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Aetiology of Pre-eclampsia

SIR,-Drs. E. N. Wardle and I. S. Menon
(7 June, p. 625) endeavour to explain the
aetiology of pre-eclampsia on the basis of
placental changes. A number of workers
have concluded that in some cases no change
is detectable in the placenta in the pre-
eclamptic state, while others have found that
gross changes in the placenta are not neces-
sarily associated with pre-eclampsia. There-
fore no correlation can be expressed between
placental change and toxaemia, ndr between
the degree of placental change and the
severity of the toxaemic state.'

Beker found that severe eclamptic attacks
subsided on the death of the foetus, which
was retained for several days together with
the placenta, during a time when all signs
of toxaemia were absent. At the onset of
labour at the end of this period fits recurred
and continued until delivery of the dead
foetus." There is considerable evidence to
dissociate toxaemia from the placenta. In
particular, Mueller3 swabbed out the uterine
cavity after hysterectomy for mole, com-
pletely removing decidual products, and yet
eclampsia developed several days later. The
results of these various studies indicate that
the placenta can be excluded from an aetio-
logical role in toxaemia.

Toxaemia can cease dramatically after
delivery, and also during anaesthesia, pro-
vided this reaches the level of the eleventh
dorsal nerve, the nerve of supply to the
kidney.4 This evidence, in addition to the
fluctuation of blood pressure which coincides
with the experimental raising of the intra-
amniotic pressure, further denies support for
the hypothesis of intravascular coagulation
as a factor in the aetiology of pre-eclampsia.'
According to Dr. McKay, the glomerular
Schwartzman changes advanced by Drs.
Wardle and Menon have only once been
encountered in pre-eclampsia.' In fact, the
Schwartzman changes encountered in the
pre-eclamptic kidney are entirely different
from those found by electron-microscopy in
this syndrome and have been reported once
only.' It has been overlooked that the chief
sign accompanying this phenomenon is hypo-
tension, in contradistinction with the hyper-
tension met with in pre-eclampsia. These
facts, as well as the foregoing evidence, lend
no support to intravascular coagulation as
a factor in the pre-eclamptic aetiology.
In fact, they offer convincing arguments
against it.

Proof has also been forthcoming that the pre-
eclamptic changes can be held to have been
caused by renal ischaemia, and that they occur
in other states where similar signs are encoun-
tered. Electron-microscopy has revealed glomeru-
lar endotheliosis and mesangial changes which
are also met with in other forms of disease asso-
ciated with proteinuria ; and glomerular fibrinoid
changes detected were indistinguishable from
those characteristic of essential and malignant
hypertension. They emphasized the fact, in
contradiction to Drs. Wardle and Menon, that
the endothelial reaction is well recognized as
occurring in kidneys subjected to ischaemia, as
evidenced in the state of nephrosclerosis.9

Berger's theory, based on the finding of hyper-
tensive material in the anephric animal, has been
refuted by Smith and Taniguchi." Anephric
"renin " has been shown to occur only after
at least four weeks from the time of bilateral
nephrectomy. The finding of Capellill is proof
that the anephric renin mechanism does not
co-exist in the subject whose kidneys are present.

Finally, the nephron dissection performed
by Oliver'2 on the Shaw, Dunn, and Mont-
gomery specimens of eclamptic kidneys"3
prove a tubulorhexic change that could only
have been produced by ischaemia, and
Sheehan and Moore'4 have traced seven
stages of ischaemia in fresh post-mortem
specimens obtained from pre-eclamptic
patients. The obstetrician cannot detect
clinically in pre-eclampsia " acute " or
" chronic " ischaemia. The only evidence he
can recognize is a mild or severe clinical state
which is dramatically overcome at labour, and
which can only therefore be ascribed to
spasm of the renal vessels, ischaemic spasm.
This remains true until irreversible changes
supervene to produce the advanced state of
cortical necrosis.
The dramatic and instant changes rever-

sibly produced on the kidney by uterine dis-
tension have been shown by Franklin'5 and
Muresan and Zehan" to be correlated
with simultaneous rises of blood pressure.
-I am, etc.,
Worthing, Sussex. JOHN SOPHIAN.
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Psychiatry Courses for G.P.s

SIR,-It has come to my knowledge that
the Oxford Institute of Psychiatry, which runs
postgraduate refresher courses for general
practitioners, is in danger of having these
courses stopped on the grounds that psychiatry
is a specialized knowledge and this should not
be the province of the general practitioner.

I should be interested to find out through
your correspondence columns the feeling of
B.M.A. members and members of the Royal
College of General Practitioners to this
unhappy proposal.-I am, etc.,

Crawley, Sussex. R. I. MUIR.

Adrenal Function and Exogenous
A.C.T.H.

SIR,-In the Today's Drugs article (28
June, p. 809) " Corticotrophin and its Syn-
thetic Analogues," it is stated that "it is

therefore logical to use exogenous A.C.T.H.
to restore adrenal function to near normal
levels before stopping corticosteroid therapy "
and that it is advisable to continue with
A.C.T.H. injections until a "Usatisfactory
adrenal response has been obtained."
A " satisfactory " output of glucocorticoid

hormones in response to repeated adrenal
stimulation with supraphysiological doses of
A.C.T.H. is not an indication that the
adrenal glands can function satisfactorily
without this pharmacological stimulus.
However, even if a " satisfactory adrenal
response " to physiological doses of A.C.T.H.
has been obtained, this is of no functional
use if the endogenous AC.T.H. release
mechanism is still also impaired-and there
is ample evidence that this can occur.' 3 It
is well documented that exogenous A.C.T.H.
itself can cause inhibition of the A.C.T.H.
release mechanism in both man and labora-
tory animals.3` Because of this inhibition
of A.C.T.H. release caused by exogenous
A.C.T.H. it is certainly not logical, and may
be harmful, to conclude corticoid therapy
with A.C.T.H. injection,2 3 5 as this may
cause more inhibition of A.C.T.H. release
if this is already present, or may initiate it
if not.

For the same reason, I do not think one
is yet justified in concluding that, in
A.C.T.H.-treated patients, as also stated in
the article, pituitary-adrenal function is not
impaired to the same extent as it is in corti-
coid-treated patients.-I am, etc.,

SUSAN MITCHLEY.
London N.W.2.
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Our contributor replies: " In answer to
Dr. Mitchley's first criticism, it should be
evident that adrenal glands which have been
stimulated with large doses of corticotrophin
are much more likely to respond satisfactorily
to physiological doses of endogenous A.C.T.H.
than glands which have undergone severe
atrophy as a result of corticosteroid therapy.
Although there is ample evidence that the
A.C.T.H.-releasing mechanisms are impaired
during the administration of corticosteroids,
and this was clearly stated in the article, this
impairment is rarely severe enough to pre-
vent the return of some spontaneous pituitary-
adrenal activity on cessation of therapy. For
example, Robinson, Mattingly, and Cope'
have shown that when no corticotrophin is
given the plasma cortisol concentration
usually rises to normal levels within 48
hours after the steroids have been stopped,
and this has been confirmed by others.2 If
corticotrophin is given, a plasma 11-hydroxy-
corticoid estimation three days after the last
dose of corticotrophin will enable one to
detect the rare cases where endogenous
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