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LETTERS

Spontaneous venous pulsations
should be monitored during
glaucoma therapy

It is well established that lowering intraocular
pressure slows or halts progression of glau-
coma. None the less, changes in intracranial
pressure also affect the pressure gradient
across the lamina cribrosa. Normal intraocu-
lar pressures combined with low intracranial
pressures produce the same pressure differen-
tial across the laminae as elevated intraocular
pressures in conjunction with normal intrac-
ranial pressures.”” Failing to factor in both
intraocular and intracranial pressures may
create an inappropriate distinction in the
pathogenesis of glaucomas currently labelled
as normal tension from those where elevated
intraocular pressures can be recorded." Devel-
opment of the optic neuropathy in glaucoma
may be secondary to mechanical deformation
and destruction of lamina cribrosa causing
axonal degeneration, or conceivably to pres-
sure related ischaemic events. A goal of
therapy in either situation should be equalisa-
tion of prelaminar intraocular pressure with
opposing retrolaminar tissue and cerebro-
spinal fluid pressure.

Spontaneous venous pulsations occur when
intraocular pressure during systole exceeds
central retinal venous pressure, which, in
turn, reflects intracranial pressure transmit-
ted through the perineural subarachnoid
space and retrolaminar tissue pressure.” *°
Lowering intraocular pressure until venous
pulsations cease minimises the pressure
gradient between mean intraocular and
retrolaminar pressure, and allows a clinical
estimation of intracranial pressure. Keeping
momentary fluctuations in mind, such end
points may guide intraocular pressure lower-
ing strategies to help avoid undertreatment or
overtreatment of individuals with glaucoma.
Therapies that lower intraocular pressure
without also lowering intracranial pressure
(such as topical rather than oral carbonic
anhydrase inhibitors) should be favoured. The
question of whether intracranial pressure
raising strategies should be considered may
arise in select cases. Finally, a consistent lack
of spontaneous venous pulsations in patients
with ocular hypertension, especially when
venous pulsations can be elicited by digital
pressure on the globe, may indicate sufficient
counterbalancing intracranial pressure to
render intraocular pressure reduction unnec-
essary.
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Acanthamoeba keratitis in
Ghana

Suppurative keratitis due to Acanthamoeba spp
is most commonly associated with poor
contact lens hygiene. However, recently there
have been reports of keratitis caused by Acan-
thamoeba spp in the tropics in non-contact
lens wearers." We report one such case of
Acanthamoeba Keratitis in Ghana, west Africa.

Case report

A 25 year old male driver (from Accra)
reported to a hospital in Bawku, northern
Ghana. He presented with symptoms of
chronic corneal ulceration (duration of symp-
toms 31 days) and visual acuity in his affected
eye was reduced to perception of hand move-
ments only. The patient did not recall experi-
encing any trauma to his eye before symp-
toms. The patient had already taken
antibiotics before primary presentation at the
hospital but did not bring them with him to
clinic and therefore it is not known which
they were.

On examination there was a central corneal
ulcer (greatest diameter 8 mm) involving
more than 50% of the corneal epithelium and
more than two thirds infiltrate. The lesion was
white, dry in texture, with a well defined
margin and raised slough; flare, AC cells, and
a posterior corneal abscess were present. Sat-
ellite lesions, immune ring, fibrin, keratic pre-
cipitates, and hypopyon were absent.

No organisms were isolated from culture on
blood agar or Sabouraud agar. Non-nutrient
agar was not available at this rural hospital.
Corneal ulcer material stained with Gram
stain and lactophenol cotton blue mountant
was examined, retrospectively, by light micro-
scopy at a tertiary microbiology centre. Cysts,
morphologically consistent with the appear-
ance of Acanthamoeba were seen (Fig 1) in the
stained smear.

At the time of presentation the patient was
treated empirically with chloramphenicol,
gentamicin, and econazole. After 7 days on
this regimen the ulcer had not reduced in size.
However, there was a reduction of both
infiltrate and flare. All other measurements
remained the same. At day 21 the ulcer was
reported to have improved and a scar had
formed (7.4 mm x 7.0 mm). Visual acuity was
hand movements only at presentation. The
laboratory report was not received before the
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Figure 1 Cysts with the appearance of
Acanthamoeba seen in corneal ulcer
material.

patient’s final visit and, sadly, the patient
could not be traced for further follow up.

Comment

This report illustrates a case of Acanthamoeba
keratitis in a non-contact lens wearer in the
tropics. Suppurative keratitis due to Acan-
thamoeba spp is commonly associated with
contact lens wear as a result of poor lens
hygiene.” However, increasingly, these ulcers
are being reported in developing countries in
the tropics in patients who have no history of
contact lens wear. Sharma et al described 39
cases of Acanthamoeba Keratitis, over a period
of 2% years; none of the patients was a
contact lens wearer. However, 49% of the
patients reported experiences of trauma to the
affected eye.'

