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ZXPRZSSIOX p82 AMD h8P IN BARRTT' a MUCOSA
AND OESOPBAGZAL CARCINOMA.

ANDRHW H~NY JAUZJANKOWSKT. RICAR OULSOMO.
SUKDEV SINGH. GHORG L_A A HOe AWRIGHT.
ICRF/RCS Histopathology unit Lincoln's Inn
Fields, London.

Expression of pS2 (an oestrogen- induced gene
discovered in the MCF-breast carcinoma cell
line) and human spasmolytic polypeptide (hSP)
and their mRNA's were analysed in 100 biopsies
from individuals with oesophageal symptoms.
Histology revealed 35 with Barrett's gastric-
type metaplasia, 40 with intestinal metaplasia,
10 adenocarcinomas and 15 with normal or mildly
inflamed mucosa.
In the typical gastric-type Barretts metaplasia
positive staining for pS2 was confined to the
superficial (foveolar) compartment and was
diffusly cytoplasmic in nature. Approximately
50% of the intestinal type mucosa cases had
coarse strong positive pS2 staining and;
appeared to relate to type 2 intestinal
metaplasia; in type 1 cases this was very focal
and restricted to goblet-cells. 50% of
adenocarcinoma cases also demonstrated pS2
immunostaining. Neither squamous epithelium nor
oesophageal glands (both putative Barretts
progenitors) immunostained for pS2.
hSP staining was most prominent on the
proliferative compartment of the glandular
epithelium.
The function of these proteins in Barrett's
mucosa is at present unknown, but the
distribution of pS2 suggests both an association
with certain differentiated features and
reparative mechanisms. The distribution of hSP
also suggests similar associations but also may
relate more directly to proliferative activity.

REGRESSION OF COLUMNAR LINED (BARRETT'S) OESOPHAGUS WITH
CONTINUOUS OMEPRAZOLE THERAPY.
S Gore, C J Healey, R Sutton, N A Shepherd, S P Wilkinson
Gloucestershire Royal Hospital, Gloucester

Twelve adult patients with a columnar lined Barrett's
oesophagus (CLO) of at least 3 cm extent have received
continuous omeprazole therapy, 40 mg daily. They were
assessed by endoscopy and biopsy six months prior to
treatment, immediately before treatment and at six months,
one year and two years later.

During the six months before treatment there was a small
non-significant increase in the length of CLO
(6.4 cm + SD 2.6 to 7.5 + 3.4). After commencing treatment
there was a progressive statistically significant reduction
in the length of CLO (6.2 - 2.7, p<0.005 at six months;
5.6 + 2.5, p<0.001 at one year; 4.5 + 2.6, p<0.001 at two
years). At two years there had been complete regression
Of CLO in three patients as defined by an extent of less
than 3 cm.

Treatment also resulted in the emergence of macroscopic
squamous islands within the CLO. These were not seen
before treatment in any patient, but were present in eleven
at two years. Microscopic evidence for regression of CLO
was evidenced by the emergence of microscopic squamous
islands and squamous encroachment of the abnormal mucosa
at the squamocolumnar junction. There was also a statis-
tically significant reduction in the percentage of sulpho-
mucins.

Continuous omeprazole therapy induces regression of
Barrett's oesophagus.

p53 MUTATION PRECEDES MORPHOLOGICAL DYSPLASIA
IN BARRETT'S OESOPHAGUS

Gray WR1 Thomas DM2 Hall PA' Kingsnorth AN'

University of Liverpool Dept Surgeryl, Williaa
Harvey Hospital Ashworth, United Medical and
Dental Schools St Thomas's Campus London3'

Intestinal type Barrett's oesophagus (CLO)
predisposes to dysplasia and adenocarcinoma of
the oesophagus. p53 is a nuclear phosphoprotein
product of a gene which is normally undetectable
by immunohistochemistry using conventional
techniques, due to its short half-life.
Abnormalities of the p53 gene are comon in a
range of different neoplasms and may be either
due to mis-sense mutation and production of a
mutant, or with allelic deletion.

