so that individuals can be
followed up and the risk of infection documented. In some centres, such-
information is being collected already and needs only to be assembled and
eollated, In others, visits by a centrally supported research worker will be
needed. To eatablish the significance of thess observations, subjects in
comparison groups will need to be interviewed too, i.e. eclinic controls or
social-group controls (the gay community, for example)} or both. A detalled
protocol for this type of study is being prepared by the Communicable Disease
Surveillance Centre (CDSC); the methods proposed are compatible with those.
used at the CDC, Atlanta. In our opinion, such work is urgently needed before
the early stages of the epidemic are past.

26/47
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In addition, although it is said that staff of clinics and laboratories are
not at risk, they should be monitored for some years as the incubation period
is long and some cases do not fall into the known risk categories.

Cases of AIDS have occurred already in haemophiliacs and more are likely.
Because of the specially high standard of record-keeping in the UK, it is
possible to trace which batches of factor VIII cryoprecipitate ete., any
patient has received and alse all others in the country who have received. the
same batches, with their family contaets., A study is planned at the Public

‘Health Laboratory in .Manchester, in co-operation with the Haemophilia Centre

Directors. We support this as it offers a special opportunity to study attack
rates, incubation perlods and other important factors. It would seem
desirable to link this study with the one proposed by the CDSC.

There ‘is much concern about homosexual attenders at clinics who are at high

risk, show T-cell abnormalities and may have  lymphadenopathy, fever, etc.

There is an opportunity to study groups of such cases attending the Middlesex
and St Mary's Hospitals. We recommend that these studies be undertaken and
continued for at least 3 years. Longitudinal studies of such cohorts will
give much-needed information on the natural history of the disease and may
provide ideal material from which to attempt to recover an aetiological agent.
One such study is funded (at St Mary's), but in our view, a second one at the
Middlesex is desirable to provide a study populatlon of at least 200 patients
at each centre since the proportion going on to develop AIDS is likely to be
between 1 and 10 per cent,

Kaposi's sarcoma has been known to occur in young men in Central Africa for
many years. The clinical and epidemiological features of such cases should be
reviewed, with particular regard for immunodeficiency in the same or
associated cases and the epidemiological features found significant in the USA
and Europe. The MRC still has contacts with these parts of the .world and even
quite a short survey might provide valuable information.

Study of cases of AIDS

It is important that all cases are well studied clinically and documented
completely - it can never be forecast when an apparently chance observation on
perhaps a single patient will provide an important idea for future research,
These patients require a heavy commitment but clinical resources are not:
likely to be swamped as yet. Some aspects of the disease are not well
understood and we recommend that studies of, for instance, the pathophysiology
of diarrhoea and malabsorption be encouraged. There are considerable
resources in skill and experience in this field in the UK.

It is important that samples, particularly of blood and lymph node blopS1es,
are taken, wherever possible, from carefully studied patients, including early
AIDS and 'pre-AIDS' cases, and are preserved in appropriate ways for
subSequent_attempts to isolate an aetiological agent. Samples from infants
who develop AIDS are particularly important because they are not likely to
contain extranecus agents., Post mortems should be done whenever possible for
the purposes of .research, so long as adequate safety precautions can be taken.
The Advisory Committee on Dangerous Pathogens will shortly produce guidelines
for the handling of AIDS samples and the performance of post mortems,

Therapeutic and prophylactic studies

The treatment of the underlying immunodeficiency has so far proved
unsuccessful; even treatment of associated opportunistic infections is often
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disappointing. It has been suggested that randomized multicentre trials are
needed and indeed attempts have been made to write protocols for these., The
problem is that cases are variable in their presentation and treatments are so
unpromising as yet that it may be difficult to reach agreement on a suitable
set of indications and indeed on the f'orm of treatment. Furthermore, rigid
adherence to a protocol may not be seen as being in the patients' interests,
thus undermining the successful conclusion of a trial. We think that the
correct approach is to review new methods of treatment by allowing local
groups to try them on a few patients as a pilot study. Since patients often
have to be retreated for the same condition, it is possible to have some sort
of comparison even on a single patient. If promising results are obtained,
then a trial should be set up, although it may be necessary to obtain
collaboration from other European centres in order to have enough patients.
Drugs presently available for treatment of pneumocystis and some other
infections. produce many adverse reactions and a watech should be kept for any
new products. Acyeclovir is very satisfactory for herpes virus infections.
Ribavirin and perhaps other new antiviral drugs might be tried by inhalation
for pulmonary virus infections. Bone marrow transplantation has not been
successful but interferon & and interleukin 2, Jjust available for clinical
trial, may reverse at least part of the immunological defect and should be
trled. Cytotoxic drugs for the treatment of Kaposi's sarcoma may make the
clinical condition worse. However; interferon & looks promising and should be
explored further.

Virus detection

It would be unwise at the moment to ignore any aetiological theory although we
do not favour those involving protozoa, fungi or toxins. Virus involvement
seems more promlslng and there are two broad hypotheses to explore. One is
that a special strain or mutant of a common virus is the basic cause, Tests
for such viruses require the use of very carefully selected and stored
clinical specimens (see above), real experience in such work and good supplies
of cultures, technical assistance, etc. It is quite impossible to do a
comprehensive series of tests. In our opinion, groups of workers with
enthusiasm and high skill for studying candidate viruses should be encouraged
to do so. Council already supports a survey by restriction endonuclease
mapping of the cytomegaloviruses isolated (St Mary's) and a search for HTLV
(human T-cell leukaemia virus, a retrovirus) and related viruses and
antibodies against ‘them (Instltute of Cancer- Research)

The other hypothesis is that a hitherto unknown virus or virus-like agent is
responsible, An essential experiment is to inoculate higher primates, for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little., However, some
variations on this theme would be worth supporting, for example inoculating
marmosets, which are readily available in the UK, using a number of different
‘routes, with and without administration of immunosuppressive drugs. 'In
preparing material for inoculation it should be remembered that a putative
virus may be bound to cells (for example, leucocytes or platelets) and not
necessarily be free in serum.

Cocultlvation with a variety of cells over long periods of time has been
successful as a means of isolating viruses associated with other conditions in
the past, but there are few indications as to which cells are most appropriate
and the p0531b111t1es are numerous. It might, therefore, be worth trying a
strategy which does not require the organism to be grown. By analogy with
work on hepatitis B virus and parvoviruses, it would be worth testing whether
sera (and possibly lymph node extracts) from patients who are in the early.




stage of the disease and might have viraemia, contain antigens which react
with antibodies. in sera from patients who have had adenopathy and may have
recovered from an infection, ' Electron microscopy or immuno-electron
microscopy might also be used. If immunoreactive material or possible virus
particles were found, it would be possible to use recombinant DNA techniques
to recover the viral nucleic acid, replicate it and study it. The group at
the Middlesex Hospital in conjunction with Professor Murray are equipped to
make such studies,

Immunology and pathogenesis

A good deal of work has been done on the immunological changes occuring in the
disease, and T-helper depletion is still regarded as the best marker,

However, there has been little attempt to study the immunohistopathological.
changes. The reagents and facilities for undertaking immunohistology in the
UK are excellent, and this aspect should be pursued.

In considering the anxiety that AIDS has caused in relation to blood
transfusion, it seems important to determine which are the best surrogate
tests (i.e. tests for markers which are associated with AIDS) to carry out on
donar blood samples, and work of this nature should be supported. Such
surrogate tests should be evaluated in the longitudinal cohort studies of at-
risk patients (see above).

Summary

We have identified specific areas inh which AIDS research in the UK should be
pursued. Cases of AIDS should be reported as fully as p0381b1e, and samples
taken and stored for studies of aetiology. Longitudinal studies of patients
in "high-risk" categories should be performed, and staff in contact with AIDS
patients should also,be mohitored., Pilot studies of treatment methods, both
of opportunistic infections and the immunological disorder, -should be
attempted, and any successes followed up with controlled trials. The search
for a potential AIDS virus should continue, both through laboratory
investigation of clinical specimens-and inoculation of marmosets. There is a
need for work on the . immunohistopathological changes associated with AIDS, and
surrogate tests for donor blood samples should be developed.

Conclusion: .

There has been much anxiety about this new disease with its high mortality.
It is unlikely that any treatment for the underlying cause will be found in
the near future. Nevertheless, a research programme such as that which we
propose should ‘lead to clearer dlagn081s, a greater understanding of AIDS and
its modes of transmission, and more confident prediction, both of ind1v1dua1
outcomes and the course of the epidemic in this country. It is likely that
containment -of the disedse could be achieved through changes in behaviour of
those at risk, but any advice to patients must be based on well- documented -
epidemiological findings.

The disease offers an unusual.opportunity to improve our understanding of the
functioning of the immune system and to study the natural history and biology
of a novel infectious agent.. We believe that research along the lines we
propose will lead to progress on both fronts. :
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MRC WORKING PARTY ON AIDS-

REPORT: THE POSSIBILITIES FOR RESEARCH ON ACQUIRED IMMUNE DEFICIENCY SYNDROME
IN THE UK

1. Papers
Annex 1 = report
Annex 2 —_membership of the Working Party

2. Background

As a result of an informal meeting on AIDS in July 1983, chaired by Sir James
Gowans, an MRC Working Party on AIDS was set up with the following terms of
reference:

"To review scientific knowledge and research on AIDS in the UK and abroad.

To encourage contact and co-operation between research workers in this field.

To advise the Council on the current state of knowledge in the field and on
topics for research.”

In fulfilment of the third of these terms of reference, the Working Party has
produced its first report.

3. MRC support for AIDS research

Three special project grants for AIDS research were awarded during 1983:

Dr D J Jeffries (Virology, St Mary's Hospital Medical School) and Dr D Taylor-
Robinson (Clinical Research Centre, Division of Sexually Transmitted
Diseases)., Virological Investigations of Patients with the Acquired
Immunodeficiency Syndrome. Total cost: £88k over three years.

Dr A J Pinching (Immunology, St Mary's Hospital Medical School). A study on
the killing of intracellular pathogens by macrophages derived from homosexual
'malgs_withﬁAIDS and related disorders. Total cost: £43k over three years.

Dr R A Weiss (Institute of Cancer Research). Retroviruses associated with
Acquired Immune Deficiency Syndrome. Total Cost: £48k over three years.

