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[WITH SPECIAL PLATES]
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Dr. L. P. J. HOLT (1): The patient (Case No. 328677; P.M.
No. 12148) was a Spanish woman speaking little English. She
was first seen at the West Middlesex Hospital by Dr. N. F.
Coghill in January 1967, when aged 42. She complained of
nausea of a month's duration followed by a constant epigastric
pain radiating to the left hypochondrium. The pain was

unrelated to food, and in spite of a good appetite she had lost
weight. At this time epigastric tenderness was the only abnor-
mality found clinically, but barium meal examination revealed
a small gastric ulcer high on the lesser curvature. Other
investigations: chest x-ray film normal; haemoglobin 8-8 g./
100 ml.; W.B.C. 4,000/cu. mm. with a hypochromic film;
E.S.R. 13 mm./hr. (Westergren). Treatment was started with
carbenoxolone sodium 100 mg. q.d.s., antacids, and barbiturates.
The epigastric pain settled after a fortnight and a further
barium meal examination was normal.

Seven days after admission she developed a widespread non-

irritating erythematous rash associated with oedema of the face,
arms, and hands. In addition, weakness of the proximal limb
muscles, neck and back, and tenderness of upper abdominal
muscles were noted. A diagnosis of dermatomyositis was made.
Three muscle biopsies (deltoid, triceps, and abdomen), skin
biopsy, and electromyography were all normal, but the serum
aldolase 12-1 units/ml. (normal 3-8 i.u./ml.), creatinine phos-
phokinase 248 i.u./ml. (normal 10-74 i.u./ml.), and glutamic
pyruvate transaminase 17 i.u./l. (normal <15 i.u./l.) were all
raised. Serum potassium 4-5 mEq/l. Pelvic examination was
normal and no abnormal cells were seen in vaginal or cervical
smears. The carbenoxolone sodium was stopped and treatment
started with prednisone 80 mg./day, but this was changed to
corticotrophin 40 units intramuscularly twice daily and predni-
sone 40 mg./day because of increasing dysphagia and
tachypnoea.
Ten weeks after her initial symptoms she was transferred to

the Hammersmith Hospital. Though alert, she was very

dyspnoeic and tended to regurgitate fluids through her nose,
her palatal movements being retained. The shoulder and hip
girdle muscles were weak but not tender, and the tendon reflexes
were symmetrical but depressed. A definite purple-coloured
macular rash was present over the face and hands with slight
facial telangiectasia and oedema.

Further Investigations

Haemoglobin 10-8 g./100 ml., with a hypochromic film;
W.B.C. 6,000/cu. mm. The serum albumin was 3-4 g./100 ml.,
serum globulin 2-9 g./100 ml. with a slight rise of c2 globulin.
Normal serum urea, electrolytes, and alkaline phosphatase. The
urine was sterile, with no proteinuria. The urinary creatinine
was 920 mg./24 hours (normal 50 mg./24 hours), urinary
creatinine 680 mg./24 hours (normal 800-1,500 mg./24 hours).
The muscle enzymes were normal (serum creatinine phospho-
kinase 36 i.u./l.; and aldolase 4-2 i.u./l.). Electromyography
of the right deltoid muscle showed an interference pattern,

which was reduced in frequency. Many individual motor unit
potentials were noted to be both polyphasic and shortened in
duration, this being compatible with dermatomyositis or steroid
myopathy. Lung function studies: F.E.V. 1 1 1.; F.V.C.
1*4 1. (normal 2 1-3 2); PvCo2 43 mm. Hg. Radiographic
examination of chest, large bowel, and kidneys was normal.
The cerebrospinal fluid was normal.

Because of the difficulty in swallowing, corticosteroids were
continued intramuscularly, and within three days she could
swallow normally. Some improvement in muscle strength
occurred, and reduction of corticosteroids was attempted but
resulted in increasing weakness, and therapy was maintained
at a dose of 45 mg. of prednisone per day by mouth. One
month after cadmission a slight fever associated with a progres-
sive anaemia (Hb 74 g./100 ml.), persistently positive occult
bloods, and negative direct Coombs test led to a further barium
meal examination, which showed a lesser curve ulcer and pos-
sible intragastric blood clot. Because of the necessity to con-
tinue corticosteroid therapy laparotomy (Mr. G. S. Makin)
was performed after a blood transfusion. A large infiltrating
tumour of the stomach with involvement of diaphragm,
pancreas, and liver was found. Resection was impossible, and
the postoperative course was stormy, with prolonged ileus and
later massive gastrointestinal haemorrhage.