Using a polyclonal antiserum C0-1 raised to
recombinant human p53, we have investigated the
expression of p53 in the metaplasia-neoplasia
sequence of CLO using 65 histological blocks from
8 cases of intestinal CLO, 7 cases of dysplastic
CLO and 7 cases of adenocarcinoma arising in CLO.

p53 immunoreactivity is not detectable in
normal oesophageal epithelium or stroma, but is
present in the nuclei of epithelial cells in 6 of
8 cases showing metaplasia without dysplasia, in
4 of 7 cases with dysplasia (both low and high
grade) and in 5 of the 7 adenocarcinomas,
including in areas of in situ disease. There is
however, considerable variation in the number of
p53 immunoreactive cells making adequet sampling
essential.

We conclude that p53 expression is a common
abnormality in CLO and its complications and
appears to be a relatively early event. This
strongly suggests that mutation of p53 (which is
tightly linked with abnormalities of p53
expression) is a molecular event underpinning
neoplasia in Barrett's oesophagus.

INCREASING INCIDENCE OF ADENOCARCINOMA
OF THE OESOPHAGUS IN WOMEN AND MEN
WITIN THE MERSEY REGION FROM 1963 TO 1987

+R Sutton. ^J Herd. * J Youngson. DAshby and ^EMI
Williams. Departments of Surgery and Public Health,
University of Liverpool

National statistics suggest an increasing incidence of
oesophageal carcinoma amongst males over the last 30
years, principally of adenocarcinoma; the region with the
highest incidence has recently been Mersey. We have
examined the incidence of histological subtypes of
oesophageal carcinoma in the Mersey Region throughout
this period. Data were obtained from the Mersey Regional
Cancer Registry for all registrations of oesophageal cancer
(ICD 150) between 1963 and 1987. Population data were
obtained from the Registrar General's Statistical Tables and
the Regional Informaton Unit. Raw data were checked
using postal codes and diagnosis codings. Averaged annual
age standardised incidence rates of oesophageal carcinoma
increased from 2.7 (95% CI 25-2.9) to 8.0 (7.8-8.3) per
100,000 men betwedn the first and last quinquennia;
adenocarcinoma increased from 0.3 (0.2-0.3) to 3.3 (3.1-35)
and undifferentiated carcinoma from 0.3 (03-0.4) to 2.4
(2.2-2.5) per 100,000, with little change in squamous
carcinoma rates. Oesophageal carcinoma rates also
increased from 1.9 (95% CI 1.8-2.1) to 4.0 (3.84.1) per
100,000 women over the same period; adenocarcinoma
increased from 0.07 (0.05-0.09) to 0.6 (0.6-0.7), squamous
carcinoma from 1.7 (1.5-1.8) to 2.2 (2.0-2.3), and
undifferentiated carcinoma from 0.2 (0.1-0.2) to 1.2 (1.1-
1.3) per 100,000. The increases observed are remarkable
not only because of the large increases in adenocarcinoma,
but also because of the large increases amongst women.
These increases may be associated with changing smoking
patterns amongst the poorer members of our ageing society.
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CALCITONIN GENE-RELATED PEPTIDE (CGRP)
INNVERVATION OF THE OVINE OESOPHAGUS.
S.Y.Kwun, L.H.Heywood. A.Watson. Dept Veterinary Physiology
and Surgery, University of Sydney, Australia.

CGRP is a 37 amino acid neuropeptide found in the peripheral
ends of sensory neurons in the upper gastrointestinal tract. The
aim of this study was to examine the chemical neuroanatomy of
the ovine oesophagus with particular reference to the
distribution of CGRP.
The terminal thoracic oesophagus was obtained from 8 adult

cross-bred merinos. A variety of neurohistological methods
including silver and osmium staining, enzyme histochemistry,
histofluorescence and immunohistochemistry was used to
compare the morphology of axons and nerve endings. The
presence of neuropeptides was identified in aldehyde-fixed
sections using immunofluorescence methods.

