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The classical picture is subject to infinite variation owing
to the widespread distribution of the lymphatic system. No
account of the initial presentation of Hodgkin's disease can
hope to be complete. The commonest presenting feature is
cervical lymphadenopathy, axillary and inguinal nodes being
affected initially in only 10% of cases.2 Though any group
of cervical nodes may be attacked, -those in the posterior
triangle are affected most frequently. Glandular enlargement
may first be noted after an upper respiratory tract infection.
The nodes may fluctuate in size at first and almost disappear
only to return, and this should not exclude the diagnosis.
They may thus fluctuate for some years. Though usually the
glands are neither tender nor hard and are mobile, they may
become painful and swollen in some patients when they take
alcohol.3
A lymphadenopathy may persist for more than a few

months and have the features of Hodgkin's disease yet be due
to tuberculosis or sarcoidosis. Occasionally the lymph-
adenopathy of glandular fever may persist; less common
infections are those due to Toxoplasma gondii, Toxocara
canis, and " cat scratch " disease. Some patients on anti-
epileptic drugs such as the hydantoinates develop lymph-
adenopathy. Biopsy of any persistent node for which a cause
cannot be found is essential. The finding of Sternberg-
Reed cells on histological examination is diagnostic of
Hodgkin's disease.
Lymph nodes at certain sites will give rise to mechanical

effects-particularly in the mediastinum, when cough,
dyspnoea, and dysphagia may be presenting features. Radio-
graphic confirmation of enlarged nodes in the anterior media-
stinum is very suggestive that the symptoms are due to
Hodgkin's disease. Jaundice may be due to disease of the
glands in the porta hepatis. 'Oedema of the legs or abdominal
pain may result from enlargement of para-aortic or pelvic
nodes.
Though lymph tissue does not occur in .the central nervous

system, encroachment on it by swollen extradural lymph
tissue may result in cranial nerve palsies, particularly of the
oculomotor and facial nerves, or in a rapidly developing
paraplegia. Polyneuropathy, brachial neuritis, laryngeal
palsy, and myopathies have also been reported.4 Local inter-
mittent sensory impairment and vocal cord paralysis may
occur in patients taking alcohol.

Patients present with symptoms referred to the skin about
as often as with neurological symptoms. A general pruritus
occurs in some 15% as an initial finding.' Nodules of
Hodgkin's tissue or ulcerating lesions in the skin may also
be seen. Herpes zoster may precede or accompany the onset.
Infiltration of the bone with Hodgkin's tissue may sometimes
give rise to pain, particularly in the spine.

There is no doubt that diagnosis at an early stage and
treatment with radiotherapy can result in a cure"-8 There
is need to dispel the pessimistic attitude sometimes taken to
this disease. Thus when local disease in a young patient is
treated by radiotherapy more than half the males and more
than three-quarters of the females can be expected to survive
for five years. After five years the mortality in this group is
similar to that in a normal control population.' If all age
groups are taken together, then 40% of patients with
Hodgkin's disease will be alive after 15 years. In contrast,
patients with generalized disease and symptoms such as
pyrexia or pruritus do not do so well, the 15-year survival
rate being 10%. The better outlook in this condition could
be lost if either pessimism or the ready availability of chemo-
terapeutic drugs resulted in their use during the early stages.

Chemotherapy is of great benefit but should be employed
only in the generalized form of the disease. Though it is
sometimes given early as a planned adjunct to radiotherapy in
mediastinal obstruction, it should be withheld in the early
stages.
The cause of Hodgkin's disease has always been an enigmA,

