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gross atheroma is rare in patients with chronic
alcoholism, a condition commonly associated with
severe protein deficiency. It would seem, therefore,
that the degree of protein consumption is yet another
factor which will require investigation during the course
of further research designed to establish the aetiology
of coronary artery disease.-I am, etc.,

Medical Research Laboratories, M. A. PEYMAN.
Charing Cross Hospital,
London W.C.2.
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Post-mortem Serum Cholesterol
SIR,-Dr. J. N. Glanville's data (December 24, 1960,

p. 1852) are a useful contribution in a field that has been
little explored. In fact, its contours are extremely
complex. In 1936 Lande and Sperry,' at Schonheimer's
suggestion, made successful cholesterol analyses on
cadaver sera, and Faber2 considered that any differences
encountered in serial estimations were within the limits
of experimental error. More recently Paterson and
Dyer3 have compared ante- and post-mortem blood-
cholesterol levels in a closed population and have
concluded that they were comparable provided death
was sudden.

I have been collecting data from cadaver sera for
some years now, and I believe that all these authors have
in fact missed a small autolytic change. Many serum
constituents, particularly enzymes, increase very rapidly
in the serum for a few hours after death, then slowly
for 48 hours before falling off again. In very old bodies
there is often a further final rise.' These changes are
much less striking in non-protein substances and in
them the initial sharp rise is not seen. The effect of
this rather complex change is that in most cases in
which analysis is likely to be contemplated-that is,
those of simpler constituents on sera obtained within
two days of death-a direct linear increase with time can
be expected. My data are based on analyses now of
nearly 1,000 cadaver sera, and the curves have been con-
structed by simply relating time after death to result of
analysis. The values obtained in several hundred
cholesterol analyses give means in successive 12-hour
periods of 195, '07, 213, 232, followed by a fall to 200
in the 49- to 60-hour period. There is thus an hourly
increment of about 0.5 mg. per 100 ml. The
conventional Bloor method was used.
Such a correction does indeed give discrepancies well

within the experimental limits but quite large enough
to have a 20: 1 significance in large groups with differ-
ing mean times after death. I have, however, quite
insufficient data on pairs of ante- and post-mortem
analyses to plot the point corresponding to the 12 hours
preceding death. If Dr. Glanville would do this, the
information would be most valuable and would, I think,
be unique.-I am, etc.,

East Ham Memorial Hospital, J. B. ENTICKNAP.
London E.7.
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Antibody to Penicillin
SIR,-We read with great interest your leading article

on this matter (August 6, p. 444), as it seems you were
not aware that the findings of Ley et al.I have been
confirmed and extended by us in a Spanish paper with
an English summary.2 The work of Watson et al.3
was published after this. We found antibodies to^
penicillin-treated red cells in the sera of four out of nine
patients with penicillin shock, and Epp5 reported similar
results. However, in such haemagglutinating sera we
did not detect precipitins, and tests of passive transfer-
of sensitivity with these sera were negative. Thus, your
conclusion that "the basis of sensitivity to penicillin
must be sought elsewhere" and not in the haemagglutinin
has been anticipated. There is yet another point. What-
seems to be antibody to penicillin may act in fact on
an accompanying substance.-We are, etc.,

Faculdade de Medicina, F. OMTENSOOSER.
Sao Paulo, Brazil. E. MENDES.
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Arteritis
SIR,-In connexion with the article by Drs. J. W.

Paulley and J. P. Hughes (November 26, p. 1562), the-
possibility of an immunological phenomenon being:
concerned with the causation of temporal arteritis was,
mentioned in correspondence by Dr. G. D. Kersley
(December 31, p. 1953). Together with my laboratory
colleagues I have been working on these lines for the*
past two years. Since much of the inflammatory activity
appears histologically to be centred around damaged
elastic tissue, we have worked principally with elastin
and its soluble derivatives. Experimental work, to be
published elsewhere, has not so far afforded any
evidence for the hypothesis that temporal arterntis is a
disease associated with an auto-immune reaction
involving elastin or its soluble derivatives.-I am, etc.,
The Royal Infirmary, G. V. BALMFORTH.

Sheffield.

Pathology of Chronic Bronchitis
SIR,-Your annotation (December 31, 1960, p. 1946)

on the pathology of chronic bronchitis raises several
interesting points. The histological changes in chronic
bronchitis consist not only in the increase in size and;
number of deep mucous glands but in the more or
less complete loss of the normal serous glands and of
the demilunes of serous cells normally found in some
mucous glands. Whether the serous cells atrophy or
are converted to mucus-secreting cells is unknown.

In a recent study of bronchial biopsies from patients
with chronic bronchitis and asthma, Dr. Michaels and
I found' that the mucoid change was almost entirely
confined to patients with chronic bronchitis-that is,
those who had had persistent or recurrent cough and
sputum for at least two years. Cases of pure asthma.
-that is, with no coincident or superimposed chronic
bronchitis-with few exceptions had the normal
predominantly serous pattern of deep glands even
after many years. It is interesting that in the series-
of deaths in status asthmaticus recorded by Houston,.
De Navasquez, and Trounce2 the bronchi were-
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completely obstructed by mucus, yet the deep glands
were histologically normal.
Within the bronchitic group of biopsies, the degree of

mucous change was not related to the use of tobacco
or the presence of infection but depended on the
duration of the disease. Anything more than slight
change was only found in bronchitics with at least ten
years' history, while the most severe changes occurred
in patients with over twenty years' history.