Histology of the tumour showed a myeloma. Treatment
with intravenous melphalan and blood was started immediately,
but the patient's condition rapidly deteriorated and she died
the same day.

Clinical Diagnosis

(1) D -rmatomyositis.
(2) Myeloma of the stomach.

Post-mortem Findings

Dr. J. G. AZZOPARDI (2): Only a limited necropsy was
permitted, and this was done through an extended abdominal
incision. The body was that of a well-nourished woman.

The stomach contained a large plaque-like tumour covering
about three-quarters of the mucosal surface, involving the lesser
curve and most of the anterior and posterior walls in the
proximal four-fifths of the organ (Fig. 1). The irregularly
serrated tumour edge almost reached the greater curve in one
or two areas. On the upper part of the anterior wall its border
was indistinct. It was dull red and produced only slight
thickening of the gastric wall. Two small shallow erosions
were present close to the lesser curve in the distal part of the
tumour. The lumen of the stomach contained 500 ml. of fresh
blood clot. Microscopically the tumour (Fig. 2) was a plasma-
cytoma, varying from a moderate degree of differentiation to
a bizarre tumour composed of plasmablasts with prominent
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nuclcoii and multinucleated tumour cells (Fig. 3). A striking
feature was thO presence of an inflammatory reaction to the
tumour ; this consisted of lymphocytes and normal plasma cells.

The other rare, but described, finding was the presence of a fine
reticulin meshwork in the tumour, with some patchy forma-
tion of collagen fibres. The presence of normal plasma cells
and lymphocytes in this tumour could explain the polyclonal
7G found in the tumour stroma by immunofluorescence.
The small intestine and colon contained a litre of fluid blood,

but were otherwise normal.
The lymph nodes along both gastric curves and the coeliac

and para-aortic nodes were enlarged to 3 cm. in diameter, and
replaced by yellow-white tumour. Histologically they were

mostly replaced by diffuse tumour, but in some there was a

normal architecture with sinuses containing tumour cells,
implying lymphatic spread rather than local origin. The
mediastinal and para-oesophageal nodes also contained tumour.
Cervical nodes were smaller and fewer of them contained
tumour deposits ; inguinal nodes were tumour-free ; the axillary
nodes were not examined. Tumour had spread outside the
abdominal nodes, matting many of them together, spreading
retroperitoneally around the pancreas, and closely coating the
surfaces of both adrenals. Microscopic tumour foci were present
in the cortico-medullary junction in one block of kidney tissue.
The lumbar and the lower thoracic vertebrae all contained

isolated small deposits up to 1 cm. in diameter. No appreciable
bone destruction was present in these foci. The lower ribs
examined did not contain tumour.

The pectoralis major, the quadriceps, and the intercostal
muscles all showed evidence of severe disease (Fig. 4). There
was patchy damage varying from mild hyalinization and loss
of striation, through fragmentation to obvious necrosis of cyto-
plasm and nuclei. Other foci showed gross atrophy of muscle
fibres, sometimes with a definite increase of interstitial con-

nective tissue. Regenerative changes were also present with
central, more vesicular nuclei and bulbous sprouts of slightly
haematoxophilic cytoplasm. A striking feature was the virtual
absence of any inflammatory reaction either interstitial or pern-
vascular (? spontaneous ? result of therapy). The external
oblique muscle and the psoas did not show changes of myositis
or myopathy. The changes in the muscle biopsy taken at
lcparotomy were essentially similar to the abnormality already
described. In the psoas and pectoralis major, especially, there
was diffuse interstitial infiltration by tumour cells between
muscle bundles (Fig. 5).
The spleen weighed 140 g. and showed a light infiltration

wi:h tumour cells in the pulp. A minor degree of siderosis
was present.
The liver (1,770 g.) had an orange-fawn colour due to large

amounts of fat with a striking centrilobular distribution. On
the anterior capsular surface of the left lobe there were a few
tumour deposits up to 4 x 7 mm. in size.

