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Finally, comparison by sequential analysis showed
that symptomatic remission and improvement in
mucosal appearances were significantly more often in-
duced by potent than by inert treatment.

My thanks are due to Glaxo Laboratories, who provided
supplies of both potent and inert hydrocortisone for the trial;
to Dr. P. Armitage, who designed the sequential analysis chart;
and to Professor J. C. Goligher, who performed sigmoidoscopic
examinations. I am grateful also to Professor J. C. Goligher,
Mr. A. V. Pollock, Mr. G. Smiddy, Mr. E. T. McCartney, Dr.
W. S. Suffern, Dr. M. Atkinson, and Mr. D. B. Feather, who
referred patients for treatment.
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ANKYLOSING SPONDYLITIS
BY

F. DUDLEY HART, M.D., F.R.C.P.
Westminster Hospital, London

In the spring of 1958 a questionary was sent to 343
patients with ankylosing spondylitis who had been seen,
and the majority treated, at Westminster Hospital since
the war. Answers were received from 209; most of the
rest were returned by the Post Office, the present address
of those patients being unknown. Many of the patients
had been seen and treated while in the armed Forces,
and the difficulty in tracing many lay in this fact. In
the vast majority of cases, however, where the
questionary was sent to the correct address an answer
was received within three weeks, demonstrating once
again the high degree of co-operation found in our
previous study with this group of patients (Hart,
Robinson, Allchin, and Maclagan, 1949). Questions
were related particularly to the effects of treatment as
assessed by the patient himself and the ability to do his
work and earn his own living.

Duration of Disease.-Of the 209 who returned their
questionaries, 23 had suffered from ankylosing spondy-
litis since before the onset of the second world war, in
58 the onset lay during 1940-4, in 75 during 1945-9, in
44 during 1950-4; in only 9 had it developed since that
date.

Results
Work Capacity.-200 question sheets were returned fully

completed. Of these, 21 were from women, 179 from men.
This 8.5: 1 ratio is an artificial one owing to the high num-
ber of Service men seen ; it therefore does not reflect the
true sex ratio in this disease. Of this number, 160 were
working full time, and, if housewives, were doing their full
duties in the home. Many stated that in addition to their
ordinary duties they worked voluntarily in the evenings, and
others did gardening and played games. 40 stated that they
were incapable of full duties, but only 9 were incapable of
any duties whatsoever. 19 were capable of modified duties
and 12 of light or occasional duties. In addition the ques-
tionary had been returned by relatives of four patients, all
male, who had died: one of amyloidosis, one of coronary
thrombosis, one of carcinoma of the pancreas, and one of
a neoplasm of uncertain nature. These figures- 160 at full
work, 19 at modified work, and only 21 capable of little or
no duties-are typical of the group as a whole, and similar
figures have been reported by Blumberg and Ragan (1956).
Although working full time, many commented that the duties

in their particular post were not physically hard and some
that the post had been selected because of their disability.
In four instances a regular paid post had been given up for
full-time independent work where self-imposed duties could
be varied to avoid the stiffness and discomfort attendant on
too little mobility at work. Once again the well-known
fact became evident that a stiff spine alone does not cripple,
though stiff hips and peripheral joint involvement may.

General Health.-Of 191 patients who answered questions
relating to their general health, 36 stated it was excellent,
74 good, 71 " fairly good," and 10 poor. Asked specifically
about indigestion, 11 complained of severe recurrent or
chronic dyspepsia, 38 of more moderate but annoying symp-
toms. Radiological investigation in 37 cases had revealed
peptic ulcers in 10. Of these 191 cases, therefore, 49, or
roughly 25%, have dyspepsia to the point of being a definite
and occasionally a major complaint. Although some symp-
toms were obviously related to or aggravated by therapy,
this was clearly not so in all cases. This group of spondy-
litic dyspeptic patients remains a major therapeutic hazard,
for almost all current forms of therapy may aggravate
gastro-duodenal symptoms or cause complications. Of other
disabilities, the next most common was iritis. Although no
specific question was asked and although the eye was not
mentioned on the questionary, 35 patients mentioned irido-
cyclitis when asked for general comments about their health.
One was registered as a blind person from this disability.
Three patients were under treatment for pulmonary tuber-
culosis; one had had a thoracoplasty. Vertigo was men-
tioned by 7, headaches by 4, anaemia by 4, and recurrent
bronchitis by only 4, although 8 made major complaints
regarding stiffness of the chest wall and inability to breathe
deeply.
A nalgesics.-To the question, "What medicines have you

