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Impaired central but stimulated humural regulation of vascular tone in
patients with cirrhosis and ascites IR Jalan, 23DE Newby, 3S Masumom,
'PC Hayes, 2NA Boon, & 3DJ Webb Departments of 'Medicine,
2Cardiology and 3Clinical Pharmacology, University of Edinburgh
Objectives: To determine (1) the contribution of angiotensin HI (AHl) to
basal and sympathetically stimulated vascular tone, ad (2) the vamular
sensitivity to AII, noradrenaline (NA) and the nitric oxide (NO) synthase
inhibitor, L-NMMA, in patients with cirrhosis.
Methods: Forearm blood flow (FBF) was measured using venous occlusion
plethysmography in both arms on two separate randomised occasions in 7
patients with cirrhosis (Child C) and 7 healthy volunteers. The brachial
artery of the non-dominant arm was cannulated and baseline infusion of
0.9% saline commenced. On one occasion, intra-arterial losartan (All type I
receptor antagonist) was infused alone at doses of 30 and 90 pg/min for 30
min each. FBF was measured before and during application of lower body
negative pressure (LBNP) of 15mmHg. Following 30 min of saline, NA was
infused at 20, 60, 180 and 540 pmol/min for 6 min at each dose. On the
other occasion, AII was infused at 1, 3, 10 and 30 pmol/min for 6 min at
each dose, followed after 30 min of saline followed by 15 min of L-NMMA
at 4 jmollmin.
Results: Losartan at 30 and 90 ug/min caused no significant change in FBF
in healthy volunteers but caused 23±6% and 27±5% increase in patients
respectively (p<0.001). Reduction in FBF with LBNP was significantly
lower in patients compared with healthy volunteers (9±5% versus 24±4%,
p<0.001). AII and NA caused dose dependent vasoconstriction (p<0.001)
with no significance between group differences. Moreover, there was no
significance between group differences in the reduction in FBF (38±6%)
caused by L-NMMA.
Conclusions: Endogenous AII contributes to the basal vascular tone in
cirrhosis but not in health volunteers. The NO production and vascular
reactivity to AII and NA are normal, but the sympathetic nervous system
mediated reflex vasoconstriction is impaired. This indicates that these
patients have impaired central, but stimulated humoral, r ation of
vascular tone without alteration in sensitivity to these vasoactive mediators.
Thus, it is suggested that the previously reported impairment of systemic
responses to AII and NA is a consequence of deranged central regulatory
mechanisms rather than a reduction in the vascular sensitivity to these
mediators.

Patients with PBC have central but no peripheral fatigue
R.Jalan, H.Gibson, M.G.Lombard. Dept of Medicine, University Royal
Liverpool Hospital
Backerotmd and Aims: Fatigue is the presenting complaint in about 80/o of patients
with prmary biliary cirrhosis (PBC). Its pathogenetic mechanisms are poorly
understood. Peripheral fatigue encompasses muscular and nouromuscular
derangements and central fatigue is due to abnormalities of percption, motivation or
neurotransmission. The purpose of this study was to clarify whether fatigue in patients
with PBC is ofcentral or peripheral origin.
Methods: Ten patients with PBC (age (64 SD5.2), all females, (Child class A-8,
Child class B-2) whose major complaints were those of fatigue, and 6 healthy
volunteers were studied. Peripheral fatIue was measured after supamaximal
stimulation of the ulnar nerve at the wrist to produce contraction of the adductor
poulicis muscle using programmed stimulation electromyography (stimuli were
delivered at 1, 10, 20, 50, 100 and 1 Hz for I sec each). Compound muscle action
potential (CMAP) was measured using surface electromyography. The force,
relaxation rate and CMAP were simultaneous recorded on three different chnnels.
Central fatigue was assessed using a battery of questionnaires which included the
fatigue severity scale (FSS), visual analogue scale (VAS) centre for epideniological
studies depression scale (CES-D) scale and the mental fatigue questionnaire (MFQ).
Results: No significant differences were detected in the force of contractions, the
maximal relaxation rates or the CMAPs between the patients and controls. Significant
correlation were observed between FSS and VAS, and MFQ (p<0.01, p<01) and with
CES-D scale (p<0.01, p<0.05). Results ofthe fatigue scores are summarised below.