These studies involve investigation of the T-cell defects in AIDS (Pinching)
and the possible role of cytomegalovirus (Jeffries and Taylor-Robinson). and
retroviruses (Weiss) in the aetiology of AIDS. Longitudinal studies of
homosexual attenders at clinies who show possible "pre-AIDS" symptoms are

DBM: Professor H P Lambert
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under way at St Mary's Hospital. Proposals from the Middlesex Hoapital for
further studies of this type (in line with the recommendations on page 2 of
the Working Party report) are to be considered at this meeting. The
Communicable Disease Surveillance Centre is preparing proposals for a full
epidemiclogical study of AIDS in England and Wales. Investigation of
treatment methods, the search for a surrogate teat for donor blood samples and
studies in animals are areas in which further initiatives are required.

y, Action required

To note the report of the MEC Working Party on AIDS.
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MEDICAL RESEARCH COUNCIL

MRC: IN CONFIDENCE

The Possibilities for Research on Acquired Immunodeficiency Syndrome (AIDS) in
the UK

A report from the MRC Working Party on AIDS

Introduction

As a first step towards‘fulfilling our terms of reference, we have had
discussions on the present knowledge of the condition, the possible course of
events in Britain, the questions which require answers and the resources and
expertise available. We have put together this document which outlines what
we think are the most likely ways in which successful research could be done.
We assume that readers are aware of the.general state of knowledge and we have
tried to avoid a general 1list of all the conceivable possibilities. We give
instead a short and selected list of projects which we believe are practicable
and would be helpful both for clinical practice in this country and for adding
to overall scientific knowledge. Our aim has not been to try to match the
very substantial research effort of the United States, but to identify
gspecific areas in which a UK contribution is likely to improve our
understanding of the disease., The circumstances of the emergence of AIDS in
the UK and local expertise provide an opportunity to study this new disease at
an early.stage;7 We do not wish to imply that other approaches to the study of
AIDS would. be unproductive, and we suggest that funding bodies should be open
to other ideas as well. As multidisciplinary work is essential to success in
this field, it is important to ensure that a series of different studies are
undertaken and that there is free cooperation and exchange of information
between the different research groups.

Epidemiology

The incidence in the UK is likely to increase but some features differ from
those seen in the USA and Africa. , The occurrence of AIDS should be documented
so -that trends can be monitored,/high-risk groups and possible modes of spread
identified. This will allow an assessment of thé risks to special=nearest
groups such as homosexuals, haemophilia% , blood transfusion patients, health
care and laboratory personnel, and provide the basis for formulating advice to
the medical profession and public.

It is important to extend the present national surveillance system which is
based mainly on voluntary reporting of cases, Patients should be seen by an
experienced epidemiologist/physician and a uniform report completed
documenting any contacts with other persons and other possible risk factors,
A record of needle-stick injuries should be kept so that individuals can be
f¢gllowed up and the risk of infection documented. In some centres, such
information is being collected already and needs only to be assembled and
collated. In others, visits by a centrally supported research worker will be
needed. To establish the significance of these observations, subjects in
comparison groups will need to be interviewed too, i.e. clinic controls or
social-group controls (the gay community, for example) or both. A detailed
protocol for this type of study is being prepared by the Communicable Disease
Surveillance Centre (CDSC); The-CDSC-has—insufficient—staff but—otherwisehas
atl—the-resoureces—and-skitl—to=do-the-werk=to—a=high-standards the methods
proposed are compatible with those used at the CDC, Atlanta. In our opinion,
such work is urgently needed before the early stages of the epidemic are past.
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In addition, although it is said that staff of clinies and laboratories are
not at risk, they should be monitored for some years as the incubation period
is long and some cases do not fall into the known risk categories,

Cases of AIDS have occurred already in haemophiliacs and more are likely.
Because of the specially high standard of record-keeping in the UK, it is
possible to trace which batches of factor VIII cryoprecipitate, etegyany
patient has recelved and also all others in the country who have received the
same batches, aleaé*hith their family contacts., A study is planned at the
Public Health Laboratory in Manchester, in co-operation with the Haemophilia
Centre Directors. We support this as it offers a special opportunity to study
attack rates, incubation periods and other important factors. It would seem
desirable to 1link this study with the one proposed by the CDSC.

There is much concern about homosexual attenders at clinics who are at high
risk, show T-cell abnormalities and may have lymphadenopathy, fever, etc.
There is an opportunity to study groups of such cases attending the Middlesex
and St Mary's Hospitals. We recommend that these studies be undertaken and
continued for at least 3 years. Longitudinal studies of such cohorts will
give much=meeded information on the natural history of the disease and may
provide iﬁeal material from which to attempt to recover an aetiological agent.
One such study is funded (at St Mary's), but in our view, a second one at the
Middlesex is desirable to provide a study population of at least 200 patients
at each centre since the proportion going on to develop AIDS is likely to be
between 1 and 10 per cent.

Kaposi's sarcoma has been known to occur in young men in Central Africa for
many years. The clinical and epidemiological features of such cases should be
reviewed, with particular regard for immunodeficiency in the same or
associated cases and the epidemiological features found significant in the USA
and Europe. The MRC still has contacts with these parts of the world and even
quite a short survey might provide valuable information.

Study of cases of AIDS

It is important that all cases are well studied clinically and documented
completely - it can never be forecast when an apparently chance observation on
perhaps a single patient will provide an important idea for future research.
These patients require a heavy commitment but clinical resources are not
likely to be swamped as yet. Some aspects of the disease are not well
understood and we recommend that studies of, for instance, the pathophysiology
of diarrhoea and malabsorption be encouraged. There are considerable
resources in skill and experience in this field in the UK.

It is important that samples, particularly of blood and lymph node biopsies,
are taken, wherever possible, from carefully studied patients, including early
AIDS and 'pre-AIDS' cases, and are preserved in appropriate ways for
subsequent attempts to isolate an aetiological agent. Samples from infants
who develop AIDS are particularly important because they are not likely to
contain extraneous agents. Post mortems should be done whenever possible for
the purposes of research, so long as adequate safety precautions can be taken.
The Advisory Committee on Dangerous Pathogens will shortly produce guidelines
for the handling of AIDS samples and the performance of post mortems.

Therapeutic and prophylactic studies

The treatment of the underlying immunodeficiency has so far proved
unsuccessful; even treatment of associated opportunistic infections is often
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disappointing. It has been suggested that randomized multicentre trials are
needed and indeed attempts have been made to write protocols for these. The
problem is that cases are variable in their presentation and treatments are so
unpromising as yet that it may be difficult to reach agreement on a suitable
set of indications and indeed on the form of treatment. Furthermore, rigid
adherence to a protocol may not be seen as being in the patients' interests,
thus undermining the successful conclusion of a trial. We think that the
correct approach is to review new methods of treatment by allowing local
groups to try them on a few patients as a pilot study. Since patients often
have to be retreated for the same condition, it is possible to have some sort
of comparison even on a single patient. If promlising results are obtained,
then a trial should be set up, although it may be necessary to obtain
collaboration from other European centres in order to have enough patients,
Drugs presently available for treatment of pneumocystis and some other
infections produce many adverse reactions and a watch should be kept for any
new products. Acyclovir is very satisfactory for herpes virus infections.
Ribavirin and perhaps other new antiviral drugs might be tried by inhalation
for pulmonary virus infections. Bone marrow transplantation has not been
successful but interferonx and interleukin 2, just available for clinical
trial, may reverse at least part of the immunological defect and should be
tried. Cytotoxic drugs for the treatment of Kaposi's sarcoma may make the
clinical condition worse. However, interferon U~ looks promising and should be
explored further.

Virus detection

It would be unwise at the moment to ignore any aetiological theory although we
do not favour those involving protozoa, fungi or toxins., Virus involvement
seems more promising and there are two broad hypotheses to explore. One is
that a special strain or mutant of a common virus is the basic cause. Tests
for such viruses require the use of very carefully selected and stored
clinical specimens (see above), real experience in such work and good supplies
of cultures, technical assistance, etc. It is quite impossible to do a
comprehensive series of tests. In our opinion, groups of workers with
enthusiasm and high skill for studying candidate viruses should be encouraged
to do so. Council already supports a survey by restriction endonuclease
mapplng of the cytomegaloviruses isolated (St Mary's) and a search for HTLV
(Human T-cell leukaemia v1rusg’/a retrovirus) and related viruses and
antibodies against them (Institute of Cancer Research).

The other hypothesis is that a hitherto unknown virus or virus-like agent is
responsible, An essential experiment is to inoculate higher primates, for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little. However, some
variations on this theme would be worth supporting, for example inoculating
marmosets, which are readily available in the UK, using a number of different
routes, with and without administration of immunosuppressive drugs. In
preparing material for inoculation it should be remembered that a putative
virus may be bound to cells (for example, leucocytes or platelets) and not
necessarily be free in serum.

Cocultivation with a variety of cells over long periods of time has been
successful as a means of isolating viruses associated with other conditions in
the past, but there are few indications as to which cells are most appropriate
and the possibilities are numerous. It might, therefore, be worth trying a
strategy which does not require the organism to be grown. By analogy with
work on hepatitis B virus and parvoviruses, it would be worth testing whether
sera (and possibly lymph node extracts) from patients who are in the early




stage of the disease and might have viraemia, contain antigens which react
with antibodies in sera from patients who have had adenopathy and may have
recovered from an infection. Electron microscopy or immuno-electron
microscopy might also be used., If immunoreactive material or possible virus
particles were found, it would be possible to use recombinant DNA techniques
to recover the viral nucleic acid, replicate it and study it. The group at
the Middlesex Hospital in conjunction with Professor Murray are equipped to
make such studies.

Immunology and pathogenesis

A good deal of work has been done on the immunological changes occuring in the
disease, and T-helper depletion is still regarded as the best marker.

However, there has been little attempt to study the immunohistopathological
changes. The reagents and facilities for undertaking immunohistology in the
UK are excellent, and this aspect should be pursued.

In considering the anxiety that AIDS has caused in relation to blood
transfusion, it seems important to determine which are the best surrogate
tests (i.e. tests for markers which are associated with AIDS) to carry out on
donor blood samples, and work of this nature should be supported. Such
surrogate tests should be evaluated in the longitudinal cohort studies of at-
risk patients (see above).