found to be most helpful for your spondylitis ? " 43
answered none, 49 aspirin in some form, 54 compound
codeine tables, 56 phenylbutazone, and 9 steroid therapy.
This last is a small group, as only a small minority had been
offered steroid therapy. No other drug was mentioned more
than once.

Radiotherapy
One of the main reasons for the follow-up was to learn

what the patients thought of the long-term results of deep
x-ray therapy and to find out what blood disorders had
occurred, if any. The large majority of these patients were
treated at Westminster Hospital by Dr. F. M. Allchin, Mr.
Tom Prossor, and Dr. Kenneth Newton in the conservative
dosage reported by us previously (Hart et al., 1949); only
a few treated elsewhere received a total dosage above
1,500 r to any part of the spine, and the majority received
under 1,200 r. Of 143 patients who had received therapy to
the spine, 114 (80%) stated they had received some benefit,
29 (20%) that they had not. Of those who stated that they
had received benefit, 41 (28.7% of all patients treated with
deep x rays) stated that some benefit still persisted, after
follow-up periods varying from 2 months to 17 years since
therapy was given; 27 of these 41 patients had received
therapy more than four years previously. 30 patients had
had symptomatic relief for six months or less, 18 for seven

months to five years, 3 for periods over five years, the
effect then completely wearing off. In 22 cases details of
duration of relief were not adequately given.
While some of this improvement may be psychogenic and

reflect the high optimism of the patients as a group, the
stories given fall into fairly regular patterns, and suggest
more than " therapeutic persuasion." In some cases the
question of introduction of a natural remission has to be
considered where for many years after therapy the condition
appears to have remained largely or completely quiescent.
On these figures it seems that 20% of irradiated spondylitics
will derive no benefit whatsoever, 20% a temporary sympto-
matic improvement for a period of up to six months, the
remaining 60% some degree of relief for periods varying
from seven months to many years.
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Discussion
With so many missing returns no conclusions could be

drawn as regards mortality and morbidity, though the main
reason for failure to return the questionary was the migra-
tory nature of these patients and frequent change of
addresses. Nevertheless, of the returns received 80% of the
patients were at full work and only 5% capable of no work
whatsoever of any sort, the remaining 15% being capable
of modified, light, or occasional duties. These figures are
the most encouraging we have in the rheumatism unit-
far better than those for rheumatoid arthritis. 110 of 191
patients considered their general health good or excellent
and only 10 poor.
As regards the most pQpular of the drugs used it is of

interest that aspirin in some form, compound codeine tab-
lets, and phenylbutazone were quoted in almost indentical
numbers, the last-named coming top in this poll by the
narrow margin of two votes. It has been our impression in
the unit for some time that, if tolerated, this drug is the
single most useful one for spondylitics at all stages of their
painful disease, and Bauer and Ropes (1956) found it more
useful in this disease than in rheumatoid arthritis.
The effect of any drug, however, depends on its regular

daily administration; its beneficial effects rapidly disappear
on stopping it. In contrast, deep x rays appear, on this
survey, to give some degree of lasting relief in many cases,
for 32 of 114 patients (28%), obtained some amelioration of
symptoms for over four years. Caution is necessary, how-
ever, in interpreting these figures, for a course of deep x-ray
tberapy, like a surgical operation, sticks in the memory as a
landmark in the disease course, and subsequent improve-
ment may falsely be attributed to it when, in fact, natural
remission has occurred. Improvement, also, is as compared
by the patient with pre-treatment symptoms which were
severe enough to bring the patient to hospital. One may
therefore be comparing symptoms of exacerbation with
symptoms of remission, and the therapy given between the
two may have been unrelated. A second point to emphasize
is that it is impossible on the returns to tell whether sympto-
matic improvement was great or small; all that can be said
is that some measure of symptomatic improvement occurred
after therapy.

