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P. falciparum from Africa south of the Sahara are identical.
African troops from the Belgian Congo stationed in Nigeria
had a malarial incidence three to four times that of
Nigerians serving in the same area. Gold Coast troops
stationed on the north bank of the Gambia were more
frequently and more severely attacked by malaria than
Gambian troops alongside them. Studies on the effects of
proguanil on other African strains of P. falciparum would
therefore be of great interest.
There are other points on which further information is

required if proguanil is to be extensively used. When,
during the war years, large bodies of European troops were
serving in West Africa, blackwater fever was abolished
only when mepacrine was substituted for quinine, both in
the suppression and treatment of malaria. If proguanil
by itself cannot be relied upon to eradicate falciparum
malaria in West Africa it is doubtful if it will have the
power to abolish blackwater fever as does mepacrine.
Secondly, there is growing evidence that proguanil pro-
duces resistant strains of plasmodia with comparative ease.
It has already been shown that P. gallinaceum in fowls and
P. cynomolgi in the monkey can be rendered resistant to
proguanil6-I: evidence is shortly to be published that the
same is true of P. vivax and P. falciparum. Resistance
against quinine and mepacrine is extremely difficult to
produce.
One of the facts in favour of proguanil appears to be

its low toxicity. However, there have been complaints of
loss of appetite, reduction of weight, and lack of energy
from some of those who have taken proguanil for con-
siderable periods. Hughes and his colleagues'" have
noticed similar signs in the rat. Recent studies by Burn
and Vane'3 and by other workers'4 1 have shown that
there is almost certainly a pathological basis for these
symptoms, for doses of 900 mg. of proguanil in man reduce
the acidity and volume of the gastric juice. Loss of appetite
is a matter of moment to those Europeans who are stationed
in such tropical areas as Wesi Africa, for towards the end
of a long tour the appetite is in any case rather poor and
capricious. For Africans, whose diet is only too often
deficient both quantitatively and qualitatively, it is obvi-
ously undesirable that they should take for long periods
a suppressive antimalarial which may reduce still further
their already inadequate intake of food.

In comparing the effects of mepacrine and proguanil in
the prevention and treatment of falciparum malaria in West
Africa it may be said that for prophylaxis both drugs must
be taken daily. In a dose of 100 mg. daily mepacrine has
very few failures: records are already available of patients
who, in spite of taking J00 mg. of proguanil daily, have
suffered from attacks. Mepacrine is not a true causal
prophylactic, but if continued as a suppressive will bring
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about a radical cure. Proguanil is a true causal pro-
phylactic for at least one strain, but does not produce a
radical cure. Mepacrine does not injure gametocytes;
proguanil inhibits their development in the mosquito.
Mepacrine does not induce drug fastness; proguanil prob-
ably does. Mepacrine stains the skin and may cause
psychoses, though, the incidence is low-1.71 per 1,000
among 90,320 persons given mepacrine therapeutically or
prophylactically.I6 Proguanil may cause loss of appetite
associated with decreased acidity of the gastric juice. The
relationship, if any, of proguanil to the onset of blackwater
fever is not yet known. It is claimed that chloroquine,
0.25 g. of the base, effectively suppresses malaria if given
once weekly, but it has not yet been tested against West
African strains of P. falciparumn. It is thus doubtful
whether the ideal drug either for the prophylaxis or
radical cure of malignant tertian malaria has yet been
discovered.
The necessity for the intravenous administration of anti-

.malarials is fortunately rare and occurs for the most part
only in cerebral emergencies and where the patient is un-
able to swallow. The effects of proguanil acetate, soluble
proguanil, when given intravenously are recorded by
Chaudhuri and Chakravarti on page 91. The acetate,
however, has now been replaced by the more soluble lactate
for intravenous use. Further investigations on the com-
parative effects of proguanil lactate and quinine when
given intravenously will be of considerable interest, more
especially if carried out on patients with no immunity or
tolerance to malaria.

THE DANGERS OF HEROIN
Most doctors will agree with Sydenham that they would
not wish to practise medicine if denied the use of opium,
but they seldom pause when they prescribe this drug or
its derivatives to consider the social implications of the
narcotics. It is to this aspect that the Permanent Central
Opium Board has drawn attention in-a report which wvas
recently summarized in The Times'. The Board is particu-
larly concerned with the increase in the medical use of
heroin. It has been found in the past that a rise in the
legitimate use of drugs of this order precedes an increase
in addiction and in illicit supply. In 1931 an international
conference noted the wide variations in the demands of
various countries for heroin for medical use and com-
mented on the disparity in professional practice. Acting on
the recommendations of this conference, many countries,
of which the United States was one, prohibited the impor-
tation and manufacture of this drug. In 1946, 71 countries
required less than 1 kg. per million inhabitants, while one,
Finland, required more than 25 kg. The Finnish Govern-
ment estimates its country's requirements for 1949 as 51 kg.
per million inhabitants, representing a more than sevenfold
increase in consumption since 1936. The needs of Italy
and Sweden have also risen.
The dangers of heroin are well known. Addiction is