Summary

We have identified specific areas in which AIDS research in the UK should be
pursued., Cases of AIDS should be reported as fully as possible, and samples
taken and stored for studies of aetiology. Longitudinal studies of patients
in "high-risk" categories should be performed, and staff in contact with AIDS
patients should also be monitored. Pilot studies of treatment methods, both
of opportunistic infections and the immunological disorder, should be
attempted, and any successes followed up with controlled trials. The search
for a potential AIDS virus should continue, both through laboratory
investiga}ion of elinical specimens and inoculation of marmosets. There is a
need for gork on the immunohistopathological changes associated with AIDS, and
surrogate tests for donor blood samples should be developed.

Conclusion

There has been much anxiety about this new disease with its high mortality.
It is unlikely that any treatment for the underlying cause will be found in
the near future. Nevertheless, a research programme such as that which we
propose should lead to clearer diagnosis, a greater understanding of AIDS and
its modes of transmission, and more confident prediction, both of individual
outcomes and the course of the epidemic in this country. It is likely that
containment of the disease could be achieved through changes in behaviour of
those at risk, but any advice to patients must be based on well-documented
epidemiological findings.

The disease offers an unusual opportunity to improve our understanding of the
functioning of the immune system and to study the natural history and biology
of a novel infectious agent. We believe that research along the lines we
propose will lead to progress on both fronts.
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/<\ Public Health Laboratory Service
4

o/ gy =2 PHLS Communicable Disease Surveillance Centre
. J') \:) 61 Colindale Avenue
— - London NW9 5EQ

. Telex 8953942 (DEFEND G)
Telephone 01-200 6868

Qur ref Your ref

_ NSG/MHC 17th February 1984

Medical Research Council
20 Park Crescent
London W1N 4AL

- e

MRC Working Party on AIDS

Thank you for your letter asking for comments on the working party
report.

As you will gather, I agree with the comments that Stephen Palmer
has made and would like to add just three small points on page 2:-

1. Would it be possible to give in a little more detail the'.study 'r-

currently being carried out by Haemophilia Centre Directors.

. fdr%mzk
. AL

2. In para. 3, although 200 patients is a large number to follow-

up, as it implies it may well not be enough to detect AIDS with

an incidence of only 1 to 10 per cent in this group. Perhaps

there would be a possibility of including more than two centres

in the study.

3. As you may know the European group are planning to look at African
cases of AIDS, particularly in France and Belgium.

Yours siacerely,

N.S. Galbraith
Director

Public Health Laboratory Service Board, 61 Colindale Avenue, London NW9 5EQ
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Prifysgol Cymru
University of Wales

Ysgol Feddygol Cymru
Welsh National School of Medicine

Department of Haematology
University Hospital of Wales
Heath Park, Cardiff CF4 4XN
Tel. Cardiff 7565944
Ext. 2155

Professor A. L. Bloom

Ms. I

Medical Research Council,
20 Pork Crescent,
London WIN 4AL 14th February, 1984

f 17 FEB 1984
Dear

Thank you for letting me see the draft report from the MRC Working Party on AIDS,
I only have one particular comment. and this refers: to paragraph 2 on page 2. The planned
study to which this paragraph refers will be undertaken by Dr. John Craske of the Public
Health Laboratory at Manchester with the co-operation & the Haemophilia Centre Directors.
However the study is not yet under way because Dr. Craske has' had difficulties wi th funding
He hopes to submit a formal grant application to the MRC shortly and it would be nice if
the report could include a statement that it is important that these epidemiological studies
on U.K. patients treated with factor VIII concentrates should be supported . If | remember
correctly the Working Party accorded a high degree or priority to these sort of studies.

Yours sincerely,
it

- KA.’EQ_ Bloom




UNIVERSITY of LONDON

Hammersmith Hospital, Ducane Road, London W12 OHS

. Tel: 01-743 2030 Ext

Me!!ca|_!esearch Council,

20 Park Crescent,
London WIN 4 AL.

I6th February, 1984

Thank you for the draft report of the MRC Working Party
on AIDS.

With reference to the section on p 3 (Study of cases). I
understand that C.D.S.C. will bé concerned principally with
epidemiology and the A.C.D.P. with guidelines on safety aspects.
It may well be that those groups seeing most AIDS cases have
already agreed on the following point, but I am not personally
clear who, if anyone, will issue a specific protocol for the
collection and preservation of patient samples, and whether a
central repository of these will be maintained. I mention this
because it seems desirable to have such protocols available for
anyone seeing a case as soon as possible,

I have no queries about other sections of the report.

Yours s1ncere1y,

J.G. P. Sissons,
We1100me Senior Lecturer*in
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From: Dr D A J Tyrrell Director
MRC Common Cold Unit

. W\ / fﬂ Harvard Hospital
'\ ! Kg Coombe Road
L\ L >~

Salisbury, Wilts

SP2 8BW
Medical Research Council World Health Organisation ‘ .
Collaborating Centre for telegrams Harvard, Salisbury
Virus Reference and Research telephone Salisbury (0722) 22485

Your reference

Our reference

ledical Research Council
20 Park Crescent

London WIN 4AL “ 5 FFs 13 February 1984

o B

Thank you for your letter of 9 February about the letters you have written to
Dr Palmer and Dr Young. These seem to me 4o be clear and helpful and I am
sure they will find Professor Bloom's letter is of assisztance too.

I am zlso happy with the background notea.

I have not spoken further to _abcut his prcposals but I menticned
informally to Michael Whitehead the embarrassment I felt at the Committee
meeting when two apparently cverlapping proposals came out of Colindale from
people who had apparently not discussed them with each other. He indicated
that they were going to put this right, but exactly how he didn't say., My
personal view is that if we can get a good project from CDSC spelt out, funded
and gtarted, then the other studies could - if they actually materialize -

be added on later. In other words I should not hold up deaiing with Dr Palmer's
document on the hypothesis that something may come later from Dr Glynn,

Yours sincerel
14
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The Common Cold Unit is part of the MRS Clinical Research Centre, Harrow, Middlesex
in association with Northwick Park Hospital i




;\ Public Health Laboratory Service

H Public Health Laborato
SN | ic ry
a J') JJ I\:j University Hospital of Wales
) Heath Park
Cardiff CF4 4XW
Telophome Cardiff (0222) 755944

"Medical Research Council Cur ref Your ref
20 Park Crescent 13th February 1984
London W1N L4AL

Dear

s iﬁg 1388

MRC Working Party on AIDS.

Thank you for the opportunity to comment upon the draft report. In my
opinion the report accurately summarizes the conclusions of the working
party.

I have a few comments on the'Epidemiology" section. I would like to
suggest that the objectives of surveillance should be spelled out more
clearly. For instance the first paragraph might include something like
"The occurrence of AIDS should be documented so that trends can be monit-
ored, high risk groups and pogsible modes of spread identified. This will
allow an assesement of the risks to special interest groups such as homo-
sexuals, haemophiliacs, blood transfusion patients, health care and labor-
atory personnel and provide the basis for formulating advice to the medical
profession and publice

In the second paragraph I feel that the reference to expsnding the present
voluntary system of reporting is not clear. I suggest gomething like

"It is important to extend the present national surveillance system which
is based meinly upon voluntary reporting of cases". In addition, the
raference to needle-stick injuries could be clarified as followa, " A
record of needle-stick injuries in persomnel attending AIDS cases and
laboratory staff handling AIDS specimens should be kept so that individuals
can be followed up and the risk of infection documented't,

The use of the term "epidemic" to describe AIDS in Britain is perhaps too
emotive and "incidence" could be substituted without altering the sense
in para 1.

These are a few minor suggeations which you might wish to congider.

Copy to Dr N 5 Galbraith.

Yours 51ncerely,

Dr S R Palier,

Puhlic Health Laboratory Service Board, 61 Colindale Avenue, London NW9 5EQ
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MRC: 1IN CONFIDENCE 84/5008
. Systems: April 1984

MRC WORKING PARTY ON AIDS

REPORT: THE POSSIBILITIES FOR RESEARCH ON ACQUIRED IMMUNE DEFICIENCY SYNDROME
IN THE UK

1. Papers
Annex 1 - report
Annex 2 - membership of the Working Party

2. Background

As a result of an informal meeting on AIDS in July 1983, chaired by Sir James
Gowans, an MRC Working Party on AIDS was set up with the following terms of

reference:
"To review scientific knowledge and research on AIDS in the UK and abroad.
To encourage eonﬁfact and co-pperation between research workers in this field.

To advise the Council on the current state of knowledge in the field and on

topies for research.”

Ikt is ﬂn fulfilment of the third of these terms of reference,hha% the Working
Party has produced its report.
MRC swpgock dor MADS Aeicard,
3. Speedal-ProjectGrants—eawarded—for—AIbS—resecarch
D
Dr D J Jeffries (Virology, St Mary's Hospital Medical Sch099 and Dr D Tayler-

Robinson (Clinical Research Centre, Division of Sexually Transmitted
Diseases). Vireclogical Investigations of Patients with the Bcquired

Immuncdeficiency Syndrome. Total cost: £88k over three years.
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Dr A J Pinching (Immunology, St Mary's Hospital Medical School). a studyxon
k the ﬂilling of intracellular pathogens by macrophages derived from homoseiual

males with AIDS and related diserders. Total cost: g£43k over three years.

Dr R A Weiss (Institute of Cancer Research). Retroviruses associated with

Acquired Immune Deficiency Syndrome. Total Cost: £UBk over three years.

y, Action required

(i) To note the report of the MRC Working Party on AIDS.

(ii) Decision whether to commend the report to Council.
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‘@ February 1984

Dear Dr Byrrell,

I am wtiting to ask if you would be kind enough to comment briefly on
two matters relating to AIDZ bafore you go on leave.

You will remember that Dr Palmer presented some draft proposals to the AIDS
wWorking Party at the last meeting, and invited comments from the members and
the MRC office. T understand that many of the members have commented informatlyy
to Dr Palmer; the only letter I have received is the one from Professor Bloom,
a copy of which is enclosed. I also enclose a draft letter Lo Dr Palmer which
raises a few things from the office point of view. I whnder whether you would
wish to change or add anything to the letter, and whether you would be agreeabls
to my writing to Dr palmer and [l in these terms.

