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Pointers
Value of Gastroscopy: Experience with
Olympus G.F.B. fibrescope and gastrocamera
shows it to be safe and simple to operate.
Biopsy confirmed gastroscopic diagnosis in high
percentage of cases (p. 535). Colour plate.
Mental Stress and Renal Failure: From
Australia, description of psychological issues
and their management in patients with chronic
renal failure, in their families, and in the staff
of the unit over a three-year period (p. 539).
A second article, from Scotland, describes psy-
chological aspects of seven patients on regular
dialysis for nine months (p. 544).
Q Fever: First reported cases in northern Ire-
land among workers with sheep. Source of
infection probably imported infected ewes from
Britain (p. 547).
Malabsorption and Dermatitis: Nearly three-
quarters of a series of patients with dermatitis
herpetiformis had jejunal mucosal abnormalities,
and some had intestinal malabsorption (p. 552).
Ileostomy Diarrhoea: Reversed segment of small
intestine of value in patients with uncontrollable
diarrhoea after colectomy (p. 556).
Adrenal Cortical Stimulant: Synacthen Depot
given intramuscularly or subcutaneously has
prolonged duration of action, and may be use-
ful in treatment of rheumatoid arthritis or
asthma (p. 557).
Case Reports: Addison's disease in identical
twins (p. 559) ; Air embolism and Babinsli
reflex (p. 559).
Tests for Rubella: Investigation of pregnant
women who have been exposed to rubella
(p. 561).
Pain in Neck and Arm: Article complementing
television programme "Medicine Today" seen
on 27 February and to be repeated on 6 March
on B.B.C. 1 (p. 563).
Migration: Some information on the movement
of doctors in and out of Britain (p. 569).
Personal View: Sir Derrick Dunlop (p. 573).
Lord Florey: Obituary and appreciations by
Professors E. B. Chain and E. P. Abraham
(p. 582), leader at this page.
B.M.A. Council: (Supplement, p. 45).

I.M.S. and Private Patients' Plan, p. 46.
Constitution, proposals for change, p. 51.
Nominations for Election, p. 61.

Annual Report of Council: Preliminary Report
on Scientific and Educational Activities and
proposals for changes in the constitution
(Supplement, p. 54). Leader at p. 534.
Hospital Junior Staffs Group Council: Memo,-
randum from the Junior Hospital Doctors'
Association debated (Supplement, p. 56).
General Medical Services Committee: Debate
on valuation of doctors' surgeries (Supplement,
p. 59).

Medicine's Debt to Florey
Less than fifteen years of Florey's life were spent in the study of anti-
biotics. Both before and after this period he made outstanding contribu-
tions in quite different spheres. Yet his work during this time has
changed the whole face of medicine, and it is right that we should now try
to assess what we owe to him.
As he himself pointed out in a Lister lecture' with the striking title

"The Use of Micro-organisms for Therapeutic Purposes " the existence
of antibiotics had been recognized since 1877, and various crude extracts
of moulds and bacteria had been used therapeutically since 1899. The
discovery of penicillin itself was made by Fleming in 1929, and all honour
is due to him for following up a peculiar chance observation and for
demonstrating not only the antibacterial activity but the non-toxicity of
this substance. Yet this discovery lay fallow for ten years, being put to
no practical use except in a selective bacteriological medium for the
diagnosis of whooping-cough.
The beginning of the second stage in the history of penicillin was the

decision by Florey, stimulated by the work of Dubos on gramicidin, to
examine antibacterial substances of natural origin. Aided by a brilliant
and then little-known chemist, E. B. Chain, he examined first lysozyme
and then penicillin. Chain devised a means of extracting this very labile
substance from cultures without excessive loss, although in very impure
form. At the first hint of its astonishing properties other members of
the department at Oxford were co-opted to form a team for the further
prosecution of the work. A stupendous task lay ahead of them-not only
laboratory evaluation by a great variety of methods but the actual produc-
tion of enough of the precious substance for significant therapeutic trials.
That all this was carried through-and in a remarkably short time-in
1940-1 was due mainly to the wide knowledge, imagination, and inspiring
leadership of Florey himself. He later played a prominent part in the
developments leading to the full purification of penicillin and its produc-
tion on a commercial scale, and directed a team which gave Oxford a
pre-eminent position in the study of other antibiotics. To their work
eventually we owe, among other things, all the cephalosporins.

