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ASSOCIATION OF CLINICAL PATHOLOGISTS:
45th SCIENTIFIC MEETING

The forty-fifth scientific meeting of the Association of Clinical Pathologists was
held at the Westminster Medical School, London, from January 25 to 27, 1951,
under the Presidency of Professor Sir Lionel Whitby, C.V.O., M.C., M.D.,
F.R.C.P.

At the first session, for which the President took the chair, four papers were
read. Summaries of these follow.

Amidopyrin Agranulocytosis

Dr. GEORGE DISCCMBE said that amido-
pyrin agranulocytosis was commonly caused
by prescribing amidopyrin in a proprietary
mixture, the prescriber being ignorant of or
forgetting its presence. Four fatal cases
had been encountered. In three, sulphapyri-
dine was at first thought to be responsible,
but amidopyrin had been taken at the same
time. It seems probable that the action on
the bone marrow of sulphonamides and
amidopyrin is synergic.

Many new drugs containing the benzamine
group are coming into use. Most drugs
containing this structure can cause agranulo-
cytosis, and the possibility of synergism
between amidopyrin and, for example,
phenergan is alarming. In Denmark, the
distribution of proprietary mixtures con-
taining amidopyrin is forbidden. It seems
probable that the same action should be
taken in Britain.

The Eosinophil and Other Leucocyte Changes in Burns

Dr. SEvrrr reported a study of the quanti-
tative changes in the eosinophil, lymphocyte,
and neutrophil counts in 26 patients suffering
from burns involving from 0.1 to 80% of the
body area. Soon after burning the eosino-
phil count falls and reaches low or zero
values in a few hours. This is often accom-
panied by a lymphocytopenia and usually by
a neutrophil leucocytosis (primary wave).
The eosinopenia, which persists from a half
to seven days, is of longer duration in those
more extensively burned, and there is a
statistical correlation between the percentage

of skin area burned and the duration of
eosinopenia. The significance of these facts
was discussed in the light of the known
biological and metabolic effects of burning
and of the recent knowledge about the effects
ofACTH andcortisone. Dr. Sevitt concluded
that eosinopenia was a senEitive index of
adrenocortical activity in burns. Other
leucocyte changes described were the onset
of eosinophilia following the eosinopenic
stage in some patients, a later or delayed
eosinophilia being probably due to allergy
and -a secondary neutrophil wave.

Fallacies in the Platelet Count due to the Use of Cresyl Blue
Dr. W. K. TAYLOR said that platelet

counts in cases of haemolytic anaemia using
Lempert's method (Lancet, 1935, 1, 151)
were found to be unduly raised. He recom-

H

mended that Lempert's urea citrate mixture
without the addition of dye should be
generally used for platelet counts. If the field
is not too bright, counting is quite simple.
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Factors Controlling Normoblastic and Megaloblastic Erythropoiesis
Dr. L. G. LAJTHA said that from work

with bone marrow cultures evidence was
presented for the presence of an inhibitory
factor in the serum and cerebrospmal fluid
of patients with pernicious anaemia. This
factor inhibits the ripening of megaloblasts
into normoblasts and produces megaloblasts
from normoblasts in vitro. Folic acid over-

comes the action of the inhibitory factor in
vitro and so does folinic acid (citrovorum
factor). Crystalline vitamin B,2 has no such
effect.
The inter-relationship of factors control-

ling normoblastic and megaloblastic ery-
thropoiesis was discussed.

For the second session the Chairman was Brigadier A. Sachs, M.D., M.Sc.
Summaries follow of the papers read at that session.

The Interpretation of Biopsies in Rectal Disease
Dr. C. DUKES discussed the interpretation

of biopsies in rectal diseases, and pointed
out that the value of the pathological report
depended very much on the type of material
obtained. The co-operation of surgeon and
pathologist, and the experience of both,
greatly enhanced the value of the biopsy
report. A diagnosis of malignancy was
seldom made without evidence of infiltration,
and therefore some mucosa should be

included in the biopsy. In some cases of
well-differentiated tumours without infiltra-
tion a diagnosis of malignancy might not be
possible. Slides of 30 cases were shown,
demonstrating the pitfalls in diagnosis and
rare forms of tumour formation. In the
practice of his hospital it was now unthink-
able to remove a tumour and do a colostomy
without a prior biopsy.