Secondly, I would like &8 check with you the way in which we propose
to presehhtthe AIDE report to the Systems Board., I am sure you areaawmaee
that all Board papers carry some background notes to place the issue being
considered in some kind of context. I enclose a asopy of the background notes
which I have drafted. The aim is firstly to show that the Working Party has
already achisved gome success in promoting AIDS research, and secondly to
focus on tkh gaps which still need to be filled. This latter would set the
scene for applications to be considered subsequently - such as Professor Adler's
at the same Board meeting, and the CDSC one at a later stage, I would ba
grateful for any comments you may have on the draft.

I wonder whether you have heard any further from _ about the
posgible PHLS dinitiative? ;

Please do not hesitate to contact me by telephone if that is most convenient.

Yours sincerely,

D A J Tyrrell CBE MD DSc FRCP FRCPath FRS
MRC Common Cold Unit

Harvard Hospital

Coomba Road

Balisburk

WILSSHIRE SP2 OBW
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7 February 1984

Dear Dr Palmer

You will remember that at the meeting of the MRC Working Party on AIDS, ¢n 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Seeretary would produce a document summarlsing the Working Party's views on
the pussibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Counecil
on the current state of knowledge in the field and on topics for research".

I now enclose a copy of the draft repert and would be grateful to receive any
comments you may have cn 1t or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submissien to the Systems Board in

April, it would be helpful AIf I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have n¢ comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

S R Palmer Ezq MA MB MFCM
Public Health Laboratory
University Hospital of Wales
North Park
Cardiff
CF4 4xw
20775




7 February 1984

Dear Dr Weiss

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topies for research",

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission te the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have no comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

R A Weiss Esq PhD

Institute of Cancer Research
Chester Beatty Laboratories
Fulham Road

London

SW3 6JB

20/75



T February 1984

Dear Dr Webster

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document Summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on tepies for research".

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have no comments,.

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

A D B Webster Esq FRCP
Division of Immunological Medicine
Clinical Research Centre
Watford Road
Harrow
Middlesex
HA1 30d
20/75




7 February 1984

Dear Dr Sissons

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a deocument summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topices for research".

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject t¢ the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have n¢ comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

J. G P Sissons Esq MD MRCP
Department of Medicine
Royal Postgraduate Medical School
Hammersmith Hospital
Ducane Road
London
W12 OHS
20/75



7 February 1984

Dear Professor Murray

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topies for research".

I now enclose a caopy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
april, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have no comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

Professor K Murray PhD FRS
Department of Molecular Biology
University of Edinburgh
Kings Buildings
Mayfield Read
Edinburgh
EH9 3JR
20/75



7 February 1984

Dear Professor Lambert

You will remember that at the meeting of the MRC Working Party on ATIDS, on 20 l

December 1983, it was agreed that the Chairman, Deputy Chairman and the

Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topics for research",

I now enclese a copy of the draft report and would be grateful to receive any’

comments you may have on it or any amendments you would like to see

incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest, If I have not heard

from you by that date, I shall assume tht you have no comments..
I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

Professor H P Lambert MD FRCP
Communicable Diseases Unit

St George's Hospital
Blackshaw Road

London

SW17 0QT

20775



7 February 1984

Dear Prafessor Lachmann

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK, This is in fulfillment cof
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topics for research",.

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have n¢ comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely, |

Enc.

Professor P J Lachmann SecD FRS
MRC Unit on Mechanisms in
Tumour Immunity ]
MRC Centre
University Medical School
Hills Road
Cambridge
CB2 2QH i
20/75 l



7 February 1984

Dear Dr Harris

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the

Secretary would produce a document summarising- the Working Party's views on

the possibilities for research on AIDS in the UK. This is in fulfillment of

the third of the Working Party's terms of reference: "to advise the Council

on the current state of knowledge in the field and on topies for research", |

I now enclose a copy of the draft report and would be grateful to receive any |
comments you may have on it or any amendments you would like to see

incerporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in

April, it would be helpful if I could receive your reply, by telephone if that

is most conveneient, by 17 February 1984 at the latest. If I have not heard

from you by that date, I shall assume tht you have no comments..

I alst enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

J R W Harris Esq MB MRCP
Special Clinie
St Mary's Hospital
Praed Street
London
W2 1PG
20/75



7 February 1984

Dear Dr Galbraith

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on tepics for research".

I now enclose a copy of the draft report and would be grateful te receive any
comments you may have on it or any amendments ycu weould like to see
incorpeorated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most cenveneient, by 17 February 1984 at the latest. If I have net heard
from you by that date, I shall assume tht you have ne ceomments..

I also encleose a copy of the minutes of the last meeting.

Yours sincerely,

Enc. I

N S Galbraith Esq FRCP FSCM DPH
Communicable Disease Surveillance Centre
Public Health Labaratory

Ceolindale Avenue

London

NW9 5EQ

20775



7 February 1984

Dear Professor Bloom

You will remember that at the ‘meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the pessibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topics for research".

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
inceorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the .report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have no comments..

I also enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.,

Professor A L Bloom MD FRCPath MRCP
Department of Haematology
Welsh National School of Medicine
University Hospital of Wales
Heath Park
Cardiff
CFU4 UYxXN
20/75



7 February 1984

Dear Professor Adler

You will remember that at the meeting of the MRC Working Party on AIDS, on 20
December 1983, it was agreed that the Chairman, Deputy Chairman and the
Secretary would produce a document summarising the Working Party's views on
the possibilities for research on AIDS in the UK. This is in fulfillment of
the third of the Working Party's terms of reference: "to advise the Council
on the current state of knowledge in the field and on topics for research".

I now enclose a copy of the draft report and would be grateful to receive any
comments you may have on it or any amendments you would like to see
incorporated, subject to the approval of the Chairman of the Working Party.

In order that we can prepare the report for submission to the Systems Board in
April, it would be helpful if I could receive your reply, by telephone if that
is most conveneient, by 17 February 1984 at the latest. If I have not heard
from you by that date, I shall assume tht you have no comments..

I alsc enclose a copy of the minutes of the last meeting.

Yours sincerely,

Enc.

Professor M W Adler
Department of Genito-Urinary Medicine
Middlesex Hospital Medical School
Mortimer Street
London
W1P 7PN
20/75
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1 Pebruary 1984

Pear Dr Tyrrell

As I mentioned in our recent telephone conversation, wa intend te submit the
report of the AID3 Working Party to the Systems Board on 10 April 1984, As I
alse mentioned, we propose some changes to the Conolnsion in order thet the
report should have msximum impact on the Bpard. We have, in additien,
(;1ncludsd a summery to bring together the main recopmendatlions of the report,

We have made seme changes to the Introduction, but stherwise we have done only
minor editing to the maim body of the report. I enclose a copy of the amended
draft along with a cupy of the first draft for sase of reference.

I would particularly like to draw yew attention to the proposed alteration to
(:age 3 line 18 concerning post mertems,

he point needs to be expressed in a way which lp econsistent witk the
appropriate minute of the Warking Party meeting on 20 December 1088,

As you know, We bave ouly a limited time Iin which to fipnalise the report; the
Board paper must be ready by 21 February, In arder that the membersz of the
Working Party have a5 long ms possible tu consider the documenmt, perhaps you
could let me have any comments yeu may have at this stage by telephone,
preferably on 6 February. I am 2lso asking Dr Pinching and Dr Taylor-Robinaon
for thelr comments. I apolegise that this is somewhat rushed. I would then
need detalled comments from everyene by 16 Februaery.

I alse enclose & copy of the minutes of the last meeting of the Working Party
which have been put into MRC format and subjected to minor editing as I
mentioned an the telephone, You esgreed that I ocould eiroulate them to the
members with the draft report,

I logk forwsrd to hearing from you and hope that the EEC meeting proves
fruitful.

Yours esinceraly

ec: Dr A J Pinching
Dr B Taylor-Robnson

D A J Tyrrell Epq CBE MD DSo FRCP FRCPth FRS
MRC Common Colid Unit

Harvard Hospltal

Coombe Hoad

Sglisbury

Wiltshire SP2 8PW
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1 February 1982

\
Toualer R geon
Dear D.L.Elxgng =

I am writing to bring you up to date on the progress of the draft repert of the
AIDS Working Party. As you will see from the enclosed copy of my letter to Dr
Tyrrell, we intend to submit the report to the next meeting of the Systems
Beard., As you will also see from the letter, we zre suggesting mome changes on
which we would be grateful to have comment2 from Dr Tyrrell, yourself and &

Teyder~Robinasor— By Pinchingd before clreulating to the other members of the

Working Party. I enclose coples of both the original draft asnd ocur amended
version. In view of the time constraints, I wonder if you could let me know by
telephone, on or befsre 6 February, whether you would be happy for me to
clronlate the deocument in its revised form t4 the members of the Working Party.
1 would then nesd to have detalled comments from everyone by 16 February.

I also enclose a final copy of the minutes of the last Working Party meeting. A
Tew minor edlitorlal changes have been put into MRC fermat. The only majer
change is that the account of Dr Weiss's dissstlsfactien has been reduced as it
does net seem appropriate for thls to receive too much emphasis in the formal
minute., If you are agreeable, I will circulate the minutes with the draft
raport cn Monday.

I look forward to hesring from you snd apologise for the short notice,

Youras sincerely

Enc

D Taylor-Rebinson Eagq MD FRCPath
Division of Communicable Diseases
Clinical Research Centre

HWatford Road

Harrow

Middlesex HA1 30J




1 February 1984

Dear Dr Pinching

I am writing te bring you up ta date on the progress of the draft report of the
AIDS Working Party. As you will see from the enclosed copy of my letter to Dr
Tyrrell, we intend toc pubmit the report to the next meeting of the Systems
Board. As you will slso see from the letter, we are suggesting some changes on
which we would be grateful te have comments from Dr Tyrrell, yourself and Dr
Taylor-Robinson {BreBinebimg) before oirculating to the cther mpembers of the
Working Party. I encleme copiea of both the original draft and our amended
version. In view of the time constraints, I wonder if you could let me know by
telephone, on or before & Februsry, whether you would be happy for me to
ciroulate the document in its revised form to the members of the Werkimg Party.
1 would then need te have detalled comments from everyone by 16 February.

