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Medical Memoranda

Amyloidosis Presenting as Urticaria

lit. med. J., 1966, 1, 31-32

Attention has recently been drawn to the syndrome of inherited
amyloidosis by Gafni et at. (1964), who suggested that some

of the isolated cases of idiopathic primary amyloidosis might

be sporadic examples of the inherited form.

We record below the facts about a patient who suffered from
amyloidosis, apparently of the hereditary type. The early

clinical features were so unusual and misleading that we hope

a wider awareness of the condition will prove helpful to others.

Our patient presented with chronic urticaria, a condition of

which the aetiology aften proves impossible to trace, yet which

does not usually carry the implication of serious or fatal disease.

CASE REPORT

The patient was a 56-year-old omnibus driver. He had served

in the Indian Army during 1927-9. In 1953 he developed a

generalized urticarial rash which occurred in episodes lasting up

to 24 hours at a time and was particularly irritating at night or

when he was hot. This was partially controlled by antihistamines.

In 1960, during investigations of the urticaria in a London hospital,

it was found that he had an intermittent pyrexia, leucocytosis, a

high erythrocyte sedimentation rate, and increased serum gamma-

globulin. There was also an increased titre of typhoid antibodies.

He was thus suspected to be a typhoid carrier.

He continued to take antihistamines and remained relatively well

until June 1963, when he noticed breathlessness on exertion and

slight deafness in both ears. Two months later his lower limbs be-

came painful and swollen, especially in the evenings. He was admitted

to hospital in October with marked oedema of the lower limbs and

abdominal wall, a poor appetite, and occasional cramp in his fingers.

On examination there was clubbing of the fingers and toes, the

liver was just palpable, and blood-pressure was 120/70 mm. Hg.

An urticarial eruption consisting of small papules and very small

rings was present and pyrexia was recorded up to 1000 F.

(37.80 C.).
A chest radiograph showed the heart to be at the upper limit

of normal size and a small effusion in the right costophrenic angle.

An electrocardiogram showed left bundle branch block. Blood urea

was normal (24 mg./100 ml.), but urea clearance showed only 56%

of normal function. Agglutination reactions to Salmonella typhi
and paratyphi A + B antigens were positive to a titre of 1: 40.

Stool culture showed no pathogens and blood culture was sterile.

A white cell count was 18,200/c.mm., neutrophil polymorphs 72%

(13,100/c.mm.), haemoglobin 77% (11.4 g./100 ml.), and erythro-

cyte sedimentation rate 125 mm./hr. The 24-hour urinary protein
output was 18 g. and total plasma protein only 5 g./100 ml. The

plasma calcium was low at 7.9 mg./100 ml., probably due to the

low protein. Renal biopsy showed amyloidosis of the glomeruli, but

liver and rectal biopsies were normal.
The oedema responded to spironolactone and hydrochlorothiazide

(Hydrosaluric) with a salt-free high-protein diet.

By January 1964 he had lost 2 st. (12.7 kg.) in weight. His

plasma urea had risen to 113 mg./100 ml. and his blood-pressure
had fallen to 80/60 mm. mercury. The skin eruption was well

marked and composed of small erythematous urticarial papules
which in places formed rings 0.5 cm. in diameter. They were

mainly on the parts of the skin in contact with the bedclothes and

became more prominent as his body.temperature rose. It was noted
that he had a moderate bilateral perceptive deafness and a slight
pes cavus.

D

Further investigations confirmed the results of the tests already
mentioned, and showed in addition progressive uraemia; serum

protein electrophoresis-low albumin with increased alpha-2-, beta-,

and gamma-globulin; urine protein electrophoresis-well-marked
bands of albumin, alpha-l-, beta-, and gamma-globulin with a lesser

amount of alpha-2-globulin. Urine amino-acid chromatography
showed slight increases of glycine, valine, and leucine.