Kaposi's Varicelliform Eruption
Drs. A. DICK and N. R. GRIST (Glasgow)

described ten cases of Kaposi's varicelliform
eruption which appeared at the time of the
widespread vaccination occasioned by an
outbreak of smallpox in Glasgow. Of these
ten patients four were unrelated, two were
members of the same household, and four
were infected while in hospital. No case had
been vaccinated previously and all had been
in contact with recently vaccinated subjects
and had suffered from previous skin damage.
Coloured illustrations of several of the
patients wei-e shown.

Faiily complete pathological investiga-
tions were undertaken in five cases. The
vesicle fluid showed numerous elementary
bodies, and cultivation of this fluid or of
crusts yielded a coagulase-positive Staphy-

lococcus pyogenes aureus in all, while in three
the infection was mixed. After suitable
treatment the material from crusts or smears
was ased to inoculate the chorio-allantoic
membrane of 11-day chick embryos. The
vaccinia virus was isolated from two cases
and material sent to Dr. R. H. A. Swain,
of Edinburgh, who confirmed the isolation
of vaccinia virus from these and from two
additional patients. The mode of infection
was discussed and evidence was put forward
to suggest that the incriminating virus
(vaccinia in the present series) is inoculated
directly into previously damaged areas of
skin.

It seems worth mentioning that two
patients appeared to benefit by aureomycin,
and a further trial of this drug is indicated.

Cylindrical-celled Carcinoma Presenting as Nasal Polypi
Dr. H. A. LUCAs briefly considered the morbidanatomicalfeaturesofthesegrowths,

literature, especially Nils Ringertz's record and their relationship to papillomata.
of 27 cases. He described the clinical and Lantern slides of the histological features, a
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diagram illustrating the manner of growth,
with tables of age and sex incidence of the
cases compared with those in the literature,
were shown. Conclusions were drawn as to

the nature of these neoplasms, and the
impoitance stressed of complete histological
examination of all material obtained by
biopsy.

The Misuse of the Term " Adamantinoma "

Dr. K. S. THOMPSON and Professor E. B.
MANLEY briefly described normal tooth
development as a down growth from the
ordinary squamous epithelium from the
crests of maxilla and mandible, and drew
particular attention to the cytological differ-
ence between the cells of the internal dental
(enamel) epithelium and the ameloblasts.
They considered that many tumours, such

as those in the tibia and pituitary, were
wrongly called adamantinomas owing to

the oedematous prickle cells superficially
resembling stellate reticulum, and they
insisted that the diagnosis of adamantinoma
should rest on the developmental cell, the
cells of the internal dental epithelium.
As ameloblasts are only present with

enamel they objected to the application
of the term " ameloblastoma " to these
tumours, preferring Thoma's " adamanto-
blastoma," although they felt that long usage
made the term " adamantinoma " preferable.

On the afternoon of January 26 the President, Sir Lionel Whitby, gave the
presidential address, which will be published in the May issue of the Journal. Dr.
S. C. Dyke, D.M., F.R.C.P., was in the chair, and Dr. Norah Schuster moved a
vote of thanks to the speaker.

During the second day of the meeting seven papers were read. For the first
session Professor R. J. V. Pulvertaft, O.B.E., M.D., F.R.C.P., was the Chairman.
Sir Henry Cohen read a paper on "The Limitations of Laboratory Investiga-
tions."

Accumulation of Penicillin in Inflamed Tissues

Dr. J. UNGAR gave the results of experi-
ments on the distribution of penicillin in
infected lung tissue and blood. Broncho-
pneumonia was produced in mice and
guinea-pigs by intranasal instillation of a
virulent suspension of H. pertussis. When
different types of penicillin (aqueous solu-
tions of penicillin G or suspensions) were
injected into the infected animals, the
penicillin could be detected in their lungs in
considerably higher concentrations and for
a longer period than in the lungs of normal
control animals. The peak of penicillin

levels in the inflamed lungs was significantly
higher than that of the levels in the blood.
The tissue levels of penicillin depend on

the type of penicillin injected (water-soluble
or insoluble) and the degree of infection in
the lungs; the heavier the infection, esti-
mated by the extent of lung consolidation,
the higher are the levels of penicillin in the
lung, and they are also detectable there for a
longer period than in blood. This finding
adds further evidence for the efficacy of
single massive doses of penicillin in the
treatment of acute infections.

The Diagnosis of Weil's Disease and Canicola Fever with Special Reference to their
Atypical Forms

Dr. J. C. BROOM described the customary leptospirosis, which are isolation of the
methods for the laboratory diagnosis of organism and the demonstration of anti-
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bodies, but in neither case can the diagnosis
be established early in the disease. With
appropriate techniques it is often possible to
see leptospires during the first week in wet
preparations of blood, but the difficulty of
distinguishing them from artifacts may lead
to errors in identification.

