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Conference Report

Neurological and neuropsychological complications
ofHIV infection
June 16-19, 1990, Monterey, California, USA.
The small Californian town of Monterey recently held a
conference devoted to the neurological consequences of
HIV infection of the brain. At this event many of the
studies briefly presented at the substantially larger and
more general '6th International AIDS Conference' in San
Francisco were discussed in detail.
AIDS dementia complex (ADC) is the term used to

describe the cognitive-motor slowing, inattention and
memory impairment seen in some 25 to 33% of AIDS
patients. ADC is rarely seen until individuals have
< 350 CD4 T-cells. Though damage is common in sub-
cortical brain structures, measures of the amount of virus
present in these regions are incompatible with the damage
seen. This suggests another mechanism, in particular, an
autoimmune reaction, which Dick Price discussed in
relation to the pathogenesis of ADC. Two main patho-
logical mechanisms are involved; gliosis and pallor in the
subcortical nuclei of individuals with mild ADC; and a
viral-induced cell fusion leading to multinucleated cell
encephalitis (with focal white matter rarefaction) in more
severe cases. Though polymerase chain reaction (PCR)
analysis reliably identifies HIV in the central nervous
system, viral concentration varies according to the brain
region considered.

Price suggests that these events are caused by the loss of
immune system control over HIV replication, and altered
cell tropism. The initial immune response protects the
brain from infection, but as immune control declines,
cytokines such as quinolinic acid (an endogenous neuro-
toxic metabolite of L-tryptophan with high specificity for
one region ofthe basal ganglia) are produced. Evidence to
support the special role of quinolinic acid in progressive
cognitive slowing is suggested by the high correlation
between slowed reaction time and cerebrospinal fluid
concentrations of quinolinic acid, and its presence in the
simian immunodeficiency virus (SIV)-infected brains of
simians with analogous cognitive impairment. The brain
is thus partially damaged by enzymatic formants - a
secondary action of the immunopathology - prior to the
severe viral load and consequent multinucleated cell
encephalitis of patients with no immune system. It thus
follows that treatment of the immunopathology may
reduce the toxic cytokinic action aggravating ADC,
which studies of zidovudine (AZT) have suggested.
Patients treated with AZT for clinically apparent mental
impairment show declining levels of neopterin and other
metabolic abnormalities associated with advanced im-
munodeficiency, which parallel their improved mental
status.
HIV encephalopathy is characterized by damage to

brain white matter, in particular myelin loss, gliosis, and
perivascular infiltration by mononuclear macrophages
and multinucleated giant cells. Routine histology and
immunohistology of HIV-infected patients compared to
age-matched controls showed that increased numbers of
astrocytes and microglial cells were found in all HIV
patients, and that the higher the number of cells seen, the
more severe was the encephalopathic process in the white

matter. Astrocytic proliferation was diffuse, and density
was greater than in microglial cells. The subpial region
was most affected, and led the authors to suggest that grey
matter is more involved than previously suspected.

Subcortical white matter damage seen in pathological
investigations of patients with ADC may have been
over-emphasized at the expense of the concomitant
cortical atrophy. Studies at the University of California
Medical School by Clayton Wiley have shown no
difference in the brain weights of HIV-positive and
HIV-positive but neurologically symptomatic patients,
despite the clear qualitative differences between the two
groups. Subsequent morphological studies noted no
differences in the temporal cortex, but thinning of the
frontal and parietal cortex. Though these regions had
neuronal loss, astrocytic compensation sometimes occur-
red. Synaptic loss was also observed (as confirmed by
light microscopy of appropriately-stained samples), with
a particular reduction ofsynaptic complexes in the frontal
cortex for neurologically-symptomatic HIV patients, as
compared to patients who were simply HIV-positive.

Magnetic resonance imaging (MRI) is more sensitive to
differential loss of brain tissue than CT scans. A study
from the Middlesex Hospital by Ruth McAllister en-
courages the cautious interpretation of these scans, as
mild cerebral atrophy and focal white matter lesions were
equally common in well homosexual men across CDC
categories, and in a matched control group of HIV
negatives, abnormalities being probably due to age and
alcohol use. A prospective study by Julie McArthur of
Baltimore followed 44 HIV-infected homosexual men
with MRI; 4 of the 44 tested developed cortical atrophy
and ADC. All ADC cases had a CD4 count of< 200, and
long infection with HIV.
Both of these studies qualitatively evaluated MRI

scans, a somewhat wasteful treatment of such a powerful
technique. Terry Jernigan followed her qualitative analy-
sis of MRI scans by a quantitive one, in which the scan
was passed through a high-pass signal screen to optimize
the grey-white matter contrast of the image. She
observed greater enlargement of the ventricles and cor-
tical cerebrospinal fluid in HIV symptomatic patients, as
compared to HIV-asymptomatic or -negative subjects,
suggesting atrophy of the brain. She then looked at
specific brain structures, and found that HIV-sympto-
matics had significantly smaller diencephalon regions,
medial temporal lobes, medial frontal lobes, a smaller
uncus, caudate nucleus and posterior temporo-occipital
region. From this she concluded that regions of the brain
with grey matter are also atrophied in HIV-infected
patients.

