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undermine the whole basis of the doctor-
patient relationship and shake the confidence
of the public, especially the adolescent girl
who so needs our help.-I am, etc.,

ERIC TOWNSEND
Camborne, Cornwall

Pathogenesis of Myasthenia Gravis

SIR,-Your most interesting leading article
on myasthenia gravis (3 April, p. 1) prompts
me to refer to earlier work indicating the
presence of a hormone in the thymus in-
fluencing neuromuscular transmission. Torda
and Wolff1 showed plasma in myasthenia
gravis inhibited acetylcholine synthesis, and
in 1944 we2 published a paper showing that
normal thymus increases acetylcholine syn-
thesis and thymus tumour in myasthenia
gravis inhibits synthesis of acetylcholine. We
concluded that the replacement of stores of
acetylcholine in the neuromuscular junction
was the deficiency in myasthenia gravis, and
you indicate the same with the production
of lower quanta of acetylcholine at the motor
endplate.3 I also pointed out4 this corre-
spondence in muscle weakness in thyrotoxi-
cosis with "lymphorrhages" in muscle and
myasthenia gravis, and suggested these
lymphoid collections produced a similar sub-
stance.-I am, etc.,

E. R. TRETHEWIE
Universitv of Melbourne,
Victoria, Australia

I Torda, C., and Wolff, H. G., Science, 1943, 98,
224.

2 Trethewie, E. R., and Wright, R. D., Australian
and New Zealand Yournal of Surgery, 1944, 13,
244.

3 Thesleff, S., Annals of the New York Academy of
Sciences, 1966, 135, 195.

4 Trethewie, E. R., Medical 7ournal of Australia,
1956, 1, 13.

jejunal pH and Folic Acid

SiR,-In a recent report Dr. Ann Benn and
others (16 January, p. 148) showed that the
jejunal pH in epileptics on longterm anti-
convulsant therapy was more alkaline than in
controls, which might cause malabsorption of
folic acid.

This explanation of anticonvulsant megalo-
blastic anaemia is fully in agreement with my
results of in vivo perfusion experiments in
rats.1
These experiments showed that the ab-

sorption of folic acid depends on the intralu-
minal pH. Introduction into the jejunum of
barbiturates in unbuffered solutions caused a
rise of pH in the intestinal contents and
consequently the absorption of folic acid was
reduced by i-+ of the total. In buffered
solutions barbiturates caused neither altera-
tions of pH nor decreased absorption of folic
acid.
In one patient on treatment with phenytoin

150 mg twice daily for epilepsy the absorption
of folic acid was reduced by approximately
half by phenytoin (Fig.). -As betainehydro-
chloride, which in the stomach splits offhydro-
chloride, had an antagonistic effect on pheny-
toin it is assumed that in the gastrointestinal
tract phenytoin causes a disturbance of the
pH regulation, resulting in malabsorption of
folic acid. I have also found malabsorption of
folic acid in five out of six patients with
anticonvulsant megaloblastic anaemia.2

INHIBITION of FOLIC ACID ABSORPTION
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of folic acid and betainehydro-
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Dr. Ann Benn and her colleagues claim that
increasing alkalinity above pH 5 0 would
cause a fall in the concentration of folic acid
in the neutral form, in which condition folic
acid crosses the intestinal wall. In my experi-
ments it was found that the maximum of
absorption for folic acid was about pH 6 0.
Higher as well as lower pH decreased the
absorption rate of folic acid. However, 100 mg
barbitone (or phenytoin) taken by mouth
might cause a concentration of barbitone of
approximately 5 mmol/l, in the proximal
jejunum. If Pco2 is 40 mm Hg, intraluminal
pH would be 6 8, which is well away from the
maximum of absorption.-I am, etc.,

IARs ELSBORG
University Department of Mcdicine II,
Aarhus, Denmark

Elsborg, L., Abstract of XIII International Congress
of Haematology, 1970. p. 378

Elsborg, L., in press.

