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Much rarer is familial cold urticaria, an autosomal dominant
condition in which there is a lifelong tendency for generalized
cooling to precipitate urticaria or macular erythema associated
with general malaise, aching joints, and shivering.'5 A leuco-
cytosis is usual, but the Prausnitz Kustner is negative, and
symptoms cannot be produced by local application of cold.
Anaphylaxis has not been reported. Most patients learn by
experience how to abort or deal with their attacks.
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Current Status of
Antilymphocyte Globulin

A decade has passed since antilymphocyte globulin (A.L.G.)
was first shown to have immunosuppressive properties.
Fortunately these revelations coincided with a burst of new
information about the physiological role of different lympho-
cyte populations in the initiation of immune reactions, so that
the relatively selective effects of A.L.G. could be reasonably
well interpreted.' 2 In animals it is remarkably effective in
abrogating immune reactions mediated by small lymphocytes
which traverse the peripheral blood. These include the first
steps in homograft rejection, the ability to mount the skin
reactions of delayed hypersensitivity, and primary antibody
responses requiring the participation of T-lymphocytes. In
addition, memory for some immunological events-reactivity
to an antigen which has previously been encountered-can be
ablated by A.L.G. However, A.L.G. does not suppress anti-
body responses which do not require the participation of T-
lymphocytes nor those fully established at the time it is first
administered. Early investigations ofthese immunosuppressive
effects also showed that there was a high degree of synergism
between A.L.G. and steroids and cytotoxic drugs,3 and a non-
specific effect on a variety of inflammatory reactions.4

Early on the most promising clinical application of A.L.G.
seemed to be its potential for abolition of homograft re-
jection-even when a tissue such as skin, which provokes a
vigorous response, was grafted across strong histocompatibility
barriers. Furthermore its possible value in controlling aberrant
immune responses-autoimmune disease-did not escape
attention.5 Such processes could be suppressed in animals
with spontaneous or experimentally induced autoimmune
disease provided that A.L.G. was administered during the

stage of disease induction; but established disease proved
almost totally refractory to treatment. The stage seemed set
for a concerted study of the value of A.L.G. in the clinical
applications of immunosuppression.
To what extent A.L.G. has fulfilled its early expectations

was the subject of a recent symposium held at the Royal
College of Physicians, London.6 The meeting was organized
by the Hoechst-Behringwerke Pharmaceutical Company, which
has now produced a purified, standardized horse antihuman
lymphocyte globulin (Pressimmune). Many of the papers
concerned clinical trials ofA.L.G., predominantly in recipients
of renal transplants but also in patients with autoimmune
disease. Unfortunately, the difficulties which persistently
confuse the evaluation of such trials remain unresolved.
Methods of raising antisera to human lymphocyte antigens are
extremely variable, and there are still no simple in vitro tests
for assessing the immunosuppressive potency of each batch
which command general agreement. Moreover, the A.L.G.
now used in such trials, though highly refined in terms of
globulin reactive with lymphocytes, does not really discrimi-
nate between different circulating populations of such cells
and should not be regarded as an agent which reacts specifically
with T-lymphocytes. It is also expensive. On the other hand,
the more refined varieties of A.L.G. now available rarely
provoke the immediate toxicity so common in earlier days,
such as thrombocytopenia and severe serum sickness. Nor
have fears yet been borne out that so powerful an immuno-
suppressant might provoke a rash of lymphoreticular tumours;
the undoubtedly increased incidence of such neoplasms in
transplant recipients7 is almost certain to have a more
complicated pathogenesis than immunosuppression alone.

Surprisingly, A.L.G. has not proved of indisputable benefit
in renal transplantation, though this was one area of clinical
practice in which its value should theoretically have been most
easily proved. A number of controlled trials in Scandinavia
and in Britain reported at the conference showed that while
A.L.G. may help in overcoming oliguric rejection crises it
otherwise adds little to conventional immunosuppressive
regimens. Typifying the difficulty in reaching objective
conclusions without controlled trials was Professor C. W.
Putnam's assertion that he would not undertake liver trans-
plants without A.L.G. and Professor R. Y. Calne's riposte that
he never used it for this purpose.
The place of A.L.G. in the management of autoimmune

diseases has not been studied so extensively, and the available
evidence is more fragmentary. Nevertheless, A.L.G., either
alone or in combination with steroids and cytotoxic drugs, has
been given to patients with disorders characterized by
circulating immune complexes without precipitating serum
sickness or glomerulonephritis of unacceptable severity. Thus
its use in such conditions can at least be attempted. Further-
more such combinations have the powerful immunosuppres-
sive effects which experimental work has predicted, as was
shown by Dr. S. C. Knight. The studies so far undertaken
give a hint, but no more, that A.L.G. may benefit patients
with these disorders. There is, in particular, a strong suggestion
from the work of Professor R. Storb and his colleagues in
Seattle that a regimen of cyclophosphamide, procarbizine, and
A.L.G. effectively controls graft-versus-host disease in
patients with aplastic anaemia who have received bone marrow
grafts. Such treatment is effective even in those recipients who
have been sensitized by previous blood transfusions from
prospective donors, indicating that A.L.G. may obliterate some
forms of immunological memory in man as well as in animals.
The other disease in which the possible advantages of