If Florey had not turned in 1939 from experimental pathology to
chemotherapy, where should we be now ? It is anyone's guess whether
and when someone else would have divined the promise of penicillin and
at the same time possessed the knowledge, determination, and resources to
reveal its true importance. This discovery might have been deferred for
years, even perhaps until today. Then, let there be no mistake, we should
probably have had no antibiotics, for penicillin was the forerunner of
them all. " Holding out suppliant Petri dishes," as Florey picturesquely
called it, soon gave way to soil surveys, on which the great pharmaceutical
houses spent millions in the hope of hundredfold returns. A large and
very profitable industry grew up, thanks to which and a few more chance
discoveries we now have antibiotics to deal with almost any infection
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except those due to viruses. Our situation would have in
fact deteriorated instead of improved. The sulphonamides
preceded penicillin by some years, and had transformed the
outlook in many acute infections. But bacteria, including
gonococci, haemolytic streptococci, and pneumococci, were
already becoming resistant to them. Penicillin saved the
day: without it there might by now have been no effective
chemotherapy at all. We now know from bitter experience
with antibiotics that, in dealing with some bacteria, to have
only one antibacterial drug is hopeless. When resistance
develops, another must take its place, at least for a time.

This is not the place for a catalogue of the successes of
antibiotic therapy. Older members of the profession know
well what they have achieved. Those who do not remember
the days when every case of bacterial endocarditis was fatal
cannot have the same understanding. How many millions

of people are still living who owe their survival to antibiotics
is beyond computation. It may not be out of place to refer
to a much smaller class of individuals who owe not their lives
but the quality of those lives to the discovery made at Oxford
in 1940. These are people who have been inclined and able
to make a special study of antibiotics in the laboratory and
the ward. To them it has simply meant that life ever since
has been far more exciting and worth while. They have been
able to render services to the clinician and to the patient
which were undreamed of until then, and at the same time to
explore a wonderful new field in microbiology. The grati-
tude of such workers to Florey knows no bounds, and those
who also had the privilege of his friendship valued it above
any other. They would all join in saluting the passing of a
great man.

I Florey, Sir H. W., Brit. med. 7., 1945, 2, 635.

Steroid Treatment in the Nephrotic
Syndrome in Childhood

A high proportion of children with the idiopathic nephrotic
syndrome respond to intensive treatment with steroids, which
leads to disappearance of proteinuria, loss of oedema, and
correction of the biochemical abnormalities in the blood.
This good response is rarely seen in adult patients. G. C.
Arneil and C. N. Lam' showed that 55 out of 80 nephrotic
children were in remission and free of proteinuria within
four weeks of starting steroid therapy. This improvement is
most likely to be seen in those patients found to have only
minimal abnormalities in their kidneys as seen at biopsy25
and in whom the proteinuria is highly selective' '-only
certain proteins appearing in the urine. Though no con-
trolled trial has been reported in children, marked improve-
ment in prognosis is also usual as a result of intensive steroid
therapy.8-" Surveys with a five-year follow-up show that
the death rate has been reduced to 10-15% and the pro-
portion of children free from significant proteinuria amounts
to 65-70%.J' I Indeed, the results of treatment with
steroids in children are so impressive that the opportunity
for a controlled trial has been lost.'2

Since the introduction of prednisolone three regimens of
treatment with steroids for the nephrotic syndrome have been
developed, and each has its advocates. Prednisone or predni-
solone may be given daily for at least six weeks in high
dosage-intensive therapy'"; or the drug may be given as
long-term treatment, either on three consecutive days out
of each week-intermittent therapy"4-or on alternate days.
It is well-recognized that premature cessation of treatment
with steroids is likely to lead to early relapse. Unfortunately,
what is not clear is whether or not some children are more
likely to relapse than others, nor is there any means of identi-
fying those likely to relapse. K. Lange'" suggested that all
children should receive intermittent therapy for at least one
year. Arneil and Lam disagreed. They showed that when
children were treated intensively with steroids for at least
40 days and the treatment then stopped 40%4 did not relapse.
Arneil and Lam have suggested that long-term treatment
should be reserved for those children who relapse after the
end of an initial course of intensive treatment.

Though intermittent therapy has fewer side-effects than

a continuous regimen it is sometimes unsuccessful in pre-
venting relapse, and furthermore it is apt to cause suppression
of growth and of adrenal function-" 17 The alternate-day
regimen was reported by L. F. Soyka and K. M. Saxena,'8
who treated nine children and achieved good control of the
nephrotic syndrome. Growth was not suppressed when this
regimen was used from the start; and children who had been
on intermittent therapy and were changed to the alternate-day
regimen began to grow again. D. S. Fleisher'9 showed that
adrenal suppression also seems to be less with alternate-day
therapy than with continuous therapy. Balance studies are
positive for both nitrogen and calcium in nephrotic children
receiving either intermittent or alternate-day therapy.2-
However, alternate-day therapy has been used less than inter-
mittent therapy, and its effectiveness has still to be substan-
tiated by other workers and by long-term follow-up.
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