It would obviously be helpful if tests could
be developed which would enable an early
diagnosis to be made with reasonable
certainty. A few observations on different
aspects of leptospirosis have been made by
various workers which, if confirmed and
extended, might serve this purpose. It has
been found that, in the early days of the
illness, (1) the erythrocyte sedimentation rate
is greatly increased; (2) the cerebrospinal
fluid contains an increased number of cells,
even in cases which show no symptoms of
meningitis; (3) in the meningeal form of
canicola fever the glucose content of the
c.s.f. is increased; (4) biopsy specimens of

gastrocnemius muscle show the characteristic
degenerative changes in single muscle fibres
or groups of fibres; (5) biopsy specimens of
liver show the characteristic loss of cord
structure and also signs of regeneration.
The interpretation of the results of agglu-

tination tests may occasionally present
difficulties. Sometimes the antibody titre for
the infecting species is, at first, much lower
than the corresponding titre for some hetero-
logous species. This may lead to complica-
tions, ifa hitherto unrecorded species appears
to be implicated, as occurred in two instances
about 18 months ago. Even such anomalies
can, however, be useful on occasion. In a
recent case the presence of heterologous
antibodies helped to establish the diagnosis
of Weil's disease, in a patient who died while
being treated with large doses of leptospiral
antiserum, and showing only a low agglu-
tination titre to Leptospira icterohaemor-
rhagiae.

Observations on the Epidemiology of Leptospirosis

Dr. J. M. ALSTON said that the illnesses
and deaths in the British Isles known to
be due to L. icterohaemorrhagiae (Weil's
disease) were roughly half those due to
typhoid fever. The causal organism is
excreted in human surroundings in great
profusion by rats and, less, by dogs. Lepto-
spiras do not survive long after excretion
and that is probably why the disease is
limited to those people who, usually by
occupation, are frequently or heavily con-
taminated by rats' urine. In conditions of
equal exposure the sexes are equally liable to
infection, but only 13% of nearly 1,000
instances in this country were in women or
girls. There is a seasonal increase of the
disease in the autumn.
The mortality rate for 1949 and 1950 was

12% of observed cases. Death does not
occur without obvious jaundice, and neph-
ritis is the most lethal feature. The mortality
rate is higher with increasing age. In the
non-fatal meningitic form of the disease, the
glucose content of the cerebrospinal fluid is

normal; infection during bathing tends to
lead to meningitis. Reduction of case-
mortality requires early diagnosis so that
penicillin and antiserum can be used to kill
the leptospira before hepatitis and nephritis
are severe.
The known incidence of infection by L.

canicola in the British Isles in 1949 and 1950
is 25 and 33 cases. The source of infection
is the urine of dogs which are liable to a
severe acute disease which may cause death
or chronic nephritis. Human infection is
domestic rather than occupational, and the
illness in human beings is mild with or
without meningitis and is very rarely fatal.
Incidence is much more in the second half
of the year. The incubation period and
natural routes of infection are not clearly
known.

In the British Isles there are species of
small rodents which are known on the
Continent to be carriers of other pathogenic
species of leptospiras, not yet found in this
country.
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Iron Metabolism in Normal Pregnancy and Iron Deficiency Anaemias of Pregnancy
and after Iron Administration

Drs. S. VENTURA and A. KLOPPER
considered the changes during pregnancy of
the serum iron, the iron-binding capacity of
the serum proteins, the serum copper level,
and the free erythrocyte protoporphyrin. It
was shown that the serum iron falls signi-
ficantly in late pregnancy and that the
concentration of the other constituents is
increased. The changes in normal pregnancy
are not nearly so gross as those demonstrated
for the hypochromic anaemias of pregnancy,
but they tend to show that the drain of iron

during pregnancy causes a state of latent
iron deficiency. This was demonstrated
further by plotting serum iron curves after
oral and intravenous iron administration
showing that during pregnancy the intestinal
mechanism of iron absorption is orientated
toward a maximal transfer of iron to the
blood stream, and that. when this mechanism
is short-circuited by the intravenous injection
of iron, the serum of the pregnant woman
still shows enhanced power and speed in
dealing with the influx of iron.