Measure Volnteers PBC p Value*
FSS 2.3 (1.3) 5.2 (1.6) <0.0009
VAS 0.56 (.15) 0.36 (.12) <0.01
MFQ 4.3 (2.8) 9.7 (4.8) <0.01
CES-D 15.3 (3.3) 28 (10.6) <0.01

resulis as mean andstandard deviation, *2 tailed, two sample t-test
Conclusions: This study has shown that patients with PBC are significantly more
fatigued than healthy volunteers and this is not peripheral in origin. They have higher
scores for mental fatigue and depression. Significant correlations between the sevrity
of fatigue and MFQ, and depression further suggest a defect of central
neurotransmission. Further studies should address the role of neurotransmitters and
their relationship to the severity of fatigue.

Pathogenesis of Chronic Hepatic Encephalopathy (CHE): A Positron
Emission Tomography (PET) with "C-Flumazenil and 'H Magnetic
Resonance Spectroscopic (MRS) Study R.Jalan *N.TurjansWd, S.D.Taylor-
Robinson, *M.J.Koepp, *M.P.Richardson, J.Wilson, J Schweiso, D.J.Bryant,
J.D.Bell, *D.Brooks. MR Unit, Hammersmith Hospital and *MRC
Cyclotron Unit
Backeround and Aims: CHE is characterised by global depression of the central
nervous system. This study was designed to investigate the relative contributions
of changes in benzodiazepine receptor density and glutamate neurotranamission to
the pathogenesis ofCHE.
Methods: Six patients (age 52.3 (±11.7), M/F - 4/2) with alcohol related cirrhosis
(abstinent->6 months) and Grade I or 2 encephalopathy were studied.
Neuropsychological status for each patient was described using the PSE index.
Patients with a history of benzodiazepine intake over the previous 3 months were
excluded. Nineteen age and sex matched controls were also studied. PET with
"C-Flumazenil - The volume of distribution of the tracer in the tissue relative to
blood was obtained (VD). VD images of the patients and controls were normalised
using ANCOVA to an arbitrary mean of 50. 'HMRS - A 2-D CSI technique was
used to obtain spectra from contigous voxels using a 1.ST magnet. Peak area ratios
for N-acetyl aspartate (NAA), choline (Cho) and Glx (Glutamine & Glutamate)
relative to creatine were measured using the NMR1° program on a SUNSPARC
station.
Results: PSE index was 10.3 (±2.7) and capillary ammonia was 174.5 (_63.4)
pmol/l (controls 36 (±4.5)). The mean global VD of the "C-Flumazenil was
significantly higher in the patients (62±6) compared with controls (46±4)
(p<0.0001). Blood metabolism of Flumazenil was also slower in the cirrhotics.
This was automatically corrected when the comparisons were made. There was no
significant difference in the NAA/Cr ratio. Cho/Cr was significantly reduced
(p<0.01) and Glx/Cr was significantly increased (p<0.001) in all brain areas.
Conclusions:'The global increase in the binding of "C Flumazenil suggests a
significant increase in the Benzodiazepine receptor density in the brain of patients
with CHE. The simultaneous increase in Glx/Cr and reduction in Cho/Cr suggests
that CHE is a disorder of multiple neurotransmitter systems.

LIVER PHOSPHOLIPID METHYLTRANSFERASE ACTIVITY:
ROLE IN CHOLESTASIS

A Vema, HA Ahmed, T Davis, RP Jazrawi, TC Northfield
Division ofBiochemical Medicine, St George's Hospital, London.

