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Myocardial Infarction in Epileptics

SIR,-Patients on long-term phenytoin and/
or phenobarbitone therapy have a high in-
cidence of osteomalacia. Tthey also have a
lower than normal circulating concentration
of vitamin D metabolites.1 2

In a recent paper (14 September 1974, p.
647) I reported a significant association be-
tween vitamin D consumption and the in-
cidence of myocardial infarction. In later
studies I have found an association between
vitamin D intake and serum cholesterol
levels.3 On these grounds we might expect
epileptics to have a lower than normal in-
cidence of myocardial infarction. Experienced
neurologists in Norway say that they have
not seen a single chronic epileptic die
of myocardial infarction. I have so far been
unaible to find any work concerning this in
the literature. My object in writing this
letter is to stimulate some reaction to this
question or appropriate action on this prob-
lem.-I am, etc.,

VICTOR LINDEN
University of Troms0,
Institute of Community Medicine,
Asgard Sykehus,
Troms0, Norway

I Stamp, T. C. B., et a!., Brittsh Medical Yournal,
1972, 4, 9.

2 Haussler, M. R., Nurri:ion Reviews, 1974, 32
257.

3 Linden, V., Scandinavian 7ournal of Sodia! Medi-
cine, in press.

Developmental Screening and
Assessment

SIR,-Three excellent papers within the pasit
few months'-3 have demonstrated not only
the feasibility but also the desirabili.ty of
monitoring the development of children in
general practice. Many specialist paediatri-
cians, however, are highly cynical about the
ability of general practi,tioners to perform
this function and some community physi-
cians are of the same view, perhaps feeling
that one of their functions is ibeing usurped.
I think that both are labouring under an
illusion and this is partly due to a confusion
of terms. General practitioners have talked
too often about developmental assessment
when they meant developmental screening.
I have myself been guilty of this error.4 We
must from now on have a clear definition
of our terms.

Assessment occurs at assessment centres,
places like the Wolfson Institute, the New-
comen Clinic, and others, where expert de-
velopmental paediatricians, psychologists,
otologists, etc., can investigate a dhild in
depth in a session which may last a day
or a w,hole week in order to arrive at a de-
finitive diagnosis where possible and to for-
mulate a plan of management for a handi-
capped child.

Developmental screening occurs in well-
baby clinics in general practice or in the old
local authority clinics, attempts to iden-
tify at the earliest possible stage those
children who should go foward for assess-
ment. It is a technique that is in the process
of ma,turation and there are many varieties
of it. The tests must be quick yet accurate,
with the lowest possilble rate of false nega-
tives; they must be acceptable to child,
parent, and clinician; they must involve the
minimum of specialized equipment, and there
are many other criteria they must satisfy.
But they are intended to identify delay in
development, and not make a definitive diag-

nosis (though this will often be possible).
The great advantage which the clinician do-
ing developmental screening has is ithat,
seeing so many normal children and under-
standing the range of normality, the abnormal
is usually glaringly obvious. This is the anti-
thesis of the view generally held by
specialists who claim that because one sel-
dom sees the abnormal it will ibe missed
when it appears; those doing developmental
screening know that the opposite is the case.

Let us therefore work together on this
and not against each other, for there is
plenty of work for us all to do. When the
screening is done properly the assessment
centres will be far busier than they now are.
It will be many years before developmental
screening becomes a routine part of primary
paediatric care, though I am certain that one
day this will be the case, and in the mean-
time there is the need of a greater number
of clinic doctors willing and able to under-
take this work.-I am, etc.,

P. D. HOOPER
Newport, I.W.

1 Starte, G. D., Practitioner, 1974, 213, 823.
2 Bain, D. J. G., Health Bulletin. 1974, 32, 189.
3 Rowlands, P., Update. 1975, 10, 379.
4 Hooper, P. D., and Alexander, E. I., Practitioner,

1971, 207, 371.

