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Correspondence
Because of heavy pressure on our space, correspondents are
asked to keep their letters short.

Action of Diazoxide
SIR,-I was interested to read the observations of Dr.

D. E. Hutcheon and Dr. Katherine Barthalmus (July
21, p. 159) on the anti-hypertensive but non-diuretic
thiazide, diazoxide.
They used the drug for only a few days, but noted some

toxic effects among which was an increase in the fasting
blood-sugar in a diabetic patient. I have used diazoxide
400 mg. daily combined with hydrochlorothiazide to treat
two hypertensive patients and both developed diabetes
acutely with gross thirst, polyuria, and weight loss after
four weeks of treatment. One had a fasting blood-sugar
of 380 mg./100 ml. and the other 585 mg. /100 ml.
Neither had a family or personal hi.story of diabetes, and
one had a normal glucose-tolerance test before he was
given diazoxide. Fortunately both patients appear to
have recovered completely after the withdrawal of the
drugs. I hope to publish a more complete account of
these patients at a later date.

It is known that chlorothiazide may rarely worsen or
even precipitate diabetes, and it would not be surprising
if the same were true of diazoxide, which has a closely
similar structure. Indeed, confidential information from
the manufacturers indicated that some diabetics had
deteriorated on the drug. However, I think it is
important that anyone who may contemplate trials with
diazoxide should be aware that it may cause the develop-
nment of diabetes in previously well hypertensive patients.
My series of two out of two does not allow me to predict
the incidence in a larger series, but it suggests that trials
should proceed with the utmost caution. Should my
limited experience apply to a larger series withdrawal
of the drug may be obligatory. I understand that trials
in this country have ceased for the time being.-I am,
etc.,

Postgraduate Medical School, C. T. DOLLERY.
London W.6.

Essential Fatty Acids
SIR,-I am sorry to have to prolong this correspon-

dence, but the authority of your Journal makes it
undesirable that it should contain false concepts about
an important subject.
You now imply (June 30, p. 1832) that an essential

fatty acid (EFA) must " be regarded as a normal dietary
polyunsaturated fatty acid." What is normally included
in the diet is irrelevant; EFA are not necessarily poly-
unsaturated and the name is admittedly a thoroughly
bad one, since they are not necessarily fatty acids: the
monou-nsaturated cis-2-octenoic acid can be converted
into linoleic acid in the chick,' and linoleyl alcohol is
well known to be active. Therefore a cumbersome
definition is necessary2 3: an essential fatty acid is an
unsaturated fatty acid (or closely related compound
such as the corresponding alcohol) that cannot be
synthesized in the body in sufficient amount for health
and must therefore be provided in relatively small
amount unless a closely related substance is available
to the body, since it, or a closely related substance, is
essential for the bodily processes of metabolism, growth,
or repair.

This definition permits a particular EFA, for instance
arachidonic acid, to function for three distinct purposes
of which only two might be subserved by linoleic acid
and one by linolenic acid. But we cannot necessarily
regard arachidonate as the sole final product required
by the body. Therefore my previous remarks about
arachidonate are easily believed; I am sorry you found
them "incredible." Various fatty acids-palmitate,
oleate, linoleate, arachidonate-are normally found in
the body in important compounds such as phospho-
lipids, and I am not the only person who believes that
damage may result if the wrong fatty acid occurs in
such compounds: Bloch4 has pointed out that "There
is considerable evidence to suggest that monounsaturated
acids . . . are indispensable constituents of the cell." I
should be very surprised if health could be maintained
without the body containing any linoleate. It can be
converted into arachidonate but the change is not
reversible,5 and if linoleate cannot be formed in the
body, and is itself required, it must be included in the
diet. The well-known experiments you quote, in which
growth occurred on purified diets with added
arachidonate, have all been too short to disprove the
need of linoleate. I still maintain therefore that " the
relevant experiment in which pure arachidonic acid and
no linoleic are fed has not been done," since to disprove
the dietary need for linoleate it would be necessary
to continue such an experiment for sufficient time
drastically to reduce the body's linoleate.

Finally, I certainly failed to remark that in atheroma
cholesterol esters increase more than phospholipids-
because this is irrelevant to the discussion. A small
change in the composition of a phospholipid could
cause cholesterol esters to accumulate; deficiency of
EFA causes a decrease in aortic ATPase, and this
enzyme is decreased in atheromatous aortas, perhaps
causing cholesterol to accumulate.6-I am, etc.,

Oxford. HUGH SINCLAIR.
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Cyclophosphamide in Disseminated Malignant Disease
SIR,-May I place on record my regret for any incon-

venience or distress caused to Dr. Basil Stoll by my
previous letter (March 24, p. 869) ? In his rejoinder
(July 14, p. 118) Dr. Stoll gives as his opinion:
" Increasing the dose beyond this level [of 0.4 mg. HN2
per kg. for bronchial carcinoma] will not increase the
percentage, degree, or duration of palliation, but may
shorten the patient's life." If he believes this, he must
believe (at least in this instance) that it is unnecessary
to run a high risk of blood-count depression in order
to achieve the best chance of producing a remission (his
italics): for according to him increasing the dose beyond
this very moderate level does not increase the proportion
palliated. Apparently when I wrote that he appeared
to state exactly this (my italics), I was guilty of accurate
mind-reading, rather than of carelessness and gross mis-
interpretation. The only alternative is to suppose that
Dr. Stoll intends his remarks on mustine and bronchial
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