Phospholipids (PL) are important membrane constituents responsible for
maintaining the structure and function of organelles.
Phosphatidylcholine (PC) constitutes -60% of the PL in bile canalicular
membrane. It is the predominant PL (95%) secreted into the bile from
hepatocytes. A large proportion of PC is produced by the methylation of
phosphatidylethanolamine (PE) by microsomal PL methyltransferase
(MT) using S-adenosyl methionine (SAMe) as the methyl donor. Bile
acids (BA) are known to have diverse effects on enzyme systems and on
secretion of PL from hepatocytes, especially in cholestasis. Our aim was
to investigate the effects ofBA on microsomal PL MT activity. Hamster
liver was fractionated and microsomes separated by gradient
ultracentifugation. PL MT activity was assessed using '4C-methyl-SAMe
and PE, as substrates, incubated with microsomes in the presence or
absence of the glycine or taurine conjugates of cholic, ursodeoxycholic
and chenodeoxycholic acids (20, 50, 100, 200, 500~M). PL was
extracted and separated by thin layer chromatography. The radioactivity
incorporated was measured by scintillation counting. Specificity of the
result was assessed by checking the effect ofBA on NADPH cytochrome
C reductase activity, another microsomal enzyme. The activity of the
enzyme without BA was taken as 100"%. PL MT activity was depressed
(p<0.05) by cholic acid conjugates only (CA 79.6%, UDCA 93.2%,
CDCA 100.6%). This was independent of conjugation and concentration
of BA. In contrast, there was a modest stimulation (p<0.05) ofNADPH
cytochrome C reductase activity by all the BA (glycine conjugates
107.9%, taurine conjugates 111.9%). This effect was independent of the
concentration of the BA. We conclude that microsomal PL MT activity
is depressed by the tri-hydroxy BA CA, but not by the di-hydroxy BA
UDCA and CDCA; that neither the relative hydrophobicity nor the
concentration of the BA appears to have an effect. This effect appears to
be relatively specific for PL MT, as the BA stimulate NADPH
cytochrome C reductase activity. The effect on PL MT activity may lead
to changes in plasma membrane PL composition and biliary PL
secretion, which may be amenable to therapeutic manipulation in
cholestasis.
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In Vivo Hepatic Phosphorus-31 Magnetic Resonance HETEROZYGOTE ADVANTAGE MHC CLASS II, BUT NOT CLASS
Spectroscopy after infusion of L-alanine: Understanding the I, LOCI INCREASES SUSCEPTIBILITY TO PERSISTENT HBV
biochemical basis of Hepatic decompensation R.Jalan, I.J.Cox, INFECTION
J.Wilson, M.Ala-Korpela, J.Schweiso, J.D.Bell. NMR Unit, MR Thursz, D Kwiatkowski, C. Allsopp, B. Greenwood AVS Hill and
Hammersmith Hospital, London HC Thomas. Department of Medicine, Imperial College School of
Background: The increased gluconeogenesis and energy expenditure Medicine at St Mary's Hospital, Norfolk Place, London, W2 1NY.
in patients with cirrhosis correlate with the functional severity. The aim
of this study was to evaluate the mechanism of alteration in Pathogen driven selection pressure is thought to maintain theguof eogenestudyisintcirrhosisevaluateithemelonshipsm te aeratit. idiversity of the MHC loci acting through heterozygote advantage. It isgluconeogenesis in cirrhosis and its relationship with the severity, therefore postulated that heterozygous subjects (at MHC class or
Methods: Subjects: Ten patients with cirrhosis of varying severity class II loci) would be less susceptible to persistent HBV infection(Child A&B-5, Child C-5) and six healthy controls. In vivo hepatic `P This hypothesis was tested by comparison of the rates ofMagnetic resonance spectroscopy ('PPMRS): Localised hepatic spectra homozygosity at the MHC class I and 1i loci.
were obtained (1.5T spectroscopy system) using 2D CSI technique, Subjects were recruited in The Gambia and were classified on the
prior to and continuously for 90 min after intravenous infusion of L- basis of serology into the following groups: uninfected, acute self
alanine. Biochemistry: Blood was collected at 15 min intervals for limiting infection and persistent infection. The latter group were
glucose, urea, lactate, pyruvate, alanine, insulin and glucagon. furher subclassified on the basis of HBeAg status. MHC class I
Results: Peak area ratios for phosphomonoesters (PME), phosphate typing was performed on 617 subjets by microlymphocytoxicity
(Pi), phosphodiesters and nucleotide triphosphate were calculated. assay and MHC class 11 typing was performed on 1291 subjects by
Rates of resting gluconeogenesis was significantly higher in cirrhosis RFLP analysis.
and increased with the increasing severity of liver disease. Following L- There were no significant differences in the proportions of
alaninec the rate of change in gluconeogenesis(PoEr Pi) was higher in homozygotes in the comparisons of uninfected versus infected nor inpaaiene wthe ofcane gluconegesis (PMEtPi) sigherin the comparisons of HBeAg positive subjects versus HBeAg negativepatients with mild disease compared with controls. No sierficvet subjects. Also there were no significant differences in the
change in gluconeogenesis was observed in patients with severe liver comparison of the acute self limiting infection group compared to the
disease. The changes in levels of glucagon correlated closely with the persistent infection group for the proportion of homozygotes at any
changes in the rate ofgluconeogenesis after infusion ofL-alanine. of the dass I loci. However, 16.5% of subjects in the persistent
Conclusion: The results of this study has shown that a combination of infection group 7.3% of subjects in the acute self limiting infection
31p MRS following administration of L-alanine provides a dynamic group were homozygous for dass 11: odds ratio 2.50 (95%
means of studying gluconeogenesis in vivo. The absence of any confidence interval 1.41 -4.48), P = 0.0007.
significant change in gluconeogenesis in response to alanine is It is concluded that heterozygosity of MHC class 11 alleles reduces
commensurate with the tendency these patients have to hypoglycemia susceptibility to persistent HBV infection. Genetically determined
with stress. It appears that these differences in hepatic gluconeogenesis vanation in the T helper cell response may constrain the outcome of
may be modulated by glucagon. Further elucidation of the mechanisms HBV infection.
would allow development of newer therapeutic strategies.
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BASAL AND STIMULATED PLATELET CYTOSOLIC
CALCIUM IN CIRRHOSIS: THE ROLE OF NITRIC OXIDE,
HEAMODYNAMICS AND THE PRESENCE OF ASCIES.
Forrest EH, Bouchier IAD, Hayes PC. Liver Research Group,
Department ofMedicine, Royal Infirmary ofEdinburgh.