Screened Fibrinogen for
Prophylaxis of Venous Thrombosis

SIR,-Your recent leading article (6 February,
p. 305) on the "Prophylaxis of Venous
Thrombosis" stresses the usefulness of the

5II labelled fibrinogen technique for the de-
tection of thrombosis in the leg. Our own
studies using this technique confirm its use-
fulness and that the findings correlate very
well with those obtained by venography. The
real value of the technique lies in the fact
that it allows the investigator to observe the
evolution of venous thrombosis in the legs
of patients in whom there may be no
clinical evidence of the complication, and to
do so without disturbing the patient. Hence,
the technique may be used to screen rela-
tively large numbers of patients and as a tool
for monitoring the effect of prophylactic
measures it is unrivalled. Venography is ex-
pensive, uncomfortable, and not without
risk and is therefore only warranted when
there is no other evidence of thrombosis.
The fibrinogen used is from human donors

and it is known that the blood fraction con-
taining fibrinogen may transmit the infecting
agent of serum hepatitis. This is a risk that
has been known to be associated with blood
transfusion and the giving of most blood

products for many years. Such risks may be
acceptable in therapeutic and diagnostic
situations but may not be in clinical trials.
The recent advent of techniques which per-
mit the recognition of the hepatitis associated
antigen has made it possible to screen
selected donors and donations in depth and
to reduce considerably the risk of transmit-
ting this infection. This being so, we have
reluctantly decided that it would be unethical
for us to continue to use fibrinogen for a
clinical trial unless we could be sure that it
came from donors and donations that had
been adequately screened. To date, we have
been unable to find any source of such mat-
erial and have felt obliged to discontinue
our clinical trials.
We feel that there is an urgent need to

provide screened fibrinogen for this very
valuable test and hope that suitable material
will be available in the very near future.-We
are, etc.,

N. C. ALLAN
R. A. MILNE

C. V. RUCKLEY
J. K. WOOD

Department of Haematology,
Western General Hospital,
Edinburgh

Nocturia during Steroid Therapy

SIR,-Three cases of nocturia associated
with hypertrophic osteoarthropathy were re-
corded in the correspondence columns (12
December, p. 686). In Case 3 the patient is
now well and symptom free. Serum sodium
level 138 mEq/1. Serum potassium level
3.8 mEq/l. In conditions similar to those
at preoperative assessment the urinary out-
put of water, sodium, and potassium five
months after lobectomy for carcinoma were:

Average over *7 am to 3 pm to 11 pm to
5 days 3 pm l1 pm 7 am

Urine Vol. (ml) 790 (340) 830 (520) 513 (900)

'I'otal Sodium
(m Eq) 53 (16-5) 55 (35) 36 (65)

Total Potassium
(m Eq) 17 (10) 16 (15) 10.5 (17)

Figures in parentheses are the preoperative
values.-I am, etc.,

LESLIE DOYLE
Baguley Hospital,
Manchester

Ulcerative Colitis

SIR,-The widely authoritative account of
ulcerative colitis (20 March, p. 649) would
be just that more complete if the very small
section on psychological treatment had been
anplified and a good reason for this had
been given.
The reason is that, investigated in the

way their cases were, the findings of the
physicians who wrote on ulcerative colitis
between 1930 and 19601 are still valid. Thus,
in 44 case-s seen in series in the Radcliffe
Infirmary, Oxford, between 1962 and 1964
all were found to have temperamental or
character abnormalities present before the
onset of physical symptoms, as evidenced by
careful history taking. Also the diarrhoea or
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bleeding of well-defined colitis was found to
have been credibly precipitated by emotion
in 17 of these patients (39%). Psycho-
therapeutic sessions were few; no deep or
long treatments were attempted. But short-
term psychotherapy directed to both the
character problem and the precipitating
emotional factors (most commonly depend-
ence, ambivalence, and loss in a sensitive
"immature" personality) did appear to assist
recovery or ward off relapse. Accurate assess-
ment was impossible since nearly every
patient was also on active drug treatment.