The lungs showed mild oedema and terminal broncho-
pneumonia; numerous colonies of gram-positive bacilli were

present.
The right kidney contained pyaemic abscesses up to 3 mm.

in diameter (Fig. 6). A micro-abscess was present also in a

random thyroid section.
The other organs were normal.

Pathologist's Diagnosis

(1) Plasmacytoma of the stomach with marked regional nodal
and some soft tissue spread. Mild splenic involvement, non-

lytic vertebral deposits. No amyloid.
(2) Deatomyositis affecting limb girdles with negligible

inflammatory reaction.

(3) Terminal sepsis involving lungs and right kidney.
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(4) Terminal gut haemorrhage from erosions in gastric
neoplasm.

Discussion

Dr. HOLT: How malignant a myeloma was it ?
Dr. AZZOPARDI: That is a very difficult question to answer.

It was a more anaplastic myeloma than some. That is all I can

say. But then it is an unusual type of mycloma anyway because
it is extramedullary.

Dr. HOLT: To enumerate the points of interest here, first of
all we might consider the question of the gastric ulcer with
temporary healing-presumably this was a myeloma all along.
It is a common catch to get a malignant ulcer healing and
ignoring it-perhaps we fell into that trap. The second thing
is the incidence of myelomas in the stomach; about 10% of
extramedullary plasmacytomas are located in the gastrointestinal
tract. Thirdly, there is the difficulty of differentiating between
a lymphoma of the intestinal tract and a myeloma. Another
point is the difficulty of diagnosing cancer in patients with
dermatomyositis. The cancer is often small, discrete, and the
dermatomyositis usually precedes but may follow the discovery
of the cancer. Then there is association with myeloma ; as far
as I can see, this is the first time that a myeloma has been
described in association with dermatomyositis. As this is the
first time, one doesn't know whether it is the cause, or whether
it is purely an association. It was difficult to diagnose myeloma
in this case-the serum proteins were normal, the E.S.R. was

relatively normal, and there were only small quantities of
Bence Jones proteins present in the urine at necropsy.

Finally, the enzyme studies returned to relatively normal
levels, or certainly dropped, yet obviously the dermatomyositis
was progressing. One school of thought thinks that estimating
the muscle enzymes is the best way of following the progress

of dermatomyositis and the effect of treatment; and another
school thinks they are of little use.

Professor RUSSELL FRASER (3): Do you mean that the enzyme
levels are very rarely abnormal in dermatomyositis ?

Dr. HOLT: They are usually abnormal in the acute cases;

they may be normal in the untreated chronic cases.

Professor FRASER: Have you any idea of the frequency of
abnormal results ?

Dr. HOLT: No, that is a matter of definition. But most
cases of acute and subacute dermatomyositis have abnormal
serum aldolase and creatinine phosphokinase concentrations.

Extramedullary Plasmacytoma

Professor C. V. HARRISON (4): May I correct a possible
misimpression ? You emphasize the absence of both Bence Jones
proteinuria and plasma protein abnormality-but this is the
rule, not the exception, in extramedullary plasmacytoma. This
is what we would expect. Dr. Azzopardi, what was the bone
marrow like ? Were there localized deposits ?

Dr. AZZOPARDI: Yes, there were. The vertebral deposits
really didn't look any different from those of a run-of-the-mill
myeloma, but we did not have permission to examine the whole
of the skeleton. The ribs sampled had no deposits. In the
vertebrae there were no punched-out areas of bone.

Professor E. G. L. BYWATERS (5): Which biopsy was it
that Dr. Azzopardi was referring to ? There was one that
was sent to us, I think, from elsewhere-was that the one ?

Dr. AzZOPARDI: No, I was showing the biopsy taken at
Hammersmith Hospital. I have re-examined the biopsy taken
elsewhere and, while I would not say it was completely normal,
the changes were certainly minimal. It was taken from the
triceps-was this muscle clinically normal?
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FIG. 1.-Low power view of section
of stomach to show plaque-like
tumour replacing the mucosa. (H.

and E. x15.)