Electrophysiological techniques are less expensive,
time-consuming and methodologically involved than
MRI. They typically average the brain's response to
either a cortical or brainstem event (AEP, BEP), or else
simply report the ebb and flow of spontaneous cortical
activity, as with the electroencephalogram (EEG). The
power of the AEP is in the quantitative measure it
provides, rather than the qualitative interpretations of
EEG. Abnormalities of AEP provide non-specific mar-
kers ofabnormal brain function in one-off investigations,
and are associated with poor fine motor control, poor
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verbal memory, and slowed concentration. Whatever the
magnitude of the relationship between slowed electro-
physiology and cognitive function, subjects prospectively
tested with AEP have longer latencies to unexpected
stimuli, particularly for those individuals with more
severe HIV disease.
Though laboratory abnormalities are apparent in the

central nervous system of HIV-infected patients from an
early point, when this becomes functionally significant is
unclear. The assessment of neuropsychological function
prospectively is therefore of some importance. Igor
Grant, notable for an early report regarding cognitive
abnormalities in otherwise asymptomatic patients,
argued that the conclusion from the Multicentre AIDS
Cohort Study (MACS), that cognitive impairment is of
late onset in HIV illness, is premature and over-
generalized. The MACS study has considerable sampling
error, an inappropriate test battery, poorly matched
control groups, and differential recruitment rates between
centres (ranging from 22 to 78%). As the MACS study
allows only 20 minutes for neuropsychological testing,
measures of information-processing speed, conceptual
acquisition, non-verbal memory and complex motor
behaviour are omitted, though abnormalities of these
processes parallel the known defecits in attention, verbal
memory and basic motor function.
Agnes Koksis of St. Mary's Hospital, London reviewed

the ideal neuropsychological test battery for patients with
possible neurocognitive involvement. One-off structured
memory tests (e.g. the Wechsler Logical Memory subtest
or WAIS-R Digit Span) provide less information than
those using some variation on repetition and learning
(e.g. the Bushke Selective Reminding Test, the Auditory-
Verbal Learning Test [AVLTJ). The AVLT, requiring the
spontaneous organization of unstructured material for
learning is particularly sensitive to HIV- I related memory
impairment, and the decrease in performance on this test
is consistent with studies of individuals with frontal and
subcortical damage. Probably most useful are 'ceiling-
free' tests, which measure response latencies or perceptual
thresholds, and are notably slow in patients with ADC.
A number of studies are systematically looking at

neuropsychological function in drug users, in whom
slightly different symptoms may be expected, if only
because they are often of lower premorbid IQ to start
with. In practice, diffuse dysfunction on all cognitive
tests, but particularly on tests of conceptual acquisition,
verbal learning, and visual information-processing
appear common in drug users (Alex Saykin of Philadel-
phia). Another study reiterated the effects that drug and
alcohol use has on neuropsychological function in symp-
tomatic HIV patients, with neuropsychological changes

related to HIV-l infection being independent of mood
changes, and worsened in individuals with a history of
drug and alcohol abuse.
An issue that will have to be considered in subsequent

management of patients with ADC is possible strategies
of rehabilitation, particularly in conjunction with anti-
viral therapy. Researchers from Miami suggest that those
individuals with deficits in attention, concentration, and
memory may benefit from some strategic training to
partially ameliorate their difficulties. These include ensur-
ing that patients with ADC have less conflicting inform-
ation presented to them when they are doing a particular
task; elaborating items to be memorized, through multi-
ple presentations of the information in different forms
and modalities; improving encoding by slowing the rate
of presentation; ensuring comprehension of the infor-
mation presented; repeating and rehearsing this infor-
mation; and getting the individual to use memory cues.

David Ostrow of the University of Michigan discussed
the psychopharmacological management ofpatients with
HIV. He reported that antidepressants were effective
more quickly, and at lower dose levels in HIV-infected
patients, and so proposed that dosages be set at levels
similar to those used in the elderly, or in groups with mild
organic brain damage. He advised reduction ofdosage to
one half (or even a third) of that given to normal adults,
then titrate cautiously. Whether these guidelines are
practical in drug users with high tolerance to, for
example, benzodiazepines, was not considered.

Psychiatric illness can occur in HIV illness; bipolar
affective disorder normally affects about I% of the
population, while in HIV-infected individuals, the in-
cidence is 6.6%. A review of the 54 HIV-infected individ-
uals admitted into an Intensive Psychiatric Care Unit in
Vancouver noted that 18 (33.3%) of the 54 had mania,
though none had a previous medical or family history of
this disorder. All responded well to standard treatment,
though, once stable, 5 suggested signs of early dementia,
with another 9 showing a degree of encephalopathy with
development of their HIV illness. That 12 of the 16 with
positive evidence ofmania had died compared to 8 out of
the 38 other HIV-psychiatric patients suggests that mania
may be a marker of late HIV illness as well as brain
involvement.

