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Preliminary Investigations on the Influence
of Reserpine Therapy on Adrenocortical Function
in Schizophrenial

HoaAGgLAND, RINKEL and HyDE? studied the metabolic
effects of the administration of lysergic acid diethylamide
and ACTH to schizophrenic patients. They have discus-
sed the biochemical aspects of schizophrenia in relation
to adrenaline and serotonin metabolism, and the com-
paratively poor response of the adrenals of schizophrenic
patients to stimulation by ACTH. KLINE® has produced
further evidence of the value of reserpine therapy in
the symptomatic treatment of schizophrenia and other
mental disorders. We have studied the urinary excretion
of adrenal cortical steroids in 8 schizophrenic patients
given graded doses of reserpine over a four-week period.
The recently described rapid and simple method of
APPLEBY, GiBsoN, NORYMBERSKI and StuBss? for the
assessment of adrenocortical function has been used in
these experiments, The method measures selectively the
total 17-hydroxylated C, adrenal steroids (17-OH,
K.G.S.). Since difficulty is encountered in collecting
complete 24 h specimens of urine from mentally disturb-
ed and overactive patients, we have expressed our results
as 3 day average rations of urinary 17-OH, K. G. S. to
urinary creatinine.

The results are summarized in the Table,

The influence of reserpine therapy on urinary 17-OH, K.G.S.[crea-
tinine ratio in schizophrenic patients

Ratio of 17-OH, K.G.S./creatinine
X Dosage of reserpine
Patient N : after 2 weeks
OTeSEIPING | thorapy with | 874 week | 41 week
reserpine | (§mg/day)| (9 mg/day)
(115 mg/day)
D.N. 0-0106 0:0106 - 0-0103
F.L.* 0-0217 0-0110 - 0:0140
F.R.* 0-012 0:0085 - 0-0080
M.Y.* 0-017 0-006 - 0-0203
P.H.* 0-0193 0-0110 - 0-0101
R.N. 0-0133 0-0100 - 0,0112
V.S.* 0-0360 0-0100 - 0:0160
W.N. 0-0218 0-0150 - 0:0180

A statistical analysis of our results shows a significant
reduction from the control values in the 3-day average
ratios of urinary 17-OH, K.G.S /creatinine at the 1-1-5
mg dosage level for reserpine (£ = 0-02-0:01). The re-
sults obtained at the fourth weak compared with the
controls are not highly significant (P = 0-1-0-05) in-
dicating that further studies at the higher dosage levels
are required. Since there was individual clinical varia-
tion in response to the chronic dosage with reserpine, it
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is not surprising to note a lack of uniformity regarding
17 OH,K.G.S. excretion at this phase of the treatment.
Our results show quite clearly that the lower dosage
level of reserpine did not elicit stimulation of the pi-
tuitary adrenal axis, Gaunt, RENzZI, ANTONCHAK,
MiLLER, and GiLmaN® showed that reserpine did not
depress adrenal function in guinea pigs, but raised the
question of the possibility of reserpine dampening the
mechanism discharging ACTH in psychogenic stress.

GoopmaN, FLorsHEIM, and TEMPEREAU® have shown
that after 25 days administration of reserpine, 11 out of
17 patients showed no eosinopenic response in the
Thorn test. These results, while possibly indicating a
reduced functional state of the hypothalamic-pituitary
adrenal axis, should be accepted with reserve in view of
the criticism of the eosinophil response test by TYLER,
MiceonN, and CasTLE?. Furthermore, Winsor?® has
demonstrated a lack of influence of reserpine treatment
(0:5 mg dosage levels) on the adrenocortical response in
normals,

In unpublished work, SpaANNER, GiNzEL, and Bos-
coTT, have confirmed some of the results of HOAGLAND
et al. relating to the increased adrenocortical activity in
response to lysergic acid diethylamide, but as indicated
by 17-OH, K.G.S. excretion. Furthermore, agents which
we have studied which block the psychogenic effects of
L.S5.D. depressed also the adrenocortical activity simul-
taneously. The possibility that the sedation induced by
reserpine in schizophrenic patients, is linked with a
reduced output of adrenocortical steroids must therefore
be considered.

R. J. Boscort, M. JEavons, and
AMya B. Kar

Departments of Anatomy and Experimenial Psychiatry,
The Medical School, University of Bivmingham, December
21, 71955.

Zusammenfassung

Die Arbeit befasst sich mit der Harnausscheidung
von Nebennierenrinden-Steroiden bei 8 schizophrenen
Patienten vor und wihrend der Behandlung mit all-
mihlich ansteigenden Dosen von Reserpin. Eine sta-
tistisch nachweisbare Verringerung der Nebennieren-
rindenfunktion wurde wihrend der Behandlung mit
Reserpin beobachtet. Eine kritische Betrachtung dieser
Ergebnisse wird vorgenommen.
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The Anticancerous Action
of 6-Azauracil(3,5-dioxo0-2,3,4,5-
tetrahydro-1,2,4-triazine)

In the course of the last few years several analogs of
the nucleic acids purine bases were tested in the chemo-
therapy of experimental neoplastic diseases. Some of
these, e.g. 8-azaguanine and 6-mercaptopurine, have al-
ready found their application in clinical practice.