FIG. 2.-Tumour cells infiltrating the
subserosal fat in the gastric biopsy.

(H. and E. x 240.)

FIG. 3.-The R.N.A.-rich cytoplasm
of the malignant plasma cells is darkly
stained in this Unna-Pappenheim pre-
paration. (x550.) Note the central

mitosis.
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FIG. 4.-Quadriceps muscle showing
marked variation in fibre size with
fragmentation and necrosis. (H. and

E. X 250.)

FIG. 5.-Psoas muscle showing rela-
tively normal muscle fibres, and an
interstitial tumour infiltrate. (H. and

E. x 240.)

FIG. 6.-Right kidney with pyaemic
abscesses. The central dark areas are
bacterial colonies. (H. and E.

x 100.)
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Dr. HOLT: When she came to us I think it was tender.
Dr. AZZOPARDI: From the clinical history it seems to be

the wrong place for the biopsy, and, in assessing the relative
merits of enzymes, muscle biopsies, and so on, it is clearly
important to select the biopsy site carefully.

Professor BYWATERS: Which biopsy did you actually show ?
Dr. AZZOPARDI: I looked at both. I showed you the pictures

of the one taken here. I think it was taken at the time of
laparotomy.

Professor BYWATERS: Well, that was right at the end of her
life. Did you find any ab;.ormality in the muscle vessels ?
In the primary type of dermatomyositis, particularly in children,
there is very often quite a distinctive vascular abnormality in
the small arterioles of the muscle and gut.

Dr. AZZOPARDI: No, this was in fact conspicuous by its
absence; neither vascular changes nor inflammatory changes
were found. I found only one focus of about five or six lympho-
cytes around one vessel in the sections of muscles examined,
and the vessels themselves showed no change whatever. There
might be some difference, of degree at any rate, between idio-
pathic dermatomyositis and dermatomyositis associated with
malignant disease in terms of frequency of inflammatory infil-
trate in the muscle.

Professor BYWATERS: On the last point, frequently cases of
dermatomyositis show practically no reaction in the muscle
vessels, and conversely many types of disease show perivascular
lymphocytic aggregation in muscle.

Dr. AzZOPARDI: I would say " sometimes " rather than
"frequently." They show inflammatory infiltration more often
than not.

Professor BYWATERS: Sometimes you can see no lympho-
cytes; sometimes you can see a few; very rarely you can see
many.

Professor FRASER: In this case there was quite clearly a

carcinoma behind it. Were there any indications in the cliinical
picture at the start to indicate that ?

Dermatomyositis and Carcinoma

Professor BYWATERS: I think Dr. Holt has rightly stressed
that anyone with dermatomyositis over 40 probably has
carcinoma-that is, in about half of the patients. I don't think
there are any real clinical differences; the rash is very similar,
there is weakness, and the muscles are perhaps less painful.
I'm not really aware of any absolute clinical guide apart from
the fact that you should always suspect neoplasm at this age.

Dr. HOLT: The only other two possibilities are that there
is probably a higher incidence of carcinoma when the skin
eruption is florid. One type of myositis gives a myasthenic
picture-in other words, it partially responds to edrophonium
injections-and this suggests a carcinoma. Carcinoma as a

cause is commoner, too, in men compared to women. It can

arise in practically any organ.

Professor R. E. STEINER (6): We should have suspected that
the peptic ulcer was malignant, in view of the accompanying
dermatomyositis. It is always very difficult to interpret films
which have come from another hospital. I had quite a job to

find an ulcer; it is a tiny little crater. The ulcer disappeared
after the next examination. One must assume that it was not

a malignant ulcer by definition.
Dr. HOLT: Is that true ? I don't think it is.
Professor STEINER: A malignant ulcer can get smaller-at

least the inflammatory element gets smaller, but the ulcer itself
doesn't completely disappear. The gastric wall around the
ulcerated area is often rigid and may produce a filling defect,
but this wasn't shown here. There were no other signs one

would expect with a malignant ulcer. What I don't know was

whether the stomach moved normaly on fluoroscopy or whether

E9

it was rigid. Also, there was no film available which showed
the mucosa. When we saw this patient here the mucosa was
completely destroyed. So there was clearly a widespread infil-
trating lesion, and I assume that this had happened over quite
a period. If a gastric mucosal film, two or three months pre-
ceding our examinations, had been available this could have
been abnormal and confirmed the diagnosis.
The lack of mobility is really the important feature here.