acquired more rapidly than with any other drug; once
acquired, the disorder progresses with greater speed and is
marked by a more profound and disastrous moral degener-
ation than in any other addiction. Cure is more difficullt,
and sudden withdrawal may prove fatal. In the light of
these facts it is clearly the duty of the medical profession
to examine again the therapeutic value of this substance

1 Jan. 6, 1949.
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and to weigh it against its social danger. When first intro-
duced in 1898 it was claimed that, although heroin lessened
the cough reflex and slowed respiration, inspiration was
deepened and increased in force. This alleged advantage
over morphine has not been confirmed. Its effects on the
alimentary tract are certainly less prominent than those of
morphine, but where pain needs relief and these other
actions are undesirable dihydromorphinone can be em-
ployed. The choice of effective analgesics has been
widened by the introduction of pethidine and similar
compounds. For the control- of cough codeine or one
of its derivatives, dihydrocodeinone or dihydrohydroxy-
codeinone, will suffice in most cases. In short, morphine
or some related drug can always be used as effectively as
heroin. Since 1931 the profession has been deprived of
heroin in some 26 countries without evident disadvantage.
Pharmacological opinion has long held that its social
dangers overshadow its therapeutic importance. It must
be granted that there is justice in the Permanent Central
Opium Board's claim of "an a priori case for its total
abolition."

DISEASE OF THE BREAST
It remains a sad fact that even with all modern methods of
investigation and with the results of various therapeutic
methods recorded in thousands of cases it has not yet been
possible to define clearly, either histologically or clinically,
the more frequently encountered pathological conditions
in the breast. To remove a breast unnecessarily is a
surgical crime; to leave a breast in situ when it contains
an undiagnosed or misdiagnosed malignant tumour is
almost worse. Are there any beacons to help the prac-
tising surgeon to steer between the Scylla of commission
and the Charybdis of omission ?
On the one side is the obviously innocent tumour, such

as the fibro-adenoma, easy to diagnose and amenable to
simple treatment without producing deformity or loss of
function. On the other is the clinically obvious carcinoma,
which by the time it has reached this stage is probably a
growth of some years' standing and may even have spread
either obviously or microscopically to far distant parts.
In this class the signposts to treatment are also elear-
pointing to a judicious mixture, varying with each growth
and each individual, of surgery and radiotherapy. Two
papers recently published in the Journal were concerned
with this aspect of the problem, the first by Sir Cecil
Wakeley' and the second by Mr. Victor Riddell.2 Unfor-
tunately the results of treatment, especially when the rela-
tive accessibility of the breast as an organ is taken into con-
sideration, -are woefully depressing to the clinician who
follows up his cases sufficiently long. He is a fortunate
man who can say that one-third of his patients are alive
and well five years after treatment, and even in this group
lie traps for the unwary. Fat necrosis' is an example, for
an adequate history is frequently lacking; another is the
condition of plasma-cell mastitis, described by Dr. Max
Cutler elsewhere in this issue.

Between the two 'extremes and far outnumbering them
come that mass of cases and conditions labelled by one of
a dozen or more names-the generic but now rightly
repudiated term for which has previously been "chronic
interstitial (cystic) mastitis." Also published in this issue
is a paper by Mr. D. H. Patey, who describes two common
non-malignant conditions of the breast-the " pain " syn-
drome and " cystic disease." The separation of the former
condition into a class of its own-a subjective disorder
without obvious clinical signs and due either to cancero-
phobia or to a psychosexual disturbance-is timely if its

1British MUedical Journal, 1948, 2, 631. 6 Arn. R. Call. Surg., 1948, 2, 241.
2 Ibid., 1948, 2, 635. 6Atkinls, H. J. B., Lancet, 1947, 1,
8Dunphy, J. E., Arch. Surg., 1939, 38, 1. 253.
Lancet, 1947, 1, 480. 7 Surg. Gynec. Obstet., 1948, 87, 525.

