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Chasing the unknown
primary
ACUP is not a Cockney version of hiccup, nor even a close
relative: it is yet another oncological abbreviation which
describes a common clinical problem-adenocarcinoma from
an unknown primary site. The approach to management of a
patient who so presents varies widely according to the
accompanying clinical clues-and also to the physician's
attitude and experience. Some prefer simple symptomatic
treatment, while others opt for vigorous investigation up to and
including surgical assault. The negative prognostic implica-
tions of the first approach (adenocarcinomas are incurable, so
keep the patient comfortable) can be defended more easily if the
histological findings are unequivocal, tests for markers for
tumours of the prostate and testis are negative, and examina-
tion of the breast and pelvis has shown no abnormalities.
Systemic treatment is warranted for lymphomas, which may
masquerade as adenocarcinomas, and for carcinomas of the
prostate, testis, breast, and ovary. Treatment with hormones
and cytotoxic drugs has a high chance of shrinking the
tumour; survival is usually prolonged in patients who show a
response. -On the other hand, these are all tumours that are
uncommon in most series of ACUP.1-3 Much more likely
primaries are carcinomas of the pancreas, lung, colon, and
liver, all of which stubbornly resist the attentions of physicians,
surgeons, and radiotherapists.
This poor prognosis is the first reason why the zealous hunt

for the site of an elusive primary may not always be in the
patient's interest. The second reason is that the search is so
often inconclusive. A recent large series of 266 patients with

unidentified adenocarcinomas had a battery of tests, including
chest radiography, skeletal survey: intravenous pyelography,
barium meal and enema, sigmoidoscopy, liver scan, and multi-
channel biochemical analysis of plasma and urine.4 One
hundred and thirty of them were further investigated post
mortem. In 23 cases the primary site was not found even at
necropsy. In only 22 cases was an antemortem diagnosis proved
correct at necropsy, while in 25 cases it was proved wrong. In
other words, this plethora of investigations gave a correct
result in only a small minority of cases. Logically, therefore, the
search should be drastically limited. What seems reasonable is
to try to exclude the cancers mentioned above with careful
clinical examination; to take a further look at the histological
appearance (including immunoperoxidase and other special
stains); to measure serum t-fetoprotein and human chorionic
gonadotrophin concentrations and acid phosphatase activity;
and perhaps mammography and ultrasound examination of the
pelvis.
Most patients with ACUP have tumours resistant to con-

ventional treatment. One early study of their clinical course
showed that the median survival was around three months.3
A recent report from the same institute has described the

outcome of blind blanket cytotoxic treatment in patients with
ACUP.5 Two regimens were compared in a random fashion
and, surprisingly, one resulted in some encouraging responses.
Nine out of 25 patients receiving doxorubicin together with
mitomycin responded, and three remain alive and well over a
year later. Non-responding patients, including all but one of 22
who were given cyclophosphamide, methotrexate, and 5-
fluorouracil, had a median survival of 13 weeks. Possibly the
drugs in the first combination might be applied more widely-
with the proviso that they are discontinued promptly if no
response is seen within two months or so, so avoiding pro-
longed toxicity. A trial of such an approach compared with
symptomatic measures would be the best way to prove its real
benefit.
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Centrally acting drugs in
chronic airways obstruction
Any drug that affects the central nervous system may influence
the respiratory centre. In most cases this is incidental to the
main action, and for bronchodilators such as salbutamol1 and
aminophylline2 is a bonus as these drugs stimulate respiratory
drive. On occasion,however, drugs are given specifically for their
central effect on respiration: for example, amylobarbitone
sodium has been used to suppress the ventilatory disturbance
associated with anxiety,3 and progesterone is an effective central'
respiratory stimulant for treating the obesity-hypoventilation
syndrome.4 Nevertheless, many patients with chronically
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