Introduction: Calcium signalling in platelets parallels that in
vascular smooth muscle. Nitric oxide (NO) may cause defective
intracellular signalling in cirrhosis leading to impaired vascular
reactivity and defective platelet function. Aim: To assess the effect of
NO synthase inhibition and haemodynamics upon platelet calcium
(Ca24) mobilisation after stimulation in patients with cirrhosis.

Methods: Peripheral venous blood was obtained from 13
patients with cirrhosis undergoing portal haemodynamic studies, and
13 control subjects. Platelet rich plasma was incubated with FURA-
2AM and cytosolic Ca2+was calculated at baseline and 1 minute after
stimulation with thrombin (0.1 U/mi). Patient studies were repeated
with NO synthase inhibitor N`-nitroarginine (NNA; 1C and 10 M).

Results: Basal Ca2+ correlated with mean arterial pressure
(MAP) [r=0.657,p<0.05], but not with portalpressure or heart rate.

Cytosolic Control Patient Patient Patient
Ca2+(nM) NNA 104 NNA 10-6

Basal 121 (12)* 97 (7)# 108(8) 118(10)*
Stimulated 260 (27) 165 (19) 178 (17) 190 (16)
Increase 139(23)** 68 (14)@ 69 (12) 73 (11)

Mean (SEM); *p<0.05 cf #; **p<0.008 cf (. Patients with ascites
[n=8] had lower basal Ca2+[84.7 (6.7) cf 117.2 (10.3)nM; p=0.03] and
a lesser rise after thrombin [46.6 (10.8) cf 101.4 (27.4)nM; p=0.05]
than those without. The stimulated increase in Ca2+ was greater in
patients with ascites after exposure to 10-6 M NNA [16.9 (5.0) cf-23.6
(15.5)nM; p=0.01].

