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European Medical Research Group
(Meeting held on 20 February 1990)

The European Medical Research Group met at the
Medical Society of London, Lettsom House, on 20
February 1990. The guest speaker, Professor P.S. Sever,
gave a lecture on 'What causes high blood pressure?
Lessons from migration studies in Kenya'.

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.

Wire guided balloon dilatation of colorectal
strictures. (Abstract)

Anjan K. Baneriee, Tena K. Walters, Robert
Wilkins and Michael Burke

M.R.C. Clinical Research Centre, Harrow, London
HA] 3UJ, UK.

Colorectal strictures may be secondary to tumour, diver-
ticulitis, irradiation, inflammatory bowel disease or
secondary to surgical anastomosis. They may be managed
by resection or colostomy or some form ofballoon dilator
can be used. Dilatation using balloons has been used with
success in oesophageal, pyloric and biliary obstructions
and colonoscopic balloon dilatation has recently been
reported. We describe 6 procedures of balloon dilatation
without using a colonoscope.
The procedures were carried out during 1988 on 4

patients. Briefly, the patients were fasted overnight. No
specific bowel preparation was needed except a bowel
washout on the morning of the procedure. A pre-
procedure dilute enema was obtained to visualize the
stricture. A flexible guide wire was then passed under
fluoroscopic guidance. The balloon (Lunderquist Owman
oesophageal balloon) was then passed and inflated up to 3
times, maintaining 2 atmospheres pressure for 5 minutes
at each dilatation. A post-procedure enema confirmed
leakage had not occurred and the patient was discharged
after an overnight stay.
The method is cheap, repeatable (2 patients have had

the procedure twice) and avoids the need for surgery or
colostomy. General anaesthetic is avoided, intravenous
diazepam is adequate. The only side effect was rigors due
to bacteraemia in one patient; Accordingly we now
recommend routine antibiotic prophylaxis ofintravenous
750 mg cefuroxime/500 mg metronidazole during seda-
tion. Symptomatic and radiological improvement was
seen in all cases. The indications in our small series were
anastomotic strictures or local tumour recurrence but we
are currently performing the procedure with success in a
wider range of cases.

Computerised audit of a hypertension clinic.
(Abstract)

M. Lawson, S.H.D. Jackson and P. Turner

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

Using SIBAS II database management system a hyper-
tension clinic database was set up at St. Bartholomew's
Hospital on a Norsk Data computer in 1984. The
application was implemented using the RD-QUICK 4LG
system. Since the start of 1985 it has been used to store
records of all patients attending the hospital's weekly
hypertension clinic such that currently 741 patient files
exist. The rate of addition ofnew patients to the database
has slowed to an average of 2 per week over the past 2
years due to changes in Health District referral policy.
Each patient file contains demographic information, the
patient's GP, diagnosis and treatment in addition to
details of any hypertension related diseases or adverse
drug reactions. On each subsequent visit BP, treatment
and investigation results are appended to the files and
approximately 4,000 patient visits have now been
recorded. Of the 741 patients currently listed on the
database 394 (53.3%) are women, 46 (6.2%) are known to
have an underlying cause for their hypertension and 10
(1.35%) have had malignant phase hypertension. Trends
in various health and life-style practices can also be
monitored. For example, of the 267 patients for whom
Quetelet's Index (Q) has been calculated, 165 patients
(61.2%) had a value of Q greater than 25 kg/m2 on their
last hospital visit and could therefore be described as
overweight. Smoking behaviour can also be monitored.
To illustrate, 179 patients (24.2%) on the database have
smoked at some stage during their attendance and of
these just over half (52%) were still smoking on their last
visit. Diastolic blood pressures > 100 mmHg have been
recorded in 464 patients but less than 25% of those still
had this level recorded at their most recent visit having
attended clinic for an average of just under 6 times. The
database is useful for the identification oftrends in disease
states and treatment patterns in addition to being used to
identify patients suitable for clinical trials. There are,
however limitations such as restrictions on the number of
searchable fields available and sensitivity of selection
methods.