The plasma sodipum varied between 123 and 128 mEq/l. during

the period from 1 to 7 January 1964. On 7 January treatment with

sodium bicarbonate 6 g./day was started. Subsequently the sodium

returned to 130-140 mEq/l. (that is, within the normal range)
despite the fact that renal function was continuing to fail, as

indicated by a steadily rising plasma urea. However, his blood-

pressure remained dangerously low; on 11 January therapy with

prednisone 5 mg. daily was started, and his blood-pressure returned

to normal. However, the patient's condition continued to deteriorate

and he died on 8 February 1964.
At necropsy pericarditis was found, consisting of thick white

fibrous exudate and a clear yellow effusion, together with acute

colitis as shown by numerous oval ulcers covered by a fibrinous

slough. The cortex of both adrenal glands was increased in thick-

ness and salmon-pink in colour. The right renal vein contained

a firm white adherent thrombus in the lumen. Both kidneys were

moderately enlarged, the right weighing 100 g., the left 90 g.
Their external surfaces were smooth, and section showed a thick

pale grey-brown cortex with a sharp cortico-medullary junction.

Histological examination showed extensive deposits of amyloid;
in the majority of organs, including the liver, this was confined to

the walls of blood-vessels, but the adrenals and the glomeruli and

tubules of the kidneys showed marked amyloid infiltration of the

parenchyma. The basement membrane of the seminal tubules, the

lung alveoli, and the sweat and salivary glands were also affected.

COMMENT

This man suffered from an illness of 11 years' duration, of

which the outstanding features were an urticarial rash with

pyrexia, leucocytosis, and raised erythrocyte sedimentation rate

without any apparent cause. Only after 10 years did he

develop the nephrotic syndrome which led to the discovery of

amyloidosis. The deafness was also late in presentation.
The illness resembles the familial condition of urticaria, deaf-

ness, and amyloidosis described by Muckle and Wells (1962),
which affected nine persons in a family of 18 over four genera-
tions. The following features occurred in one or more of the

four cases they described in detail. Those which our case

showed are marked by a plus sign.

Urticaria ...
Ague bouts (limb
Deafness ...

Nephropathy
Loss of libido
Pes cavus ...
Skin thickening

pains)
Glaucoma ... ... ...

Raised E.S.R.
Increased serum globulins
Urine reducing substance ...

Hyperglycinuria ... ...

Neuropathy ... ...

Amyloidosis ... ...

Death in uraemia ...

There are thus many features in common, in particular the

nerve deafness, pes cavus, and the long interval between the

onset of the skin eruption and renal failure. It may be that

finger-clubbing should be added as an additional sign. The

urticaria in its exacerbation by heat and in the uniform small

size of the weals resembles cholinergic urticaria rather than

the common allergic form; a point which Muckle and Wells

also comment on, though the lesions in their patients were

larger.
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The leucocytosis and recurrent fever were misleading in
suggesting a possible chronic infection. It is noteworthy that
Campbell (1964) has suggested that a familial disease described
by himself and Clifton (1950), thought to be toxoplasmosis and
showing features such as chronic rash, leucocytosis, fever, pes
cavus, nerve deafness, and choroido-retinitis, might in fact be
another example of familial amyloidosis.
Though our patient was born on the border of Derbyshire,

all attempts to trace his relatives and any connexion with the
Derbyshire family described by Muckle and Wells have failed.
Despite this, we believe that the patient was an example of
hereditary amyloid nephropathy.

We wish to thank Professor C. E. Dent, Dr. 0. G. Dodge, and
Dr. A. Jordan for their help with this case.

D. D. KENNEDY, M.B., CH.B.,
Registrar in Chemical Pathology, Sheffield Royal Infirmary.

F. D. ROSENTHAL, M.B., B.S., M.R.C.P., M.D.,
Consultant Physician, Leicester General Hospital.

I. B. SNEDDON, M.B., CH.B., F.R.C.P.,
Consultant Dermatologist, Sheffield Royal Infirmary.
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Total Central Retinal Artery Occlusion
Successfully Treated

