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The Oxford study by Dr. Batata and his colleagues was
different in so far as they examined the bone marrow in 94
out of 100 patients all over the age of 60. With the exception
of one patient with malignant disease no cases with megalo-
blastic haemopoiesis were encountered. Moreover, they were
studying patients ill enough to require hospital admission.
One-third of their patients were anaemic, and in about half
of these the anaemia was due to iron deficiency. Twenty out
of 99 patients had serum folate levels below their normal
range.

Is a single finding of a low serum folate level alone
adequate evidence of clinical folate deficiency ? The correct
answer- is probably a qualified no. In many patients this
result does mean depleted.folate stores, but in one study over
one-third of patients with a low folate level in the serum
had normal liver stores of folate.7 The maintenance of a
normal serum folate level is dependent not only on normal
folate stores but even more on a mechanism whereby incoming
folate from the diet displaces hepatic folate into the blood.'
It is this liver folate (probably an analogue of methyltetra-
hydrofolate) which is measured in serum. When a person
is cut off from dietary sources of folate, as may be sSen in
comatose patients or in experimental studies in man,9 the
concentration of serum folate falls rapidly to low levels at the
end of the first week, though it is unlikely that the body stores
of folate will be seriously depleted for many weeks. In V.
Herbert's' study megaloblasts in the marrow appeared only
after 19 weeks. Loss of appetite too from whatever cause
may result in a fall in the dietary intake of folate and hence
a fall in the serum folate level. C. M. Leevy and colleagues,1'
studying consecutive admissions to an American hospital,
found that one-third of their patients had low folate levels
in the serum, and this has been the experience in Britain as
well. A further reason for not giving too much weight to
data based only on assay of folate in the serum is the variation
in results obtained in different laboratories.

This is not to say that nutritional folate deficiency does
not occur in Great Britain. Patients living on tea and toast
and little else, or too feeble and dispirited to prepare meals
and even eat them when they are provided, inevitably have
evidence of subclinical folate deficiency, and it is not surprising
that megaloblastic anaemia may be encountered in this group.
This problem is evidently of greater importance in some parts
of the country than in others, and A. D. F. Hurdle 1 has
found that some older people do indeed consume diets con-
taining barely adequate quantities of folate. Nevertheless,
it is fair comment that nutritional megaloblastic anaemia is
relatively uncommon in Great Britain and that Addisonian
pernicious anaemia is by far the more likely diagnosis in an
older patient with a megaloblastic anaemia. Consequently
it is inadvisable to prescribe folate as a routine supplement
for old people, among whom the frequency of vitamin-B,
deficiency may be nearly 1%.
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Red Cross and Disaster Relief
Established in almost every country and with over two
hundred million members, the Red Cross has become the
largest international, voluntary, humanitarian body in exis-
tence. In its neutral, non-political status it helps the sick and
suffering at home and overseas. It is especially active in all
the major relief operations, when natural or man-made
disasters leave their trail of injured and homeless.
The national societies are co-ordinated by the League of

Red Cross Societies in Geneva, which has a permanent Relief
Bureau. Immediately earthquakes, floods, or hurricanes
occur, or a revolt causes an exodus of refugees, the Relief
Bureau gets in touch with the national society of the stricken
country. Should outside help be needed, an appeal is
launched-in the first stage-to those societies likely to be
able to render quickly the aid required. The type and avail-
ability of their supplies, their transport facilities, and
proximity to the catastrophe are carefully taken into account
in order to safeguard economy and prevent duplication. For
instance, if pillows and pillowslips are called for strict con-
trol is exercised to ensure that everybody does not send the
slips and nobody the pillows. The British Red Cross might
be approached for blankets and drugs, the Swiss for surgical
apparatus, the Turks for tents, and so on. In some cases one
society might provide the funds for the purchase of supplies
through a sister society closer to the scene of disaster. The
League itself has its own five warehouses at strategic points
throughout the world, and these are also kept fully stocked
for emergency aid.

Gifts in cash are the most welcome response to public
appeals, since the needs, apart from sometimes being very
specialized, can change rapidly. Early in the day Geneva
may be calling for antitetanus serum, but by midday will
have switched to baby foods, and a few hours later to field
kitchens or physiotherapists. The victims can be thousands
of miles away, and it is essential to know the type of food
they eat and the kind of clothes they wear. Most national
societies run comprehensive courses for training in disaster
relief and maintain a permanent staff.

It is because of the versatility of the different national
societies and their experience in many forms of suffering and
distress that the League can know-in the more rare event of
staff being required-the kind of people on whom to call.
Otherwise lack of knowledge of the local language, customs,
and terrain could prove a tragic hindrance to people helping
survivors on the spot. Experts from 21 national societies are
elected every four years to the League's Relief Advisory
Committee. The committee meets once a year, mainly for
overhauling and improving the existing machinery. Even so,
it is not always possible for Red Cross plans to-run smoothly.
Other organizations and private individuals, especially when
public sympathy is roused in several countries, want to pour
in the particular supplies they think might be useful. This
can result in blocking the channels for more urgently required
relief. However, the Red Cross does not expect a complete
monopoly of benevolence. The British Red Cross Society
set up in 1964 a Disasters Emergency Committee with four
other main overseas relief agencies-Oxfam, War on Want,
Christian Aid, and Save the Children Fund. The principal
object of this committee, which is under Red Cross chairman-
ship, is to act as a forum for the exchange of information and
for consultation. More recently a procedure for joint appeals
has also been agreed upon.
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Aid is usually given generously when occasion arises.