I zlso enclose a final eopy of the minutes of the last Worklng Perty meeting. A
few minor editorisl changes have been put into MRC format. The only major
change 1is that the acocount of Dr Welsa's dissatisfaction has been reduced as it
dogs not seem appropriate for this to recelve tos much emphasia in the formal
minute. If you are agreeable, I will c¢irculate the minutes with the draft
report tn Monday.

I lgok forward to hearing from you and apelogise for the shert notise.

Youra sincerely

Enc.

A J Pinching Esq DPhil EM MRCP
Department of Immumology
Uright~-Fleming Institute

8t Mary's Hpspital Medical Schoegl
Paddington

London W2 1PG
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The Possibilities for Research on Acquired Immunodeficiency Syndrome (AIDS) in
the UK

A report from the MRC Working Party on AIDS

Introduction

As a first step towards fulfilling our terms of reference, we have had
discussions on the present knowledge of the conditien, the possible course of
events in Britain, the questions which require answers and the resources and
expertise available. We have put together this decument which outlines what
we think are the most likely ways in which successful research could be done.
We assume that readers are aware of the general state of knowledge and we have

tried to avoid a general list of all the conceivable possibilities. We give

instead a short and selected list of projects which we believe are practicable
and would be helpful both for elinical practice in this country and for adding

to overall scientific knowledge. Our aim has not been to try to match the

very substantial research effort of the United States, but to identify
specific areas in which a UK contribution is likely to imprave our
understanding of the disease. The circumstances of the ;;grgence of AIDS in
the UK and local expertise provide an opportunity to study this new disease at
an early stage. We do not wish te imply that other approaches to the study of
AIDS would be unproductive, and quuggest that funding bodies should be open
to other ideas as well. As multidisciplinary woerk is essential to success in
this field, it is important to ensure that a series of different studies are
undertaken and that there is free cooperation and exchange of information

between the different research groups.

Epidemiology

Tnes eden e
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some centres, such information is being collected already and needs only to be
assembled and collated. 1In others, visits by a centrally supported research
worker will be needed. To establish the significance of these observations,
subjeets in comparison groups will need to be interviewed too, i.e. eclinic
controls or social-group controls (the gay community, for example) or both. A
detailed protocel for this type of study is being prepared by the Communicable
Disease Surveillance Centre (CDSC). The CDSC has insufficient staff but
otherwise has all the resources and skill to do the work to a high standard;
the methods proposed are compatible with those used at the CDC, Atlanta. 1In
our opinion, such woerk is urgently needed before the early stages of the
epidemic are past. In addition, although it is said that staff of clinies and
laboratories are not at risk, they should be monitered for some years as the
incubation period is long and some cases do not fall inte the known risk

categories.

Cases of AIDS have scecurred already in haemophiliacs and more are likely.,
Because of the specially high standard of record-keeping in the UK, it is
paossible to trace which batches of factor VIII cryoprecipitate, etc any
patient has received and alsc all sthers in the country who have received the
same batches, along with their family contacts. TheHaemophilia Centre
Pirectors—have-such—a study-underway. (It offers a special oppertunity te

study attack rates, incubation periods and other important factors. It would
seem desirable to link this study with the one proposed by the CDSC.

There is much concern about homosexual atg{gnders at clinies whe are at high
risk, show T-cell abnormalities and may have lymphadenopathy, fever, etc.
There is an opportunfity to study groups of such cases attending the Middlesex
and St Mary's Hespitals. We recommend that these studies be undertaken and
centinued feor at least 3 years. Longitudinal studies of such cohorts will
give much needed information on the natural history of the disease and may
provide ideal material from which to attempt tg recover an aetislogical agent.
One such study is funded, but~in our view 4wo—are desirable to provide a study
population of at least 200 patients at each centre since the proportion going

on to develep AIDS is likely ts be between 1 and 10 per cent.

Kapesi's sarcoma has been known to opccur in young men in Central Afriea for

many years, The clinical and epidemiological features of such cases should be



reviewed, with particular regard for immunodeficiency in the same or
associated cases and the epidemiological features found significant in the USA
and Europe. The MRC still has contacts with these parts of the world and even

quite a short survey might provide valuable information,

Study of cases of AIDS

It is important that all cases are well studied clinically and documented

completely - it can never be forecast when an apparently chance cbservation on
perhaps a single patient will provide an important idea for future research. 1
These patients require a heavy commitment but clinical resources are not
likely to be swamped as yet. Some aspects of the disease are not well
understood and we recommend that studies of, for instance, the pathophysiology
of diarrhoea and malabsorption be encouraged. There are considerable

resources in skill and experience in this field in the UK.

It is important that samples, particularly of blooed and lymph node biopsies,
are taken, wherever possible, from carefully studied patients, ineluding early
AIDS and 'pre-AIDS' cases, and are preserved in appropriate ways for
subsequent attempts te isolate an aetiglogical agent. Samples from infants
who develop AIDS are particularly important because they are not likely to
contain extraneous agents. Post mortems should be done whenever poessible for
the purposes of research, so long as adequate safety precautions can be taken.
The Advisory Committee on Dangerous Pathogens will shortly produce guidelines

for the handling of AIDS samples and the performance of peost mortems.

Therapeutic and prophylactic studies

The treatment of the underlying immunodeficiency has so far proved
unsuccessful; even treatment of assoeciated opportunistic infections is often
disappointing. It has been suggested that randomized multicentre trials are
needed, and indeed attempts have been made to Wwrite protocols for these. The
problem is that cases are variable in their presentation and treatments are so
unpromising as yet that it may be difficult to reach agreement on a suitable
set of Indications and indeed on the form of treatment. Furthermore, rigid
adherence to a protocol may not be seen as being in the patients! interests,
thus undermining the successful conclusion of a trial. We think that the
correct approach is to review new methods of treatment by allowing local
groups to try them on a few patients as a pilot study. Since patients often

have to be retreated for the same condition, it is possible to have some sort



of comparison even on a single patient. If promising results are obtained,
then a trial should be set up, although it may be necessary to sbtain
collaboration from other European centres in order to have enough patients.
Drugs presently avallable for treatment pneumocystis and some other infections
produce toe many adverse reactions and a watch should be kept for any new
produets. Acyclovir is very satisfactory for herpes virus infeections.
Ribavirin and perhaps other new antiviral drugs might be tried by inhalation
for pulmonary virus infections. Bone marrow transplantation has now been
successful but interferon ) and interleukin 2, just available for clinical
trial, may reverse at least part of the immunological defect and should be
tried. Cytotoxic drugs for the treatment of Kaposi's sarcoma may make the
clinical condition worse. However, interferon(l locks promising and should be

explored further.

Virus detection

It would be unwise at the moment to ignore any aetiological theory although we
do not favour those involving protozoa, fungi or toxins. Virus involvement
seems more promising and there are two broad hypotheses to explore. One is
that a special strain or mutant of a common virus is the basic cause. Tests
for such viruses require the use of very carefully selected and stored
clinical specimens (see above), real experience in such work and good supplies
of cultures, technical assistance, et¢. It is quite impossible to do a
comprehensive series of tests. In our opinion, groups of workers with
enthusiasm and high skill for studying candidate viruses should be encouraged
to do so. Council already supports a survey by restriction endonuclease
mapping of the cytomegaloviruses isolated (St Mary's) and a search for HTLV
(Human T-cell leukaemia virus; a human retrovirus) and related viruses and

antibodies against them.

The other hypothesis is that a hitherto unknown virus or virus-like agent is
responsible. An essential experiment is to inoculate higher primates, for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little. However, some
variations on this theme would be worth supporting, for example inoculating
marmosets, which are readily available in the UK, using a number of different
routes, with and without preper administration of immunosuppressive drugs. In
preparing material for insculation it should be remembered that a putative
virus may be bound to cells (for example, leucocytes or platelets) and not

necessarily be free in serum.



Cocultivation with a variety of cells over long periods of time has been
successful as a means of isolating viruses asscciated with other conditions in
the past, but there are few indicaticns as to which cells are most appropriate
and the possibilities are numerous. It might, therefore, be worth trying a
strategy which does not require the organism to be grown. By analogy with
work on hepatitis B virus and parvoviruses, it would be worth testing whether
sera (and possibly lymph node extracts) from patients who are in the early
stage of the disease and might have viraemia, contain antigens which reack
with antibodies in sera from patients who have had adenopathy and may have
recovered from an infection. Electron microscopy or immuno-electron
microscopy might also be used. If immunoreactive material or possible virus
particles were found, it would be possible to use recombinant DNA techniques
to recover the viral nucleic acid, replicate it and study it. The group at
the Middlesex Hospital in cenjunction with Professor Murray are equipped to

make such studies.

Immunology and pathogenesis

A good deal of work has been done on the immunological changes oceuring in the
disease, and T-helper depletion is still regarded as the best marker.

However, there has been little attempt to study the immunchistopathological
changes. The reagents and facilities for undertaking immunohistology in the

UK are excellent, and this aspeet should be pursued.

In considering the anxiety that AIDS has caused in relation to blood
transfusion, it seems important to determine which are the best surrogate
tests (i.e. tests for markers which are associated with AIDS) to carry out on
donor blood samples, and work of this nature should be supported. Such
surrogate tests should be evaluated in the longitudinal cohort studies of at-

risk patients (see above).

Summarz

We have identified specific areas in which AIDS research in the UK should be
pursued. Cases of AIDS should be reported as fully as possible, and samples
taken and stored for studies of aetiology. Longitudinal studies of patients
in "high-risk" categories should be performed, and staff in contact with AIDS
patients should also be monitored. Pilot studies of treatment methods, both
of opportunistic infections and the immunclogical disorder, should be

attempted, and any successes followed up with controlled trials. The search



for a potential AIDS virus should continue, both through laboratory
investigation of clinical specimens and insculation of marmosets. There is a
need for sork on the immunchistopathological changes associated with AIDS, and

surrogate tests for donor blood samples should be developed.
Conclusion

There has been much anxiety about this new disease with its high mortality.
It is unlikely that any treatment for the underlying cause will be found in
the near future. Nevertheless, a research programme such as that which we
propose should lead to clearer diagnosis, a greater understanding of AIDS and
its modes of transmission, and more confident prediction, both of individual
outcomes and the course of the epidemic in this country. It is likely that
containment of the disease could be achieved through changes in behavigur of
those at risk, but any advice to patients must be based on well-dscumented

epidemiblogical findings.