Atypical Flocculation Tests in Myelomatosis
Drs. J. H. 0. EARLE, N. H. MARTIN, and

Professor N. F. MACLAGAN contributed a
case history of myelomatosis and the
flocculation tests devised for it.
A man aged 59 presented with mild

malaise, and was found to have hepatomegaly
as the only abnormal physical sign. Punc-
ture biopsy of the liver revealed the presence
of amyloidosis for which no obvious cause
existed. Liver function tests gave the
following results:
Serum bilirubin .. 0.3 mg. per 100 ml.
Serum cholesterol 189
N.P.N. . . .. 46
Serum albumin .. 3.7 g. ,,,,,
Serum globulin .. 5.6
Total serum protein 9.3
Serum alkaline phosphatase 21 units.

Thymol turbidity 1 unit, thymol flocculation
negative, serum colloidal gold negative,
ZnSO4 test (Kunkel) 28 units, (NH4)2SO4 test
(Popper) 21 units.

In view of the unusual flocculation tests

electrophoresis of the serum was undertaken
with the following results:

Albumin 32%, a globulin 5.0%, (3 globulin
18.5%, yT globulin 40%, y globulin 4.0% of
total protein.
The y globulin showed spontaneous

precipitation during electrophoresis. The
protein picture as a whole suggested a
diagnosis of plasmacytoma which was
confirmed by radiology of the skeleton
where minimal lesions were seen in the skull,
mandible, femur, and other bones.
The peculiar dissociation between the

various flocculation tests and globulin
estimations in this case led to a search of
the records at St. George's and Westminster
Hospitals and to some further tests on sera
from the former hospital. Of the 13 cases
of plasmacytoma in which the results were
available, 11 showed similar results. It is
suggested that the finding of dissociated
flocculation tests is a valuable diagnostic aid
in plasmacytoma.

Potassium Deficiency States
Dr. McGOWAN discussed biochemical

changes in potassium deficiency states. The
main clinical evidence ofpotassium deficiency
was (1) muscle weakness, leading to paraly-
sis; (2) prostration, anorexia, and paralytic
ileus; (3) alkalosis, resistant to sodium
chloride; (4) E.C.G. changes.

He demonstrated particularly the shift
from intracellular to extracellular potassium,
with the balance maintained by excretion in
the urine and gastro-intestinal secretions,
and pointed out that potassium should
not be given unless renal function was
satisfactory.
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The Thigh-Neck Clearance: A Simplified Radioactive Test of Thyroid Function

Dr. J. B. FooTE and Professor N. F.
MACLAGAN presented a paper on their
method foi- estimating thyroid function.
A preliminary report was made to the

Society for Endocrinology in December,
1950, since when a further 35 subjects have
been tested. The method consists ofmaking
alternating neck and thigh counts with a
Geiger counter after oral administration in
the fasting state of approximately 30 uC. of
1"31 with 20 ,ug. carrier (expressed as KI).
The thigh-neck clearance is calculated by
dividing the rate of increase of neck counting
expressed as the increase of counts per hour
by the thigh count measured during the
same period. The measurements are ordin-
arily made over the period extending from
I to 1I hours after 1"3' administration. The
patients are restricted to an iodine-poor diet
for the three days preceding the test. A
special collar and thigh applicator are used
to ensure the return of the counter to the
same positions for each count. The test

occupies approximately one and a halfhours,
ofwhich about one hour is spent in counting.
The thigh-neck clearance is obtained in

arbitrary but reproducible units which vary
only with the geometrical constants of the
shielding apparatus used. Normal values
(23 subjects) were from 1 to 9. Twelve
thyrotoxic patients gave values from 24 to
72 and six cases of myxoedema gave zero
values. Sixteen cases of non-toxic goitre
gave results ranging from 1.5 to 11.5. This
procedure has been compared with the
plasma iodide clearance (Myant, Pochin, and
Goldie, 1949, and Pochin, 1950), and with
the neck-thigh ratio at one hour after oral
dosage. It is technically simpler than the
plasma iodide clearance and is superior to
the neck-thigh ratio in the diagnosis of
myxoedema.

REFERENCES
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The meeting ended with a symposium on " The Manifestations of Anoxia,"
when the Chairman was Dr. Magnus Haines, M.D. The principal speakers were
H. E. Holling (London), H. C. Dalziel (Barnet), C. K. Simpson (London), F. E.
Camps (London), and R. Jarman (London).

During the meeting demonstrations were on view at the Royal Army Medical
College, Millbank. Two films, A Hospital Syringe Service and (a) Kidney Function
in Health, (b) Kidney Function in Disease, were also shown at the Royal Army
Medical College.

The annual dinner was held at Claridges on January 27. The President was
in the chair. The toast of the Association was proposed by Dr. Traill (Aberdeen).
The guests included Sir Henry Dale, O.M., G.B.E., F.R.S., Sir Henry Cohen, and
Dr. Jaumain (Brussels).
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