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of Garoin (phenytoin 100 mg and pheno-
barbitone 50 mg) treatment did a normal
control subject exhibit impaired folate ab-
sorption. We agree that the effect of sodium
bicarbonate is not strictly comparable to that
of phenytoin, but suggested only that the im-
paired absorption produced by alkalinization
with sodium bicarbonate mimics the alkalin-
ization and malabsorption produced by long-
term phenytoin treatment, the mechanism of
which remains obscure.
The failure to consider the effect of pH

on the availability of pteroylmonoglutamic
acid has led to conclusions which merit re-
consideration. Thus Hepner2 measured folic
acid transport across the rat jejunum from
solutions of folic acid, folic acid plus pheny-
toin, and folic acid plus methotrexate re-
spectively. At no stage was the effect of
pH considered, nor was the intraluminal pH
measured. The impairment of absorption of
folic acid by phenytoin and methotrexate,
both of which give alkaline solutions, could
reflect the direct effect of pH. Similarly,
when considering the uptake of 5-methyl
tetrahydrofolic acid by lymphocytes, Das and
Hoffbrand3 showed 50% inhibition of ab-
sorption by methotrexate. Solution of metho-
trexate at this concentration (10 -3M approx)
can only be obtained at an alkaline pH, and
again the impaired uptake noted might well
have been due to a pH effect. Das and Hoff-
brand concluded that the uptake of folic
acid by lymphocytes was an active process
based on inhibition by methotrexate, tem-
perature effects with a temperature co-
efficient of about 2, and linear increase in
uptake until saturation occurs. Active trans-
port would be better indicated by a tempera-
ture coefficient greater than 3,4 inhibition by
methotrexate is invalid for reasons already
stated, and saturation phenomena are not
necessarily characteristic of active trans-
port.5-7 Hence the uptake of 5-methyl-
tetrahydrofolic acid by active transport is not
proven. Uptake of folic acid by blood plate-
lets has been shown to be a passive process.3
In conclusion, we stress that in any study of
the mechanism of folate absorption, due con-
sideration must be paid to the effects of pH.
-We are, etc.,

J. A. BLAIR
W. T. COOKE
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Deaths from Dental Anaesthesia

SIR,-Under the above heading (3 April,
p. 59) you report Sir Keith Joseph's reply
to a question asked in Parliament.
With respect, I would point out that his

reply was misleading. The questioner asked
how many patients "of dentists practising
intravenous anaesthesia" had died as a re-

sult of it during the past five years. Sir
Keith replied that, of 32 deaths with dental
anaesthetics during this period in 11 there
was mention of methohexitone or similar
intravenous anaesthetic agent. This might
well give the impression that in these 11
fatalities anaesthesia was in the hands of
dentists giving their own intravenous anaes-
thetics, and that the intermittent injection
method was the cause of death. In actual
fact, in most of the 11 fatalities the anaes-
thetics were given by consultant anaes-
thetists, and the intravenous agent was used
only for induction.

Sir Keith (himself misled apparently)
went on to say that he would shortly be
making regulations to put a stop to the
practice of the dentist giving his own anaes-
thetics. Some years ago I pointed out' that
this practice was not a cause of deaths and
to stop it would not improve the mortality;
the real danger was something totally differ-
ent that had been overlooked.

I have recently produced2 further evidence
substantiating this view.-I am, etc.,

J. G. BOURNE
Salisbury,
Wilts

I Bourne, J. G., Lancet, 1966, 1, 879
2 Bourne, J. G., Anaesthesia, 1970, 25, 473

In a further answer on 10 May Sir KEITH
JOSEPH said that of the 11 registrations of
death referred to in his reply on 16 March
(see B.M.7., 3 April, p. 59) the anaesthetic
involving the use of methohexitone or similar
anaesthetic agent was in two cases admini-
stered by the operating dental surgeon and
in nine by an anaesthetist.-ED., B.M.7.

Viral Hepatitis and the E.S.R.

SIR,-It has been established experimentally
that there are two types of viral hepatitis:
the short incubation period type, and the
long incubation period type, in which the
hepatitis-associated antigen (H.A.A.) is
found.' In sporadic viral hepatitis it is not
usually possible to distinguish these clinic-
ally.2

In 1969 I noted that some patients suffer-
ing from viral hepatitis had a normal
erythrocyte sedimentation rate (E.S.R.)
throughout their illness: others had, on
admission, a high E.S.R., which gradually
became normal. During 1970, 65 patients
over the age of 12 years were studied.
Five children under 12 years old of
both sexes who were antigen-negative and
had an E.S.R. ranging from 45-68 mm/i hr.
were excluded from the statistical analysis.
The first E.S.R. result, obtained as soon
after admission as possible, was used. This
was usually within 14 days of the onset
of the first symptoms (range 2-36 days).
Blood for the double-diffusion antigen test
was taken at the same time. Two standards
were used for the analysis, as there is
no general agreement as to what is normal.
Dacie and Lewis consider that the maximum
should not exceed 5 mm/l hr. for males and
7 mm/i hr. for females.3 Other authorities
consider it should be 15 mm/i hr. for
both sexes. These figures take into account
the variations due to menstruation.

Table I shows the composition of the
series in terms of antigen result, sex and
age range.

'1ABLE I

Antigen Malcs Femalcs Agc Ranige Total

Positive 20 7 19-47 27

Negative 21 17 12-64 38

Totals 41 24 12-64 65

There were no patients with the H.A.A.
under 19 years or over 38 years of age.
Apart from this the age incidence in both
groups was similar. About two-thirds of the
patients were between 18 and 19 years
old. This was because most of them came
from districts having a large floating popu-
lation of young people living in hostels and
"bed-sitters". The relationship between
E.S.R. and the antigen test result is shown
in Tables II and III.

TABLE II

Normal: 5 mm/l hr. males;
7 mmn/ hr. females

H.A.A. Normal High
E.S.R. E.S.R.

Positive .16 11

Negative .5 33

p= <0 0005 (X2 Test)

TABLE III

Normal: < 15 mm/I hr.

H.A.A. Normal High
E.S.R. E.S.R.

Positive. 21 6

Negative . 11 27

p= <0 0005 (X2 Test)

I am grateful to Dr. A. J. Zuckerman,
of the London School of Hygiene, for
analysing the above results by computer,
using the 2 x 2, x2 test. With either
standard of normality for the E.S.R. the
results are highly significant. In other
words, a high E.S.R. at the onset of symp-
toms of viral hepatitis is likely to be found
in patients who are antigen-negative and a
normal E.S.R. in antigen-positive ones.
There were no antigen-positive patients with
an E.S.R. of over 23 mm/l hr., except an
Algerian male who had an E.S.R. of 40
mm/i hr. Blumberg et al. found the H.A.A.
rarely in North American and European
sera but commonly (1-20%) in sera from
tropical sources.4 It is therefore quite
possible that this patient was suffering from
a type of hepatitis unassociated with the
antigen, although a carrier of it. This case
emphasizes the importance of being aware
that the presence of the H.A.A. is not
always diagnostic of one of the types of
viral hepatitis or other causes of jaundice,
particularly in patients who come from
tropical countries. Two antigen-positive
male patients who had a high E.S.R. had
been ill for several months; this may in-
dicate that they had developed chronic
aggressive hepatitis. To support this view,
two similar patients admitted this year
were proved to have this condition by
needle biopsy. A female antigen-positive
patient, who was a drug addict, and a male
antigen-positive patient with an infected skin
condition were both found to have a high
E.S.R. It can therefore be concluded that
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