Vincent Egan, B.Sc. (Hon)
Infectious Diseases Unit,
Ward 7A, City Hospital,

Greenbank Drive,
Edinburgh,

EHJO SSB, UK.
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Conference Report

World Congress of Gastroenterology - Sydney
August 1990.

Introduction

Sydney, Australia, proved a delightful host for the 9th
Congress of Gastroenterology, 7th Congress of Digestive
Endoscopy and 4th Congress of Colo-Proctology held
simultaneously during 26-31 August 1990. There were
10,000 participants (7,000 delegates and 3,000 spouses)
representing 96 different countries. During the week there
was intensive lobbying for the next Congress and the vote
went to a jubilant Los Angeles for 1994.

Colorectal polyps

C.B. Williams (London) and L. Bedenne (Dijon) have
raised the question of whether intensive surveillance and
colon screening of colorectal polyps is really worthwhile.
Assuming that all cancers arise from adenomas, it is
important to know the frequency of adenomas in the
general population and in elderly men and women. These
figures also vary depending whether the estimate is based
on autopsy findings or by endoscopy. About 10% of
adenoma-bearing subjects are at a serious risk in their
lifetime. Whereas about 25% of a Western population
have adenomas only 2.5% die of colorectal cancer. This
adenoma -carcinoma sequence may occur on the basis of
a genetic predisposition, and advances in knowledge will
certainly come from present studies of molecular genetics
and of small ras oncogenes in the early stages of
carcinogenesis.
The ease of removal of symptomatic or threatening

polyps, even some that are already malignant, by colono-
scopy avoids countless unnecessary operations. This is
emphatically worthwhile. The dilemma lies in the surveil-
lance thereafter, and in the avoidance of frenzied polyp-
hunting from then onwards for life. The aim is to make
colorectal cancer less common in a significant proportion
of the population.

Bleeding peptic ulcer

P. Wara (Denmark) provided an authoritative quadren-
nial review of endoscopic treatment of bleeding peptic
ulcer. Surgery remains the currently accepted treatment
in patients at risk of exsanguination. Endoscopic therapy
now offers an alternative management particularly for
poor surgical risk patients. Endoscopic methods include
injection therapy, electrocoagulation, heater probe or
laser therapy, all of which are equally safe with a risk of
perforation of less than 2% but, unfortunately, a
rebleeding rate of 10-30%. Wara pointed out that
thermal techniques are not entirely new, for Hippocrates
used red hot irons to control bleeding from haemorr-
hoids. Injection therapy sclerosants include ethanol and
polidocanol, and preceding injections of adrenaline may
reduce the need for emergency surgery.

AIDS

Richard Smallwood (Melbourne) and Marvin Sleisinger
(San Francisco) described their experience of a world
pandemic in which five million people are already infected
with the virus (HIV) and by the turn of the century it may
claim 3 million AIDS victims. The common gastrointes-
tinal pathogens in AIDS are candida, cryptococcus,
cryptosporidium, giardia, Mycoavium intracellulare,
cytomegalovirus, herpes, EB virus, in addition to the
causal HIV. They cause inflammation ranging from
mouth to anus; and in addition may be found unusual
malignancies including Kaposi's sarcoma, B cell lym-
phomas, and squamous-cell carcinomas. The liver is
commonly involved with fatty change, hepatitis, peliosis
hepatitis, chronic hepatitis and cirrhosis, granulomas,
Kaposi's sarcoma, and sclerosing cholangitis due to
cryptosporidium. The HIV-wasting syndrome of weight
loss and malnutrition is multifactorial, due to anorexia,
decreased food intake, sepsis, malabsorption, and tum-
our necrosis factor. Zidovudine provides short term
benefits and delays progress of the disease, but we await
the introduction of other anti-HIV drugs. In vitro,
zidovudine has shown synergy with acyclovir and inter-
feron, so combination chemotherapy may prove helpful.

Helicobacter pylon

Helicobacter pylori is a major cause of chronic gastritis
and it may be an important factor in duodenal ulceration.
It has a faecal-oral transmission similar to poliomyelitis
and hepatitis A. The bacterium survives in river water and
the helical or spiral form finds a natural habitat in the
gastric mucus, which has a high urea content. This allows
the high urease activity of H. pylori to convert urea to
ammonia, which neutralizes gastric acid. The gastric
biopsy urease test relies on this activity, so infected gastric
biopsy, containing high urease activity, will turn the pH
of a urea solution alkaline. This simple and swift test can
be read with a pH indicator. In addition, the organisms
can be cultured and serum antibodies can be detected by a
sensitive ELISA assay. There is also a break test, in which
the patient swallows labelled urea, which is broken down
by H. pylori urease, and labelled CO2 is measured in the
breath by mass spectrometry or in a scintillation counter.
All these techniques will improve knowledge on
epidemiology and to determine whether this organism is a
major or minor factor in the aetiology of peptic ulcer
disease.
A Working Party recommends triple therapy with

bismuth subcitrate or subsalicylate four times daily for 4
weeks, metronidazole three times daily for 2 weeks and
either ampicillin or tetracycline four times daily for 2
weeks.