Brit. med. J., 1966, 1, 32

Many patients have recovered useful vision after occlusion of
the central retinal artery. However, the great majority have
shown evidence of retaining considerable retinal circulation
during the period of obstruction. Recovery after an effectively
total obstruction, as evidenced by absence of light perception,
is rarer.
The treatment of such cases is therefore urgent, and it is

unlikely that a single therapeutic manceuvre will be found
generally effective in treating the condition. Hardenbergh (1962)
successfully treated a case of idiopathic central retinal artery
occlusion by repeated ocular massage, inspiration of 10% carbon
dioxide and 90% oxygen, the administration of intravenous
acetazolamide, and the retrobulbar injection of a vasodilator,
procaine, with hyaluronidase. Leffertstra (1962) treated a case
with intravenous Priscol (tolazoline), followed by oral nicotinic
acid and Nepresol (dihydrallazine sulphate). Simmonds (1962)
treated his case with paracentesis and nicotinic acid, and the
vision was restored with only a small residual paracentral
scotoma. For such treatment to be effective it is imperative
that it should be instituted as soon as possible. If the anaemia
exists for only an hour or so central vision may return. It is
usually considered that treatment is unlikely to be effective if it
is delayed for longer than five and a half hours, though excep-
tionally it may still be effective after a lapse of some days
(Werner, 1913).

CASE REPORT

A 60-year-old man reported on 20 May 1964 with a sudden and
complete loss of vision in his left eye which had occurred an hour
before.

Ocular examination revealed a visual acuity in the right eye of
6/6. In the left eye there was perception of light only on the
nasal aspect of the retina. The pupil of the affected eye was semi-
dilated and fixed (amaurotic). Ophthalmoscopic examination
showed a typical central retinal artery occlusion in the left eye, with
milky grey oedema in the macular area, a " cherry red " foveal spot,
and greatly attenuated arteries.

Seventy-five minutes after the onset he was given a retrobulbar
injection of 100 mg. of acetylcholine, ocular massage, and inspira-
tion of 90% oxygen and 10% carbon dioxide (from an anaesthetic
trolley). An intravenous injection of 500 mg. of acetazolamide was
also given. This was followed 30 minutes later by paracentesis of
the left eye. The following morning the left pupil was reacting
briskly to light, and he was put on tab. nicotinic acid 50 mg. four

times a day and tab. Priscol 25 mg. three times a day. All these
measures were instituted to cause speedy vasodilatation.
On the third day after the onset of blindness the vision in the left

eye returned to 6/9 and the central fields showed no central or
paracentral scotoma, but only small scattered segmental defects in
the upper half of the field between 20' and 250 from the fixation
spot. Five months later, however, the eye showed a small para-
central scotoma in the upper nasal quadrant of the central field
between 5' circle and the fixation spot and the peripheral segmental
defects disappeared. This is now the final residual field defect.

In an attempt to establish the cause of the condition the patient
was referred to the Medical Unit of the Royal Alexandra Infirmary.
The report was as follows: " Cardiovascular examination showed
a loud first sound at the base and a fairly harsh systolic murmur
radiating to the axilla. No diastolic murmur was heard, though the
character of the first sound suggested mitral stenosis. Blood-
pressure was 150/85 mm. Hg in the right arm and 154/88 mm. Hg
in the left arm. Urine was green to Clinitest, fasting blood sugarwas
69 mg./100 ml., serum cholesterol was 310 mg./100 ml. Electro-
cardiography showed no abnormality, chest x-ray and cardiac screen-
ing showed no cardiac abnormality, lung fields showed some inflam-
matory changes. Carotid angiogram was not considered necessary
at this stage. This could well be an embolic phenomenon in the left
eye of cardiac origin."
The patient, however, was not put on anticoagulants. When last

seen this year he still had 6/9 vision in the left eye and the
same field defect, and his general health was very good.

COMMENT

It may be argued that this patient has had too many thera-
peutic procedures carried out on him. As stated previously,
a single therapeutic measure is unlikely to be successful unless

the obstruction is partial or is of 10 to 15 minutes' duration.
An emergency like central retinal artery occlusion frequently
requires desperate therapeutic measures. In this case the total
occlusion was of an hour's duration, and I think the multiple
therapy was justified in view of the end result of 6/9 vision
and a small residual paracentral scotoma.

I would like to thank Dr. S. G. McAlpine, Consultant Physician,
and Dr. T. Parsons for their help in investigating this patient
at the Medical Unit of the Royal Alexandra Infirmary, Paisley.

M. A. NANJIANI, M.B., B.S., D.O., D.O.M.S.

Royal Victoria Eye Infirmary,
Paisley.
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