The disease offers an unusual opportunity toc improve our understanding of the
functioning of the immune system and to study the natural history and biology
of a novel infectious agent. We believe that research along the lines we

propese will lead to progress on both fronts.



The Possibilities for Research on Acquired Immuncdeficiency Syndrome (AIDS) in
the UK

A report from the MRC Working Party on AIDS

Introduction

As a first step towards fulfilling our terms of reference, we have had
discussions on the present knowledge of the condition, the possible course of
events in Britain, the questions which require answers and the resources -and
expertise available, We have put together this document which outlines what
we think are the most likely ways in whiebh successful research could be done.
We assume that readers are aware of the general state of knowledge and we have
tried to avoid a general list of all the conceivable possibilities. We give
instead a short and selected list of projects which we believe are practicable
and would be helpful both for clinical practice in this country and for adding
to overall scientific knowledge. Our aim has not been to try te match the
very substantial research effort of the United States, but to identify
specific areas in which a UK contribution is likely to improve our
understanding of the disease. The circumstances of the energence of AIDS in
the UK and local expertise provide an opportunity to study this new disease at
an early stage. We do not wish to imply that other approaches to the study of
AIDS would be unproductive, and.wasuggest that funding bodies should be open
to other ideas as well. As multidisciplinary work is essential to success in
this field, it is important to ensure that a series of different studies are
undertaken and that there is free cooperation and exchange of information

between the different research groups.

Epidemiology

The epidemic in the UK is likely to increase in size but some features differ
from those seen in the USA and Africa. The course of the disease should be
documented to provide information on how it is spreading and what containment
measures might be effective to give a background to clinical and laboratory

research for which well documented case material is needed.

It is important to expand the present voluntary system of reporting cases.
Cases should be seen by an experienced epidemiologist/physician and a unifoerm
report completed documenting any contacts with other persons and other

possible risk factors. A record of needle-stick injuries should be kept. In
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some centres,such information is being collected already and needs only to be
assembled and collated. In others, visits by a centrally supported research
worker will be needed. Tc establish the significance of these observations,
subjects in comparison groups will need to be interviewed too, i.e. elinic
controls or social-group controls (the gay community, for example) or both. &
detailed protocol for this type of study is being prepared by the Communicable
Disease Surveillance Centre (CDSC). The CDSC has insufficient staff but
otherwise has all the resources and skill to do the work to a high standard;
the methods proposed are compatible with those used at the CDC, Atlanta. In
our opinicn, such work is urgently needed before the early stages of the
epidemic are past. In addition, although it is said that staff of clinies and
laboratories are not at risk, they should be monitored for scme years as the
incubation period is long and some cases do not fall intoe the known risk

categories.

Cases of AIDS have occurred already in haemophiliacs and more are likely.
Because of the specially high standard of record-keeping in the UK, it is
possible to trace which batches of factor VIII cryoprecipitate, etc any
patient has received and also all others in the country who have received the
same batches, along with their family contacts. The Haemophilia Centre
Directors have such a study underway. It offers a special opportunity te
study attack rates, incubation periods and other important facters. It would
seem desirable to link this study with the one proposed by the CDSC.

There is much concern about homosexual atttenders at clinies whoe are at high
risk, show T-cell abnormalities and may have lymphadenopathy, fever, etc.
There is an opportuntity to study groups of such cases attending the Middlesex
and St Mary's Hospitals. We recommend that these studies be undertaken and
continued for at least 3 years. Longitudinal studies of such cohoerts will
give much needed information on the natural history of the disease and may
provide ideal material from which to attempt to recover an aetioclegical agent.
One such study is funded, but in our view two are desirable to provide a study
population of at least 200 patients at eaech centre since the proportion going

on to develop AIDS is likely to be between 1 and 10 per cent.

Kaposi's sarcoma has been known to oceur in young men in Central Africa for

many years. The clinical and epidemiclogical features of such cases should be



reviewed, with particular regard for immuncdeficiency in the same or
associated cases and the epidemiological features found significant in the USA
and Europe. The MRC still has contacts with these parts of the world and even

quite a short survey might provide valuable information.

Study of cases of AIDS

It is important that all cases are well studied clinically and documented
completely - it can never be forecast when an apparently chance observation on
perhaps a single patient will provide an impertant idea for future research.
These patients require a heavy commitment but elinical resources are not
likely to be swamped as yet. Some aspects of the disease are not well
understood and we recommend that studies of, for instance, the pathophysioclogy
of diarrhoea and malabsorption be encouraged. There are considerable

resources in skill and experience in this field in the UK.

It is important that samples, particularly of blood and lymph node biopsies,
are taken, wherever possible, from carefully studied patients,'including early
AIDS and 'pre-AIDS' cases, and are preserved in appropriate ways for
subsequent attempts to isclate an aetiological agent. Samples from infants
who develop AIDS are particularly important because they are not likely to
contain extraneous agents. Post mortems should be done whenever possible for
the purposes of research, so long as adequate safety precautions can be taken.
The Advisory Committee on Dangerous Pathogens will shortly produce guidelines

for the handling of AIDS samples and the performance of post mortems.

Therapeutic and prophylactic studies

The treatment of the underlying immunodeficiency has so far proved
unsuccessful; even treatment of associated opportunistic infections is often
disappointing. It has been suggested that randomized multicentre trials are
needed, and indeed attempts have been made to write protocols for these. The
problem is that cases are variable in their presentation and treatments are so
unpromising as yet that it may be difficult to reach agreement on a suitable
set of indications and indeed on the form of treatment. Furthermore, rigid
adherence to a protoccl may not be seen as being in the patients' interests,
thus undermining the successful conelusion of a trial. We think that the
correct approach is to review new methods of treatment by allowing local
groups to try them on a few patients as a pilot study. Since patients often

have to be retreated for the same condition, it is possible to have some sort




of comparison even on a single'patient. If promising results are obtained,
then a trial should be set up, although it may be necessary to obtain
collaboration from other European centreg in order to have enough patients.
Drugs presently available for trgatmentApneumocystis and some other infections
produce &6 many adverse reactions and a watch should be kept for any new
products. Acyclovir is very satisfactory for herpes virus infections.
Ribavirin and perhaps other new antiviral drugs might be tried by inhalation
for pulmonary virus infections. Bone marrow transplantation has now been
successful but interferon)X and interleukin 2, Just available for clinical
trial, may reverse at least part of the immunological defect and should be
tried. Cytotoxic drugs for the treatment of Kaposi's sarcoma may make the
clinical condition worse. However, interferonX looks promising and should be

explored further.

Virus detection

It would be unwise at the moment to ignore any aetioclogical theory although we.
do not favour those involving protozoa, fungi or toxins. Virus involvement
seems more promising and there are two broad hypotheses to explore. One is
that a special strain or mutant of a common virus is the basic cause. Tests
for such viruses require the use of very carefully selected and stored
clinical specimens (see above), real experience in such work and good supplies
of cultures, technical assistance, etc. It is quite impossible to do a
comprehensive series of tests. In our opinion, groups of workers with
enthusiasm and high skill for studying candidate viruses should be encouraged
to do so. Council already supports a survey by restriction endonuclease
mapping of the cytomegaloviruses isclated (St Mary's) and a search for HTLV
(Human T-cell leukaemia virus; a humas retrovirus) and related viruses and

antibodies against them.

The other hypothesis is that a hitherto unknown virus or virus-like agent is
responsible. An essential experiment is to inoculate higher primates, for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little. However, some
variations on this theme would be worth supporting, for example inoculating
marmosets, which are readily available in the UK, using a number of different
routes, with and without proper administration of immunosuppressive drugs. In
preparing material for incculation it should be remembered that a putative
virus may be bound to cells (for example, leucocytes or platelets) and not

necessarily be free in serum.




Cocultivation with a variety of cells over long periocds of time has been
successful as a means of isolating viruses associated with other conditions in
the past, but there are few indications as to which cells are most appropriate
and the possibilities are numercus. It might, therefore, be worth trying a
strategy which does not require the organism to be grown. By analogy with
work on hepatitis B virus and parvoviruses, it would be worth testing whether
sera (and possibly lymph node extracts) from patients who are in the early
stage of the disease and might have viraemia, contain antigens which reach
with antibodies in sera from patients who have had adenopathy and may have
recovered from an infection. Electron microsecopy or immuno-electron
microscopy might also be used. If immunoreactive material or possible virus
particles were found, it would be possible to use recombinant DNA techniques
to recover the viral nucleic acid, replicate it and study it. The group at
the Middlesex Hospital in conjunction with Professor Murray are equipped to

make such studies.

Immunology and pathogenesis

A good deal of work has been done on the immunclogical changes accuring in the
disease, and T-helper depletion is still regarded as the best marker.

However, there has been little attempt to study the immunohistopathological
changes. The reagents and facilities for undertaking immunohistology in the

UK are excellent, and this aspect should be pursued.

In considering the anxiety that AIDS has caused in relation to blood
transfusion, it seems important to determine which are the best surrogate
tests (i.e. tests for markers which are associated with AIDS) to carry out on
donor blood samplés, and work of this nature should be supported. Such
surrogate tests should be evaluated in the longitudinal cochort studies of at-

risk patients (see above).
Summar

We have identified specific areas in which AIDS research in the UK should be
pursued. Cases of AIDS should be reported as fully as possible, and samples
taken and stored for studies of aetiology. Longitudinal studies of patients
in "high-risk" categories should be performed, and staff in contact with AIDS
patients should also be monitored. Pilot studies of treatment methods, both
of opportunistic infections and the immunological disorder, should be

attempted, and any successes followed up with controlled trials. The search




for a potential AIDS virus should continue, both through laboratory
investigaticn of clinlcal specimens and inoculation of marmosets. There is a
need for sork on the immunohistopathological changes associated with AIDS, and

surrogate tests for donor blood samples should be developed.

Coneclusion

There has been much anxiety about this new disease with its high mortality.
It is unlikely that any treatment for the underlying cause will be found in
the near future. -Nevertheless, a research programme such as that which we
propose should lead to clearer diagnosis, a greater understanding of AIDS and
its modes of transmission, and more confident prediction, both of individual
gutcomes and the course of the epidemic in this country. It is likely that
containment of the disease could be achieved through changes in behaviour of
those at risk, but any advice to patients must be based on well-documented

epidemiological findings.

