
234 BRITISH MEDICAL JOURNAL 23 OCTOBER 1971

Pregnancy, Hair Loss, and the Pill

SIR,-It is not uncommon for diffuse hair
loss, telogen effluvium, to occur two to four
months after pregnancy. A similar type of
hair loss has been described occurring
approximately two months after the cessation
of oral contraceptive therapy. Since oral con-
traceptives induce a "pseudopregnancy" it
has been suggested that these types of
alopecia have a similar pathogenesis.' How-
ever, little work has been carried out on
the effects of oral contraceptives on the
human scalp hair cycle and thus this possi-
bility remains unproved.
We have recently seen a patient who de-

veloped diffuse hair loss after stopping oral
contraceptive treatment and again after a
subsequent pregnancy. She was a 27-year-
old married woman. She took Ovulen
(ethynodial and mestranol) for two years
from 1967 until summer 1969. Two months
after stopping this she noticed increasingly
severe hair loss from the scalp particularly
evident in the fronto-parietal regions after
washing and combing. On examination at
this stage no abnormality was detected, the
hair loss not having progressed to alopecia.
Nine months after stopping Ovulen she be-
came pregnant and the hair loss decreased to
normal amounts. She subsequently gave birth
to a full-term normal child. Two months
after delivery, severe hair loss recommenced.
A count of hairs shed during one 24-hour
period at this stage totalled 480 (normal
maximum approximately 100 hairs/day). Of
60 hairs plucked from the mid-parietal
region 39 (65 %) were in telogen compared
with normal approximately 10% in telogen.
Four months later the patient was still losing
excessive amounts of hair and had developed
slight fronto-parietal thinning.
At no stage during either period of hair

loss was any abnormality detected on general
clinical examination; repeated Hb, blood
film, W.B.C. and differential, E.S.R., serum
thyroxine, and serum iron were normal. She
took iron and folic acid supplements during
pregnancy but otherwise took only an
occasional aspirin for headache during the
period 1967 to the present.
The similarity in type and timing of the

excessive hair loss after stopping Ovulen
therapy and after pregnancy we feel supports
the idea that the nathogenesis is the same
in both situations. It also suggests the possi-
bility that excessive hair loss after the "pill"
May presage a similar occurrence after any
subsequent pregnancy.-We are, etc.,

RODNEY P. R. DAWBER
BRUCE L. CONNOR

St. John's Hospital for Diseases of the Skin,
London W.C.2

Cormia, F. E., 7ournal of the American Medical
Association, 1967, 201, 635.

Depression from a Physical Symptom

SIR,-A well-built male patient aged 36
suffered from severe headaches and depres-
sion. The headaches were attributed to a
hypertension of 200/110 mm Hg, which, in
spite of drug therapy, remained unaltered.
The patient became more and more de-
pressed.
On examination here, as well as the head-

aches he complained of weakness of his
legs-"legs like jelly, and pins and needles
in the toes after walking 200-300 yards" in

his own words-which caused him great
anxiety and worry. His wife corroborated his
story and said that he had similar com-
plaints even as a youth.

Drug-induced depression as a diagnosis
was quickly eliminated as the depression
continued even after stopping hypotensives.
The possibility that coarctation of the aorta
could be the cause of his symptom complex
was considered, and a further examination
showed that femoral pulses as well as blood
pressure recording in the lower limbs were
unobtainable. A systolic murmur was heard
all o ier the precordium, and chest x-ray
showed characteristic rib notching and
dilatation of the ascending aorta.
The patient was referred for surgery, and

resection of the coarctation was performed
with dramatic results. The headaches dis-
appeared as well as the weakness of the legs
as soon as the femoral pulse reappeared.
The depression was a thing of the past, and
the patient was able to go back to work
three months after surgery. When last seen
his brachial blood pressure was 130/90 mm
Hg.-I am, etc.,

K. G. K. NAIR
"Queenswood" Psychiatric Unit,
Middlewood Hospital,
Sheffield, Yorks

Effects of Anticonvulsant Drugs on
Chromosomes

SIR,-Recently there have been reports of
teratogenic effects of certain anticonvulsant
drugs on mice' and man.-4