Hepatitis B, C and E

S. Sherlock (London) estimates that the hepatitis B virus
is carried by about 300 million persons. Its clinical
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severity must vary considerably around the world for
otherwise underdeveloped countries with a high carriage
rate would be wiped out by liver disease. The disease is
transmitted parenterally or by close, often sexual, con-
tact. Blood transfusion, parenteral injections, drug abuse,
shared needles, homosexuality and mother to neonate are
all risk factors for transmission. Patterns ofepidemiology
are changing because of the influence of specific vaccina-
tion, and the fear of AIDS is altering sexual patterns of
behaviour of homosexuals. Although vaccination has
been universally successful, it has not provided the
complete solution as variants of hepatitis B are now being
recognized in vaccinated persons. These mutant viruses
are of global importance, and their recognition demands
new hepatitis B markers.
There is also a newly recognized hepatitis C virus which

was formerly termed non-A non-B hepatitis. H.C.
Thomas (London) presented studies of its prevalence as
judged by a serum antibody test. It is present in 0.6% of
blood donors in the UK but rates are higher in some
countries including 1.5% in Italy, 2.2% in Spain and 5 to
10% in Central Africa. He also drew attention to hepatitis
E which is similar to hepatitis A. The virus is enterically
transmitted and, after an incubation period of 6 to 8
weeks, patients develop an acute hepatitis. It does not
lead to chronic hepatitis, but it may follow a fulminant
course in pregnancy.

A.S.F. Lok (Hong Kong), recommended that countries
with a high carrier rate should aim for universal hepatitis
B vaccination, but unfortunately these are the countries
which cannot afford mass vaccination. The priority is to
provide it for newborn infants; and vaccination of
newborns is being done in Hong Kong and Taiwan, and
also being considered in several other South East Asian
countries. Neonates and children under 10 years are given
half the adult dose into the deltoid or anterolateral thigh
muscles. For neonates of carrier mothers, hyperimmune
globulin (HBIG) is also give at birth, but this may become
unnecessary when an accelerated vaccine schedule at
birth becomes universal.

Inactivated whole hepatitis A virus vaccines have
recently been found to be safe and immunogenic, and live
attenuated hepatitis A vaccines are being tested.

Interferons

Isaacs and Lindemann first described interferon as a
naturally occurring antiviral substance in 1957, and it
became the recurring theme ofmany lectures, clinical case
presentations and posters in this World Congress. It
became a most commonly talked-about therapeutic agent
because of its expanding areas of influence - as an
antiviral agent, as antineoplastic drug, and because
numerous clinical trials around the world are assessing its
value in many different autoimmune disorders (Table I).
This has become possible because large amounts of the
purified drug are being produced by recombinant DNA
technology. Its value in the management of hepatitis B
and C is no longer disputed, remaining problems being
the dose, duration and precisely when it should be used. It
provides virus conversion in about one-third of patients
with hepatitis B. A favourable response is observed in
about 50% of patients with hepatitis C, but one-half of
these relapse when the drug is discontinued. This lowly

degree of success implies that it needs a partner for
effective chemotherapy, perhaps an antiviral antibiotic or
a cytokine with a different mode of action. Interferon is
also likely to play a part in the scheme of things with other
drugs. For instance, inert anergic lepromatous leprosy
may need interferon and interleukin-2 together with
dapsone or rifampicin. Likewise visceral leishmaniasis
(Kala-azar) in its T cell anergic state may benefit from the
combination of interferon together with pentavalent
antimony and pentamidine.

Multiple myelomatosis may be cured by a combination
of corticosteroids, melphalan, cyclophosphamide, vin-
cristine, doxorubicin, antibiotics, marrow transplant and
interferon. It is predicted that interferon will find a
valuable niche as part of combination chemotherapy.

Cholelithiasis

The treatment of gall bladder stones (GBS) is always a
popular talking point at gastroenterology conferences
especially if it is a joint medico-chirurgical meeting. They
are commonplace around the world, they cause con-
siderable morbidity, and one should also admit somewhat
irreverently that they are bread-and-butter medicine for
many doctors. R.H. Dowling (London) provided a
splendid overview of therapeutic options including obser-
vation only; elective cholecystectomy; percutaneous chol-
ecystolithotomy (PCCL) under radiological control;
laparoscopic cholecystectomy; chemical cholecystectomy
by ablation of the lumen; percutaneous transhepatic
cannulation of the gall bladder with a lithotript, which
pulverizes the stones; oral bile acids alone or with other
oral agents; extracorporeal shock-wave lithotripsy
(ESWL); or direct percutaneous transhepatic introduc-
tion of solvents into the gall bladder. Sometimes more
than one technique is combined, the choice depending
whether the patient declines surgery or is a high risk for
anaesthesia, whether the cystic duct is patent and whether
the stones are dissolvable. Cholesterol-rich radiolucent
stones are most likely to respond to oral bile acids.
Solvents introduced into the gall bladder to dissolve
stones include cholesterol solvents, calcium chelators,
and disulphide bond-breaking mucolytic agents.

