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In hospital only symptomatic treatment is required for
slight or moderate poisoning-chlorpromazine for vomiting,
analgesics for pain, and an intravenous antihistamine for
angioneurotic-type of oedema (rare but recorded). If restless-
ness is extreme, paraldehyde may be needed. The bitten
limb should be supported but otherwise left alone. Anti-
biotics, tetanus antiserum or toxoid, and cryotherapy3 are not
indicated.

In severe cases when shock persists despite these measures
effective antivenom would benefit if it were available. In
Great Britain the Standing Medical Advisory Committee has
recently agreed that antivenom should no longer be held at
designated centres. This is a wise decision as regards the
Pasteur antivenom previously recommended,4 since this anti-
venom is unrefined and there is no convincing published
evidence of its effectiveness against V. berus poisoning.
However, recent work' has shown that an antivenom made
with the venom of the southern European long-nosed or
horned viper, V. ammodytes, as sole antigen is both highly
refined and remarkably effective in neutralizing V. berus
venom. This antivenom is obtainable from the Institute of
Immunology, Rockefellerova 2, Zagreb, Yugoslavia. If shock
is persistent, the contents of five ampoules of this antivenom
should be given by intravenous drip, with the precautions
recently outlined.6 In such cases, if this antivenom is not-
available, the most suitable treatment would be blood trans-
fusion.

Platelets and Aspirin
Abnormalities in the functioning of platelets may give rise
to bleeding disorders. The platelet dysfunction may be con-
genital, as in thrombasthenia, or acquired, as in uraemia.' 2
The investigation of a patient with a bleeding tendency starts
with a careful history and physical examination and is
followed by appropriate laboratory tests. The existence of
platelet dysfunction is suggested when the bleeding time is
prolonged but the platelet count and general tests of blood
coagulation are normal. In such cases it is important to test
the bleeding time with special care, and Ivy's method is pre-
ferable to Duke's.
A number of tests are now available for investigating plate-

let function. They include tests of adhesiveness by in vitro
and in vivo methods; tests of platelet aggregation using agents
such as adenosine diphosphate, collagen, adrenaline, serotonin,
and thrombin; and tests of platelet coagulant function (plate-
let factor 3 andq clot retraction). In thrombasthenia (Glanz-
mann's syndrome) there is a failure of platelet aggregation
by adenosine diphosphate and impaired clot retraction. In
uraemia there is a defect in platelet adhesiveness3 and in
availability of platelet factor 3. The most recent work on
platelet adhesiveness in uraemia has shown that it is inversely
correlated with the serum levels of urea and creatinine.4

Recently reports have appeared of patients with primary
abnormalities of platelets characterized by impairment of
aggregation with collagen or adrenaline.5'-9 It has also been
observed that anti-inflammatory drugs, particularly aspirin
(acetylsalicylic acid), can induce similar abnormalities of
platelet function in healthy persons.10l' A single dose of
three to four tablets of aspirin (900-1,200 mg.) will induce
these abnormalities, which can be detected within a few hours
of ingesting the drug and persist for three to seven days. A

similar dose of aspirin will also produce a small but distinct
increase in the bleeding time in healthy persons and a con-
siderable increase in patients with von Willebrand's disease.'
Sodium salicylate does not do so, and it therefore seems likely
that the acetyl radicle is important for mediating these
changes. Another effect of aspirin on platelets is described
by Drs. A. H. Youssef and P. Barkhan in the B.M.J. this
week (page 394). They report that aspirin, both in vitro and
in vivo, will block the release of heparin-neutralizing activity
(platelet factor 4) from human platelets, which normally
follows platelet aggregation by adenosine diphosphate or
collagen, and they also provide evidence that aspirin attaches
to the platelet via the acetyl radicle. This effect of aspirin
on platelet function is probably another manifestation of its
inhibitory action on the platelet-release reaction in general,
involving release also of serotonin and adenosine diphosphate.
The exact mechanism of the aspirin effect is unknown, but
the changes are perhaps a consequence of its action on the
platelet membrane, thus inhibiting release of intrinsic platelet
adenosine diphosphate and the platelet granules, which carry
serotonin and heparin-neutralizing activity. Interference
with platelet function may account for or contribute to the
bleeding which may follow the taking of aspirin in some
apparently normal persons, and particularly in patients with
a pre-existing defect of haemostasis whether congenital, such
as haemophilia, von Willebrand's disease, and telangiectasia,
or acquired, such as in those on anticoagulant drugs.
A patient recently reported on by M. A. Sahud and P. M.