massive immunosuppression have received particular attention
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is multiple sclerosis.89 Several groups expressed some opti-
mism in reporting the results of treating this disease with
cytotoxic drugs in combination with A.L.G. The uncontrolled
nature of these studies and doubts about attributing multiple
sclerosis to immunological causes left orthodox neurological
opinion deeply sceptical about their findings. Similar claims
have been made for A.L.G. treatment in other putative auto-
immune diseases.10 11 The results of treating a few patients
with dermatomyositis, systemic lupus erythematosus, and
autoimmune disorders affecting the bone marrow with A.L.G.
were described by other speakers. To an even greater extent
their findings are difficult to assess, since different batches of
A.L.G. with diverse biological properties have been given with
variable schedules of other drugs to small numbers of patients
with diseases which run an unpredictable course. These
shortcomings were freely admitted and reflect the associated
problems of ethics and organisation which need to be over-
come. Nevertheless, these pilot studies have been sufficiently
encouraging to justify setting up double-blind controlled
trials, without which the therapeutic value of A.L.G. in the
treatment of such diseases is unlikely to be established. The
theoretical importance of such studies is beyond question,
since an unequivocally beneficial response to immunosup-
pressive treatment in a disease such as multiple sclerosis would
favour the still contentious view that this disease has an
immunological basis.
The conference did not settle any of the already well-

recognized problems about the use of A.L.G. in clinical
practice. It simply reiterated the need for carefully controlled
studies in patients with severe, life-threatening autoimmune
disorders. The preparations of A.L.G. now available are still
lamentably variable in their biological properties but they have
at least reached a degree of refinement which has removed
many of their worst dangers. Nevertheless, the risks of
profound immunosuppression which already existed with
other agents are made worse by the addition of A.L.G. to
treatment schedules; there were several indications at the
conference that overall suppression of bone-marrow function
and cytomegalo-virus infections may be particular hazards of
such therapy. Certainly A.L.G. treatment will demand careful
monitoring, and the need for devising more selective methods
of controlling unwanted immune reactions remains urgent.
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Steroids in the Eye
Ophthalmology tends to receive an ever-decreasing place in the
undergraduate medical curriculum, but one topic still univers-
ally taught is the diagnosis and treatment of the acute red eye.
This is such a common problem that it would be quite
impossible for all cases to be seen by trained ophthalmologists,
and yet on some occasions the correct diagnosis cannot be
made without either specialist knowledge or equipment.

Judgement of which cases to refer to hospital and when can
present difficulties for the general practitioner.

Corneal foreign bodies are a frequent cause ofred eye, when
the history and sudden onset usually give a clear indication
of the cause and the offending speck of dirt can usually be
seen easily with the aid of a pencil torch. The treatment is
simply the removal of the foreign body and patching the eye
until the epithelium has regrown. Apart from trauma, the
common causes of a red eye are acute closed-angle glaucoma,
uveitis, keratitis, episcleritis and scleritis, and conjunctivitis.
In some of these conditions the role of local steroids is all
important: they may be either a major therapeutic weapon or
a cause of serious complications.

Acute closed-angle glaucoma is often less painful than is
commonly supposed, but there is the invaluable physical sign
that the pupil will not respond to light owing to ischaemia of
the iris. It is usually half dilated and may be oval with the
long axis lying vertically. There is no other cause for this
pupil reaction; the patient should receive carbonic anhydrase
inhibitors and miotics and be referred to hospital at once.

Uveitis is one condition in which the main treatment is the
use of local steroids: though these do not cure but merely
control the inflammatory damage inside the eye. A delay in
treatment can lead to extensive iris adhesions (synechiae),
either to the lens or to the angle of the anterior chamber, both
of which may result in secondary glaucoma. A patient with a
known history of uveitis who presents with a red eye should
be assumed to have had a relapse and treated with steroids
again.

Keratitis represents a more difficult diagnosis. Marginal
corneal ulceration' responds specifically to local steroids. Most
of the other causes of keratitis are viral, and by far the most
important is the recurring keratitis caused by herpes simplex
virus. This condition tends to affect one eye repeatedly and
is very often associated with other stigmata of a disease such
as cold sores round the face and mouth. Classically, herpes
simplex gives rise to dendritic ulcers, which if large enough
may be recognized with the aid of fluorescein eye drops and a
torch and magnifying glass. If local steroids are used in this
condition the patient obtains subjective relief and the eye will
become whiter but the ulcer will spread in both area and
depth and corneal perforation may result. Local steroids are
absolutely contraindicated in any patient with a history of
herpes or in whom this diagnosis is suspected.

Scleritis is an uncommon disease in which the eye is locally
red and exquisitely painful. The usual causes are rheumatoid
arthritis and gout. Though steroids may be of benefit this is
a serious eye condition which needs hospital supervision.
Episcleritis is an inflammation of those tissues lying between
the conjunctiva and sclera. It produces a mild discomfort, no
discharge, and localized redness. The cause is often obscure,
and the disease frequently recurs. Local steroids are of benefit
but the diagnosis is difficult without the magnification of a
slit lamp.

Perhaps the greatest source of confusion comes in the
diagnosis of conjunctivitis. Conjunctivitis is invariably
accompanied by a discharge from the eye, the vision is not
affected, and the pupil reacts quite normally. If the discharge
is obviously purulent a local antibiotic should be applied at
frequent intervals for several days. This will usually resolve
the matter, and steroids should not be used. If, however, the
condition persists for longer than this the possibility of a virus
conjunctivitis should be considered. Most of these have a
natural history lasting a week or two and will resolve regardless
of any treatment. Though local steroids are useful in some
instances their use requires expert knowledge. Another
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