CGRP-immunoreactive (CRGP-IR) fibres were distributed in all
layers of the oesophagus. A particularly rich supply of CGRP-IR
fibres was found in the myenteric plexus. The muscularis
mucosae and blood vessels received a less dense supply of
CGRP-IR fibres. Immunoreactive fibres were found regularly in
the papillae of the lamina propria extending to the mucosa.
Bundles of fibres originating from vagal branches were
associated with myenteric ganglia radiating within and between
the muscular layer to form a network of intramural plexuses.
There were numerous CGRP-containing cell bodies and axons
in the general visceral afferent neurons of the vagus (nodose
ganglion) and CGRP-IR fibres around many principal neurons
(50.200 cells/section) of the stellate ganglion. Double staining
showed that most CGRP-IR fibres found in striated oesophageal
muscle coincided with the distribution of acetylcholinesterase-
positive motor endplates.
The CGRP pattern suggests that CGRP is present not only in

the peripheral ends of sensory neurons in the oesophagus but
also in motor neurons.CGRP may prove a useful peptide in the
elucidation of the mechanisms of reflux responses to stimuli
within the oesophagus.

OUTCOME OF CUFFED PROSTHESIS PLACEMENT IN
MALIGNANT OESOPHAGEAL FISTULA. RNM van Someren.
MJ Benson. J Jacomb-Hood. CP Swain. Dept. of Gastroenterology
Royal London Hospital, London El1 BB.

Spontaneous or iatrogenic oesophageal perforation is a
catastrophic complication of malignant tumours invading the
oesophageal wall. Most patients are inoperable because of frailty or
advanced cancer. We reviewed the outcome of placement of cuffed
Wilson-Cooke oesophageal prostheses in 6 such patients. Four had
spontaneous tracheo-oesophageal fistulae. One had a tracheo-
oesophageal fistula following oesophageal dilatation and one had an

oesophageal-pleural fistula following oesophageal dilatation. They
were aged 55 to 69 years.

Prostheses were placed over a guide wire left in situ after
endoscopy and dilatation, and accuracy assured by fluoroscopy prior
to cuff inflation.

In all 6 patients fistula occlusion was confirmed by
omnipaque swallow performed within 24 hours of placement.

The prosthesis slipped 7 days later in one patient, and his
tracheo-oesophageal fistula was then occluded with a bronchial stent.
The prosthesis in a patient with oesophago-pleural fistulation Was not
present on X-ray 6 weeks later, and his fistula was seen to be healed
endoscopically and by contrast swallow. Two died 24 hours after
intubation, one died at 72 hours and one died at 10 days.

Cough and dysphagia were abolished in all patients, but
appetite remained poor and only the patient with oesophago-pleural
fistulation left hospital.

In conclusion, cuffed prostheses palliate symptoms in
tracheo-oesophageal fistulation, but survival remains extremely
limited. A single patient with oesophago-pleural fistula did well.
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SIGNIFICANT PALLIATION OF ADVANCED GASTRIC/OESOPHAGEAL
ADENOCARCINOMA (G-O/C) WITH LASER ENDOSCOPY AND
COMBINATION CHEMOTHERAPY:
R.C Mason, J Derodra, P Hale, P. Harper, M. Highley,
S. Houston, W. J Owen.
Depts of Oncology and Surgery, Guy's Hospital, London,