Metronidazole concentrations in cervical mucus and
in serum after oral administration

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

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

Metronidazole is widely used in gynaecology for treating
vaginal trichomoniasis and both aerobic and anaerobic
bacterial infections. Metronidazole displays low protein
binding (10-20%), is weakly basic (pKa 2.5) and has a
low partition coefficient.' This study was designed to
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examine the penetration of metronidazole into cervical
mucus. Six healthy female volunteers aged 22-31 years
attended on the 10th day of their menstrual cycle.
Metronidazole 400 mg was given orally twice daily
(08.00 h and 20.00 h) for 5 days. Cervical mucus samples
were taken on the first day before (0) and then at 2, 4, 6, 8,
10 and 12 hours after administration of the first tablet.
This was repeated after ingestion of the last tablet on the
fifth day with additional samples taken at 14 and 24
hours.
On the first day, after a 400 mg oral dose of met-

ronidazole, the maximal serum concentration was
8.2 ± 0.5 tLg/ml at 4 hours. A rapid decline followed after
8 hours. The maximum cervical mucus concentration
attained was 5.2 ± 0.7 jLg/g at 4 hours. Thereafter a slow
decline occurred. At steady state (day 5) the maximal
serum concentration was 13.8 ± 1.1 tsg/ml at 4 hours,
declined rapidly after 6 hours.
The concentration in cervical mucus reached a maxi-

mum of 10.3 ± 1.8 ftg/g at 4 hours, declined slowly after 6
hours then more rapidly after 14 hours. The concentra-
tion of metronidazole reached in cervical mucus on day I
was just below 6.2 fig/ml,2 the minimum inhibitory con-
centration (MIC) for most of the susceptible anaerobic
bacteria of the vagina flora. The concentration of met-
ronidazole reached in cervical mucus on day 5 was
effective to treat anaerobic bacteria, Trichomonas
vaginalis infections and aerobic organisms in the female
reproductive tract.
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A comparison of the effects of medifoxamine and
amitriptyline on the systolic time intervals and the
tyramine pressor response test

S. Saleh, I. Salas, A. Johnston and P. Turner

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

Medifoxamine is a monoamine reuptake inhibiting
antidepressant drug.' Cardiovascular toxicity of

monoamine reuptake inhibitors is a potentially serious
common side effect. Measurement of the systolic time
intervals is a method of assessing left ventricular function
in terms of the timing of well defined events in the cardiac
cycle. During the past few years determination of
tyramine pressor response test before and during tricyclic
antidepressant therapy has been used to study the
pharmacological actions of these drugs.2
Ten healthy volunteers (5M) aged 23 years

(s.e.m. ± 1.5) and weight 68 kg (s.e.m. ± 2.98) partici-
pated in the study. The subjects received medifoxamine
40 mg as a loading dose (LD) and then constant infusion
0.5 mg/min, medifoxamine 80 mg LD and then constant
infusion 1 mg/min, medifoxamine 150 mg orally, ami-
triptyline 75 mg orally and matching placebo in a
randomised, double blind, double-dummy and cross over
design. The LDs were given by infusion over 20 minutes
and then with constant infusion for 4 h. Systolic time
intervals were measured at 0, 0.5, 1, 1.5, 2 and 2.5 h.
Tyramine tests were performed using the method of
Ghose et al.3 at 2.5 and 4 h. Blood pressure and heart rate
were monitored during the study.

There were no significant changes in P-R interval, QS2
index, blood pressure in any of the treatments. Medifox-
amine did not change heart rate, QRS interval, LVET
index, PEP and PEP/LVET ratio but increased the QT
index following IV when compared with placebo. Ami-
triptyline decreased heart rate and LVET index, and
increased QRS interval, PEP and PEP/LVET ratio. No
significant change in the T30 was detected following
medifoxamine treatments but amitriptyline increased T30
significantly (P > 0.001) when compared with placebo.
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