It has been suggested that the key word
here is "sensitivity."2 The autoimmune in-
terpretations of the present-day should not
be held to be in conflict with the emphasis
upon emotional sensitivity so regularly re-
ported by observant physicians of the past.
Does not emotional sensitivity frequently
run with protein sensitivity? But I think it
wrong to regard the main disturbance of
emotional life as being resultant upon the
colitis. More thorough studies place it
antecedent to the physical symptoms, and I
think that adequate techniques of investiga-
tion-including the psychoanalytical-will
continue to place it there.-I am, etc.,

RANYARD WEST
Shelton Hospital,
Shrewsbury

I Daniels, G. E., Psychosomatic Medicine, 1940, 2,
276.

2 West, R., Advances in Psychosomatic Medicine,
1959, 1, 270.

West, R., Nursing Mirror and Midwives 7ournal,
1968, 127, No. 5, p. 19.

Estimation of Cholesterol

SIR,-It is a great pity that in his otherwise
excellent article (24 April, p. 187) Dr. D. S.
Fredrickson omitted to include specific
reference to the method of cholesterol estima-
tion. This, to some extent, makes nonsense
of such a statement as ". . . men with
cholesterol above the 5% limit (about 290
mg/ 100 ml) may account for about a
quarter of the myocardial infarcts." The use
of blood cholesterol levels also occurs in
other parts of the article.

It has been my experience that many
clinicians do not seem to realize that the
normal limits of cholesterol vary not only
with age, etc., but also with the method of
estimation employed. I am sure that this
has caused unnecessary worry to many
patients.

I received in this morning's post a copy
of the publication issued by the Department
of Health and Social Security on Using the
Laboratory,' for the use of medical practi-
tioners. I was delighted to find that this
booklet points out the variation in levels of
cholesterol, and other substances, with the
analytical method used.-I am, etc.,

A. L. LATNER
Department of Clinical Biochemistry,
University of Newcastle upon Tyne

Department of Health and Social Security, Using
the Laboratory, London. 1971.

E.E.G. and Anticonvulsants

SIR,-The abnormal E.E.G. reported by Dr.
W. I. M. Dow (24 April, p. 207) in a patient
receiving a grossly excessive amount of anti.
convulsants (primidone 1-5 g, pheneturide

800 mg, methylphenobarbitone 120 mg, and
sulthiame 400 mg/day) and its sub equent
improvement upon reduction of the dosage
of primidone are to be expected.
The reduction of the drug level (hence its

toxicity) and the changing state of awareness
are the correlates of the E.E.G. change. The
effect (if any) of folate deficiency and the
effect (if any) of folate supplement on the
electroencephalogram have not been demon-
strated.-We are, etc.,

COLLEEN DAFRBY
DAVID FUNG

Department of Electroencephalography,
Runwell Hospital,
Near Wickford,
Essex

Migrating to Saskatchewan?

SIR,-The physicians of Saskatchewan have
welcomed many colleagues from Great
Britain who have come to this province to
practise. Each one that has come has made
his mark in one way or another. I am
writing to thank you for assisting us in this
way.

I am also writing to advise your readers
that on occasion they may be hired to come
here on the basis of an unreasonable con-
tract. It is usual for one of your people to
come here and work as an assistant on salary
for one year or so and then become a partner
in a fee-for-service practice. Others enter solo
fee-for-service practice on arrival.
Those entering a solo practice need no

contract beyond one which would bind them
to paying for any debts incurred from the
move. They may, of course, be purchasing
equipment or a house on a loan basis. Those
entering group practices, which are common
here, will want to know how receipts and
expenses are shared and what happens on
the death of a partner or on dissolution of
the partnership. Beyond that, there is not
much really necessary in a contract.