Goblet cells are more easily studied in biopsy that in
necropsy specimens. In the series referred to above,
goblet cell hyperplasia was equally common in cases of
bronchitis, asthma, and bronchitis with asthma. It bore
no relation to the degree of mucoid change in the deep
glands but was significantly more frequent where there
was infection with H. influenzae.-I am, etc.,

St. Mary's Hospital Medical School, A. A. GLYNN.
London W.2.
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Megaloblastic Madness
SIR,-We would like to congratulate Dr. A. D. M.

Smith (December 24, 1960, p. 1840) on his important
paper. Dr. Smith refers to the results of our study of
14 male patients with tobacco amblyopia seen at the
Bristol Eye Hospital which showed that an essential
feature was a low vitamin-B1 2 concentration in the
serum.' However, his statement that " unfortunately
bone-marrow studies were not performed in this
series" is not strictly accurate. It was, in fact, decided
that biopsy of the sternal marrow should be undertaken
in every case of tobacco amblyopia with histamine-fast
achlorhydria and evidence of neurological involvement,
irrespective of whether or not anaemia was present.
Using this method of selection we found two patients
had a megaloblastic bone-marrow and one patient a
normoblastic marrow.
We certainly did not expect that low or very low

serum vitamin-B12 levels would also be found in
patients with free acid on gastric analysis, and in this
clinical trial we did not feel justified in withholding
treatment with cyanocobalamin till the results of micro-
biological assay were available in view of the frequency
of severe and progressive deterioration of vision. Now,
being wise after the event, we entirely agree with Dr.
Smith that it would have been of considerable interest
to know if biopsy of the marrow showed normoblastic
or megaloblastic erythropoiesis in our remaining cases.

In this connexion, we would like to refer briefly to one
of our cases included in our series. The presentation
of tobacco amblyopia and mental changes, consisting
of acute depression, irritability, lack of concentration,
and failing memory, in a non-anaemic man, aged 52,
is of particular interest. Although free acid was present
in the gastric juice, the serum vitamin-B12 level was
exceptionally low at 15 ,sulg./ml. We therefore
suggested that in any case of unexplained peripheral
neuropathy, myelopathy, or encephalopathy the concen-
tration of vitamin B12 in the serum should be measured,
even if histamine-fast achlorhydria is not presentt. The
interesting findings of Dr. Smith add further support
to this view.-We are, etc.,

Princess Margaret Hospital, A. G. FREEMAN.
Swindon, Wiltshire.

Institute of Ophthalmology, J. M. HEATON.
London W.C.I.
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SIR,-May I plead that your contributors cease using
the word "madness" when describing a new, or
apparently new, diagnostic category ? Apart from the
fact that this word carries prejudices in both medical
and lay circles, it can mislead: madness implies a pretty
severe form of mental disorder whereas, as Dr. A. D. M.
Smith points out at the beginning of his excellent paper
(December 24, 1960, p. 1840), the mental symptoms in
" megaloblastic madness " vary from the mildest to the
most severe; and a mild neurotic reaction or mood
swing is not " madness."

Nearly thirty years ago, when I reported a relevant
case,' I was content to use the phrase " mental disease."
It would be interesting to know whether there is a valid
medical or social reason for the increasing use of the
word " madness." If one of your readers can supply
this, I shall resign myself to a series of articles, not only
on " megaloblastic madness," but also on "myxoede-
matous madness," " diabetic madness," " syphilitic
madness," "influenzal madness," and so forth.-I am,
etc.,
Park Prewett Hospital, I. ATKIN.

Basingstoke.
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Familial Pseudocholinesterase Deficiency
SIR,-Dr. F. D. Adrianvala (December 31, 1960,

p. 1955) finds that none of the members of the family
of a case of suxamethonium apnoea with low pseudo-
cholinesterase was similarly affected. He is correct in
concluding that "these results lend no support to the
suggestion of any genetic behaviour on the part of
pseudocholinesterase deficiency." We can furnish Dr.
Adrianvala with hundreds of examples of patients with
low pseudocholinesterase level where there is no
evidence of inheritance, but equally also with dozens
where family study has borne out a " genetic behaviour
on the part of pseudocholinesterase deficiency." When
the genetic deficiency was first postulated' it was made
clear that pseudocholinesterase is low in the majority of
cases because of liver disease, extreme malnutrition, etc.,
but that there had been instances where the clinical
findings did not correlate with the laboratory results.
When the families of such individuals with low pseudo-
cholinesterase (usually discovered because of their
sensitivity to suxamethonium) were investigated the
picture of a familial deficiency emerged.'-5

Fortunately it is now possible to determine in vitro
whether a low pseudocholinesterase level is of the inherited
or the acquired type. Kalow and his collaborators found
in Canada`' that, in the familial type, normal enzyme is
replaced by another which is not only less active but also
shows a diminished sensitivity to inhibition by dibucaine
(cinchocaine). The percentage inhibition is constant for any
one individual and is independent of variations in enzyme
level. Kalow has devised a test system in which plasmas
from normal homozygotes lose 80% of their activity in
the presence of dibucaine, and those of abnormal homo-
zygotes are inhibited to only about 16%. Furthermore,
whereas the range of pseudocholinesterase levels of hetero-
zygotes overlaps at both ends with those found in abnormal
and normal homozygotes, there is no such overlap in the
range of pseudocholinesterase inhibition by dibucaine, which
for heterozygotes lies midway between the 80% and 16%
inhibition of normal and abnormal homozygotesrespectively
at about 60%.

In collaboration with Professor H. Harris and Dr. Mary
Whittaker we have recently compared the pseudocholin-
esterase activity and the sensitivity towards dibucaine in

 on 19 A
pril 2024 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.5219.127-c on 14 January 1961. D
ow

nloaded from
 

http://www.bmj.com/