and theories relating to it have tended to mirror currently
accepted ideas on *the causation of disease. The immuno-
logical abnormalities that are such a feature of the condition
are discussed by Professor D. W. Smithers in his Bradshaw
lecture published in this and last weeks' issues of the B.M.Y.
H. S. Kaplan and Professor Smithers9 first pointed out that
certain similarities existed between the course of Hodgkin's
disease and animals suffering from graft-versus-host reaction.
Wasting, anaemia, and lymphoid depletion seen in these
immunological experiments have been termed " homologous
disease." But A. C. Aisenberg'0 has pointed out certain
objections to Hodgkin's disease being thought of as a human
form of homologous disease. Sternberg-Reed cells are very
characteristic of Hodgkin's disease but are not seen in homo-
logous disease; Ilymphoid depletion, which occurs early in
homologous disease, is not seen until a late stage of Hodgkin's
disease; and finally in homologous disease both delayed
hypersensitivity and humoral antibody defects occur, whereas
in Hodgkin's disease the latter are uncommon and usually late
in its course. Nevertheless, debate on these important
questions and the wealth of information presented by Pro-
fessor Smithers in this year's Bradshaw lecture can serve only
to heighten the interest in a condition which remains as
enigmatic as it was when Thomas Hodgkin first described it
135 years ago.

Ophthalmic Graves's Disease
In most patients with Graves's disease eye symptoms are
associated with goitre and hyperthyroidism and there is little
difficulty in diagnosis. When the eye symptoms occur in the
absence of goitre and hyperthyroidism the condition is best
referred to as the " ophthalmic form of Graves's disease."'
If the eye symptoms are unilateral the true nature of their
origin is easily overlooked. The patient who is referred to
an ophthalmologist may be considered to have an orbital
tumour and the orbit may be explored. Referral to an
otolaryngologist may result in operation on the paranasal
sinuses. A physician may mistake a concomitant anxiety
state for hyperthyroidism and then treatment results in
hypothyroidism. A neurologist will occasionally recommend
carotid angiography or other unpleasant investigation.
The ophthalmic form of Graves's disease can be recognized

by careful consideration of the clinical features aided by
special laboratory investigations. The eye symptoms consist
of exophthalmos and bulging of the eyelids, lid retraction,
and ophthalmoplegia. These may occur singly or in any
combination. Exophthalmos and bulging of the eyelids
result from increase in bulk of the orbital contents, especially
of the fibro-fatty tissue and the extrinsic ocular muscles. This
is a non-specific symptom and is found when any lesion
increases pressure in the orbit. In classical Graves's disease
with hyperthyroidism the exophthalmos is usually symmetri-.
cal, but in the ophthalmic form asymmetry is more frequent,
though rarely as noticeably as in cases of orbital tumours.1
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Lid retraction in Graves's disease is mainly due to spasm of
the striated levator palpebrae superioris.2 It may be the
only sign of the disease and is often asymmetrical. Increased
sympathetic tone may also cause it, as shown by the improve-
ment reported to result from local treatment with guanethi-
dine.3 Lid retraction may also be associated with paresis of
elevation of the eye. The superior rectus and levator
palpebrae have a common nerve supply, and the effort needed
to hold the eye horizontal or to elevate the gaze results in
over-innervation of the two muscles, but only the levator is
capable of response.4 Retraction of this sort disappears on
depression of gaze. It is a non-specific sign occurring with
a wide variety of lesions in the orbit and central nervous
system associated with deficient elevation of the eye."

Ophthalmoplegia is commoner in the ophthalmic form of
Graves's disease and is more often severe. Limitation of
elevation of the eyes is more than four times as frequent as
that of all other movements combined.' It is usually due
to weakness of the superior rectus, and asymmetry of move-
ment causes diplopia, most marked in the upward and outward
direction of gaze. Fibrosis of the inferior rectus and
adhesions between this muscle and the inferior oblique may
also cause limited upward movement in some cases." 7 When
ophthalmoplegia occurs in the absence of other eye symptoms
myasthenia gravis may be suspected, but there is no response
to anticholinesterase drugs. Myasthenia gravis is occasion-
ally associated with Graves's disease and other thyroid
diseases.

Sometimes the patient mentions a previous attack of
prominence of one or both eyes or of double vision. A careful
clinical examination may give a clue to the diagnosis and
show minimal thyroid enlargement or undue firmness and
occasionally vitiligo. A family history should be sought of
thyroid disease and of specific autoimmune disorders such
as pernicious anaemia and " idiopathic " Addison's disease.