Conclusion: Platelet cytosolic Ca24 correlates with MAP but
not portal pressure in cirrhosis, and is lower in patients with ascites.
NO synthase inhibition raises basal cytosolic calcium in patient platelets
but only improves Ca2+mobilisation in those with ascites, suggesting a
greater role for NO in the altered calcium signalling in these patients.

COAGULOPATHY IN ACUTE LIVER FAILURE (ALF) - HOW
ACCURATE AND RELIABLE IS THE INR?
David Rowbotham, Julia Wendon and Roger Williams.
Institute for Liver Studies, King's College Hospital, London, UK.

The International Normalised Ratio (INR) was developed in order to
standardise reporting of prothrombin times in patients taking oral
anticoagulant drugs. Concern over variations in INR and studies
questioning its validity in hepatic impairment prompted us to
prospectively collate data from 17 consecutive patients admitted to our
unit with ALF. Two citrated blood samples were obtained on arrival, one
for immediate INR, the other to be separated, frozen and analysed
subsequently with both manual and automated assays using two different
thromboplastin reagents from different suppliers, Manchester Low
Opacity (MLO) and Instrumentation Laboratory PT Fib HS Plus (IL).
Complete data were available for analysis on 15 patients. Although

comparison of INR results from referral hospitals and King's showed no
significant differences in the group as a whole (P=0. 133), 3 clear
subgroups emerged. Following transfer, INR results were > 15 % higher
than referral in 20% of patients, consistent with deteriorating hepatic
function. INR results were comparable with referral values in 20% of
patients. In60% of patients following transfer, INR results were > 15%
lower than referral values. Nearly half of these patients, however, still
had deteriorating hepatic function as shown by an increase in INR when
repeated within 8 hours. Subsequent testing of the stored plasma samples
using MLOproduced lower INR values for each paired sample when
compared to results using IL (automated P<0.003; manual P<0.0025).
Comparison of automated and manual INR results from paired samples
using the same thromboplastin showed significantly higher INR results
with the manual assay method (MLO P<0.05; IL P<0.0125).
We conclude that the INR is neither 'international"nor "normalised"

due to major differences in instrumentation, methods and reagents used
in coagulation assays throughout the UK. Apparent reductions in INR on
transfer may not correlate with improvements in hepatocellular synthetic
function. Selection of patients for urgent orthotopic liver transplantation,
based on coagulation parameters, may have limitations when these tests
are interpreted at centres using different methods and reagents.
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IN VIVO AND IN VITRO HEPATIC 3P MR SPECTROSCOPY
AND ELECTRON MICROSCOPY IN CIRRHOSIS
I See&., J Sargentoni', JD Beli', BR Davidson3, AK Burroughs4, H1F
Hodgson*, U Cox', SD Taylor-Robinson' 2
kastroenterology and 2Robert Steiner MR Unit: Hammersmith Hospital,
London W12 ONN and University Departments of 'Surgery and
4Medicine, Royal Free Hospital and School of Medicine, London NW3
2QG