Studies carried out in vitro have revealed
no significant statistical differences between
the incidence of chromosomal aberrations in
a batch of mice treated with an anti-
convulsant drug (ethotoin) and a control
group.5 Some resemblance between the
chemical structure of these drugs suggested
that, like barbiturates, diphenylhydantoin
could have an aberrant effect on cultured
human lymphocytes in vitro.6 We have re-
ported a marked aberrant effect induced by
diphenylhydantoin in vitro which proved
to be similar to that of barbiturates.7
A batch of six A2G female mice were

treated by diphenylhydantoin dissolved in
propylene glycol and administered in doses
of 0-2 mg/kg body weight over a period of
10 days before the coupling of the animals.
Mated immediately after the conclusion of
treatment, these animals did not become
pregnant; the six control animals littered a
number of 41 young, all alive and apparently
normal.
A second batch consisting of six non-in-

bred female rats received diphenylhydantoin
(phenytoin) orally in doses of 25 mg/100 g
body weight daily. In parallel a further six
female rats of the same batch were treated
with primidone 0.06 mg/100 g body weight
daily. The treatment was started on the first
day of gestation, and lasted five days. The
day after the last dose the animals were
killed. Five of them (from the phenytoin
batch) were found to have embryos in the
course of resorption; one had six embryos
in the left oviduct (abnormal metaphases-
stickiness), whereas in the right oviduct all
the embryos were resorbed. Six rats were
found to be sterile-namely, five from the
primidone-treated batch and one from the
phenytoin-treated one. In the control batch,
all embryos were normal, and litters con-
sisted of 8 to 14 young.

The phenytoin-treated animals had an in-
creased number of abnormal bone meta-
phases (stickiness, interchromatid bridges,
and gaps). Fifty metaphases were counted in
each case. Further, the phenytoin-treated
animals showed 13 (26 + 1.26 0) abnormal
metaphases, while those treated with primi-
done 14 (28 + 1-08%). The control animals
showed only 4 (8 ± 1 75%).

It is remarkable that the increased num-
ber of bone metaphases induced by anti-
convulsant therapy had returned to normal
only seven days after discontinuation of
treatment. This may be explained by the
relatively rapid dynamics of the bone marrow
mitotic cycles which favour chromosomal
lesion recovery.
We consider that the chromosomal ab-

normalities induced by anticonvulsant drugs
are caused either by the inhibition of folic
acid synthesis,8 which is one of the pre-
cursors of inosine synthesis playing a funda-
mental role in purine synthesis, or by the
inhibition of the synthesis of proteins, con-
stituents of the chromosomal matrix, thus
interfering with the normal development of
mitosis.-We are, etc.,

I. C. ROMAN
A. CARATZALI

Laboratory of Cytogenet.cs,
Institute of Pathology and Medical Genetics,
Bucharest, Rumania
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Anaesthetics and Platelets

SIR,-In the leading article on "Anaesthetics
and Platelets" (11 September, p. 597) two
statements require particular scrutiny. Firstly,
"platelets have an essential role in haemo-
stasis. The first defence against a loss of
continuity in the wall of a blood vessel is
the formation of a plug of platelets stuck to
each other and to the vessel wall. This plug
is stabilized by fibrin strands." Secondly,
"yet although aspirin has been shown to
prolong the bleeding time, its use has never
been found to be a major surgical hazard."
As early as 1941 Macfarlane' stated: "It

was perhaps unfortunate that a sweeping
generalization of Hayem's view (which intro-
duced the platelet plug theory) should have
been applied to the haemostatic process as a
whole and accepted almost without
criticism." It should be stressed that the
fibrin plug concept is a theory, not a fact.
The first step in haemostasis is much more
likely to be vascular contraction.
That aspirin prolongs the bleeding time,

often even in normal subjects as I first
established in 1966,2 is now generally
accepted, but the clinical seriousness is still
greatly underestimated. Thus, I cannot agree
that the use of aspirin has never been "a
major surgical hazard." This statement is
true only if the patient has no other haemo-
static defect, but in haemophilia, in the
thrombopathies, in telangiectasia, and other
bleeding states aspirin is frequently a major
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factor in severe postoperative bleeding, as I
have demonstrated in case reports.3-I am,
etc.,

ARMAND J. QUICK
Hemostasis Research Laboratory,
Medical College of Wisconsin,
Milwaukee, Wisconsin, U.S.A.

