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concern itself with these matters, it must be
more energetic and searching, in particular
in its approach to a revision of our present
open-ended contracts.
We look forward to further articles in this

series in the hope that the B.M.7. is con-
cerned to bring into the open the many
inequalities and anomalies that burden and
divide.-We are, etc.,
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Coagulation Failure in Pregnancy
SIR,-Many theories have been put for-

ward to explain coagulation failure and its
sequelae in pregnancy.' None of these,
however, explains the varied clinical features
associated with coagulation failure in preg-
nancy, nor do they explain its unpredicta-
bility in the presence of a known stimulus.
In the context of the placental thrombo-
plastin theory the extent of the trauma to
the placenta and uterus should be related to
the amount of thromboplastin released, but
coagulation failure is not invariably related
to the extent of this trauma. Further, it does
not explain how the thromboplastin is re-
leased and why sometimes it is not released
in the presence of placental damage,
though the accessibility of the placenta to
the maternal circulation is constant.
Amniotic fluid, on the other hand, is a

known source of thromboplastin.2 Its effect
has been demonstrated repeatedly in animal
experiments. When given intravenously in
sufficient quantity or in smaller repeated
quantities its anticoagulant effect is consis-
tent. The mechanism of its intermittent
access to the maternal circulation can be
described precisely. Amniotic fluid infusion
is given as the explanation for the occasional
occurrence of coagulation failure with
uterine rupture.1

Coagulation failure occurs relatively
commonly in pregnant women in three
conditions. The first of these, amniotic fluid
embolism, is a clearly defined entity. It is
frequently associated with coagulation failure
and is almost invariably fatal. In the second
condition, accidental haemorrhage, coagula-
tion failure occurs in 5 °' to 20% of
patients.4 In the third condition, intrauterine
death of the foetus of three or four weeks'
duration, coagulation failure likewise occurs
occasionally and unpredictably. The second
and third conditions are sometimes associa-
ted with other unexplained symptoms such
as shock out of proportion to blood loss,
cyanosis, early manifestations of cardiac
failure, and uterine atony.1

It seems that a common factor in these
three situations is that of easy access to the
maternal circulation of amniotic fluid-
directly in the first condition; at the site of
placental detachment in the second (when
the sudden accumulation of clot behind the
placenta tears through the menbranes at the
placental margin); and in the.:Third either
directly, due to increased tiabilit4' of the
dead -membranes, or ind ecy Hue to
increased: permeability .of the.>dead mem-
branes. This accounts for e-th inconstant

occurrence of coagulation failure in these
conditions, as the integrity of the mem-
branes is not always destroyed. The
occasional late onset of the amniotic fluid
embolism syndrome5 an hour or more after
delivery can be explained on the basis that
amniotic fluid becomes trapped in the
uterine veins when it contracts immediately
after delivery, and is gradually released into
the circulation with the normal postpartum
diminution in uterine tone. Thromboplastin
from another source could explain the blood
derangement in these conditions, but not the
reason for its inconstant release nor the
associated symptoms, which have been
demonstrated repeatedly by infusing
amniotic fluid into animals. It has also been
noted in animal experiments that it is the
particulate matter in the amniotic fluid that
causes the general reaction.

This theory is based primarily on the
extensive clinical and histological evidence
accumulated, but it also accounts for the
biological changes and the clinical features
associated with coagulation failure in preg-
nancy.-I am, etc.,

Louis D. COURTNEY.
Department of Obstetrics,

Radcliffe Infirmary,
Oxford.
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Postoperative Fibrinolysis
SIR,-I was interested to read the letter of

Mr. R. H. Whitaker and his colleagues (24
January, p. 238), in which a case of post-
operative fibrinolysis is described. Dr.
Whitaker points out that the abnormal
fibrinolytic state in their patient was probably
due to hyperthermia, as a result of a reac-
tion to succinylcholine given during an-
aesthesia.

Fibrinolysis is stimulated by both mental'
and physical2 stress, and is normally en-'ES
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hours pdioperarively. (F), 3saurs postoperatively.
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hanced during surgery. In 4 patients studied
while undergoing surgery (see Fig.) fibrin-
olysis was stimulated, as shown by short-
ening of the dilute blood-clot lysis time.
This effect was maximal immediately after
the operation was followed by a re-
bound tendency 1 to 2 hours postoperatively
(this presumably being a physiological
mechanism to aid haemostasis). It would not
be surprising if further abnormal stimula-
tion, such as hyperpyrexia, resulted in
pathological fibrinolysis.
This study was carried out at the Fibrinolytic

Laboratory, St. Laurence's Hospital, Dublin.
-I am, etc.,
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Diazepam and Muscle Relaxants

SIR,-Coincident with the increasing use
of diazepam (Valium), both as a premedi-
cation and as an induction agent in
anaesthesia, we have noticed a higher inci-
dence of prolonged postoperative respira-
tory depression in patients to whom curare or
a curare-like drug had been administered.
Recently two patients who had received
diazepam as a premedication and d-tubo-
curarine during the anaesthetic had persis-
tent muscle weakness and respiratory
depression for 3 and 4 hours after the
operation. The muscle weakness did not
respond to neostigmine.
We have investigated the effect of diaze-

pam on neuromuscular conduction and have
confirmed that it has no effect on the twitch
response to a supra-maximal stimulus. It
does, however, have a profound effect upon
the action of the muscle relaxants. After
intravenous administration of 10 mg. diaze-
pam the neuromuscular block produced by
gallamine is increased about threefold, both
in degree and duration. The neuromuscular
block produced by succinylcholine is redu-
ced by 20% to 30%,' following the same dose
of diazepam. These results will be the sub-
ject of a preliminary communication, which
suggests that diazepam acts by reducing
acetylcholine release at the pre-synaptic
membrane.

It is important in view of the widespread
use of the diazepam that all anaesthetists are
acquainted with its action in potentiating the
non-depolarizing muscle relaxants and the
possibility that this effect may be shared by
other benzodiazepine drugs.-We are, etc.,
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Corticosteroids and Pituitary-adrenal
Function

SIR,-Dr. M. A. Ganderton and Professor
V. H. T. James (31 January, p. 267) raise a
problem concerning the interpretation of
pituitary-adrenal fvnctiot tests in patients
receiving corticosteroid- therapy. In assessing
whether their patients had developed
impaired adrenal responsiveness during
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