Patients with the ophthalmic form of Graves's disease will
by definition show normal values for thyroidal uptake of
iodine-131 and serum protein-bound iodine, but other tests
may disclose an underlying abnormality of thyroid function.
Administration of triiodothyronine often fails to suppress
uptake of radioiodine in this condition. But failure of
suppression is not always found, especially if lid retraction is
the main symptom. Thyroglobulin antibodies are detected
in the circulation of about 50% of patients with Graves's
disease, being more frequent when exophthalmos is present
and less so when lid retraction is the sole eye symptom.8
Estimation of thyroid-specific complement-fixing antibodies
and application of the more refined fluorescent antibody tests
increase the sensitivity of the investigation. Studies of iodine
metabolism may be helpful in diagnosis, showing a rise in
the plasma protein-bound iodine-131 at 24 and 48 hours
after administration of the dose, even when the patient is
euthyroid. This abnormality is likely to result from a
reduction of the intrathyroidal iodine pool.
Whenever the diagnosis is uncertain alternative possibili-

ties must be considered. Acute or chronic inflammatory

lesions of the paranasal sinuses do not usually cause difficulty.
Examination of the nose and nasopharynx may reveal locl
malignancy, which should always be suspected if there is
bleeding from the nose. A mucocele impinging on the orbit,
causing slowly progressive exophthalmos with occasional
exacerbations, is easily overlooked. Radiological exaiatin
often indicates the nature of these lesions. Haemorrhage into
the orbit is usually post-traumatic and resolves spontaneously.
The diagnosis of orbital tumours is helped by orbitotono-
metry, which indicates increased resistance to Backward
displacement of the globe. Exploration of the orbit is some-
times required to establish the presence of orbital tumours.
Enlargement of the globe from long-standing myopia can
simulate the exophthalmos of Graves's disease, but visual
acuity is much impaired in the affected eye and the retina
shows characteristic myopic degeneration.
The ophthalmic form of Graves's disease is often over-

looked, and patients with this condition may appear at various
special clinics. A careful history and physical exam on
may establish the diagnosis, which is confirmed if triiodo-
thyronine fails to suppress the thyroidal uptake of iodine-131
and by the presence of thyroid antibodies in the circulation.
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W.H.O. at Work
Among the major epidemic diseases that have influenced the
course of human history smallpox, malaria, and plague are
being contained and even gradually overcome. In contrast,
cholera is striking back with surprising vigour, and the El Tor
variety is endemic from the Pacific Ocean to the Caspian Sea'
and tending to spread beyond. The disease is presenting a
challenge to the resources of the World Health Organization,
as well as to the countries where it is prevalent.
The latest report of the W.H.0.2 records some of the

organization's work in combating this and other epidemic
diseases. Teams to help in emergencies have been sent to
countries in the Western Pacific, Asia, and the Eastern
Mediterranean. The W.H.O. has also sponsored work on the
production of effective vaccines against cholera, carried out
field studies of its epidemiology, and provided instructional
material, including a specially made film, to health services
and universities in affected countries. For prevention the
emphasis is on proper sanitary services to ensure clean food
and water, for the vaccines are not yet reliable. In treatment
of the established disease the sheet-anchor remans the
accurate replacement of fluid and electrolytes.

If the measures taken against cholera cannot yet be hailed
as dramatically successful, the suppression of some other
communicable diseases is posing problems which, as is now
generally acknowledged, can be solved only by energetically
carrying out policies of population control. Consequently it
is disappointing to find that this engages at present only a
small part of the W.H.O.'s attention. But at least a start has
been made, and reports have been prepared, and considered,
on the clinical aspects of oral gestagens and intrauterine
devices. The Organization has also helped research into
the " anticipation and detection " of ovulation, the immuno-
logical aspects of human reproduction, and anti-fertility
properties of certain plants. We may be thankful too that

t Brit. med. Y., 1966, 1, 1555.
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1967. Geneva.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.2.5548.329 on 6 M
ay 1967. D

ow
nloaded from

 

http://www.bmj.com/