59 consecutive patients (pts) with advanced metastatic
G-O/C referred to the laser endoscopy unit have been
treated on three defined sequential protocols. (I) Laser
therapy alone (L) repeated as frequently as needed for
symptomatic relief (30 pts); (2)FA/FU chemotherapy+
(L) as in (1)(Folinic acid 200mg/M2 over 2 hours, 5FU
bolus 400mg/M2, 5FU 400mg/M2 22 hour infusion DI+2q 14
days).and (3) ECF chemotherapy +(L) (Epirubicin 50mg/M2
iv DI, Cisplatin 60mg/M2 DI q 3 weeks 5FU 200mg/M2 daily
continuous infusion) (18 pts). All pts had advanced
disease, ECOG scores 0 to 2, < 80 yrs old. Response rates
(PR +CR) were 0% and 67% respectively for FA/FU and ECF
(p>0.001), median number of laser endoscopies/month
(L/month) were significantly less with ECF and weight
change was significantly less (% wt lpss) on both FA/FU
and ECF (table).

Treatment PtN L/Month % wt/loss Resp M/Surv

'L'Alone 30 1.02 -21.2 ---- 20 wks
5-FU/FA L 11 1.09 (NS) -6.45 0% 26 wks
ECF L 18 0.16 (p>O001)-1.82 67% 30+ wks

Conclusion: ECF chemotherapy has a potential palliative
role in the treatment of advanced 'G-OC', decreasing
both numbers of laser endoscopies needed, decreasing wt
loss. In this phase 11 study chemotherapy was exceptional
well tolerated. Details of improvement in activity will
be available. ECF chemotherapy shows sufficient activity
in advanced G-O/C to warrant randomised studies in the
adjuvent setting and these have commenced.
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THE OESOPHAGUS IN PATIENTS WITH NON-CARDIAC CHEST PAIN(NCCP)
P Cherian, KD Bardhan, LF Smith*, JAC Thorpe*, D Oakley*,
D Dawson* District General Hospital, Moorgate Road,
Rotherham; *Northern General Hospital, Herries Road,
Sheffield.

The oesophagus and heart share a common innervation. We
therefore investigated patients with pain typical of cardiac
ischaemia, but in whom there was no significant heart
disease, to assess the frequency of oesophageal abnormality
and its type.

121 patients were divided into 3 categories; group 1:
patients with normal coronary arteriogram(n=44); group 2:
patients whose coronary arteries showed only minor lesion(s)
including those after angioplasty and revascularisation pro-
cedures(n=21); group 3: those with a normal exercise ECG
(modified Bruce protocol) which in this centre precludes
coronary arteriography(n=56).

Patients underwent the following investigations: 1) Upper
gastrointestinal endoscopy + oesophageal biopsy. Those with
franX oesophagitis or with a large hiatal hernia were exclu-
ded. 2)Standard stationary manometry. 3)24 hour oesophageal
pHmetry. 4)Acid perfusion (O.1N HCl)(placebo controlled). 5)
Graded balloon distension. 6)IV edrophonium 10mg (placebo
controlled). 7)Exercise ECG (modified Bruce protocol) with
pH electrode in situ. Tests 4 and 5 are for pain perception
and 6 and 7 for pain provocation. Abnormal results:

Mano- 24h pH Acid Balloon Edrophonium Exercise
metry metry perfusion distension provocation reflux

Gp 1 13(29%) 24(64%) 5(11%) 8(18%) 3(6%) 3(6%)
Gp 2 7(33%) 14(66%) 2(10%) 3(14%) 2(10%) 1(5%)
Gp 3 15(27%) 37(66%) 5(9%) 6(11%) 1(2%) 1(2%)
Total 35(29%) 75(62%) 12(10%) 17(14%) 6(5%) 5(4%)
* 14(12%) 42(40%) 1(0.5%) 1(0.5%) 0(0) 0(0)
(*Test as sole abnormality)

There was no difference in the frequency and pattern of
abnormality between the 3 patient groups. Excessive gastro-
oesophageal reflux(62%) and disturbed motility(29%) were the
commonest abnormalities (and in 40% and 12% respectively
were the sole abnormality). In contrast, abnormal pain per-
ception or pain provocation was uncommon. In conclusion,
oesophageal function is often abnormal (83%) in patients
with NCCP.
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