The accurate delineation ofhepatic function in patients with cirrhosis is
important for management purposes, including the timing of liver
transplantation. In viw phosphorus-31 magnetic resonance spectroscopy
(3P MRS) is a non-invasive technique, which can be used to provide
direct, l6calised biochemical information on hepatic metabolic processes.
A typical 31P MR spectrum contains resonances to phosphomonoesters
(PME), phosphodiesters (PDE), inorganic phosphate (Pi) and nucleotide
triphosphates, including ATP. We studied changes in hepatic 31P MR
spectra in vio in liver transplant candidates and characterised underlying
biochemical and ceilular abnormalities using in vitro 31p MRS and electron
microscopy in 31 patients with cirrhosis of varying aetiology; 14 with
compensated cirrhosis (Pugh's score .7) and 17 with decompensated
cirrhosis (Pugh's score >8). Peak area ratios ofPME and PDE, relative
to ATP were measured from in vivo spectra. In vitro spectra were
obtained from liver extracts, freeze-clamped at recipient hepatectomy.
Phosphoethanolamine (PE), phosphocholine (PC),
glycerophosphorylethanolamine (GPE) and glycerophosphorylcholine
(GPC) levels were measured. Electron microscopy of liver tissue was also
performed. Elevations in PE/ATP and reductions in PDE/ATP were
observed with worsening liver function. In vitro spectra showed elevated
PE and PC and reduced GPE and GPC, mirroring the in vivo changes, but
no distinction was noted between compensated and decompensated
cirrhosis in vitro. On electron microscopy, hepatocyte endoplasmic
reticulum was reduced with functional decompensation in parenchymal
liver disease, but elevated in biliary cirrhosis. Conclusion: The in vio
hepatic 31P MR spectral abnormalities in cirrhosis are largely due to
changes in phospholipid metabolism. MRS may prove useful as a non-
invasive test of hepatic functional reserve.

Dyspepsia, Hpylori, NSAID, bleeding
T126 T126-T137

LONGITUDINAL STUDY OF PSYCHOLOGICAL PROFILES IN
PATIENTS WITH DYSPEPSIA.
Gillespie RJS, Trimble K, Hall I, Deary I, Heading RC. Centre for
Liver and Digestive Disorders, Royal Ifirmary of Edinburgh and the
Department ofPsychology, University ofEdinburgh.

Although many patients presenting with dyspepsia are anxious about
the significance of their symptoms, psychological studies undertaken to
date have not resolved the question of whether this anxiety stems from
patients' personality characteristics, or is a straightforward consequence
of symptoms. We have examined the psychometric profile of patients
with dyspepsia at time of presentation and at least six months later,
following investigation and treatment. The questionnaires used were
(a) Dyspepsia Symptom Questionnaire, (b) NEO Five Factor Inventory,
(c) General Health Questionnaire (GHQ-28), (d) Hospital Anxiety and
Depression Scale (HAD) and (e) Health Reactions Inventory (CHIP-5).
At the conclusion of the study, the patients were categorised as having
functional or organic dyspepsia from case note review.
Complete data were obtained from 46 patients (19 functional and 27

organic dyspepsia). At time of presentation, both patient groups
showed increased anxiety compared with the normal population, with
mean amniety scores being greater in those with organic than functional
dyspepsia. After diagnosis and treatment, both groups showed
significant reduction in somatic worry and increased use of distraction
coping mechanisms. Reduction in the levels of anxiety and general
psychological distress as measured by GHQ total score were significant
only in patients with organic dyspepsia. Personality traits, including
neuroticism, showed no significant differences between the two patient
groups and no significant changes between the first and second studies.

The personality profiles of patients with functional and organic
dyspepsia are similar. Both patient groups show reduced concern
about symptoms following diagnosis and treatment and exhibit similar
illness behaviour. This is associated with reduced levels of
psychological distress (mainly anxiety) in organic dyspeptics only, to
levels similar to those recorded in patients with functional illness.

T127

DOES H PYLORI HAS ANY EFFECT ON SYMPTOMS OF NON-
ULCER DYSPEPSIA (NUD) ? EFFECT OF ERADICATION.