The disease offers an unusual opportunity to imprave our understanding of the
functioning of the immune system and to study the natural history and biclogy
of a novel infectious agent. We believe that research along the lines we

propose will lead to progress on both fronts.



The Possibilities for Research on Acquired Immunodeficiency Syndrome (AIDS) in

. the UK

A report from the MRC Working Party on AIDS

Introduction

As a first step towards fulfilling our terms of reference’we have had
discussions on the present knowledge of the condition, the possible course of
events in Britain, the questions which require answers and the resources and
expertise available. We have put together this document which outlines what
we think are the most likely ways in which successful research could be done.
We assume that readers are aware of the general state of knowledge and we have

tried to avoid a general list of all the conceivable possibilities. 4O0ur aim

United States, but to identify specific areas in which a UK contribution is

likely to improve our understanding of the disease, /We give instea 4;M\\
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and selected listof projects whi € believe are practicable and wouléﬂi:%rl/)

helpful both for clinical practice in this country and for adding to ov

The circumstances of the energence of AIDSE!n the UK and local expertise

has not been to try to match the very substantial research effort ;F the

scientific knowledge

provide anumigue-opportunity to study this new disease at an early stage, i
~teapidemia. We do not wish tgﬁ?mply that other approaches to tgshgfudy of
AIDS would HE“EPproductive, andlguggest that funding bodies shouldlpe open to
other ideasl As multidisciplinary work is essential to success in this field,
it is important to ensure that a series of different studies are undertaken
and that there is free cooperation and exchange of information between the

different research groups.

Epidemiology

The epidemic in the UK is likely to increase in,size eq some features differ
: Lowse 28
from those seen in the USA and Africa./qgt should be documented to provide
information on how it is spreading and therefore what containment measures
epleckioe on_on _bow 1t l2.sprgading fi |
might be ppepeaed)and a}se—a?/g background to clinical and laboratory research

for which well documented case material is needed.

It is important to expand the present voluntary system of reporting cases.
Cases should be seen by an experienced epidemiologist/physician and a uniform
report completed documenting any contacts with other persons and other

possible risk factors. A (JLVN‘A O’(" - -
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(—A record of needle;?tick injuries should be kept. In some centres)such

information is being collected already and needs only to be assembled and
collated. In others,visits by a centrally supported research worker will be
needed. To establish the significance of these obserygylons, subjects in
comparison groups will need to be interviewed too, that—is clinic contrels or
socla%:group controls (the gay community, for example) or both. A detailed
protocol for this type of study is being prepared bﬂvae Communicable Disease
Surveillance Centre (CDSC). JEE%w&R?C has insufficient staff but otherwisezgil
the resources and skill to do 4% to a high standard’

)
are compatible with those used at the CDC, Atlanta. In our opinion

and the methods proposed
)such work
is urgently needed before the early stages of the epidemic are past. In
addition, although it is said that staff of clinics and laboratories are not
o
at risk, this’should be monitored for some years te—eome as the incubat%p
period is long and some cases do not fall into the known risk categories.
Cases of AIDS have occurred already in haemophil}acs and more are likely.
Because of the specially h1gQ¥§tandard of record—keeping 1n the UK ,it is
wWhidh basches A ahed hols
possible to trace,factor VIII cryoprecipitate, etec. EhatA received and
rec frotbding famil
also all otherg in the country who_received the same batches, i i family
contacts. The Haemophllih Centre Directors have such a study underway. It
offers a special opportunity to study attack rates, incubation periods and
other important factors. It would seem desirable to link this study with the

one proposed by the CDSC.

There is much concern about homosexual atttenders at clinics who are at high
risk)and-show T-cell abnormalities and may have lymphadenopathy, fever, etc.
There is an opportuntity to study groups of such cases attending the Middlesex
and St Mary's Hospitals. We recommend that these studies be undertaken and
continued for & least 3 years. Longitudinal studies of such cohorts will give
much needed information on the natural history of the disease and may provide
ideal material from which to attempt to recover an aetiological agent. One

such study is funded but in our view two are desirable to provide a study

)
population of at leas& 200 patients at each centre since the proportion going

on to develop AIDS i5 1likely to be bhetween egé and 10 per cent.

Kaposi's sarcoma has been known to occur in young men in Central Africa for

many years. The clinical and epidemiological features of such cases should be



reviewed, looking partieularly for immunodeficiency in the same or associated
cases and the epidemiological features found significant in the USA and
Europe. The MRC still has contacts with these areas and even quite a short

survey might provide valuable information.

Study of cases of AIDS

It is important that all cases are well studied clinically and documented
completely - it can never be forecast when an apparently chance observation on
perhaps a single patient will provide an important idea for future research.

These patients provide a heavy commitment but clinical resources are not

likely to be swamped with—them yet. Some aspects of the disease are iEL“Or““QL'

understood and we recommend that studies of, for instance, the pathophysiology
of diarrhoea and malabsorption ;gzrencouraged. There are considerable

resources in skill and experience in this field in the UK.

It is important thap samplq: particularly blood and lymph node biopsies,L
wheregever possible,' are taken,from carefully studied patients, including early
and 'pre-AIDS' cases, and are preserved in appropriate ways for_attempts to
isolate an aetiological agen. Samples from infants who develop AIDS are
particularly important because they are not likely to contain extraneous

agents. Post mortems should be done whenever possible, with-optimal-safeéty

preecautionss

Therapeutic and prophylactic studies

The treatment of the underlying immunodeficiency has so far proved
unsuccessful; even treatment of sundry opportunistic infections is often
disappointing. It has been suggested that randomized multicentre trials are
needed and indeed attempts have been made to write protocols for these. The
problem is that cases are variable in their presentation and treatments:aaz S0
unpromising as yetgthat it may be difficult to reach agreement on a suitéﬁié
set of indications and indeed on E?e form of treatment. Furthermore, rigid
adherence to a protocol may not be{seen as beindr;n the patients' interests
thus undermining the successful conclusion of a trial. We think that the
correct approach is to review new methods of treatment and-let local groups
try them on a few patients as a pilot study. Since patients often have to be

retreated for the same condition, it is possible to have some sort of



comparison/on” even a single patient. If promising results are obtained, then a
trial should be set up, although it may be necessary to obtain collaboration i
Do » arailsils

from other European centres in order to have enough patients. .Present—dr

A 2pderuic
for pneumocystis and some other infections produce #o0 many adverse reactions

e codun s /
and a watch should be kept for anything-neﬂ. Acyclovir is very satisfactory
for herpesyirus infections. Ribavirin and perhaps other new antiviral drugs
might be tried by inhalation for pulmonary virus infections. Bone marrow
transplantation has now been successful but interferon #7and interleukin 2,
just available for clinical trial, may reverse at least part of the
immunological defect and should be tried. Cytotoxic drugs for the treatment
of Kaposi's sarcoma may make the clinical condition worse. However,

interferon @ looks promising and should be explored further.

Virus detection

It would be unwise at the moment to ignore any aetiological theory although we
do not favour those involving protozoa, fungi or toxins. Virus involvement
seems more promising and théé are two broad hypotheses to explore. One is
that a special 3%22;5“3F/£32533_g§:a common virus is the basic cause. Tests
for such viruses need very carefully selected and stored clinical specimens
(see above), real efperience in such work and good supplies of cultures,
technical assistance, etec. It is quite impossible to do a comprehensive
series of tests. In our opinion)groups of workers with enthusiasm and high
skill for studying candidate viruses should be encouraged to do se. Council
has already supportzd—a survey by restriction endonuclease\gﬁgsépg of the
cytomegaloviruses isolated (St Mary's) and a search forHTLV Sg-cell leukaemia
virus; a humen retrovirus) and related viruses and antibodies against them.
.o
The other hypothesis is that a hitherto unknown virus/a’virus-like agent is
responsible. An essential experiment is to inoculate higher primates, for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little. However, some
variations on this theme would be worth supporting, g#:ﬁzzgflnocula ing
marmosets, ww ar-e %nmfavgg.:&llwg nia:zl% 1}IK using a number of flff‘er'ent
routes‘and—af%ep—they_haxe—been—givgp immunosuppressive drugs. In preparing
materiél for inoculation it should be remembered that a putative virus may be
bound to cells (for example, leucocytes or platelets) and not necessarily be

free in serum.
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be worth trying a strategy which does not require the organism to be grown.

By analogK with work on hepatitis B virus and parvoviruses, it would be worth
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from patients who have had adenopathy and may have recovered from an

1nfect10n. Electron microscopy or immuno-electron microscopy might also be
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“ used. If immunoreactive material or peg;:bigﬁpartlcles were found, it would
be possible to use recombinant DNA techniques to recover the viral nucleic
acid, replicate'it and study it. The group at the Middlesex Hospital in

conjunction with Professor Murray are equipped to make such studies.

Immunology and pathogenesis

A good deal of work has been done on the immunological changes ocecuring in the
disease)and T-helper depletion is still regarded as the best marker. However,
there has been little attempt to the immunohistopathological changes.
The reagents and facilities for undertaking 1mmunoh1stolggixgiékgicellent A

the—UK-and this aspect should be pursued.

In considering the anxiety that AIDS has caused in relation, to blood
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carried out on donor blood samples_and work 1&;Egii:g§zje%%en—should be
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supported. Such surrggate tests will need evaluation in the longitudinal

cohort studies of at-risk patients (see above).

Summary

We have identified specific areas in which QIDS research in the UK should be
seavates

pursued. Cases of AIDS should be as fully as possible, and samples

taken and stored for studies of aetiology. Longitudinal studies of patients

in "high-risk" categories should be performed, and staff in contact with AIDS

patients should also be monitored. Pilot studies of treatment methods, both

of opportunistic infections and the immunological disorder, should be

attempted, and any successes followed up with controlled trials. The search



for a potential AIDS virus should continue, both through 1aboratory'11%dr¢ ‘s o agad

investigation of elinical specimens and inoculation <inte marmosets., Work-is
W&rk
cporneee‘-ed- on the immunchistopathological changes asaveiated with AIDS, and

surrogate tests for donor blood samples should be developed.