Aggelerl4 is of particular interest in that some of the abnor-
malities of platelet function were identical with those pro-
duced by aspirin ingestion, though the patient had not been
taking aspirin and the platelet defect was believed to be of
primary type. The simnilarities and differences between the
platelet dysfunction in this patient and that induced by aspirin
were-investigated in detail. As in the abnormality induced
by aspirin, the aggregation of the patient's platelets by
trypsin, collagen, and centrifugation wa$ blocked, but aggrega-
tion by high concentrations of adenosine diphosphate was
normal. Unlike the aspirin defect the patient's bleeding time
was very long, in vivo platelet adhesiveness was impaired,
adhesion of platelets to collagen fibrils was reduced, and
aggregation of platelets by serotonin and glass beads was
impaired. Both phases of aggregation induced by adrenaline
were blocked, whereas with aspirin only the second phase
is abolished. There was also rapid disaggregation of platelets
after addition of low concentrations of adenosine diphosphate,
whereas with aspirin the rate of disaggregation was only
slightly increased. Platelet transfusions temporarily corrected
most of the defects with the exception of adrenaline-induced
platelet aggregation.
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The findings in this patient are similar in some ways to
those in Glanzmann's syndrome, von Willebrand's disease,
and to the platelet dysfunction seen in uraemia and dys-
proteinaemias such as myelomatosis and macroglobulinaemia.
The failure of platelet aggregation by collagen and adrenaline
is similar to that found in Glanzmann's syndrome, but the
normal clot retraction and normal platelet aggregation by
high concentrations of adenosine diphosphate would exclude
that condition. It is similar to von Willebrand's disease in
the long bleeding time and the reduced in-vitro platelet ad-
hesiveness by Salzman's method but differs from that disease
in the normal concentration of factor VIII and the impair-
ment of platelet aggregation by collagen and adrenaline. The
patient was neither uraemic nor dysproteinaemic. This case
bears certain similarities to the cases described previously by
others."' It also emphasizes the fact that the platelet defect
resembles that induced by ingestion of aspirin, and it is there-
fore important to make sure that patients in whom such
abnormalities are found have not been taking aspirin or other
anti-inflammatory drugs.

Other than easy bruising and occasionally prolonged bleed-
ing from superficial cuts, Sahud and Aggeler's patient had no
other evidence of a bleeding tendency. She had survived to
middle age with remarkably little disability, having under-
gone tonsillectomy, appendicectomy, and extraction of molar
teeth; her menstrual periods had been normal and she had
had three uneventful pregnancies. The authors postulate that
perhaps the small stab wound used to determine the bleeding
time exposes an insufficient amount of subendothelial collagen
to induce platelet aggregation readily, whereas in major
operations the ratio of exposed collagen to platelets may be
large enough to overcome this particular kind of platelet
dysfunction.

More Blackwater Fever
Blackwater fever is reappearing in areas where it had become
rare. This news has important implications both for indi-
genous inhabitants of malarial regions and for the many
short-term visitors going there by modern jet travel. D. C.
Dukes and colleagues' have reported that it is now seen again
in Central Africa after being uncommon there for many years.
In Rhodesia, where it is notifiable, not a single case was
recorded from 1955 until 1964, but Dukes and his colleagues
encountered six between 1965 and 1967. Whereas formerly
it was seen only in Caucasians, it is now encountered mostly
in Africans.

In their cases deficiency of glucose-6-phosphate dehydro-
genase was excluded as a cause of the haemolysis, and a
special feature was renal failure with oliguria. This was
successfully treated in five of the six patients by haemo-
dialysis; in one recovery followed 33 days of oliguria and
in another 21 days. This method of treatment, introduced
by R. C. Jackson and A. W. Woodruff,2 is becoming increas-
ingly recognized as an important advance in the management
of such patients and has saved many lives.

Other lessons to be learned from this study include the
need to be aware that severe falciparum malaria with renal
failure can attack the inhabitants of malarial areas where
control has been established. Paradoxical though this situa-
tion may seem, it arises because only among persons with a
low level of immunity to malaria do blackwater fever and
severe Plasmodium falciparum infections occur. After
malaria is brought under control in a place the level of
acquired immunity falls among people living there, and while
the general incidence of malaria drops its severity increases
among those who do acquire it. Further, in some countries,
such as Ceylon, malaria control has within the past two years
partially broken down, and.millions not exposed to it for a
decade are now becoming infected.

Blackwater fever is rare, possibly non-existent, among
persons who take an adequate prophylactic dose of one of
the synthetic antimalarials, such as chloroquine, proguanil,
or pyrimethamine. Among visitors to malarial regions to
take such a prophylactic is the most important means of
preventing it, There is evidence that quinine is more likely
to precipitate it than are the synthetic antimalarials. In the
treatment of patients with malaria attention to hydration is
important, for dehydration may favour the development of
renal failure. Once blackwater fever has developed, correc-
tion of imbalance of fluids and electrolytes and provision of
haemodialysis when uraemia is -present are paramount.
Transfer of the patient to a centre where these are possible
is therefore an urgent matter. The patients withstand travel
well, and without movement to a centre where these facilities
are available the prognosis is grave. For those with cerebral
symptoms prompt administration of large doses of dexa-
methasone-for example, 10 mg. intravenously-may be
followed by dramatic improvement.
The incidence of malaria in Britain at the present time is

showing a tendency to increase, and among severely affected
patients oliguria and cerebral manifestations are not uncom-
mon. The need to be on the look-out for such cases is
apparent. Indeed, awareness of the possibility of malaria is
the key to preventing severe attacks, as treatment in the early
stages is simple. Malaria would cause few problems if
doctors invariably asked patients whether they had recently
travelled abroad and, on the answer "Yes," immediately
thought of tropical disease.

Training to Survive
The sad loss of Donald Crowhurst somewhere in the Atlantic
is a reminder that adversity can impose mental stresses as severe
as any physical blows that a hostile environment can offer.
But, though they vary in their capacity to meet them success-
fully, men can be trained to do so with great benefit. And in
the possession of a natural aptitude for survival even in
extreme conditions women may on the average surpass men.
The balance between physical and mental endurance has

often been observed among the survivors on a raft or in a
lifeboat after a disaster at sea. Men alone or in groups cast
away at sea face increasing hazards which take toll of their
physical and emotional stamina. They may be injured at
the outset; they may suffer thirst, hunger, seasickness,
exposure, cold, or the blistering heat of the tropical sun.
They may be overcrowded, continually battered and
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