Macfarlane, R. G., Quarterly 7ournal of Medicine,
1941, 10, 1.

2 Quick, A. J., American 7ournal of the Medical
* Sciences, 1966, 252, 265.

3 Quick, A. J., Bleeding Problems in Clinical
Medicine, Philadelphia, W. B. Saunders, 1970.

Bacteria in Cream

SIR,-There is a vast amount of commer-
cially produced cream (18 September, p. 654)
and sterilized milk consumed in Britain.
Cream is supplied in disposable containers
and sterilized milk appears in very narrow-
necked returnable bottles.

I have recently rejected several bottles of
sterilized milk on account of visible foreign
body contamination of the contents. One
contaminant was the common fruit fly, which
I understand is attracted to any fermenting
matter and will enter an unwashed milk
bottle. If this fly chooses a sterilized milk
bottle, it, in common with other debris, is
difficult to remove at the dairy though it is
rendered sterile.

If dairies are unable to thoroughly clean
sterilized milk bottles, should not the design
be changed?-I am, etc.,

A. WEST
Bridgewater Hospital,
Eccles, Manchester

Cerebral Vasodilators

SIR,-With reference to the letters by Dr.
C. G. Elliott (17 July, p. 185) and by Dr.
T. G. Judge (21 August, p. 480) I should
like to draw attention to some work we
have recently completed here about the kind
of patient likely to respond to cyclandelate
(Cyclospasmol).'
Among psychogeriatric patients those most

likely to respond appear to be those whose
initial degree of memory and intellectual im-
pairment was not of an extreme degree.
Evidence of cerebral arteriosclerosis as
opposed to senile brain disease was not a
good predictor of response.-I am, etc.,

D. PETER BIRKETT
Bergen Pines County Hospital,
Paramus, New Jersey, U.S.A.

Birkett, D. P., 7ournal of the Medical Society of
New 7ersey, 1971, 68, 619.

Pathogenesis of Myasthenia Gravis

SIR,-Your leading article "Pathogenesis of
Myasthenia Gravis" (3 April, p. 1) serves a
useful purpose as a provocative summary of
one point of view, but many of its bald
statements do not survive even superficial
analysis.
To conclude that there must be "an anti-

body stimulating . . . the thymus to secrete
excessive amounts of thymin" is quite un-
justified, at least until the antibody and
"thymin" have been clearly demonstrated.
Your statement can surely be no more than
an interesting hypothesis. In fact, it is doubt-
ful whether there is sufficient direct evidence
to sustain even the most tentative specula-
tion along these lines.

It is surprising that you assert that the

new concepts explain the overlays with
thyrotoxicosis and other autoimmune dis-
orders and "the presence of multiple anti-
bodies," when you have not discussed the
fundamental pathogenesis at all. You then
add that "incomplete postoperative cure is
due to an associated myositis . . . also seen
in animals immunized with thymus or
muscle and . . . explained by the cross-
reactive antigens." Such statements could
mislead your readers into believing that
there is supporting evidence. It is true that
experimentally myositis can follow immuni-
zation with skeletal musclel-3 and that
animals immunized in this way do possess
antibodies which react with thymic myoid
cells and skeletal muscle and which are
associated with some forms of myositis,
myasthenia gravis, and thymomata,4 but it
would seem that you have not seriously
considered the implications of these data. It
is, in fact, anomalous that you apparently
accept electromyographic evidence suggesting
reduced size of quanta but otherwise normal
muscle when you have indicated that the
animals might be expected to be suffering
from myositis. It may be important to
exclude the possibility that various experi-
mental diseases of nerve and muscle could
induce electrical changes compatible with
myasthenia. There are many other points
which preclude definite conclusions and
which demand direct experimental analysis.
More important, however, is the fact that
your journal is accepted as a leading medium
for the translation of experimental evidence
into medical dogma. It is imperative, there-
fore, that your leading articles remain
critical, analytical, and constrained.-I am,
etc.,

R. L. DAWKINS
Department of Pathology,
School of Medicine,
Perth, Western Australia

I Dawkins, R. L., 7ournal of Pathology and
Bacteriology, 1965, 90, 619.

