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TO-DAY'S DRUGS

Methisazone
This drug is marketed by Burroughs Wellcome & Co. under
the trade name of Marboran.

Chemistry
Methisazone is N-methyl-isatin 8-thiosemicarbazone. This

is one of a series of isatin fl-thiosemicarbazones which have
been shown in the laboratory to have antiviral activity against
vaccinial and variola2 viruses.

Pharmacology
The mode of action is at present unknown. There is evidence

that the compound acts specifically to prevent the synthesis of
new virus particles and not through the depression of normal
cellular metabolism.3 Cell cultures treated with methisazone
will still support the growth of viruses other than vaccinia.3
The virus of mousepox (infectious ectromelia), which is very
closely related to vaccinia and variola, will grow unchecked in
mice treated with methisazone at dose levels which completely
suppress growth of vaccinia.4 On the other hand, certain other
derivatives of isatin 83-thiosemicarbazone will protect mice
against ectromelia virus and not against vaccinia.

Clinical Uses

Methisazone breaks new ground in the rational therapy of
virus infections. However, it is subject to the limitation that
must affect the use of any compound which suppresses viral
multiplication. In most virus infections the main period of
viral multiplication precedes the onset of symptoms, and an
antiviral compound is therefore more likely to be successful as
a prophylactic measure than in the treatment of established
disease.
Methisazone has proved remarkably successful in the pro-

phylaxis of smallpox. In a recent study in Madras5 1,100
people who had been in contact with smallpox infection were
given oral doses of methisazone. Only three of them developed
smallpox and these were only mild attacks. A control group
of 1,126 smallpox contacts were vaccinated but were not given
methisazone. In this group 78 people developed smallpox and
12 of them died. Similar trials are now under way in other

areas of the world, but their results are not yet available. On
the basis of present information, methisazone appears to be
remarkably effective in protecting smallpox contacts, and is a
particularly valuable addition to the clinical armoury, since
vaccination after contact is often ineffective. For long-term
protection against smallpox vaccination remains supreme.

Vaccination itself is liable to occasional complications. One
of these, the continuing local spread of vaccinial lesions (pro-
gressive vaccinia) may be very hard to control, and in a number
of such cases methisazone has been used in order to halt the
process by preventing further virus multiplication. Experience
here is fragmentary. Some cases have undoubtedly cleared up;
in others the results have been disappointing. In view of the
varied circumstances and programmes 'of treatment, it is not
yet possible to make a critical assessment. In particular the
optimum dose for this condition may not have been attained in
every case. However, it is certain that methisazone will con-
tinue to be used in the treatment of vaccinial complications
and its value in such conditions should soon be clarified.

Dosage

The present recommendations are that adults should receive
6 g. methisazone (four capsules of Marboran) a day, taken 3 g.
in the morning and 3 g. in the evening. Dosage is halved for
children between 3 and 10 and proportionately reduced still
further for infants.

Side-effects

The only troublesome side-effects so far noticed have been
nausea and vomiting in a proportion of the recipients.
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Correction. In the article on pronethalol (29 August, p. 555), in the
paragraph headed " Indications for Use " the words "ventricular
fibrillation" should have read " auricular fibrillation

ANY QUESTIONS ?
We publish below a selection of questions and answers of general interest.

T.A.B. for European Travel
Q.-Is it advisable for travellers to the

south of Spain to be immunized against
typhoid and paratyphoid despite the fact that
the Spanish tourist office considers that the
piped water there is perfectly safe ? There
have, I believe, been some cases of typhoid
in Spain earlier this year.

A.-It is advisable for travellers to any
part of Europe to be immunized against

typhoid and paratyphoid whatever tourist
offices say.

Travel Sickness in Pregnancy
Q.--Is there a travel-sickness pill that can

safely be taken in early pregnancy?

A.-There does not seem to be unequivocal
evidence that any particular drug is com-
pletely safe in early pregnancy. Hyoscine

appears to have come under least suspicion,
and would probably be the wisest choice if
it was essential to use a drug at all.

Prophylaxis for East Africa
Q.-I have a patient who is visiting

Uganda and Kenya for three months. What
immunizations are advisable and should
prophylactic antimalarial drugs be taken ?

A.-Vaccination against smallpox and
yellow fever are required by law of those
entering Kenya and vaccination against
enteric fever, though not legally required, is
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