Dissolution of gall bladder stones by oral bile-acid
therapy is successful in highly selected patients with
cholesterol stones, but the efficacy of this treatment is
limited by stone size. Moreover it takes a long time to
achieve complete dissolution of even small stones. Direct
dissolution by instilling drugs into the gall bladder is not
limited by stone size and permits rapid stone dissolution,
but it is an invasive technique with complications. G.
Paumgartner (Munich) has pioneered extracorporeal
shock-wave lithotripsy (ESWL) and presented his experi-
ence of 1,000 patients with gall bladder stones and 100
patients with bile duct stones. About 80% of patients
became free of stones, either spontaneously or after
endoscopic extraction of remaining fragments. These
patients were mostly elderly or high surgical risks so a
complication rate of 10% and the in-hospital mortality
lower than 1% compared favourably with open abdom-
inal surgery.

E. Elias (Birmingham) dealt with endoscopic treatment
also in patients who would be high risk subjects for
surgery or for residual or recurrent choledocholithiasis
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Table I Indications for interferons

Infections Malignancy Miscellaneous

Hepatitis B e + Kaposi sarcoma Autoimmune disorders
Rheumatoid arthritis

Hepatitis C Hairy cell leukaemia Scleroderma
Rhinovirus (intranasal) Chronic myeloid Essential thrombo-

leukaemnia cythaernia
Herpes leukaemiaiaver
Lepromatous leprosy Lymphoma Polycythaemia veraMelanoma Chronic granulomatous

Basal cell cancer disease of childhood

(intralesional) Langerhans cell

Myeloma histiocytosis X
Bladder carcinoma Hyper IgE syndrome
(local)
Ovarian cancer
Genital warts

Laryngeal papillo-
matosis (juvenile)

after cholecystectomy. Endoscopic removal is safe and
reliable when a T-tube is in situ. ERCP and endoscopic
papillotomy allows small stones to pass freely or with a
retrieval basket in about 90% of cases.

J. Terblanche (Cape Town) stressed that standard
practice remains open surgical cholecystectomy, and
other treatments need to be measured with this standard
in mind. The alternative surgical option is the newly
described technique of laparoscopic cholecystectomy or
drainage of the gall bladder by cholecystotomy. Laparo-
scopic or percutaneous cholecystotomy is indicated in
elderly patients with empyema ofthe gall bladder or those

at risk of conventional surgery. Laparoscopic chole-
cystectomy is the most exciting new development in
abdominal surgery. Patients remain in hospital for only
one or two days and are able to return to work within a
week. At the present time, this technique should only be
undertaken by fully-trained biliary surgeons experienced
in laparoscopy.

D.G. James, M.A., D.M., F.R.C.P.
Royal Free Hospital,

London NW3.
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Postgraduate Diary

Institute of Cancer Reseach
Regular programme of seminars and teaching sessions

throughout the year.
Information: The Dean, Institute of Cancer Research,
Haddow Laboratories, 15 Cotswold Road, Belmont,
Surrey SM2 SNG, UK

National Heart and Lung Institute
Courses leading to award of University Diplomas in

Cardiology and Thoracic Medicine. Short Courses,
meetings and symposia are held throughout the year.

Postgraduate Office, National Heart and Lung Institute,
Dovehouse Street, London SW3 6LY. Tel: 071-351 8172.

Institute of Child Health
Short courses booklet available.
For further details please apply to: Anne Crowley, Short

Courses Office (Room 6), Institute of Child Health, 30
Guilford Street, London WCIN JEH. Tel: 071-
829 8692 (direct).

In te of Dental Surgery
Courses for M.Sc. in various aspects of dentistry, Dip-
loma in Dental Public Health, basic medical sciences,
etc.

Information: The Dean, Institute of Dental Surgery,
Eastman Dental Hospital, Gray's Inn Road, London
WCJX8LD, UK.

Hunterian Institute
Long and short courses in basic medical sciences for

primary FRCS (including revision courses in
Anatomy/Physiology/Pathology), Primary FDS, FFA
part 2 held through the year.

Courses in Clinical Surgery for final FRCS held in Spring
and Autumn. Anastomosis Workshop; AO course of
fracture treatment.

Details and applications: The Hunterian Institute, Royal
College of Surgeons, Lincoln's Inn Fields, London
WC2A 3PN. Tel: 071-405 3474.

Institute of Laryngology and Otology
Pre-FRCS andDLOexam courses. Advanced courses on:
Temporal bone surgery - November and June. Anaes-
thesia for ENT - October. Rhinology and Surgery of
the Nasal Cavity and Paranasal Sinuses - October.
Nasal Plastic and Facial Soft Tissue Surgery - Feb-
ruary. Pathology of the Ear, Nose and Throat - June.

Applications and enquiries: Cheryl Overington, Secretary
to the Dean, Institute of Laryngology and Otology,
330/332 Gray's Inn Road, London WC1X8EE.