During the Italian floods last autumn over £20,000 was sent
to the Red Cross by members of the British public. It was
spent as received, together with £3,000 from the Society's
own funds, on sweaters, blankets, and vitamin and water-
purification tablets. When the coal-tip fell down the hill-
side at Aberfan a local Red Cross team at once went into
action. Trained nurses and V.A.D.s worked day and night
in the mortuary, washing and helping to identify the bodies.
Because the Red Cross is world-wide and has long experience
of training in all types of emergency aid, it is well placed to
provide the short-term relief so badly needed immediately
after a disaster until the responsible authorities can undertake
more permanent measures.

Antinuclear Factors
The term antinuclear factor may be applied to any con-
stituent of the serum that has an affinity for combining with
the material of cell nuclei. The existence of such factors
was first suggested by the observation of M. M. Hargraves,
H. Richmond, and R. Morton' that marrow smears from
patients with systemic lupus erythematosus (S.L.E.) contain
cells with peculiar cytoplasmic inclusions apparently derived
from the nuclei of disrupted cells. That these so-called L.E.
cells result from the presence of a specific factor in the serum
of patients with S.L.E. was subsequently shown by the work
of J. R. Haserick and his associates.2
The serum factor behaves like an opsonin for cell nuclei,

facilitating their phagocytosis by normal phagocytic cells, but
is incapable of intracellular penetration. Its effects are there-
fore most readily detected in vitro, where some degree of
mechanical trauma facilitates the reaction. The discovery
that the L.E. cell factor resided in the -y-globulin fraction2
of the serum soon led to the application of an immuno-
fluorescent method for its detection. A positive reaction is
shown by a brilliant apple green fluorescence of the cell
nuclei, and the term antinuclear factor is customarily
restricted to those factors detected by the immunofluorescent
technique.
The presence of these antinuclear factors in the y-globulin

fraction of serum suggests their antibody nature, and the
application of other immunological techniques, notably
complement fixation3 and tanned-cell agglutination, soon
disclosed in patients with systemic lupus erythematosus a
number of different antibodies directed against different
nuclear constituents, among them desoxyribonucleoprotein,
desoxyribonucleic acid, nucleo-histone, and other nuclear
proteins. It also soon became apparent that the antinuclear
factors are by no means confined to patients with S.L.E.,
but that they occur sometimes in the related connective-tissue
disorders such as rheumatoid arthritis, dermatomyositis, and
systemic sclerosis.4 But their incidence in these disorders is
considerably lower than in S.L.E., for in that disease they
are found in well over 90% of all active cases. Their
precise incidence in other diseases is difficult to determine,
since much depends on selection of cases and even more
on the sensitivity of the methods used to detect them, but
most of the published figures for rheumatoid arthritis lie
between 3 and 27% of cases.5

Recent analyses6 have shown that the antinuclear factors
causing immunofluorescent staining occur in all three major

classes of immunoglobulins-namely, IgG, IgA, and IgM-
but their distribution can be of some diagnostic value. For
example, the antinuclear factor of systemic lupus erythema-
tosus is found predominantly in the IgG fraction, whereas
the similar factor in rheumatoid arthritis is mainly in
IgM. It should be emphasized that these are predominant
distributions, and in any individual patient in which anti-
nuclear factor is present traces can always be found in the
non-dominant fractions. It has, however, recently been
claimed7 that antinuclear factor found exclusively in the IgM
fraction is seen especially frequently in patients with
Sj6gren's syndrome.

Different patterns of immunofluorescent staining have also
suggested that there are varieties of antinuclear factor with
affinities for different nuclear components. J. S. Beck8
described three such patterns, homogeneous, speckled, and
nucleolar, and some evidence indicates that the homogeneous
pattern is characteristic of the IgG antinuclear factor, while
the speckled pattern is chiefly due to the IgM factor.
Another variation known as " flaming " or "shaggy," in
which streams of fluorescent material radiate from the nuclei,
has been particularly associated with highly active cases of
systemic lupus erythematosus.9

Several attempts have been made to correlate the presence
of the antinuclear factors with the various clinical manifesta-
tions of the connective-tissue diseases, especially in patients
with rheumatoid arthritis. In the series reported by D. J.
Ward, G. D. Johnson, and E. J. Holborowl subcutaneous
nodules, vascular lesions, eye lesions, and Felty's syndrome
were commoner in the patients with antinuclear factor,
but in a similar series described by J. J. Condemi and his
associates'" the only positive association was with subcutan-
eous nodules, though in general the disease was more severe
in those patients with antinuclear factors. In an interesting
study in Manchester by D. A. Pitkeathly and G. Taylor7 the
difficulty of distinguishing the borderline cases of rheumatoid
arthritis and systemic lupus erythematosus was avoided by
considering all the cases of connective-tissue disorder as one
group subdivided exclusively on the presence or absence of
antinuclear factors. Since the group with antinuclear factors
must have included some cases of systemic lupus erythema-
tosus it is perhaps not surprising that it also showed a higher
incidence of such features as skin rashes, vasculitis, and renal
disease.

It is evident from these somewhat conflicting reports that
the relationships between the antinuclear factors and clinical
symptoms still remain to be established. The factors are,
however, mainly if not exclusively associated with the
connective-tissue group of diseases, and despite the absence
of any certain evidence it may be safely concluded that they
have some role in the pathogenesis of the disease.
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