
of the forthcoming 10th revision ofthe International Classifica-
tion ofDiseases contains a list of reactions to severe stress and
adjustment disorders. 3 Two examples provide sufficient
illustration.

Acute stress reaction comprises exposure to an exceptional
medical or physical stress followed by the onset, within one
hour, of generalised anxiety or any two of the following: social
withdrawal, narrowing of attention, apparent disorientation,
anger or verbal aggression, despair or hopelessness, inapprop-
riate or purposeless overactivity, and uncontrollable and
excessive grief. Treatment is supportive and non-specific and
the prognosis is favourable.

Post-traumatic stress disorder includes brief or prolonged
exposure to an exceptional mental or physical stress followed
within six months by persistent remembering or reliving of
the stress; by intrusive flashbacks, vivid memories, recurring
dreams; or by distress when exposed to (or avoiding)
circumstances associated with the stressor. These features
are accompanied by either psychogenic amnesia or persistent
increased psychological sensitivity and arousal with at
least two of the following: difficulty in falling or staying
asleep, irritability, difficulty concentrating, distractibility or
increased restlessness and apprehension. Again, treatment is
supportive and non-specific, though the long term outlook
is uncertain.
Thus at a popular level stress is a vigorous concept that has

engendered a prosperous industry dedicated to its relief,
while in scientific and medical contexts the concept languishes

with dubious reliability and validity. Fifty years ago the stress
hypothesis began displacing obscure focuses of infection as an
antecedent of a variety of life's ills. As Susser has remarked:
"Many excellent sets of teeth and many pairs of tonsils were
sacrificed to that hypothesis. We can count ourselves fortu-
nate that the stress hypothesis does not require surgical
intervention. "'14
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Hepatic and portal vein thrombosis

Closely associated with chronic myeloproliferative disorders

Until recently most cases of hepatic vein thrombosis were
considered to be idiopathic-although occasional cases were
linked to underlying diseases such as myeloproliferative
disorders, systemic lupus erythematosus, paroxysmal
nocturnal haemoglobinuria, and antithrombin III deficiency.
As a result of advances in the early diagnosis of chronic
myeloproliferative disorders,' recent evidence now suggests
that most patients who develop hepatic vein thrombosis have
an associated, occult chronic myeloproliferative disorder.2 3
The chronic myeloproliferative disorders are distinguish-

able clinical entities that have a common origin from a single
malignant haemopoietic stem cell. These disorders have long
been known to be associated with thrombosis, particularly in
untreated polycythaemia vera and myelofibrosis, in which the
incidence of postoperative thrombosis can rise to 75%.4 The
risk is less in essential thrombocythaemia and chronic
granulocytic leukaemia.56 Thromboses commonly affect the
cerebral and coronary arteries, but there is also a high
incidence of intra-abdominal thrombosis in the inferior vena
cava or in the splenic, hepatic, portal, mesenteric, and renal
vessels.'
The diagnosis in polycythaemia vera is confirmed by an

increased red cell mass, the presence of splenomegaly, a
normal arterial oxygen saturation, and high white cell and
platelet counts, leucocyte alkaline phosphatase activities, and
serum concentrations of vitamin B-12. Treatment with
phlebotomy and myelosuppressive drugs is effective and
symptom free survival for 10-20 years common. In myelo-
fibrosis there is leucoerythroblastosis and the bone marrow
shows typical collagen-reticulin fibrosis. In some patients
with myelofibrosis the disease does not progress and they may

survive many years, but most need chemotherapy to control
splenomegaly and blood transfusions for anaemia.
There are several different causes of polycythaemia, and in

some cases the aetiology is initially unclear. Over a period of
years, however, two fifths of patients develop recognisable
polycythaemia vera.8 More recently cytogenetic analysis and
in vitro haemopoietic stem cell cultures have identified clonal
bone marrow characteristics and colony culture growth
patterns that have made it possible to identify chronic
myeloproliferative disorders at an even earlier stage."'3 In
these occult cases the usual clinical or haematological features
of chronic myeloproliferative disorders may develop later.