With a tumour which is infiltrating widely, as this one is, I
would have expected a rigid, tubular stomach, with barium
passing through it very rapidly.

Professor FRASER: Is that how localized extramedullary
myelomas often appear in the stomach ?

Professor STEINER: Yes, they start submucosally and then
produce a rigid gastric wall. In appearance they resemble a
lymphoma.

Dr. AzzoPARDI: They are rather like other gastric
lymphomas in that they tend to produce thick plaque-like
lesions with or without ulceration.

Professor STEINER: One other point about Professor
Bywaters's question on the appearances in bone-we never sus-
pected myeloma, and we x-rayed the limbs only to see if there
was any advanced decalcification. There were no tumour
deposits in the long bones. These are bad sampling sites, any-
way, and we ought to have looked at the spine, pelvis, and
lateral skull.

Dr. AZZOPARDI: Dr. Holt, is it really true that dermato-
sitis with malignant disease is commoner in men ?

Dr. HOLT: No, the incidence of carcinoma as a cause is
commoner in men. In other words, the chance of the derinato-
myositis being due to carcinoma is higher in a man than in a
woman. The actual distribution of dermatomyositis between
males and females is about equal.

Dr. E. D. WILLIAMS (7): Dr. Azzopardi, we have been
talking rather loosely about the association of dermatomyositis
with carcinoma. I understood that traditionally it is most
often seen with adenocarcinomas, with adenocarcinoma of the
stomach as the commonest single type of tumour. Is this true,
and can you explain the mechanism of this association, either
with adenocarcinomas in general or with myeloma as in this
case ?

Predominance of Adenocarcinomas
Dr. AZZOPARDI: I agree that there does seem to be a pre-

dominance of adenocarcinomas, which is possibly not fortuitous.
The best data suggest that adenocarcinoma of the breast, of the
stomach, colon, and rectum-in other words the gastrointestinal
tract and associated organs such as the gall bladder-are fre-
quently implicated. Ovarian carcinoma is implicated more
frequently than one would expect by charice. This is why
I was slightly surprised to hear Dr. Holt say that this was more
frequent in men than in women, for the rather large number
of cases of breast and ovarian carcinoma would have implied
the reverse.
There are many cases of bronchial carcinoma associated with

dermatomyositis, but unfortunately the type of tumour is rarely
described. There is only one well-documented oat-cell
carcinoma that I amn aware of. Renal, prostatic, and other
carcinomas have figured in occasional reports and there are
passing references to tumours of the urinary bladder. In the
malignant lymphoma group there has been a genuine associa-
tion in a few patients with Hodgkin's disease, and more rarely
perhaps with lymphosarcoma.
Most authors stress that dermatomyositis has hardly ever

been seen with leukaemia, though there is an interesting solitary
exception to this.' Thymomas can sometimes show this asso-
ciation, but discussion of this would open up a whole new field.
In short, it seems to be true that more adenocarcinomas are
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implicated than one would expect by chance. For in ,

relatively common tumours like squamous carcinoan of the
cervix or oesophagus seem to be very rarely, if at all, repre-
sented.

Dr. WILLIAMS: Has anybody put forward any suggestions
to explain the association ?

Dr. AzzoPARDI: Well, that it is not fortuitous is about the
only thing that is definite. But there are three major theories
and their variants. The first of these is that the dermato-
myositis and the tumour either share a common aetiology or

that dermatomyositis is in some way responsible for the develop-
ment of a tumour. Both possibilities are highly unlikely.
Secondly, if you accept that the tumour is responsible for the
muscle disorder you could postulate that the tumour produces
something which is directly toxic to the muscle, or perhaps that
it removes metabolites necessary to the maintenance of normal
muscle. These are still possibilities, but ones for which there
is little or no evidence in most cases.

The third and most widely accepted view, which has evidence
to back it, is the immunological one, which takes a variety of
forms. One distinct possibility is the existence of shared anti-
gens between the tumours and muscle. This hypothesis has
evidence to back it-since circulating antibodies have been
demonstrated by in-uivo techniques, and more recently in vitro
by Dr. Alexander, who is here in the audience today.