Deoxyuridine Suppression Test

SIR,-In a recent study (20 July 1974, p.
148) the deoxyuridine (dU) suppression
tests' 2 were performed on 110 marrow
samples aspirated at our hospital over a
period of 12 months and it was found that
this test provided a simple, rapid, and use-
ful method of diagnosing vitamin B12 or
folate deficiency. It was also found that the
addition of 50ng-l,g pteroylglutanmic acid
(PGA) per ml of marrow culture (together
with the dU) partially corrected the aibnor-
mal suppression shown by two folate-
deficient patients but did not correct the
abnormal suppression shown by three vita-
min B12-deficient patients. Tihe latter obser-
vation appeared to provide a new method
of using the dU suppression test to distin-
guish between vitamin B1, and folate de-
ficiency. Sulbsequent experience with marrow
aspirates from 12 other folate-deficient
patients (with haemoglobin levels between
5-7 and 14-1 g/dl) has shown that the ad-
dition of 50ng-lug PGA per ml of marrow
culture corrects the abnormal dU suppres-
sion only in moderately or severely anaemic
folate-deficient patients. The minimum con-
centration of PGA which partially corrects
the aibnormal dU suppression in all folate-
deficient patients appears to be 10 ug per
ml of marrow culture. This concentration of
PGA has no significant effect on the dU-

suppressed values in all normoblastic and
some vitamin B12-deficient marrow cultures.

I,t has been previously shown2 3 that the
addition of 1 ,ug of cyanocobalanmin per mnl
of marrow culture partially corrects the ab-
normal dU suppression shown by vitamin
B1-deficient marrows but does not correct
the abnormal suppression shown by folate-
deficient marrows. Over the past 12 months
we have successfully distinguished between
vitamin B12 and folate deficiency by studying
both the effect of adding 1 Ag of cyanoco-
bala,nin and the effect of adding 10 lAg of
PGA per ml of marrow culture on the dU-
suppressed value. Examples of results ob-
tained in folate- and vitamin B12-deficient
patients are given in the table. The only
major problem encountered with this test
has been the uncertainty as to whether a
dU-suppressed value which is partially ocr-
rected by both cyanocobalamin and PGA
necessarily indicates the existence of de-
pleted folate stores in addition to a deficiency
of vitamin Bi.,.
We -have found the dU supression test of

particular value in diagnosing folate defi-
ciency in patients in whom the red cell
folate level was within the normal range.
For instance, the dU supression test de-
monstrated the pre.sence of a secondary folate
deficiency in three patients with megalo-
blastic haemopoiesis and normal serum vita-
min B12 and red cell folate levels. One of
these patients suffered from a severe dapsone-
induced haemolytic anaemia, another from
hereditary spherocytosis, and the third from
disseminated tuberculosis complicating acute
myeloid leukaemia. In all three patients the
dU-suppressed value returned to normal and
*haemopoiesis became normoblastic after
therapy with 5 mg folic acid daily for three
days.-We are, etc.,

S. N. WICKRAMASINGHE
J. E. SAUNDERS

Department of Haematology and
M.R.C. Experimental Haematology Unit,
St. Mary's Hospital Medical School,
London W.2

1 Metz, J., et al., British Yournal of Haematology,
1968, 14, 575.

2 Herbert, V., et al., British Yournal of Haemato'ogy,
1973, 24, 713.

3 Van der Weyden, M. B., Cooper, M., and Firkin,
B. G., Blood, 1973, 41, 299.

Doubts about Lignocaine

SIR,-Lignocai'ne has been so fashionable
that other approaches to the prevention of
ventricular ectopic activity in acute myo-
cardial infarction have been inhibited in
recent years. Now that doubts about the
worth of t.his popular remedy have been
made public through your leading arn'.le (1
March, p. 473), it may become easic, to
conduct clinical trials of other routes.

dU-Suppressed Values*
Mean (%) _

Case Haemo- Corpuscular
No. globin Volume Without With With Conclusion

(g/dl) (fl) added B12 PGAlg l gg
or PGA PGA/smlt B12/ml _________

1 6-8 132 26-4 11-5 30 0
2 5-7 106 59-6 23-3 53-8
3 9-6 105 27-6 15*6 26-3 Folate-deficient
4 12-0 102 11-5 6-9 10.9
5 15-1 98 20-6 11 1 190
6 13 4 109 221 211 16-0 j}Vitamin B12-deficient
7 13-3 104 17-4 17-4 13-0