Wilkinson and Bywaters (1958) found that 43% of 200
irradiated patients required no regular analgesics within a
year of completion of therapy, this figure dropping to 22%
after a ten-year follow-up. These figures, obtained by
clinicians from assessment of analgesic consumption, do
not differ very greatly from those obtained by us from an
assessment of our patients' own statements.
While I have hitherto been doubtful about the induction

of natural remission in this disorder by this form of therapy,
there is some indication on these figures that it may occur.
The hazards of irradiation are well known, and have latterly
received much attention ; it is as well to record the reverse
side of the coin.

Summary and Conclusions
Question sheets were sent to 343 patients with

ankylosing spondylitis, and 209 answers were received.
Of these returns, four were from relatives of deceased
patients, and five were incomplete. Of the 200 fully
completed returns, 179 were from men, 21 from women.

160 (80%) stated that they were working full time;
19 were capable of modified duties, 12 of light or occa-
sional duties; and only 9 were permanently incapable
of any work whatsoever.
Of 191'patients who answered questions relating to

their general health, 36 stated that it was excellent, 74
good, 71 fairly good, and 10 poor. 11 complained of
severe, 38 of moderate but annoying dyspepsia. X-ray
examination in 37 cases revealed peptic ulcers in 10.

Of 143 patients given deep x-ray therapy to the spine,
114 (80%) derived some benefit; 41 (28.7%) claimed
some measure of lasting relief, which still continues 2
months to 17 years after treatment. Of these 41 patients
27 were irradiated over four years previously. 30
claimed transient improvement lasting six months or
less, 18 improvement for periods of seven months to five
years, -3 for more than five years. 32 of 114 (28%)
of these patients derived some measure of symptomatic
relief for periods exceeding four years.
These results once again emphasize the relatively good

prognosis as regards work capabilities in this group of
patients and a reasonably satisfactory response to exist-
ing forms of therapy.

My thanks are due to Professor J. H. Keligren and Dr. J. Sharp,
of the Rheumatism Research Centre, Manchester University, for
their helpful and constructive comments.
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VALUE OF AZACYCLONOL ON
CHRONIC SCHIZOPHRENIC PATIENTS

PRELIMINARY OBSERVATIONS
BY

SYLVIA REID, B.A., M.B., D.P.M.
Consultant Psychiatrist, Carlton Hayes Hospital,

Narborough, near Leicester

Azacyclonol hydrochloride (" frenquel ") is the gamma
isomer of pipradrol hydrochloride (" meratran "), the
latter drug being used in this country as an antidepres-
sant agent. Chemically, azacyclonol is a-(4-piperidyl)
benzhydrol hydrochloride. Despite its structural resem-
blance to pipradrol, azacyclonol has been reported to
possess different clinical properties inasmuch as it exerts
a tranquillizing effect.

Both mescaline and L.S.D.25 have been reported to
produce states resembling schizophrenia. Fabing
(1955a, 1955b, 1955c), working in the United States, has
reported a series of controlled experiments on "nor-
mal" volunteers who were each given L.S.D.25. This
dose produced a characteristic psychosis with symptoms
resembling schizophrenia. The experiment was then
repeated, but some of the volunteers were given a
course of azacyclonol prior to the administration of the
L.S.D.25 and the other volunteers were given control
tablets. It was observed that, although the effects of
L.S.D.25 began as usual, the more acute symptoms were
inhibited in the patients who had been pretreated with
azacyclonol. The vivid hallucinatory experiences were
absent and some of the group even succeeded in carry-
ing out their normal duties. It would appear from this
work that azacyclonol has some blocking effect in
experimental psychosis or clinical conditions of dis-
orientation.
The nature of this neurochemical effect is not yet fully

understood.
Fabing and Hawkins (1955) have reported on clinical

trials with azacyclonol in a series of acute and chronic
schizophrenic patients. It appears that azacyclonol
affords schizophrenic patients some amelioration of
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