Institute of Neurology
Sandoz Foundation advanced lectures on clinical and

experimental neurology. Each Wednesday evening
throughout academic year.

Details: Institute Registrar, National Hospital, Queen
Square, London WCJN3BG, UK.

RPMS Institute of Obstetrics and Gynaecology
New neonatal infections and changes in therapy - 17 May

1991.
Teaching Paediatrics - symposium 3rd July 1991
Perinatal bereavement - 29th October 1991
Details of symposia from: Symposiun Secretary, RPMS

Institute ofObstetrics andGynaecology, Queen Charlotte's
Hospital for Women, Goldhawk Road, London
W6 OXG, UK.

Insatitte of Ophthalmology
Regular courses in ophthalmology held throughout the

year.
17/25 Cayton Street, London EC] 9AT, UK.

Instie of Orthopaedics
Professional Unit Pre-Operative Conferences - Mondays

11.00 a.m. at Middlesex Hospital and Thursdays
9.30 a.m. at Stanmore.

Professorial Unit Residents' Seminars/Conferences -
Thursdays 8.00 a.m. at Stanmore.

Course on skeletal radiology - 7 March 1991 at Stan-
more.

Course on principles oftrauma surgery - January to April
1991.

Details: Miss A.M. Lucas, Postgraduate Secretary,
Institute of Orthopaedics, The Middlesex Hospital,
London Wi. Tel: 071-380 9418.

Institute of Psychiatry
Programme of courses and lectures.
Second international conference of women and mental

health - 18 and 19 March 1991.
National conference on women and substance abuse- 20
and 21 March 1991.

Course of Neuropsychiatry and Neurology. Assessment,
techniques and controversies 8-10 April 1991.

Details: Mrs Leo Wilding, Conference Office, Institute of
Psychiatry, De Crespigny Park, London SE5 8AG. Tel:
071-703 5411 ext 3170.

Institute of Urology
Short courses on aspects of urology and nephrology -

throughout the year.
One year Diploma courses in urology and nephrology
commencing September each year.

Advanced stone management course - held twice yearly.
Applications and enquiries: The Dean, Institute of Urology,

172-176 Shaftesbury Avenue, London WC2H8JE, UK.

Royal Postgraduate Medical School
Regular courses on advanced topics.
School Office, Royal Postgraduate Medical School,
Hammersmith Hospital, Du Cane Road, Lonon W12 OHS,

UK.

Royal Free Hospital School of Medicine
MRCP Part II. 5-day course for clinical examination.

Monday 3 June to Friday 7 June 1991.
Details from: Dr Geraint James, Visiting Professor of

Medicine, The Royal Free Hospital School of Medicine,
Pond Street, Hampstead, London NW3 2QG. Tel: 071
0500 ext 3931.
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XVIth International Update on Liver Disease
Royal Free Hospital and School of Medicine, London.
Thursday 11 July to Saturday 13 July 1991.
Details and information: Professor Neil McIntyre, Academic

Department of Medicine, Royal Free Hospital, Pond
Street, London NW3 2QG.

London Sports Medicine Institute
Information: Barbara Komoniewska, London Sports

Medicine Institute, cdo Medical College of St Bartholo-
mew's Hospital, Charterhouse Square, London
EC]M 6BQ. Tel. 071 251 0583.

Conference on Head Injuries
Leeds, April 4-6. 1991. Scientific Director, Mr R. Myles-

Gibson.
Details: MetaPhor Conferences and Meetings, 21 Kirklees

Close, Farsley, Pudsey, West Yorkshire LS28 STF.

University of Keele
Diploma course for general practitioners in Primary Medical

Care.
Details: Dr B. McGuiness, Department of Postgraduate

Medicine, University of Keele, Keele, Staffordshire ST5

University of Manchester
M.A. in Health Care Ethics.
Details: Mrs S. Ibbotson, Department ofEducation, Univer-

sity of Manchester, Oxford Road, Manchester M13 9PL,
UK

University of Wales College of Medicine
Full or part-time Diploma or MSc programme in Medical

Education.
Enquiries to Ms Lynne Allery, Lecturer in Medical

Education, Department of Postgraduate Studies, Uni-
versity of Walea College of Medicine, Heath Park,
Cardiff CF4 4XN.

Techniques and Applications of Molecular Biology: A
Course for Medical Practitioners

18 July 1991.
University of Warwick.
Information: Dr Rachel Strachan, (Short Courses), Depart-
ment of Biological Sciences, University of Warwick,
Coventry CV4 7AL.

8th International Symposium, Radionuclides in Neph-
rourology

6 to 8 May 1991. The Chester Grosvenor, Chester,
England.

Further details: Mr P.H. O'Reilly, Department of
Urology, Stepping Hill Hospital, Stockport, Cheshire
SK2 7JE.

Liverpool, Newsham General Hospital
Lunchtime meetings twice monthly.
Secretary, Postgraduate Centre, Belmont Road, Liverpool
L6 4AF, UK.

