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European Medical Research Group
(Meeting held on 20 November 1989)

The European Medical Research Group met at the
Medical Society of London, Lettsom House, on 20
November 1989. The guest speaker Dr Peter Fenwick,
gave a lecture on 'Mind, Brain and Epilepsy', which is
published in this issue of the Postgraduate Medical
Journal.

Following a period of questions and discussion, a

poster session was held demonstrating the research in
progress of some members of the Group. Their abstracts
are published below.

Diazepam-induced hypoxaemia during upper intes-
tinal endoscopy; effects of age and impaired lung
function. (Abstract)

J.D. Arnold, I.C. Forgacs, D.C.S. Hutchinson, B.
Gray and C.G. Swift

King's College School of Medicine, London SE5, UK.

We examined the effect ofimpaired lung function and age
on diazepam-induced hypoxaemia during upper intes-
tinal endoscopy. Patients were recruited in three groups; a
young healthy group (n = 12, mean age 39.3 years, s.d.
13), a healthy elderly group (n = 12, age 74.5 years, s.d. 9)
and a group of elderly subjects with chronic bronchitis
(n = 12, age 72.8 years, s.d. 7). Their mean forced
expiratory volumes in one second were 93%, 97% and
50% of the predicted value in the three groups respec-
tively. All received diazepam (Diazemuls) IV before
endoscopy in a mean dose of 0.26 mg/kg (s.d. 0.12).
Transcutaneous oxygen tension (tcPO2) was recorded
continuously for 15 minutes before, and during endo-
scopy, with a Radiometer TCM3 system.
The mean tcPO2 values (mmHg) before endoscopy

were 92 (s.e.m. 2.9), 81 (2) and 73 (1) respectively. The
minimum tcPO2 values during endoscopy were 64 (5), 58
(3) and 53 (3). The mean changes in oxygen tension from
pre-endoscopy value to minimum during endoscopy were

27 (4), 23 (3) and 20 (2). Patients with impaired lung
function had significantly lower resting oxygen tension
than young healthy patients (P<0.05). No statistically
significant effects of age, lung function (as % predicted
FEVI) or dose of diazepam were found on the change in
oxygen tension.

Effect ofthromboxane synthase inhibitors on experi-
mental non-steroidal anti-inflammatory drug-
induced enteropathy. (Abstract)

A.K. Banerjee and T.J. Peters

Department of Clinical Biochemistry, King's College
School ofMedicine and Dentistry, Bessemer Road, London
SE5, UK.

Acute or chronic administration of the cyclo-oxygenase
inhibitor indomethacin induces an intestinal
inflammatory response, as reflected by permeability,
biochemical and morphological studies and produces a

useful model of inflammatory bowel disease. Previously,
we have shown that sulphasalazine (20 mg/kg/day for 3
days) reverses the biochemical and permeability changes
of the enteropathy. The effect of two thromboxane
synthase inhibitors (TSI) in a standard indomethacin-fed
(8 mg/kg/day for 3 days) rat model of NSAID
enteropathy were therefore investigated.

Either Dazmegrel (25 mg/kg/day for 3 days) or UK
49,883 (2.5 mg/kg/day for 3 days) (Pfizer, Sandwich, UK)
were administered either simultaneously or sequentially
with indomethacin. Both in vivo and in vitro
measurements of 51CR EDTA permeability were found
to be improved by the drug treatments.

In vivo In vitro
permeability permeability Tissue
(% Urine/total (1sl medium/ myeloper-

recovered 5 min/mg oxidase
activity) tissue) (mU/mg)

Control 3.9± 1.3 0.11 ± 0.02 10.7 ± 0.4
Indomethacin 12.1 ± 1.5 0.162±0.02 17.0±0.3

alone
Indomethacin 4.0±1.1 0.114±0.02 11.1±0.3
+ Dazmegrel

Indomethacin 3.9±1.0 0.110±0.02 10.9±0.4
+ UK49,883

Indomethacin 6.1 ± 1.5 0.120±0.02 13.9±0.6
followed by
Dazmegrel

Indomethacin 6.2± 1.4 0.122±0.03 13.7±0.6
followed by
UK 49,883

Tissue inflammatory activity was assessed by measure-
ment of mucosal myeloperoxidase. TSI treated animals
had reduced activities compared to indomethacin alone.
The reduced inflammatory response to indomethacin

was seen even when TSI was administered 7 days after the
inflammatory lesions. These findings suggest novel
therapeutic possibilities for both NSAID enteropathy
and other inflammatory bowel diseases in man.
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Low complement levels in cirrhosis are due to
classical pathway activation-not impaired syn-
thesis. (Abstract)