M Mahir ZMEN M Q6L *, F OZMEN, CD JOHNSON

University Surgical Unit, Southampton, UK and * Public Heaith
Department, Ankara University Medical School, Turkey

Aithough H pylori is present in up to 80-90% of patients with NUD, its
role in the pathogenesis of symptoms is controversial. This study
assessed the effect of H pylon eradication on the symptoms of 75
patients(40M) with NUD and H pylon infection. Dyspepsia was
asessed on the frequency and severity of specific symptoms. Each
symptom was scored from 0 to 3. Pain was scored from 0 to 10
using linear analoque pain scale. Symptoms and H pylon status were
assessed using a questionnaire and 13C-UBT before and 6 weeks
after the cessation of treatment. Hp was eradicated in 64(85%)
patients.

Symptoms Before After p
Pain 6.33(2.50) 2.69(2.53) < 0.05
Flatulence 1.77(0.94) 1.51(2.56) ns
Fullness after meal 1.84(0.9) 1.12(0.84) <0.05
Early satiety 1.30(0.9) 0.85(0.77) <0.005
Heartburn 1.54(0.86) 1.04(0.73) <0.001
Regurgitation 1.18(0.87) 0.73(0.78) <0.001
Nausea 1.00(0.96) 0.73(0.82) <0.05
Vomilfng 0.50(0.7) 0.27(0.55) <0.05
Total Score 15.68(4.2) 8.94(1.2) <0.001
All values are mean(SD).

After the succesfull eradication of H pyon, mean symptom score
was improved. Patients with persistent infection had higher score
than those with eradication(12.454*4.86).
These resuits suggest that H pylor plays an important role in the
symptoms of patients with NUD.

T128

QUALITY OF LIFE (GoL) IN PATIENTS WITH NON-STEROIDAL ANTI.
INFLAMMATORY DRUG (NSAID)ASSOCIATED GASTRODUODENALLESIONS
DURING HEALING AND MAINTENANCE. A randomised comparison of
omeprazole and misoprostol. Wiklund4, A J Swannell2, N D Yeomans3, G
Langstrom4, J Naesdal', C J Hawkey'. 'Div Gastroenterology, University Hospital,
2Dept of RheumlRehab, City Hospital, Nottingham, UK, 3Dept of Medicine,
Western Hospital, Melbourne, Australia, 'Astra Hassle AB, Moindal, Sweden.

Background Gastric and duodenal ulcers and erosions are commonly associated
with NSAIDs, but there are few comparative QoL data that can be used to assist
in identifying optimal treatment of such lesions.
Aim To compare the effect on QoL of omeprazole (ome) 20 or 40mg om or
misoprostol (miso) 200.pg qid during healing. In the maintenance study ome
20mg om was compared with miso 200pg bid or placebo.
Methods GoL was assessed in an international double-blind parallel-group study.
In the healing phase 618 male (40%) and female (60%) arthritic patients, moan
age 59 years, with ulcers or erosions, completed the Nottingham Health Profile
(NHP) and the Gastrointestinal Symptom Rating Scale (GSRS) at baseline and
after 418 weeks. In the maintenance phase, 513 patients were re-randomised
and treated for 6 months. The NHP is a general health profile and measures the
burden of illness, while GSRS, which uses a seven-graded Likert scale, evaluates
15 gastrointestinal symptoms which combine into clusters describing Diarrhoea,
Indigestion, Constipation, Abdominal pain, and Reflux.
Results Patients with arthritis generally have a poor health-related GoL, in
particular regarding fatigue, sleep disturbances, mobility and pain. During healing,
ome 20mg om showed a significant advantage in relieving reflux symptoms
(p<0.0005), abdominal pain (p<0.0005), indigestion (p-0.04) and total GSRS
score (p <0.0005) compared with miso, while miso induced diarrhoea
(p <0.0005). During maintenance, ome was similarly more effective in relieving
reflux symptoms (p-0.0005), abdominal pain (p-0.003), indigestion (p-0.008),
and overall symptoms (p-0.0003) than miso. Also the lower dose of miso
induced diarrhoea compared to placebo (p-0.04).
Conclusion In arthritic patients, who are severely incapacitated in terms of QoL,
omeprazole 20mg om provided more effective control of dyspeptic symptoms and
was better tolerated than misoprostol.
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