*Normal range = 5-37 ± 3-88 (2s.d.) %
tThe dU-suppressed value is reduced by at least 20% in all folate-deficient patients
Conversion: SI to Traditional Units-Mean corpuscular volume: 1 fl = 1 umS
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A sleep regimen has been in use for many
years' and neuroleptanalgesia has received
favourable comment.2 The purpose of sucii
treatment is to reduce the neural and
humoral consequences of anxiety and pain.
In practice, 25 nig of promehazine hydro-
chloride is mixed with 50-100 mg of pethi-
dine hydrochloride in one syringe and in-
jected intravenously during a period of four
or five minutes until ithe patient be-
comes pleasantly drowsy, lying either
supine or with the upper body propped
up to an angle of about 300. The
treatment is particulady useful when the
patient has to be moved from home to hos-
pital or from one part of the hospital to
another, and when pulmonary oedema
begins to aggravate the anxiety. Not only
the relatives but even the doctors and nurses
become less anxious when peaceful sleep re-
places pain and fear. The treatment nay need
to be supplemented with procainmide or
lignocaine, -but usually small doses seem to
be effective in the sleeping patient.

It is interesting to note tht Lauder
Brunton described the risk of sudden death
in frightened patients in 1891,3 and on 4
March 1975 a jury was satisfied that a
coronary patient died "as a direct result of
being put in a state of fear and alarm."4
Being taken to ihospital and admitted to a
coronary care unit must add to the fear and
alarm of the majority of patients, and com-
mon sense calls for the effective and speedy
relief of their suffering.
This clinica-l application of the neuro-

depression of sleep is supported by animal
experimentation.5 Lown et al.6 have written
that the neural effect of sleep is ihighly potent,
"for in a number of patiens sleep reduced
ventricular premature beats when an,tiar-
rhythmic dcugs such as quinidine, procain-
amide and propranolol were without effec"
and "it is concluded that ,the treatment of
sporadically occurring ventricular eotopic
activity in some patients may require atten-
tion to the neurological trigger, rather than
the cardiac target."-I am, etc.,

PETER NIXON
Charing Cross Hospital,
London W.6

1 Nixon, P. G. F., et al., Lancet, 1968, 1, 726.
2 Marriott, H. J. L., 1973, personal communication.
3 Brunton, T. L., British Medical Yournal, 1891, 2,

1088.
4 The Times, 5 March 1975, p. 4.
5 Levitt, B., et al., Lancet, 1968, 1, 1308.
6 Lown, B., et al., Circulation, 1973, 48; 691.

Gamma-glutamyl Transferase and
Cholesterol during Anticonvulsive

Treatment

SnI,-Dr. P. J. Martin and his colleagues
(4 January, p. 17) observed a significant cor-
relation between serum y-glutamyl trns-
ferase (GGT) activity and (1) serum trigly-
ceride concentration and (2) serum pre-3-
lipoprotein concentration, suggesting that
these associations may reflect hepatic micro-
somal enzyme induction in hyperlipidaemic
subjects. They failed to find a significant
correlation (between serum GGT activity
and serum cholesterol level.

In the course of studies on the influence
of enzyme-inducing drugs on chemical para-
meters of liver functionl 2 we determined
the serum GGT activity and serum cholest-
erol level in 24 epileptic children d,uring
anticonvulsive treatment using the Boch-
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Serum GGToctivity U/I

Conversion: SI to Traditional Units Serum
cholesteroA 1 mmol/l 38.6 mg/100 ml.

ringer reagent kits. Normal ranges (mean
± 2 SD.) in our laboratory were: GGT
(25°C) 2-5-11-4 U/1, cbolesterol 3-52-6 32
nimol/l (136-244 mg/100 ml).
As is shown in the figure, we found a

significant positive correlation between
serum GGT activity (log) and serum chol-
estierol level. In agreement with preceding
observations most of the children presented
enhanced GGT activities. In six of the 24
children serum cholesterol levels exceeded
the upper nornal limit.
We suggest that the correlation between

serum GGT activity and cholesterol level
during anticonvulsive treatment gives further
evidence of drug-dependent metabolic
changes, presumably due to non-specific en-
hancemnent of microsomal liver enzymes.-
We are, etc.,

H. BARTELS
H. PUTZKI

Department of Paediatrics,
University of Kiel,
West Germany

1 Bartels, H., Petersen, C., and Schulze, W.,
Monatsschrift fur Kinderheilkunde, 1974, 122,
674.

2 Bartels, H., et al., Yournal of Pediatrics, 1975, 86,
298.

Drugs for Addicts

SIR,- I was heartened by Dr. A. J. Laidlaw's
clear-sighted letter (1 February, p. 270)
recocmmnending "appropriate action" to de-
velop nationally a sensible method of supply-
ing drugs to addicts of the adolescent type
(age 13-30). The system of supplying opiate
drugs through retail pharmcists is counter-
productive to the addict population, to the
potential future addict, and to the phar-
macist, whose stocks invite frequent
burglary.