Recent reports showing that up to three quarters of patients
with hepatic vein thrombosis have associated occult forms of
myeloproliferative disorder23 may also explain why hepatic
vein thrombosis can recur after successful liver transplanta-
tion.9 Patients with thromboses associated with myelopro-
liferative disorders should be treated with anticoagulant
drugs, initially heparin and in the longer term warfarin or low
dose aspirin.'0 If thrombosis recurs-and there are no
contraindications such as oesophageal varices, thrombocyto-
penia, or severe liver dysfunction-lifelong treatment with
anticoagulants should be considered.
The cause of thrombosis in chronic myeloproliferative

disorders has been the subject of a longstanding debate.
Infiltration of the hepatic portal tracts with extramedullary
haemopoietic tissue might predispose to thrombosis in the
hepatic or portal vein. In polycythaemia vera there is a
prethrombotic state in which the raised packed cell volume
and increased blood viscosity lead to a low grade disseminated
intravascular coagulation and activated fibrinolysis.'II These
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abnormalities and the risk of thrombosis are reversed in
polycythaemic patients by therapeutic phlebotomy. The liver
is the main site for clearing plasminogen activator,'4 and in the
absence of antiplasmin this may account for the localisation of
thrombus formation in the hepatic outflow. Thrombocytosis
is a common feature in myeloproliferative disorders, and
platelet IgG Fc receptors may be activated in vivo by the high
concentrations of circulating immune complexes found in
these disorders.'5 16 The raised concentrations of plasma
D thromboglobulin and'the high incidence of clinical throm-
boses are both reduced by prophylaxis with aspirin.'0 15
There is also a high incidence of thrombosis in systemic

lupus erythematosus and an associated reduction in endo-
thelial cell synthesis of prostacyclin'7 and vasculitis. DNA
antibodies are found in about a tenth of patients with
myelofibrosis,'0 and a vasculitis affecting small vessels has also
been described.'9 It remains to be established, however,
whether these observations are important in the aetiology of
thrombosis in chronic myeloproliferative disorders. Another
feature that has been seen in a few patients with myelofibrosis
is the paroxysmal nocturnal haemoglobinuria syndrome.20
This is another clonal haemopoietic stem cell disorder, which
is more often associated with aplastic anaemia and acute
leukaemia. Patients with paroxysmal nocturnal haemoglob-
inuria have a high incidence of intra-abdominal thrombosis,
which is probably caused by complement induced platelet
activation.2 22 Paroxysmal nocturnal haemoglobinuria-like
abnormalities found by the sucrose and cold antibody lysis
tests20 and activation of complement23 are also common in
myelofibrosis, and thrombosis in chronic myeloproliferative
disorders may therefore be linked to these abnormalities.
There are, therefore, several different explanations for the

hepatic vein thrombosis seen in chronic myeloproliferative
disorders. The development of thromboses in patients with
occult disorders suggests that previously overlooked
mechanisms may be important. Different mechanisms may

be at work in different patients, and each may require
different treatment strategies.
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Second malignant tumours in head and neck cancer

Commoner than elsewhere

Although advances in surgical repair, radiotherapy, and
chemotherapy have improved control of cancer of the head
and neck,' 2 these improvements have hardly influenced
survival.395 One of the main reasons for this failure is the
development ofsecond malignant tumours, which occur more
commonly in the head and neck than in any other site.68
Among patients with head and neck cancer more are alleged to
die from second tumours than from their original disease.36
Despite recent interest in second tumours little is known
about risk factors and in particular about the influence of
treatment of the first primary tumour on development of a
second.

Several workers have tried to assess the influence of
TNM stage, sex, site, and behavioural characteristics on the
development of second malignant tumours. The risk of a
second primary tumour is thought to be independent of the
stage of the first79 and seems to be no greater in men than in
women,'0 but whether it is influenced by the site of the
primary tumour remains controversial.79 The greatest risk,
however, seems to be continued use of alcohol and tobacco,
though opinion varies about which is more influential.
Wynder et al found tobacco but not alcohol to be associated

with an increased risk." They also found, however, that
stopping both smoking and drinking did not prevent further
tumours from developing, although Moore showed a de-
creased incidence when smoking ceased. 12 Moore also noted a
greater risk of second malignant tumours with continued
smoking,'3 although Castigliano did not.'4 Others have found
that smoking and drinking together seem to increase the risk
of second malignant tumours.79 II I6 Thus, although smoking
and drinking may increase the risk, stopping smoking and
drinking do not seem to remove it.
The increased interest in second malignant tumours has not

been matched by an equally critical appraisal of the effect of
treatment on the primary lesion. Most squamous carcinomas
of the head and neck region are managed with surgery,
radiotherapy, or a combination of both. Most studies have not
clearly distinguished between the numbers ofsecond tumours
arising after surgical treatment of the primary tumour and
after radiotherapy.689' 723 Those that have recorded them
separately have made little or no attempt to correlate this with
the extent of disease at the time of initial treatment,7 101124-28
although one study found that the risk of second malignant
tumours was independent of the stage of the disease.9
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