Conclusion

There has been much anxiety about this new disease wilith ita high mortality.
It iz unlikely that any treatment for the underlying cause will be found in

s
the near futureji)nevertheless, the resu1§§/6T this research programme should
“help Us to cope with the disease by r

ognising it more effeetively{_assessing
gi%fggggpre&éingq and thus projecting what 1s likely_pgxhappéﬁ!ih the
fgture; The disease will prebably be containedfby‘ﬁge;entive measures
“changing the behaviour of those at risk, and this must be based on well
documented epidemiclodgical findings.

rodse
The disease <Offers important opportunities %SgggdePstﬁagﬁege:;eoux—bhe-tkf T
/ funetigning of the immune system andwthe natur¢1 history and biolcogy of an

unusual infectious agent, We believe that research within the guidance that

we have mentioned will certainly help progress on all these lines.
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1'. —
-~We have outlined a strategy which we belleve is appropriate for the study of
~ATLDE 4n the Uﬂfted“ﬁfngdp@iL#ﬁur aim has not been to try to mateh the very
‘ substantial research effért of the United States, but to identify apecific
v areas in which a UK contribution is likely to improve our understanding of the
disease.. We=feel bha#ﬁﬁﬁé circumstances of the emergence of AIDS in the UK
and local expertise provide a unique opportunity to study this new disease at
ﬁs _an early stage in the epidemic.-‘*}i‘we do not wish to imply that other a];t;;{'fgrégﬁé;ybg e
would be unpréductive and suggest that funding bodies should be open tu other
ideas. gﬂe-believe that AIDS research is important and that some of the work-

"may confribute to fundamental knowledge or lead to applications in other

fields.
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. The possibilities for /tesearch on Acquired
Immunodeficiency Syndrome (AIDS) In the UK
A report from the MRC Working Party on AIDS
Introduction

As a first step towards fulfilling our terms ol reference we have had
discussions on the present knowledge of the condition. the possible course of
events in Britain. the questions which require answers and the resources and
expertise available. We have put together this document which outlines what we
think are the most likely ways in which successful research could be done. We
assume that readers are aware of the general stale of knowlodgé and we have
tried to avoid a general list of all the conceivable possibilities., We give instead
a short and selected list of projects which we believe are practicable and would
be helpful both for clinical practice In this country and for adding to overall
scientific knowledge. Clearly they do not exclude other avenues of enqulry, ~We
do-—not-present- this- as—a-programme—to. be- initiated—"from-—above®" -but rather-as-a-
tramework-within-which-individual=Initiative-may-be—helpedtoflourish. . As
multidisciplinary work is essential 10 success in this fleld, it is important to
ensure that a series of different studies are undertaken and that there is free

cooperation and exchange of information between the different research groups.

Epidemiology

The epidemic in the UK is likely to increase in size but some features differ
from those seen In the USA and Africa. It should be documented to provide
information on how it is spreading and therefore what containment measures
might be proposed and also as a background to clinical and laboratory research

for which well documented case material is needed.
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The epidemic In the UK Is likely 1o Increase in size but some features differ
from those seen in the USA and Africa. It should be documented to provide
Information on how it is spreading and therefore what containment measures
might be proposed and also as a background to clinical and laboratory research

for which well documented case material is needed.



It is important to expand the present voluntary system of reporting cases.
Cases should be seen by an experienced epidemiologist/physician and a uniform
report completed documenting any contacts with other persons and other possible
risk factors. A record of needle stick injuries should be kept. In some centres
such information is being collected already and needs only to be assembled and
collated. In others visits by a centrally supported research worker will be
needed. To establish the significance of these observations., subjects in
comparison groups will need to be interviewed too. that is clinic controls or
social group controls (the gay community. for example) or both. A detailed
protocol for this type of study is being prepared by the Communicable Disease
Surveillance Centre (CDSC). The CDSGC has insufficlent staff but otherwise all
the resources and skill to do it to a high standard and the methods proposed
are compatible with those used at the CDC. Atlanta. In our opinion such work
is urgently needed before the early stages of the epidemic are past. In
addition. although it is said that staff of clinics and laboratories are not at risk.
this should be monitored for some years to come as the incubation period is
long and some cases do not fall into the known risk categories.

Cases of AIDS have occurred already in haemophiliacs and more are likely.
Because of the specially high standard of record keeping in the UK it Is possible
to trace factor Vill cryoprecipitate, etc. that they received and also all others in
the country who received the same batches., including family contacts. The
Haemophilia Centre Directors have such a study underway. It offers a special
opportunity to study attack rates. incubation periods and other important factors.
It would seem desirable to link this study with the one proposed by the CDSC.

There is much concern about homosexual attenders at clinics who are at
high risk and show T-cell abnormalities and may have lymphadenopathy, fever,
etc. There is an opportunity to study groups of such cases attending the

Middlesex and St. Mary's Hospitals. We recommend that these studies be




undertaken and continued for at least 3 years. Longitudinal studies of such
cohorts will give much needed iInformation on the natural history of the disease

and may provide ideal material from which to attempt to recover an aetiological
agent. One such study is funded but In our view two are desirable to provide a
study population of at least 200 patients at each centre since the proportion
going on to develop AIDS is likely to be between one and 10 per cent.

Kaposi‘s sarcoma has been known to occur in young men In Central Africa
“for many years. The clinical and epidemiological features of such cases should
be reviewed. looking particularly for immunodeficiency in the same or associated
cases and the epidemiological features found significant in the USA and Europe.
The MRC still has contacts with these areas and even quite a short survey might
provide valuable information.

Study of cases of AIDS

It is important that all cases are well studied clinically and documented
completely — it can never be forecast when an apparently chance observation on
perhaps a single patient will provide an important idea for future research.
These patients provide a heavy commitment but clinical resources are not likely
to be swamped with them yet. Some aspects of the disease are ill understood
and we recommend that studies of. for instance., the pathophysiology of
diarrhoea and malabsorption are encouraged. There are considerable resources
in skill and experience in this field in the UK.

It is important that samples, particularly blood and lymph node biopsies
wherever possible. are taken from carefully studied patients, including early and
"pre-AIDS" cases. and are preserved in appropriate ways for attempts to isolate
an aetiological agent. Samples from infants who develop AIDS are particularly
important because they are not likely to contain extraneous agents. Post

mortems should be done whenever possible., with optimal safety precautions.



Therapeutic and prophylactic studies

The treatment of the underlying Immunodeficlency has so far proved
unsuccessful: even treatment of éundry- oppartunistic Infections is often
disappointing. It has been suggested that randomized multicentre trials are
needed and indeed attempis have been made to write protocols for these. The
problem is that cases are variable In their presentation and treatments are so
unpromising as yet that it may be difficuit to reach agreement on a suitable set
of indications and indeed on the form of treatment. Furthermore. rigid
adherence to a protocol may not be seen as being in the patients’ interests thus.
undermining the sucessful conclusion of a trial. We think that the correct
approach is to review new methods of treatment and let local groups try them on
a few patlents as a pilot study. Since patients often have to be retreated for
the same condition. it is possible to have some sort of comparison on even a
single patient. If promising results are obtained then a trial should be set up.
although it may be necessary to obtain collaboration from other European centres
in order to have enough_patlents.' Present drugs for pneumocystis and some
other infections produce too many adverse reactions and a watch should be Kkept
for anything new. - Acyclovir Is very satisfactory for herpesvirus infections.
Ribavirin and perhaps other new antiviral drugs might be tried by inhalation for
pulmonary virus infections. Bone marrow transplantation has not been successful
but interferon ¥ and interleukin 2, just avallable for clinical trial. may reverse at
least part of the immunological defect and should be tried. Cytotoxic drugs for
the treatment of Kaposi‘s sarcoma may make the clinical condition worse.
However, interferon @ looks promising and should be explored further.

Virus detection

It would be unwise at the moment to ignore any aetiological theory although
we do not favour those involving protozoa, fungl or toxins. Virus involvement
seems more promising and there are two broad hypotheses to explore. One Is

that a special strain or mutant of a common virus is the basic cause. Tests for



such viruses need very carefully selected and stored clinical specimens (see
above) . real experience in such work and good supplies of cultures. technical

assistance. etc. It is quite impossible to do a comprehensive series of tests.
In our opinion groups of workers with enthusiasm and high skill for studying
candidate viruses should be encouraged to do so. GCouncll has already
supported a survey by restriction endonuclease mapping of the cytomegaloviruses
isolated (St. Mary’s) and a search for TLV (T-cell leukaemia virus: a human
retrovirus) and related viruses and antibodies against them.

The other hypothesis is that a hitherto unknown virus or virus-like agent is
responsible. An essential experiment is to inoculate higher primates. for
example chimpanzees, with materials from AIDS and "pre-AIDS" patients. This
has been done in the USA and Holland and we could add little. However, some
variations on this theme would be worth supporting. such as inoculating
marmosets, which are easily available in the U.K.. using a number of different
routes and after they have been 'glven immunosuppressive drugs. In preparing
material for inoculation it should be remembered that a putative virus may be
bound to cells (for example. leucocytes or platelets) and not necessarily be free
in serum. .

Cocultivation with a variety of cells over long periods of time has succeeded
in isolating viruses from some other conditions in the past but there are few
clues as to what to use and the possibilities are endless. It might, therefore.
be worth trying a strategy which does not require the organism to be grown. By
analogy with work on hepatitis B virus and parvoviruses, It would be worth
reacting a range of sera (and possibly lymph node extracts) from patients who
are in the early stage of the disease, and might have viraemia. with those from
patients who have had adenopathy and may have recovered from an infection.
Electron microscopy or immuno—electron microscopy might also be used. |If
immunoreactive material or possible particles were found, it would be possible to

use recombinant DNA techniques to recover the viral nucleic acid, replicate it



and study it. The group at the Middlesex Hospital in conjunction with Professor
Murray are equipped to make such studies.

Immunology and pathogenesis

A good deal of work has been done on the immunological changes
occurring in the disease and T-helper depletion is still regarded as the best
marker. However. there has bgen |itlle attempt o look at the Immunohisto—
pathological changes. The reagents and facillties for undertaking immuno-
histology are excellent in the U.K. and this aspect should be pursued.

in consldering the anxiety that AIDS has caused In relation to blood
transfusion: It seems important to determine the best surrogate tesis io be
carried out on donor blood samples and work in this direction should be
supporied. Such surrogate tests will nged evaluation In the longitudinal cohort

studles of at-risk patients (see above),

Conclusion
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~alzange- infectious agent. We believe that research within the guidance that we
have mentionad will certainly help progress on all these lines.
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