In the Newcastle area I estimate that up
to 20% of prescribed drugs are sold to
others. Some of this supply its the source
from which, for example, girl-riends and
wives are initiated into drug use and addic-
tion. Likewise abstemious addicts who are
still anbivalent about a life without dcrugs
are often purposefully helped -to relapse. In
any case they know who is on prescription
and from which cheemist. It is all too easy
for an abstemious addict to relapse in a
moment of temporary "weakness." Further-
more, the involvement of notified addicts in
carrying illegal supplies is frequent. An
addict can always claim. that the drugs he is
carrying are prescribed drugs. Provided he
ensures that the illegal supplies he carries
are of the same type he can and does act as
a go-between between the illegal source and
the illegal user. He is the only citizen who
can thus evade the law of the land. Te

daily round of collecting, buying, and sell-
ing drugs helps the addict to cling to his
illusion of having an interesting, exciting
life. This is counterproductive for his
eventual rehabilitation.
At the Newcastle Regional Addiction

Unit a pilot project in which drugs are pre-
scribed only if they are used comletely on
the premises under supervision has been in
operation for six months. One addict was
immediately "driven to work through bore-
domn," the "scene" is no longer "exciting,"
and another accepted inpatient withdrawal,
which he had previously firmly resisted.
Two illegal addicts who had been living
with some of these notified addicts came
forard for treatment within a few weeks
and accepted a withdrawal-rehabilitation
programme. The results of this controlled
drug prescribing and administration are that
fromn a starting point of seven known addicts
in the area and five unknown, there are now
three known addicts, with four abstemious
and five illegal users who came forward and
accepted a withdrawal programme. That is,
a total of 12 regular opiate users has now
been reduced to two, and the local police
confirm that there has been a vast reduction
in the number of drug-related crimes in the
area. Further plans are being made in co-
operation with the regional health authority
of a neighbouring area which 'has a large
criminally active drug addict population.
The principles of psychiatry are helpful in

rehabilitation but the principles of preven-
tive medicine are necessary for tackling this
potentially serious yet totally unnecessary
problem in Britain.-I am, etc.,

A. FREED
Regional Alcohol and Drug Addiction Unit,
St. Nicholas Hospital,
Gosforth, Newcastle upon Tyne

Splenectomy and Susceptibility to Malaria
and Babesia Infection

SIR,-We were interested to read Mr. P. G.
Shute's letter (1 March, p. 516) concerning
splenectomy and susceptibility to malaria
and infection with some species of babesia.
One small correction: the human case,
diagnosed by Professor P. C. C. Garnham,
that we reportedl 2 was, after death, tenta-
tively diagnosed as Plasmodium falciparum
malaria, but no antimalarial drugs were ever
given.
To our knowledge only six human cases of

babesiosis have been confirmed. Anderson
et al.,3 reporting on the sixth documented
case, review some of the features of all six.
The three deaths all occurred in splenec-
tomized patients. Of the three patients who
recovered one had had a spleneotomy and
the other two had intact spleens; in these
patients there appeared to ibe a favourable
response to antimalarial drugs. It may be
that the outoome may well depend on ,the
degree of parasitaemia or the babesia species
and not on the presence or absence of a
spleen.-We are, etc.,

C. COTTON KENNEDY
MARY G. MOGEOwN

J. H. ROBERTSON
Belfast City Hospital,
Belfast

1 Fitzpatrick, J. E. P., et al., Nature, 1968, 217, 861.
2 Fitzpatrick, J. E. P., et al., British Medical

Yournal, 1969, 4, 770.
3 Anderson, A. E., Cassaday, P. B., and Healy,

G. R., American Yournal of Clinical Pathology,
1974, 62, 612.
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