I would like to suggest to anyone contem-
plating migration to Saskatchewan and who
is confronted with an odd contract that he
or she contact me. I will be pleased to offer
whatever advice I can.-I am, etc.,

E. H. BAERGEN
Executive Secretary,

Saskatchewan Medical Association

211 Fourth Avenue South,
Saskatoon, Sask.,
Canada

Medical Postgraduate Study Tour

SIR,-I would like to draw your attention to
the postgraduate study tour in the U.S.A.
which takes place from 25 September to 4
October inclusive, with an optional extension
to Toronto immediately afterwards. The re-
turn flight is from New York on Friday
15 October, and those participants not going
on the extended tour to Toronto will have
approximately ten days for privately arranged
sight-seeing or other visits in America.

Bristol Local Medical Committee is organ-
izing this tour to give doctors an opportunity
of gaining an insight into American medicine
in a short time. General practitioner parti-
cipants will have the advantage of qualifying
for the postgraduate training allowance and
two years' credits for seniority payments.
The party is limited to 24 (including

wives). Any doctors who are interested are
invited to communicate with the Secretary,

Bristol Local Medical Ccmmittee, 11 West-
morland House, Durcham Pa-k, Bristol BS6
6XH, telephone number 0272-.,2762.
Any doctors with limited time who are

prepared to make their own way to and firom
New York may apply to join the tour so
long as places are booked in advance through
the organizers.-I am, etc.,

JOHN T. ALDREN
Chairman,

Bristol Local Medical Committee
Bristol

Family Doctor Booklets

SIR,-I write to support Dr. Ian Oswald's
warning (17 April, p. 171).
My concern is based upon my recent ex-

perience of providing information for the
press and television from a maternity de-
partment. I have nothing but praise for the
numerous reporters and cameramen with
whom my colleagues and I had to deal. They
were discreet, considerate, patient, intelligent,
and accurate. Furthermore, a five-minute
television film was a model of pertinent
editing. On the other hand the newspapers
which used our "story"-and these included
all but one of the national dailies-did so
with some degree of sensationalism, varying
across a spectrum from a hint to a splash.
Finally, a specific instruction about the de-
scription of a fetal monitoring instrument
was ignored in three instances and the ex-
pressions "birth machine," "metal midwife,"
and "mechanical midwife" were used. Un-
solicited apologies were received from the
reporters concerned, who regretted that they
had been over-ruled by subeditors.

I feel that my experience is similar to that
of Dr. Oswald in that it represents a use of
clinical material in a manner not authorized
by its originator. I would, finally, comment
that TV appears to be making a better job
than the press of reaching the less informed
sections of the community, at any rate
in documentary programmes, without resort-
ing to sensationalism or disregard of pro-
fessional anonymity, when this is requested.
-I am, etc.,

W. KEITH SUTTON
Rochford, Essex

Rickettsial Antibodies in Multiple Sclerosis

SIR,-I should like to make certain com-
ments on the article "Rickettsial Antibodies
in Multiple Sclerosis" by Professor E. J.
Field and Miss Mavis Chambers (3 January
1970, p. 30). It is a matter of elementary
scientific fairness that any worker wishing
to test a theory should mention the initial
text expounding this theory and should
strictly apply the original research methods:
the authors have not done this for my work.

(1) In 1960, in three communications to
the Paris Academy of Sciences'-3 I demon-
strated a rickettsial aetiology of multiple
sclerosis, underlining the usual "weak posi-
tivity" of sero-diagnoses-and not "their
high levels"; I specified that my sole guide
was epidemiology-and not a theoretical
"antigen-antibody" concept, as the authors
assert, thus distorting the genesis of my work
and masking its epidemiological importance.

(2) I recommended "reactivation" in all
cases of "negative sero-diagnosis"--and not
"weakly positive sero-diagnosis," as the
authors write; they did not understand that,
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