recognition serves only to distinguish one among the many
manifestations of disorder in this vague intermediate class.
Cystic disease, on the other hand, would appear to present
innumerable problems. Undoubtedly there are many per-
fectly innocent cysts, but Patey himself speaks of a pos-
sible hormonal cause, with all the conflicting and possibly
sinister implications that this suggests. Again, he describes
a diffuse cystic disease in which accurate diagnosis is offly
" possible after exploration and naked-eye and micro-
scopical examination." For the solitary cyst he advocates
diagnosis by aspiration, a method also approved by Pybus,'
who goes further and treats the condition by injec'cion of
quinine and urethane. But cysts, apart from the retention
cyst of the lactating breast, are essentially degenerative in
character, though they may vary widely in type, in con-
tents, and in pathological significance. Dawson" divides
all proliferative conditions of the breast into adenosis and
epitheliosis. The former term (also approved clinically by
Atkins6) comprises glandular growth which produces more
and larger lobules and is essentially a response to physio-
logical stimuli. Epitheliosis, on the other hand, implies
proliferation inside existing ducts, and degeneration of these
cells leads to cyst formation, with perhaps secondary papil-
liferous outgrowths or uncontrolled extension into sur-
rounding stroma. Such cells (and cysts) are according to
Dawson a very probable " Anlage " of carcinoma. A good,
if rare, example of this condition is "comedomastitis"'
where proliferation within the dilated ducts is still non-
invasive. Comedomastitis was described recently by Tice,
Dockerty, and Harrington7 and was mentioned by
Mr. J. M. Jackson in a letter appearing in last week's
Journal (p. 71).

Such considerations as these would seem to place cystic
disease in a far from well defined category and to throw
considerable doubt on its universally non-malignant char-
acter. The other large group of non-malignant breast
tumours-the fibro-adenoses (nodular non-cystic breasts)-
have a greater claim to innocency, though it is perhaps
worthy of record that they too in the process of reaching
natural quiescence by fibrosis may also develop micro-
scopic cysts. There are still many obscurities in this field
of pathology, and since it is patients as well as tumours that
are concerned the perhaps hackneyed aphorisms of the
clinicians still merit attention: "No fibro-adenoma occurs
after the age of 35"; " A lump in the breast is carcinoma
until proved otherwise"; "It is better to look and see
than wait and see."

PRESENT-DAY PNEUMONIA
A valuable analysis of the characters of pneumonia and
its response to the different treatments used in three recent
periods has been made by Israel and his colleagues.' Their
material consisted of patients admitted to the Philadelphia
General Hospital during the twelve-month periods (includ-
ing the winters) of 1936-7, 1940-1, and 1945-6. After first
eliminating all patients over 60, tuberculous, post-operative,
and terminal cases, the numbers available in these periods
were respectively 368, 540, and 420. Of these 261, 429,
and 312 were diagnosed as having lobar pneumonia, and
consideration was restricted to these groups. In the first
period there was no chemotherapy, and the only specific
treatment used was serum in five cases: the mortality was
23.3%. In the second period all but 20 patients (wrongly
diagnosed) were given sulphonamides, and the mortality
was only 5.4%. In 1945-6 penicillin was also available:
it was used alone in 36 cases and together with sulphon-
amides in 113; sulphadiazine or sulphadiazine with suipha-
merazine was given to another 153; and 10 patients for
some reason received no specific treatment. It might have

i N. Engi. J. Med., 1948, 238, 205.
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been expeCted that the additional therapeutic resources
available in the most recent period would reduce mortality
still further, but it did not; there was on the contrary
a slight rise, to 6.5%, and a distinct increase.in the mean
duration of fever and the length of stay in hospital.
The apparent reason, for these differences is to be found

in a change in the characters of the disease, notably in its
age incidence. In 1940-1 the fourth decade had the largest
number of cases; in 1945-6 the fifth and sixth each con-
tained more than any lower age group. At the same time
there was a marked increase in the proportion of patients
without leucocytosis. This appears at first sight to suggest
that this group included a number of cases of virus
pneumonia, the course of which would be relatively
unaffected by chemotherapy. That this is not the
explanation is evident from the careful analysis made.
It would be expected that most of these supposed virus
pneumonias would occur in the patients with leucocyte
counts between 5,000 and 10,000, but in fact their mor-
tality did not differ, and their decline of fever was more
rapid than those with a leucocytosis. Low leucocyte
counts and a retarded response to treatment were also
seen in patients whose pneumonia was proved to be of
bacterial aetiology by cultivating pneumococci from the
blood.

Nevertheless, the authors are inclined to the view that
virus infection is responsible for the change in the character
of the disease in quite a different way. Their hypothesis,
originally put forward by Francis, is nothing less than
that a virus is concerned in producing lobar pneumonia
generally, with varying degrees of superimposed bacterial
infection. The facts which they have to explain can all
be accounted for by a hypothetical recent change in the
relative importance of the virus and bacterial factors. This
is indeed a revolutionary concept and not one which will
be readily accepted, especially in view of the ease and
regularity with which typical lobar pneumonia can now
be produced experimentally with pneumococcus culture. It
is, nevertheless, an interesting possibility to bear in mind.
Comparable studies of present-day pneumonia should cer-
tainly be made elsewhere in order to see whether the
tendency observed by Israel and his colleagues is general.

