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were taken into account. As long ago as
1941 Freyberg et al.3 wrote that they were
unable to demonstrate any relationship
between serum gold levels, the response to
therapy, and the development of toxic re-
actions. Because more recent reports12 have
suggested that there may be a relationship
between these factors the results of serum
gold determinations in a group of 50
patients are being analysed. Preliminary
results so far are in agreement with
Freyberg in failing to provide useful data
regarding the response to therapy. Detailed
results will be published shortly.-I am, etc.,
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Combined Triiodothyronine and
Thyroxine

SIR,-We wish to reply to the comments
of Dr. J. A. Weaver (7 November, p. 366)
on our clinical trial (17 October, p. 145).
We compared thyroxine alone with a combi-
nation of triiodothyronine and thyroxine
using the 1:4 ratio (20,ug T-3: 80,ug T-4)
because this formulation had been recom-
mended1 2 and adopted in commercial
preparations in Europe and the United
States. In a double-blind cross-over study it
was essential that the number and appear-
ance of the tablets in each treatment period
were identical. Unfortunately, the two hor-
mones differ in metabolic activity and, in
addition, in their rate and degree of absorp-
tion so that the dosages, dictated by the
available formulations, were not equipotent.

Preparations with equal biological effec-
tiveness will be difficult to obtain. Theo-
retically, the recent formulation (15lg
T-3: 45gg T-4)' offers a better approxima-
tion to the metabolic activity of one thyroxine
tablet (1 00,tg) and, therefore, would facili-
tate a cross-over study but this preparation
was not available when the study was
planned. On the other hand, calculations of
metabolic activity may be spurious in
clinical practice where the level of the two
hormones in plasma and tissues is dictated
by many variables which will finally deter-
mine the relative contributions of the two
hormones to their total metabolic activity in
patients. Apart from differences in their in-
dividual absorption and metabolism, the
concurrent administration of the two hor-
mones may influence the absorption of
each4 and erratic medication, as detected in
the trial, will contribute another variable. In
these circumstances, we accepted the limita-
tions in the choice of dose.
We avoided offering a statistically-

orientated conclusion because a clinical
interpretation was needed. In fact, an analy-
sis of the patients' preferences gives a sig-
nificant difference, using a x2 test, which
Dr. Weaver may have had in mind. Fuller
consideration of the variable factors in this
trial, as in most clinical studies,5 illustrates
the difficulty of interpreting the findings
and suggests caution in analysis. About half
of the patients had no preference for either

treatment and this may be the correct
clinical conclusion from the data. The addi-
tional observation that untoward symptoms
are more likely to occur during treatment
with the combined preparation was not
unexpected and, in our view, is inherent
when using triiodothyronine either alone or
in combination. From the protagonists'
point of view the onus of establishing
greater clinical benefit remains; their studies
offered no attempt to assess clinical well-
being in comparison with thyroxine therapy.
We argued that their emphasis on "normal"
thyroid function tests during combined
treatment is unsound as a guide to replace-
ment dosage. Since the paper was submit-
ted there has been further evidence that a
proportion of exogenous thyroxine is
converted to triiodothyronine in the tissues.6
Accordingly, efforts to formulate a fixed-
ratio preparation containing the "correct"
proportions of the two hormones are not
necessary, and we contend that thyroxine
alone has overall advantage in clinical prac-
tice.-We are, etc.,
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Blood Transfusions for Leukaemic
Patients

SIR.-While offering our congratulations
to Dr. D. Crowther and his colleagues (28
November, p. 513) for their interesting
paper on the treatment of acute
myelogenous leukaemia in adults, may we
be permitted to add a cautionary but we
hope helpful rider? Although appreciating
the editorial pressures put upon authors to
limit the size of an article, we were never-
theless somewhat dismayed at the complete
lack of information, indeed the absence of
any comment. on the blood transfusion
requirements of these patients, all 23 of
whom developed severe bone marrow
depression during the course of therapy. We
presume that this information is readily
available to the group as the absence of an
acknowledgment to the local regional blood
transfusion centre suggests that blood
requirements were met from the hospital's
own department of haematology's donor
resources.

At the time of publication Dr. Crowther and
his colleagues had treated a total of 37 patients,
recording an enviable remission rate of 62%,,.
It would seem likely, therefore, that sufficient
experience will have been obtained in this
clinical setting to provide at least tentative
answers to the management of thrombocytopenia
seen before and/or during intensive therapy. On

the assumption that blood transfusion was
necessary during at least some of the periods of
marrow depression perhaps we might ask the
following questions: What were the indications
for platelet replacement? What was the total
number of donations used for platelet therapy
in the group of 37 patients? Did all the patients
require platelet support and what was the
average number of donations required p.r
remission? Were ABO- and Rhesus-compatible
platelets used exclusively? And, finally, did
occasions arise when the lack of supportive
platelet therapy constituted a serious threat to
life (Case 10) or delayed the introduction of a
course of combined chemotherapy?
These questions are intended to be entirely

constructive as our own limited contact with
this aggressive approach to the treatment of acutc
leukaemia leads us to suggest that all patiints for
whom this type of regimcn is indicated should
be referred to ccntrcs that are functionally and
perhaps geographically closcly related to regional
blood transfusion centres. Moreover, it seems
possible that the heavy dcmands generated by
these protocols, seven days a week, are not
fully appreciatcd by the blood transfusion
services.
Perhaps we could serve this opening dia-

logue best by recording the number of
donations withdrawn for platelet therapy in
South-east Scotland since November 1968
(Fig.). During September 1969 the effects of
"ablative" chemotherapy in the management
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of acute leukaemia were first realized.
Despite intensive surveillance by the senior
medical staff on all requests and excellent
liaison with our clinical colleagues, the
number of units of whole blood processed
for platelets has risen by over 600% since
that time. To meet this demand radical
reorganization at administrative and technical
levels has been necessary. It is an impor-
tant fact that the subsequent increase in the
availability of platelet concentrates, at any
time of the day or night, has resulted in
marked increase in their use by our col-
leagues in the management of other throm-
bocytopenic conditions, notably aplastic
anaemia. In the light of this experience we
are bound to conclude that previous efforts
to supply platelets for patients with throm-
bocytopenia unrelated to "ablative"
chemotherapy were less than adequate. We
believe that Dr. Zucker's suggestion that
most blood transfusion services should
automatically process 10%°' of their fresh
whole blood input for platelets is about
right.'
The implications of these preliminary

findings are many, but before our clinical
colleagues race ahead with further advances
in "ablative" chemotherapy we would ask
them to consider seriously their blood trans-
fusion requirements, so that funds to
provide adequate facilities and staff at
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