Serological Studies

Dr. ALEXANDER: My personal experience in finding
this antibody is limited to four patients only. I took serum
specimens from them at various stages of their illness, and
deep-froze the samples. When these patients were undergoing
surgical treatment we went down to the operating-theatre and
got a specimen of tumour as well. A saline extract was made
of this tumour and then used in a complement-fixation test
against the patient's serum. An antibody was found in the
serum of four out of eight patients examined. I have also
estimated levels of the antibody after operation and in three
patients whom I have been able to follow the antigen titre had
fallen. Immunofluorescent tests were carried out in two
patients and showed y-globulin disposition around the muscle
bundles in the cutis.

Professor FRASER: What sort of titres did you get ?
Dr. ALEXANDER: The highest titre was 1: 320. None of

them was fantastically high, and in one patient with an adeno-
carcinoma of the breast who has survived 18 months specimens
of sera taken three weeks ago showed no antibody present at all.

Professor FRASER: What about his dermatomyositis ?
Dr. ALEXANDER: At the moment he hasn't got any.

Dr. WILLIAMS: Have you looked for these antibodies in
patients without dermatomyositis ?

Dr. ALEXANDER: Yes, on other people in the laboratory and
myself, and I couldn't find them. I tried to see if antibodies
would cross-react in my four patients between each other, and
they haven't.

Professor FRASER: What about the extraction of the antigen ?
Do you just take a saline extract ?

Dr. ALEXANDER: I made a saline extract after freezing and
thawing and grinding the tumour. It is a very crude antigen.

Dr. AZZOPARDI: The fact that the antibodies did not cross-
react between the four patients is not really worrying. It may
indicate a tumour specificity.

Dr. HOLT: Have you done any skin testing ?
Dr. ALEXANDER: No, I confined myself to testing serum,

and measured immunofluorescent and complement-fixing anti-
bodies. I also by chance found some immunofluorescent signs
around the muscle with the same antigen from the tumour.

BRITISH
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Professor FRASER: Have you tested this on other tissues ?
Dr. ALEXANDER: People don't seen to like parting with their

normal muscle but we have done it on biopsy specimens. We
did have some heart muscle from an operation on another
patient and that didn't react.

Professor FRASER: Thank you very much. Professor
Bywates, any comments on the pathogenesis of this ?

Professor BYWATERS: None except that there is so far very
little evidence for what everyone feels may be an immuno-
logical origin.

Professor FRASER: Dr. Allen, what about electromyographic
diagnosis ?

Electromyographic Differentiation

Dr. E. N. ALLEN (8): In the classic case of myositis one can

make the diagnosis electromyographically very easily. Unfor-
tunately, one doesn't often get such cases. Classically myo-
pathic muscle unit potentials are recorded-namely, short
duration, polyphasic potentials-and changes of muscle dener-
vation are also found. More often, however, one just gets
changes suggestive of myopathy and then one cannot distin-
guish electromyographically between a myopathy or myositis.

Professor FRASER: So these are rather non-specific changes.
A PHYSICIAN: Could I ask Dr. Holt about the

connexion between administration of carbenoxolone and the
initial muscle disorder ? I think this has been described in
relation to myoglobinuria.

Dr. HOLT: Two groups in Aberdeen described myositis and
myoglobinuria in two patients taking 300 or 400 mg. of
carbenoxolone, which took quite a time to settle down.2
I think one can rule it out in this case.

Dr. WILLIAMS: Why ?
Dr. HOLT: There is another cause-myeloma.
Dr. WILLIAMS: She had 400 milligrammes of carbenoxolone

daily for 10 days.
Dr. P. I. REED (9): The important thing is that the

Aberdeen workers showed that the changes were reversible on

discontinuing the drug.
Dr. AZZOPARDI: Well, this was progressive-there were

severe changes about three months later, which I think must
rule it out as the only cause. What is carbenoxolone and what
is it used for ?