SICKNESS TREATED IN HOSPITALS
In a leading article' on the subject of morbidity surveys we
have already referred to the investigation carried out by
the Glasgow Health and Sickness Bureau of hospital-
treated sickness among the population of Stirlingshire.
This well-produced report,2 published by the Nuffield
Provincial Hospitals Trust, covers the period of twelve
months beginning on Oct. 1, 1946, and records the
hospital attendances of all the residents in the county
irrespective of whether they received treatment at hospitals
inside or outside Stirlingshire. No record, however, was
made of patients who were treated in nursing-homes.
In-patients during the year numbered 10,560 and out-
patients 18,009, out of a total population of 183,200-i.e.,
one person in every seven of the population had hospital
care during the year. This rather startling finding must
be qualified. An examination of the tables shows that
over one-third of the in-patients were women who entered
hospital for their confinements or babies born in hospital,
and over one-tlhird of the out-patients attended for injuries.
With the omission of these groups the proportion of the
population receiving treatment at hospitals was one in
thirteen. The authors stress the difficulties of interpreting
hospital data in relation to the general sickness in a com-

1British Medical Journal, 1948, 2, 686.
sHsita and Community. 1. Hospital-treated Sickness Amongst the People

of Siirlingshire. 1948. Nuffield Provincial Hospitals Trust.

munity, since many other factors (geographical, social,
environmental, custom, etc.) besides the disease determine
whether or not a patient enters hospital. Apart from
mothers and babies the three largest groups of in-patients
were admitted for the treatment of diseases of the digestive
system (1,217 patients), infectious and parasitic diseases
(760 patients), and injuries (719 patients).
The data have been extensively analysed, the patients

having been grouped according to disease, age, occupation,
area of residence, duration of stay in hospital, condition on
discharge, etc. It is always difficult to present a mass of
detail in a manner that gives the maximum information
without ambiguity and at the same time in a form that
is generally understood. Percentage. distributions are
generally not informative-the fact that a specific disease
forms a larger proportion of the total admission in one
social class than in another does not convey any useful
information unless the numbers exposed to risk by age
and sex are known. There is also.a risk of gaining false
impressions from percentage distributions. Taking figures
from a table showing the percentage in age groups of the
total number of patients admitted for certain diseases, the
authors discuss the "peak" incidence-for example, they
find that the peak incidence for circulatory diseases in
females is at ages 35-54. Actually, when allowance is
made for the varying numbers exposed to risk in each
age group, it is clear that the peak vanishes and the inci-
dence increases throuighout life-a finding-to be expected
from the known trend of mortality. The presentation of
some of the tables could be improved, and some omitted
since they give no useful information. The division of
the percentage of hospital admissions in each age group
by the percentage of population in each age group seems
clumsy and is no improvement on the usual method-i.e.,
admissions expressed as a percentage of the population
exposed to risk. There is little to be learnt from a com-
parison of the duration of stay in hospital for all causes
combined with figures obtained from old records, since
methods of treatment and hospital policy have changed
considerably, and, moreover, with the discovery of many
auxiliary aids to diagnosis a larger number of patients are
admitted for investigation (generally only for a few days)
than formerly. This investigation, by breaking new ground,
provides useful guidance for future inquiries.

INCREASE OF MILEAGE FUND
The General Medical Services Committee sent a deputation
to the Ministry of Health on Dec. 22 to put before it
the problems at present facing rural practitioners and to
urge the need for the relief of financial hardship suffered by
so many of those practising in rural areas. As is announced
in this week's Supplement, the Ministry of Health has pro-
ceeded to lighten the load by increasing the Mileage Fund
by rather more than 50%. This Fund has been increased
by £700,000-from £1,300,000 a year to £2,000,000. The
increase is made up by a new provision of £500,000, and by
£200,000 from the Special Inducement Fund. The new Fund
of £2,000,000 will be retrospective to July 5, 1948, and in
the case of some practices this will increase the annual
income by several hundred pounds. This substantial
increase in .the Fund is a tribute- to the pertinacity of -those
who are negotiating on behalf of the medical profession,
and a welcome sign that the Ministry of Health will
respond to a strong case cogently put. It is, of course, yet
to be seen to what extent this will relieve the financial
anxiety of rural practitioners, and whether it will provide
a sufficient reward for those general practitioners who care
for the health of the people who live in the four-fifths of
Britain that still remain the countryside.
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