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alble to research workers and others wishing to consult them
with the help of skilled librarians. It has also wisely altered
and redecorated its fine building in Chandos Street so that
it now has really beautiful rooms, some catering, and ex-
cellent facilities for holding lectures and meetings for up
to 150 persons. It fills an important need in the Harley
Street area as a place where small groups can meet infor-
mally, socially, or in committees or discussion groups. Fel-
lows of the society will be able to entertain their friends
for small receptions or dinner parties. Its role as a forum
(to include all branches of the profession continues to be
an important one, and its active council will surely be con-
sidering many plans for its future activities to ensure its
kee,ping fully abreast of changing conditions. At present
it numbers 500 Fellows and five honorary Fellows, among
whom is the Duke of Edinburgh. Its old links with the Royal
Society of Medicine are ideally joined in its bicentenary year
by having Sir Hedley Atkins as its president during a year
,when he is also president of its daughter society, the Royal
Society of Medicine.
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Irradiation of C.N.S.
in Leukaemia
The length of remissions and the survival of children with
acute lymphoblastic leukaemia have improved considerably
since the introduction of intensive intermittent combination
chemotherapy. But as the remissions and the time of survival
became longer, the frequency of leukaemia of the central
nervous system (C.N.S.) increased to at least 50. in most
series."-3

C.N.S. leukaemia usually becomes overt at a time when
there is no evidence of relapse elsewhere in the body, and
it is reasonable to suggest that a C.N.S. relapse may in some
way predispose to systemic relapse, since the latter usually
closely follows a relapse in the central nervous system.
). Pinkel and his colleagues in Memphis, Tennessee, have
shown that this complication can be prevented, with a result-
ing improvement in length of remission and survival.

Early attempts at preventing C.N.S. leukaemia consisted
in giving 500 to 1,200 rads craniospinal irradiation early in
remission, but these doses were found to be insufficient.2 4'
In a subsequent study6 patients received 2,400 rads cranial
irradiation iplus intrathecal methotrexate five doses of 12
mg/mi). This proved to be highly effective, and only 3 out
ef 31 children developed meningeal leukaemia. Eighteen of
these 31 patients have been in continuous remission for
4' to 5 years and have been off all treatment for 1 to 2A
years. A further studv showed that 2,400 rads craniospinal
irradiation without intrathecal methotrexate was also effec-
tive, and C.N.S. leukaemia supervened in only two out of 45
irradiated patients compared with 33 out of 49 patients not
irradiated.7 A more recent study from the same workers in-
volved a randomized comparison of two groups of patients.
One received craniospinal irradiation, the other cranial
irradiatioil with five doses of intrathecal methotrexate.8 9

After cranial irradiation "2,400 rads) plus intrathecal metho-

trexate three out of 45 patients developed C.N.S. leukaemia.
After craniospinal irradiation (2,400 rads) two out of 49
patients developed C.N.S. leukaemia. Fifty-seven of the 94
patients remain in initial continuous complete remission for
8-28 months. To date this trial has therefore shown no
difference between the two prophylactic regimens. Both
forms of treatment of the central nervous system are asso-
ciated with toxic effects and infection. As expected, leuco-
penia and subsequent sensitivity to chemotherapy are greater
in the group receiving spinal irradiation, though the fre-
quency of severe infection was the same in the two groups.
However, the two fatalities during remission occurred in
patients given craniospinal irradiation.

Analysis of patients receiving 500 rads, 1,200 rads, or no
irradiation to the spine showed no difference in growth as
long as six years after treatment, but the patients receiving
2,400 rads to the spine have not been followed up long
enough after stopping chemotherapy to determine the
ultimate effect on growth. From these studies it is now clear
that, of the two methods of prophylaxis, cranial irradiation
with intrathecal methotrexate is preferable to the potential
retardation of growth, the longer treatment period, and the
greater suppression of bone marrow with craniospinal
irradiation. Recently the Medical Research Council has
carried out a trial of the prophylaxis of C.N.S. leukaemia
and two reports of its work appears at pages 381 and 385
of the British Medical Yournal this week. The results con-
firm the findings of the Memphis Group. In this multi-
centre trial only one out of 75 patients who received pro-
phylactic treatment of the central nervous system relapsed
with meningeal leukaemia compared with 26 out of 80
patients not receiving prophylaxis. The prophylaxis entailed
craniospinal irradiation (cranial 2,500 rads, spinal 1,000
rads) and 11 doses of intrathecal methotrexate (10 mg/M2).
Unfortunately the patients were not randomized. Some
centres submitted all their patients for prophylactic treat-
ment, while other centres decided against giving any pro-
phylaxis. Nevertheless, the difference between the two
groups was so distinct that it outweighed any minor differ-
ence in management.

Undoubtedly the introduction of treatment of the central
nervous system early in the disease has dramatically im-
proved the survival of children with acute lymphablastic
leukaemia. Systemic relapse nearly always closely follows
the development of symptoms in the central nervous system,
and prophlylactic treatment to it prevents the systemic re-
lapse as well as the symptoms. In both the American and
the British studies the total relapse rate (C.N.S. and
systemic) in the group receiving C.N.S. prophylaxis was
approximately half that of the control group. Of the children
who achieve remissions and are given modern multiple drug
chemotherapy and irradiation of the C.N.S. more than 50%,'
are expected to be alive and well after five years. And some
of these are likely to be long survivors or even cured of their
disease.
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