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Dr. G. NEALE: This patient was followed very closely in the
clinic and in fact her serum calcium rose from 5.4 to 7.7 mN./
100 ml. within six weeks, during which time she was taking
1,500 units of vitamin D a day. The fact that she did not
respond to cortisone is very much against hypervitaminosis D.

I should like to ask Dr. MacIntyre whether he has had any
experience of giving phosphate to overcome the effects of
hypercalcaemia ? Goldsmith4 from Harvard recently claimed
that the correct treatment is large doses of phosphate. He had
a series of about 20 patients with hypercalcaemia due to
malignant disease in whom the serum calcium rapidly returned
to normal levels.

Dr. MACINTYRE: I think Dent5 has also recorded this as a
therapy for a parathyroid tumour in which the tumour could
not be located. However, I would not lightly advise this treat-
ment because one might lower the calcium only at the cost of
depositing it as much in the kidneys and soft tissues as in the
bone.

Professor RUSSELL FRASER: In such patients phosphate
treatment may not be dangerous even though it should be used
only as second choice (the better thing being to remove the
parathyroid tumour), because in hyperparathyroidism there is a
rapid turn-through of calcium in the bones, where may be

commonly seen quite wide osteoid seams-in fact, osteomalacia.
There is plenty of space for the calcium to go if you have not
got renal disease.

Dr. MACINTYRE: Yes, but do you not think you might
accelerate tissue calcification, including renal tissue calcification,
by giving a lot of phosphate ?

Professor RusSELL FRASER: Only when you have filled up
the osteoid seams, and without renal failure there is a long way
to go doing that.

Professor MCMICHAEL: I think the analysis of a case like
this becomes increasingly difficult.

We are grateful to Dr. J. P. Shillingford and Dr. B. Heard
for assistance in preparing this report, and to Mr. W. Brackenbury
for the photomicrographs.
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TODAY'S DRUGS

With the help of expert contributors we publish below notes
on a selection of drugs in current use.

Tybamate
This drug is marketed as Benvil (Beecham Research Labora-
tories) and Solacen (Wallace Laboratories).

Chemistry and Pharmacology
Tybamate is 2-methyl-2-propyltrimethylene butylcarbamate

carbamate, and is an analogue of meprobamate. Berger' states
that it acts subcortically to stabilize emotional circuits, and that
this action is exerted through an effect on the hippocampal and
limbic systems. It has some anti-serotonin activity, but its
autonomic effects are negligible. The peak concentration in the
blood is reached one hour after taking the drug by mouth.

Clinical Use

Tybamate is used in the treatment of anxiety and depression.
The drug is claimed to be particularly useful in quieting agita-
tion without causing obfuscation. A number of clinical trials
have been carried out in the U.S.A.; most of these have been
in institutions for psychotics or on patients which chronic brain
damage, and none of them was organized on complete double-
blind principles, as are practised in such trials in Britain.
The best-organized trial was by Splitter,2 who compared
tybamate with chlordiazepoxide and a placebo in 120 patients
selected by the author at random from among private patients.
Tybamate appears to be a useful and safe alternative drug to
use in situations in which chlordiazepoxide and amitriptyline

might be prescribed. However, its correct place in the thera-
peutic armamentarium awaits full evaluation from properly
organized double-blind cross-over trials in a randomly selected
population. In Britain the size of the capsules seems to present
a problem-a number of patients return them as unacceptable.

Toxic and Side Effects
Pregnant rats and albino rabbits given tybamate from the

first week of conception until birth gave progeny normal in
number and weight and free from teratogenic changes.' The
drug is remarkably free from side-effects and there is no ten-
dency to addiction or to withdrawal symptoms. Drowsiness
occurs rarely. Dizziness, headache, nausea, and stimulation as
opposed to sedation have all been reported in a few patients,
but in a series of 120 patients only two had side-effects at all.
A long-term trial3 of six months' continuous treatment showed
no evidence of toxic effects on the liver, kidneys, or bone
marrow. So free of side-effects is the drug said to be that in
Splitter's series2 the extraordinary result was produced that the
placebo tablets produced more unpleasant side-effects than the
tybamate.

Dosage

Both Benvil and Solacen are available as capsules of 350 mg.
The dose is from 700 mg. to 2,100 mg. daily.
The basic N.H.S. cost of 50 capsules is 16s. 6d.
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