London School of Hygiene and Tropical Medicine
MSc, diploma and research degree courses in public

health and tropical medicine.
Enquiries: The Registrar, LSHTM, Keppel Street, London
WCJE 7HT.

Forum on Clinical Pharmacology and Therapeutics
Clinical Trial Results: Whose Responsibility?
Royal Society of Medicine, I Wimpole Street, London
WIM 8AE. Monday 18 March 1991.

Details: Nicole Aaron, Forum Executive, Royal Society of
Medicine, I Wimpole Street, London WJM 8AE.

Thyroid '91
Centenary Celebration meeting with the Thyroid Club of

Great Britain. Newcastle upon Tyne 4/5 July 1991.
Information: Dr W.M.G. Tunbridge, Wards I and2 Office,

Newcastle General Hospital, Newcastle upon Tyne
NE4 6BE.

The Johns Hopkins University
32nd Annual Postgraduate Institute for pathologists in

clinical cytopathology.
Home Study course A - February to April 1991.
14 April to 25 April 1991. In residence course B.
Details: J.K. Frost or Ms B.A. Remley, 111 Pathology

Building, The Johns Hopkins Hospital, Baltimore, MD
21205 U.S.A.

University of Michigan Medical School
Conference 'Microscopic Endolaryngeal Surgery: New
and Advanced Techniques ofDiagnosis and Treatment'.

June 13-15, 1991. The Towsley Center, Ann Arbor,
Michigan.

Information: Julie Jacobs, Office of Continuing Medical
Education G-1100 Towsley Center, - Box 0201, Univer-
sity ofMichigan Medical School, Ann Arbor, Michigan
48109-0201, USA.

Informatics and Neurosciences
Symposium 14-16 March 1991. Rome
Information: Dr R. Mastrostefano, cdo Division di Neuro-

chirurgia, Istituto Regina Elena, Viale Regina Elena
291, 0061 Roma, Italy.

Charter Nightingale Hospital
Lecture series of subjects relevant to general practice and

psychiatry. Wednesdays at 7.00 p.m.
27 March 1991 - Eating disorders and their management
- Dr E. Stonehill.

24 April 1991 - The nature and management of depres-
sion - Professor A.H. Crisp.

Details: Dr E. Stonehill, Charter Nightingale Hospital,
11-19 Lisson Grove, London NW1 65H.

University of Michigan Medical School
63rd Annual Ophthalmology Spring Postgraduate Con-

ference. Lasers in Ophthalmology: Applications and
New Developments 17-18 May 1991. The University
of Michigan, W.K. Kellog Eye Center, Ann Arbor,
Michigan.

Evaluation and Management of Valvular Insufficiency
26-27 April 1991. The Townsley Center, Ann Arbor,
Michigan.

Information: Angela Voeller, Office ofContinuing Medical
Education, G-1100 Towsley Center- Box 0201, Univer-
sity ofMichigan Medical School, Ann Arbor, Michigan
48109-0201, USA.
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Fidia Research Foundation
Ethical Issues in Research, Georgetown University,
Washington DC. 29-30 April 1991.

Information: Fidia Research Foundation, 1640 Wisconsin
Avenue, N. W. Suite 2, Washington DC, 20007, USA.

National Association of Clinical Tutors
The Association assists clinical tutors in their role as

leaders in district medical education. Membership is
open to University-appointed clinical and GP tutors.

The Association arranges courses for the training and
continuing professional development of clinical tutors
and holds Winter and Summer Meetings for all
members. Summer meeting: 9-11 May 1991, Jersey.

Information about the NACT and its activities can be
obtainedfrom The Secretariat, National Association of
Clinical Tutors, 6 St Andrew's Place, London NWJ
4LB. Tel: 071 935 5556.

NACT Training Package
This is an open learning study pack which aims to
improve the teaching skills of clinical tutors and other
tutors. Topics covered include junior doctors' educa-
tional skills and their provision, the funding and
management of resources, managing change, and the
operation of postgraduate centres. The development of
the package was funded by the Department of Health
and produced with the help of the Open University and
the Joint Centre for Educational Research and Develop-
ment in Medicine.
Further information about the NACT Training Package,
which costs £50 including postage, can be obtainedfrom
the Secretariat, NACT, 6 St Andrew's Place, London
NW] 4LB (Tel. 071 935 5556)

EUROPEAN DOCTORS IN LONDON
European Medical Fellowship of
Research Group Postgraduate Medicine
The European Medical Research Group has been formed by Young AEMIE (European Association of
Internal Medicine) with the support ofthe Fellowship ofPostgraduate Medicine, to provide a meeting place
for professional and social contact among physicians in training, particularly those from continental
Europe. Regular meetings are held at the Medical Society of London. An invited lecture is given, preceded
by poster presentations and followed by a buffet supper.
Members of the Group are mailed regularly about the meetings. The next meeting is on Tuesday 4 June
1991.
European researchfellows and other visiting doctors who would like details of these meetings should write to:

Dr D.R.J. Singer, c/o The Fellowship of Postgraduate Medicine,
6 St Andrew's Place, London NW1 4LB. Tel: 071 935 5556



Notice to Contributors

The Postgraduate Medical Journal considers manu-
scripts prepared in accordance with the guidelines laid
down by the International Committee of Medical
Journal Editors (Br Med J 1988, 296: 401-405). All
material submitted is assumed to be submitted exclus-
ively to the Postgraduate Medical Journal unless the
contrary is stated.
Typescripts Two complete copies should be sent to
the Editor, Postgraduate Medical Journal, 6 St
Andrew's Place, London NW1 4LB. Papers must be
typewritten, double-spaced, on one side of paper not
larger than A4 (297 mm x 210 mm), with a 5 cm
margin. The first page ofthe typescript should bear the
names of the author(s) and the name and address of
the laboratory or institution where the work has been
carried out, in addition to the title of the paper. The
full address of the principal author to whom proofs
will be sent should be given as a footnote, as should
any permanent changes of address and/or appoint-
ment. A short (running) title of not more than 45
characters should be given. All pages should be
numbered including the title page. In line with many
other journals, we do not normally return rejected
manuscripts.
The principal author must ensure that any co-authors
listed agree to submission of the typescript. Any
written or illustrative material which has been or will
be published elsewhere must be duly acknowledged
and accompanied by the written consent of the
authors and publishers concerned.
Arrangement Papers should be divided into; (a) Title
page, (b) Summary, (c) Introduction, (d) Materials
and methods, (e) Results, (f) Discussion, (g) Ack-
nowledgements, (h) References, (i) Tables, (j) Figures
and captions. The summary should not exceed 250
words and should state concisely what was done, the
main findings and how the work was interpreted. In all
sections of the paper numbered paragraphs should be
avoided if at all possible.
Style Abbreviations and symbols must be standard
and SI units used throughout. Acronyms should be
used sparingly and must be fully explained when first
used. Whenever possible drugs should be given their
approved generic name. Where a proprietary (brand)
name must be used, it should begin with a capital
letter. Statistical analyses must explain the methods
used. The use of footnotes is not permitted. Single
quotation marks should be used and words to be
italicized should be underlined. The Concise Oxford
English Dictionary is used as a reference for all spelling
and hyphenation.
References should follow the Vancouver format. In
the text, they should appear as numbers starting at 1.
At the end of the paper they should be listed (double-
spaced) in numerical order corresponding to the order
ofcitation in the text. All authors should be quoted for
papers with up to six authors; for papers with more
than six authors, the first three only should be quoted
followed by et al. Abbreviations for titles of medical
periodicals should conform to those used in the latest

edition of Index Medicus. The first and last page
numbers for each reference should be provided.
Abstracts and letters must be identified as such.
1. Clements, R. & Gravelle, I.H. Radiological

appearances of hydatid disease in Wales. Postgrad
Med J 1986, 62: 167-173.

2. Greenberger, J.S. Long-term hematopoietic cul-
tures. In: Golde, W. (ed) Hematopoiesis. Churchill-
Livingstone, New York, 1984, pp 203-242.

Figures In the text Arabic numbers should be used
and all illustrations should be specifically referred to in
the text, e.g. (Figure 2). All illustrations should be
submitted at about 1I times the intended final size and
should be numbered as figures whether they are
photographs, representational drawings or line diag-
rams and graphs.
Photographs and photomicrographs should be
unmounted glossy prints and should not be retouched,
and should be chosen to exclude technical artefacts.
Magnification is best indicated by a line representing a
defined length included within the photographs. Areas
of key interest and/or.critical reproduction should be
indicated on a flimsy overlay attached to the photo-
graph or on a photocopy. All annotations and letter-
ing should be indicated in the same way, and
preferably not included on the original print. Clearly
contrasted and focused prints are essential for ade-
quate reproduction.
Line diagrams and graphs should be on separate sheets;
they must be drawn with black Indian ink on white
paper, or supplied as photographic prints of such
originals. Lettering on figures should be minimal and
must not duplicate the legend. The use of symbols
should be consistent within papers, and explanations
of symbols should be included in the caption, not on
the figure.
A photocopy of all illustrations should be submitted.
Tables These should be as few as possible and should
present only essential data. They should be typewrit-
ten on separate sheets, have a title or caption, and
given Roman numbers.
Proofs Two marked copies of the proofs will be sent
to the principal author which should be read carefully
for errors. One corrected copy must be returned to the
editor within 3 days. Major alterations to the text
cannot be accepted.
Copyright assignment The principal author must
complete and return to the Publisher the Copyright
Assignment Form enclosed with the proofs.
Offprints Twenty-five offprints will be supplied free
of charge to the principal author. Additional offprints
may be ordered on the form accompanying proofs.
The charges are necessarily higher if orders are
received after the issue has gone to press.
Drug side effects Manuscripts reporting adverse drug
reactions should be accompanied by evidence showing
that the reaction has been reported on a 'yellow card'
or to the appropriate drug licensing authority, and to
the drug manufacturer.


