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But the patchy distribution of the sarcoid lesion does not
follow that of any major coronary artery, and the lesions may
also be found in the wall of the right ventricle or atrium.
Myocardial sarcoidosis is a serious condition. When it is
diagnosed during life the patient should be given a course
of corticosteroids, but the response is often disappointing.
Myocardial involvement appears to be a rare accompaniment
of sarcoidosis, but this may in part be a reflection of the
clinician's unfamiliarity with the condition. It must certainly
be included in the differential diagnosis of all cases of sud-
den unaccountable heart block.
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Clot Failure in Pregnancy
Impairment of blood coagulation may result from deficiency
of coagulation factors (singly or in combination) or from the
presence of an anticoagulant. In either case it may lead to
defective haemostasis and abnormal bleeding, which may
occur spontaneously or only after surgery, depending on the
severity of the coagulation defect.

Genetically determined deficiencies usually affect a single
coagulation factor-for example, factor VIII (antihaemophilic
globulin), as in classical haemophilia. Acquired deficiencies
usually affect several coagulation factors, as in severe liver
failure or in treatment with warfarin or related drugs.
Multiple deficiencies may also follow disseminated intravas-
cular coagulation, which leads to consumption of coagulation
factors and to activation of filbrinolysis, with the formation of
fibrin degradation products, some of which can exert a direct
anticoagulant action on the thrombin-fibrinogen reaction.
Obstetrical causes include premature separation of the
placenta and amniotic fluid embolism.

While much less common than coagulation deficiency
states, an impairment of blood coagulation may result from
circulating anticoagulants' produced in the body. These in-
hibit the action of a specific coagulation factor immediately
or lead to its slow inactivation. In most instances these have
developed in patients with classical haemophilia and have
been directed against factor VIII. However, they have also
been found in patients after pregnancy, usually within six to
twelve months after delivery. Circulating anticoagulants have
also been found in elderly men and women who have been
previously well, and in patients with diseases believed to have
an immunological basis such as rheumatoid arthritis, systemic
lupus erythematosus, rheumatic heart disease, regional en-

teritis, bullous dermatitis, and pemphigus. In systemic lupus
the inhibitor is of a peculiar type and produces a coagulation
defect mimicking a specific deficiency of prothrombin: it
inhibits the activation of prothrombin by thromboplastin.
The factor VIII inhibitors are IgG immunoglobulins, and
they are believed to be antibodies directed against deter-
minants on the factor VIII molecule. Factor IX inhibitors
have been reported in patients with Christmas disease, but
inhibitors against the other coagulation factors are very rare.
A particularly interesting case of a patient with a factor

VIII inhibitor has recently been reported.2 The inhibitor was
detected during pregnancy and was associated with gross
haematuria, premature delivery, and postpartum bleeding
from vaginal abrasions. The inhibitor was first found in the
IgM fraction of the patient's plasma and later in the IgG
fraction. Bleeding was controlled with concentrates of human
factor VIII, which temporarily overcame the action of the
inhibitor. The inhibitor was not found in the infant's blood,
presumably because it was an IgM at the time of delivery
and therefore could not cross the placenta. The bleeding
tendency in patients who develop circulating anticoagulants
in or after pregnancy is similar to that seen in haemophilia.
The aetiology of circulating anticoagulants associated with

pregnancy is obscure. It has been suggested that the antibody
arises from immunological differences between the factor VIII
molecules of mother and child, but this hypothesis is unsub-
stantiated. Corticosteroids and immunosuppressive drugs
have been used in treatment, but, though some patients seem
to have responded, these drugs, have been found to be gen-
erally ineffective. Since a proportion of patients with acquired
coagulation inhibitors recover spontaneously, the effect of any
treatment is difficult to assess. The presence of the inhibitor
is not necessarily associated with troublesome bleeding, and
in the absence of bleeding such patients do not require active
treatment. A dangerous complication is haemorrhage into the
tongue and floor of the mouth, causing respiratory obstruc-
tion. For such life-threatening situations and for surgery use
has been made of exchange transfusion, plasmapheresis, and
the infusion of factor VIII concentrates. The response to
factor VIII will depend on the dose infused and on the
strength of the inhibitor. A potent inhibitor will require a
greater dose of factor Vm to saturate it and to provide an
adequate level of free factor VIII to promote haemostasis.
Factor VIII concentrates made from porcine or bovine plas-
ma may be more effective than human concentrates, since the
inhibitors tend to have greater specificity for human factor
VIII. But these animal preparations are themselves antigenic,
and their use should be restricted to life-threatening situa-
tions. In haemophiliacs with inhibitors the inhibitor titre is
increased by infusions of factor VIII, which should therefore
be withheld if possible, but there is no evidence that this hap-
pens in non-haemophiliac patients with inhibitors.
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