Dr. REED: Carbenoxolone sodium is an extract of liquorice
and is used in the treatment of peptic ulcer. As Biogastrone
it is used for gastric ulcer, and as Duogastrone in the treatment
of duodenal ulcer, but for the latter it is not quite so effective.

Professor BYWATERS: Could we ask Dr. Reed if he has any
idea why it should be of help, if it is of help ? A supplemen-
tary question-do you think that in this particular case gastro-
scopy would have been of any value ?

Dr. REED: Yes, I would like to answer the second point first,
I think every patient with a suspected gastric ulcer, especially
if there is any radiological query regarding the ulcer itself,
ought to be gastroscoped. Of course, even this may not always
answer whether a lesion is neoplastic or not, but it would have
been a helpful procedure in this instance.

Professor STEINER: There was never any query about the
ulcer-it disappeared completely. The primary diagnosis was

very doubtful in my opinion.
Dr. REED: But the diagnosis was made by gastroenterologists

and the patient treated accordingly, and I feel that to comple-
ment the radiology in such a situation it is important to gastro-
s0ope such a patient. From a practical point of view, occasion-
ally if there is a language difficulty, as there was obviously here,
then this could be a reason for not doing it, but one can usually
introduce a simple gastrocamera, which is an easy procedure,
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and photograph the inside of the stomach. This might well
have given helpful information in this patient.

Value of Gastroscopy
Professor BYWATERS: In view of the nature of the changes

at the necropsy, do you think this could have been picked up
by photography or by gastroscopy ?

Dr. REED: These changes were perhaps not so evident 14
months before death, and, as this was a rapidly progressing
lesion, I think that in March 1967 (when the patient was first
seen) the lesion might well not have been picked up even at
gastroscopy. But even so gastroscopy and visual biopsy of any
suspicious areas might have been a very relevant and important
procedure to carry out at that time. About the situation where
malignant ulcers do appear to heal that Professor Steiner raised,
in a superficially spreading carcinoma of the stomach where the
spread is mucosal and submucosal then apparent healing of an
overlying ulcer can take place.

Dr. AZZOPARDI: Are you speculating ?
Dr. REED: No, there are well-recorded and documented

cases.
Dr. AZZOPARDI: How are they documented ?
Dr. REED: On partial gastrectomies carried out in patients

suspected of having only benign ulcers. Careful examination
of the resected specimens studied together with previous radio-
logical and gastroscopic data have confirmed this.4 5

Dr. AzzOPARDI: I can't quite see how malignant ulcers heal.
They might if an ulcer was on the edge of a malignant tumour,
but I can't quite envisage the malignant epithelium healing so
that a previously radiologically visible ulcer disappears.

Dr. REED: But then it isn't a true malignant ulcer-in other
words, there is a peptic ulcer in tissue which is not necessarily
malignant. Another point is why was there so much bleeding
taking place when histologically there appears to have been very
little superficial ulceration.

Dr. AzzoPARDI: This does happen-for instance, with oeso-
phageal varicose veins.

Dr. REED: Could you actually see blood seeping through ?
Dr. AZZOPARDI: What, post mortem ? If you have a litre

and a half of fresh blood-and an ulcerated tumour-I do not
think we need look further for a case of bleeding.

Professor FRASER: Presumably widespread inflamed gastric
mucosa which was oozing, with the lesion underneath it.

Dr. REED: I would like to comment on the helpful effect ot
carbenoxolone, whose exact mode of action has not yet been
determined. Recently there have been reports of the use of
the deglycyrrhizinated extract of liquorice, which seems to have
a similar healing action on gastric ulcers to that of carben-
oxolone. So it would appear that there are at least two factors
present in liquorice which have this function.

Professor FRASER: Which two factors ?

Dr. REED: The glycyrrhizinic acid extracted from liquorice
and deglycyrrhizinated extract of liquorice.

Dr. HOLT: It is also interesting that liquorice has an anti-
inflammatory action. We tried it in rheumatoid arthritis, as
the first anti-inflammatory agent that also heals ulcers. The
first two patients we treated were brought into hospital
paralysed. One of them was taking steroids, and developed
oedema because this is a sodium-retaining agent, so she was
given diuretics, which washed out all her potassium. The other
one did not have this vigorous treatment but the biogastrone
still made her excrete a lot of potassium.
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