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SHORT REPORTS

Willebrand factor in von
Willebrand's disease

The diagnosis of von Willebrand's disease (VWD) is usually made from
the prolonged bleeding times and reduced plasma clotting factor VIII
(F VIII C) activities of persons with a positive family history. The
characteristically prolonged rise in F VIII C after plasma or cryopreci-
pitate treatment confirms the diagnosis. Recent discoveries have shown
reduced levels of antigenic factor VIII (F VIII Ag) and diminished
glass-induced adhesion and ristocetin induced aggregation of platelets
in V.W.D. plasma. All these defects are corrected in vitro and in vivo
by fractions of normal plasma which are closely linked to F VIII Ag.
These fractions contain "(von) Willebrand factor" (F VIII W.F.),
whose concentration is very low in VWD plasma and which can be
assayed using its ability to cause platelets to aggregate with ristocetin'
-a phenomenon of pharmacological rather than physiological signifi-
cance. The existence of atypical families indicates that there may be
several "molecular" variants-for example, some with normal
F VIII Ag but low F VIII W.F.

Kernoff et al.2 found that factor VIII treatment to VWD patients
was followed by a persistent rise of high-molecular weight F VIII Ag
and F VIII C. On the other hand, Bennett et al.3 found that whereas
such treatment was followed by persistently high F VIII C activity, the
F VIII Ag levels fell rapidly; and Bloom et al.4 noted a parallel rapid
fall of F VIII W.F. activity and lengthening of the bleeding time.
Stapleforth et al.5 suggest that this pattern indicates that the infused
F VIII Ag is consumed during the synthesis of the new F VIII C. We
have observed the levels of F VIII C, F VIII Ag, and F VIII W.F.
(Meyer's washed platelet systemr) in two patients with classical VWD
after cryoprecipitate treatment.

Case reports

Case 1.-A 16-year-old girl had 10 packs during a severe nosebleed. Though
the F VIII C level remained raised at first, that ofF VIII Ag and F VIII W.F.
both declined rapidly to their former levels with a half life of about 10 hours.
Her bleeding time (Ivy's method) was four and a half minutes immediately
after infusion, but over 13 minutes 22 hours later.

Case 2.-A 36-year-old woman presented with an acute and distressing
dental abscess. Her F VIII W.F. was 28%/ and F VIII Ag 63% of pooled
normal plasma, and her F VIII C was 0 45 U/ml. Her tooth was extracted
and left to drain. Initial cover with eight packs of cryoprecipitate was insuffic-
ient for haemostasis and another 12 packs were required four hours later.
Bleeding stopped promptly. Twenty-six hours later her F VIII Ag level
was falling, but her F VIII C and F VIII W.F. levels were still quite high
(see table). One month later levels were much lower, showing that at presen-
tation she was synthesizing additional materials sufficient to increase by
about 25%' above the basal levels of active F VIII W.F., F VIII Ag, and
F VIII C. Active synthesis may well have been continuing during the period
under study making any analysis of the rates of decay unreliable.

Willebrand, Antigenic, and Clotting Factors

F VIII W.F. F VIII Ag F VIII C
Sample u/ml

(a) Preoperation 28 63 0 45
(b) Intermediate 48 90 0-68

(Postop. and eight
cryo packs)

(c) After 12 more 80 140 0-96
cryo packs
(Four hours postop.)

(d) Six hours after (c) 93 130 0-72
(e) 19 hours after (c) 88 120 0 79
(f) 26 hours after (c) 85 90 0 70
(g) Basal (one month <5 35 0-22

later)
(a) Minus (g) 23 28 0-23

Discussion

These contrasting responses illustrate the desirability of "basai'

conditions when carrying out such studies. Moreover, they do not
necessarily support the idea that persons with some varieties of VWD
can synthesize F VIII Ag and F VIII W.F. after treatment, whereas
others cannot. Synthesis of F VIII W.F. under stress might explain
the observations of Kernoff et al. ;2 and also the frequently observed
rapid haemostasis of many patients with VWD in acute surgery-
for example, appendicitis-in spite of lack of factor VIII cover. We
would expect the spontaneous remissions observed in pregnancy to
be accompanied by synthesis of F VIII W.F.; and possibly the
homozygous patients of Stapleforth et al.5 failed to remit because of
the lack of sufficient synthesis. Reduced but detectable synthesis by
VWD heterozygotes may occur under conditions known to increase
F VIII C and F VIII Ag levels in normal persons.3
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Sinus bradycardia following
treatment with hydergine for
cerebrovascular insufficiency

The use of Hydergine (dihydroergotoxine mesylate) in the treatment of
patients suffering from dementia as a result of cerebrovascular
insufficiency has been the subject of recent reports.' 2 Studies of drugs
used in treating dementia using the automated pair matching test3
included the action of Hydergine in a few patients with dementia
resulting from cerebrovascular disease (multi-infarction dementia).
In a small trial in which Hydergine was given to eight patients three
developed a serious degree of sinus bradycardia associated with a
general deterioration in their condition necessitating ending the
treatment.

Case Reports

Case 1-A woman aged 85 presented with a five year history of organic
dementia with symptoms and signs suggesting cerebrovascular aetiology.
Her cardiovascular system was clinically normal, blood pressure 135/80
mm Hg, pulse 70-80 beats/min sinus rhythm; the electrocardiogram (ECG)
showed evidence of old inferior infarction. She was treated with Hydergine
1-5 mg three times a day for seven days and at the end of this time developed
a sinus bradycardia of 40 beats/min with evident general deterioration in her
condition.

Case 2-A 69-year-old man had a two-year history of dementia with signs
and symptoms showing a cerebrovascular aetiology. The cardiovascular
system was normal, blood pressure 140/80 mm Hg, ECG normal, and pulse
80 beats/min, sinus rhythm. After two weeks of treatment with Hydergine
1-5 mg three times a day his heart rate dropped to 40 beats/min with sinus
rhythm and his general condition deteriorated.

Case 3-An 80-year-old woman presented with a three-year history of
dementia due to cerebrovascular disease. The cardiovascular system was
normal, blood pressure 110/70 mm Hg, pulse 80 beats/min sinus rhythm,
ECG normal. After three weeks'. treatment with 1-5 mg of Hydergine she
developed a sinus bradycardia of 40 beats/min with deterioration in her
general health.
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