M.Z. Panos, G.L.A. Bird, G. Senaldi,' N.
Rolando, G.J.M. Alexander, D. Vergani' and R.
Williams.

Liver Unit and 'Department of Immunology, King's Col-
lege Hospital, Denmark Hill, London SE5 9RS, UK.

To investigate the possibility that decreased levels of
complement in the plasma and ascites of patients with
severe chronic liver disease could be secondary to comple-
ment activation, the classical and alternative complement
pathways were studied in 32 patients with severe liver
disease, I I ofwhom had spontaneous bacterial peritonitis
(SBP). Activation of complement components C3, C4
and Factor B in plasma and ascites was calculated from
the ratio ofthe respective cleavage products C3d, C4d and
Ba to the parent molecules. Plasma C3 and C4 were
significantly lower in patients with SBP than in uninfected
patients. Complement activation via the classical path-
way was significantly increased in patients with SBP when
compared with both uninfected patients and normal
subjects. Comparison of plasma C3 and C4 between
uninfected patients and normal subjects showed no
significant difference. These findings suggested that, in
severe chronic liver disease, abnormalities in plasma
complement are primarily due to increased complement
activation and not impaired hepatic synthesis.

lbuprofen concentration in cervical mucus and in
serum. (Abstract)

I.G. Salas, R.M. Pearson, M. Lawson and P.
Turner

Clinical Pharmacology Department, St Bartholomew's
Hospital, London ECIA 7BE, UK.

Ibuprofen is a propionic acid derivative with anti-
inflammatory, antipyretic and analgesic effects, and is
used in gynaecology in the treatment of dysmenorrhoea.
It is an acidic drug with pKa 4.5 and protein-binding of
99%. Propranolol' and erythromycin2 are basic drugs
which achieve greater concentrations in cervical mucus
than in serum. It is important, therefore, to determine the
penetration of an acidic drug such as ibuprofen into
cervical mucus since non-steroid anti-inflammatory drugs
are known to affect sperm motility in vitro. Six healthy

female volunteers aged 18-32 years, with no history of
taking medications in the last three months or oral
contraceptives, were given 800 mg ibuprofen as a single
dose at 08.00 h on day 14 of the menstrual cycle after an
overnight fast. Samples of cervical mucus were taken at
(0), 0.5,1,2,4,6,8,10, and 12 hours after ingestion (Figure
1). Blood samples were taken at the same times. Ibup-
rofen was assayed by high performance liquid
chromatography (Street, P.J., personal communication).
The lowest limit ofdetection was 200 ng/ml. The concent-
ration ofibuprofen in cervical mucus reached a maximum
of 1190± 342 pg/kg (Mean± s.e.m.) at 4 hours and fell to
167± 28 ptg/kg (Mean± s.e.m.) at 12 hours, and in serum
reached a maximum of 52706 ± 5065 lAg/l (Mean ± s.e.m.)
at 2 hours and fell to 1353 ± 637 iLg/l (Mean± s.e.m.) at 12
hours. Ibuprofen elimination half-life in cervical mucus
was 2.6± 0.2 h (mean± s.e.m.) and significantly shorter
in serum 1.7±0.1 h (mean+s.e.m.; P=0.016). Ibupro-
fen is not lipid-soluble,3 is highly bound to plasma
proteins and is a weak acid, which is likely to be more in
the plasma than in the acidic cervical mucus. On phar-
macokinetic principles, only a small proportion of a
volunteer's dose would be likely to appear in cervical
mucus and this has been confirmed in this study.
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Figure 1 Ibuprofen concentration in serum (0-0,
pg/l) and in cervical mucus (S-@, 1tg/l) after 800 mg
oral dose (mean ± s.e.m.).
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