2 Kakulas, B. A., 7ournal of Pathology and
Bacteriology, 1966, 91, 495.

:3 Morgan, G., Peter, J. B., and Newbould, B. B.,
Arthritis and Rheumatism, 1971, in press.

4 Dawkins, R. L., Eghtedari, A., and Holborow,
E. J., Clinical and Experimental Immunology,
1971, in press.

*** We agree that the new hypotheses put
forward in our leading article require further
experimental proof. The extraction and puri-
fication of "thymin" was discussed at length
in a workshop on thymic hormones held at
the recent First International Congress of
Immunology. Its main role may well be con-
nected with lymphocyte function but its
effect on neuromuscular transmission and the
formation of acetylcholine quanta is well
substantiated in G. Goldstein's papers cited
in the leading article. The possible existence
of a thymus stimulating antibody similar to
the long-acting-thyroid-stimulator (LATS)
was put forward in order to provoke new
thoughts and was in no way intended to
appear as medical dogma. Circumstantial
evidence in favour of this concept is the
appearance of myasthenia gravis in the neo-
nate of a duration compatible with placental
transmission of IgG rather than passage of a
low molecular weight hormone. The myas-
thenia-inducing substance appears to be a
peptide since the muscle weakness of myas-
thenia gravis patients can be reversed tem-
porarily by haemodialysis. There is also good
evidence that the striational muscle anti-
bodies found in 30-500/0 of these patients are
not responsible for neonatal myasthenia.-
ED., B.M.Y.

Use of English

SIR,-As authors of the "ghastly sentence"
using the verb "to biopsy" we protest against
Mr. F. Langford's strictures (2 October, p.
51). We submit that the proper use of the
English language is designed to convey
meaning clearly and concisely. No living
language is, however, static and few would
object to the noun biopsy, though it has not
yet appeared in the Shorter Oxford English
Dictionary. To anticipate such an entry,
"biopsy (n.)" has had three meanings: the
examination of tissue from the living body,
the tissue itself, and the act of removing
tissue with a view to later examination.

In our opinion the verb "to biopsy," de-
rived from the last sense of the noun, is
widely and correctly used. It is easily under-
stood, brief, and might be rendered in Pro-
fessor R. A. M. Case's monosyllabic idiom'
as "to cut out a little live flesh to let loose
who deal in lumps and bumps see why it
grew."-We are, etc.,

J. DOUGLAS DAVIES
St. Bartholomew's Hospital,
London E.C.1

JULIAN NEELY
Crawley Hospital,
Crawley, Sussex
I Case, R. A. M., British Medical Yournal, 1967, 3,853.

Dissect
SIR,-I am so glad to see Dr. J. N.
Matthews's letter (2 October, p. 51). Those
who studied anatomy at Guy's under the
late Professor T. B. Johnston will remember
his wrath if anyone spoke of the "di-secting"
room, and in his honour I constantly correct
transgressors to this day. On the mornings
when I operate only "dissecting" forceps are
permitted in the theatre.-I am, etc.,

KENNETH COOPER
Worthing, Sussex

SIR,-I would imagine that the majority of
today's patients are only too prepared to put
up with the odd etymologically indefensible
solecism from their doctor, to benefit from
the extra humanity and humility brought
about by the decay in classical education and
the intake of medical students from a wider
social range.-I am, etc.,

NICHOLAS WAGNER
Graylingwell Hospital,
Chichester, Sussex

SIR,-Before Dr. J. N. Matthews (20 October,
p. 51) rushes into print to reprove those who
do not speak as he does, he ought to make
sure of his terms. Etymology shows us the
origin of the word "dissect," but custom has
determined its pronunciation. Neither Dr.
Matthews nor anyone else knows with
certainty how the Romans pronounced
"dissectum."
Even though my roots are in the "wider

social range"-that is, working classes (pro-
nounced "clarsses"), whose invasion of a
learned profession so distresses him, I use
the short "i" in "dissect." However, I attri-
bute this to the practice of my biology
master, and not to the hypotheses of those
who taught itne Latin.-I am, etc.,

A. 0. STAINES
Harrogate,
Yorks
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