The first cases of Acanthamoeba Kkeratitis in
non-contact lens wearers in Africa were
reported in Mali by Resnikoff ef al.” This group
subsequently reported a further 22 cases
between 1990-5. However, there have been
no other reports, from Africa, of non-trauma
related Acanthamoeba ulcers.

The case presented is the first report of a
corneal ulcer caused by Acanthamoeba spp in
Ghana and highlights the need to consider
Acanthamoeba spp as a potential causative
agent of chronic keratitis in patients present-
ing at rural hospitals in the tropics. In
addition, the usefulness of simple stains such
as lactophenol cotton blue and Gram stain to
visualise Acanthamoeba spp is demonstrated as
previously described in the literature.’
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Need for measurement of
porphyrins in teardrops in
patients with congenital
erythropoietic porphyria
Congenital erythropoietic porphyria (CEP:
MIM#263700) is an extremely rare disorder
inherited as an autosomal recessive trait. The
cause of this disease is the deficient activity of
uroporphyrinogen III synthase (UROS: EC
4.2.1.75)." Since a cloning of UROS gene
(UROS: Genebank NMO000375), efforts have
been made to clarify underlying mutations
that cause CEP' To date, more than 20 muta-
tions of UROS have been described.” Identifi-
cation of UROS mutations at the molecular
level is important for genetic counselling and
prenatal diagnosis of affected families.
Clinically, CEP is characterised by severe
cutaneous photosensitivity, chronic haemoly-
sis, and massive porphyrinuria resulting from
the accumulation in the bone marrow, periph-
eral blood, and other organs of large amounts
of predominantly type I porphyrins, which are
not substrates for haem synthesis.* Red urine
may be observed from infancy, and the teeth
become stained red. Haemolytic anaemia, an
additional complication, may be helped by
splenectomy. Besides such classic manifesta-
tions ocular involvement, including scleral
change, has been reported in patients with
CEP’ * Furthermore, we recently reported the
evidence of the accumulation of porphyrins in
teardrops in a Japanese patient with CEP who
showed scleral changes.” To confirm whether
the accumulation of porphyrins is a common
feature and is a direct cause of ocular involve-
ment, we analysed and confirmed the pres-
ence of porphyrins in teardrops in an addi-
tional three Japanese patients with CEP.

Case reports

We analysed three Japanese patients with
CEP, all of whom were diagnosed by their
typical clinical manifestations and by the
elevation of porphyrins (uroporphyrin I and
coproporphyrin I) in urine (Table 1). For case
2, we performed sequence analysis of UROS
and identified a T to C transition of nucleotide
634, which predicted a serine to proline
substitution at residue 212 (S212P),and a C to
T transition of nucleotide 745 that predicted a
glutamine to premature stop codon
(Q249X).° All patients were observed to have
sclerotic necrosis of the limbus and pigmenta-
tion of eyelids (Fig 1), but in case 4 (KT), these
changes were relatively mild. No patients
showed visual disturbance and other ocular
changes, such as pigmentation of eye lids and
cornea.

Analysis of teardrop porphyrins was per-
formed in three patients, after obtaining
informed consent. In normal controls, no por-
phyrin isomer was observed, whereas in all
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Figure 1
case 2.
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Table 1  Tear drop analysis of porphyrins in Japanese patients with CEP.
Case 1 has been reported previously*
Case 1 Case 2 Case 3 Case 4 Control
(MT) (KN) (KK) (KT) (n=2)
Uroporphyrin 1302.6 (ng/dl) 1235.3 3345.9 91.4 0
Heptaporphyrin 49.1 302.5 141.5 3.6 0
Hexaporphyrin 27 .4 0 35.8 0 0
Pentaporphyrin 24.6 67.9 109.5 4.9 0
Coproporphyrin | 108.1 348.8 285.9 21.4 0
Coproporphyrin Il 11.2 32.5 28.6 6.4 0
Protoporphyrin 1363.3 59.9 59.2 16 0
M Kondo

Scleral involvement shown in

patients remarkable elevation of porphyrins,
especially of uroporphyrin I and coproporphy-
rin I, were observed. Interestingly, in case 4,
the accumulation of porphyrins was relatively
mild compared with other patients.

Comment

Sclerotic changes at the body surface lesions
in CEP are mainly caused by the accumulation
of porphyrins." Here, we demonstrated the
first evidence that the accumulation of por-
phyrins in teardrops is a common feature in
patients with CEP. No accumulation was
observed in normal control, whereas the
elevation of porphyrins in teardrops was
observed in all patients with CEP. Further-
more, in case 4, who manifested relatively
mild phenotype of ocular involvement, also
showed mild accumulation of porphyrins,
suggesting that the accumulation of porphy-
rins, especially uroporphyrin and copropor-
phyrin in teardrops directly causes ocular
involvement, and that its severity depends on
the level of porphyrins accumulated in tear-
drop. Therefore, it is important to measure
porphyrins in teardrops of patients with CEP.
We strongly recommend the use of ultraviolet
spectacles to protect against sunlight and to
prevent the initiation and progression of scle-
ral lesions, although some patients do not
have eye involvement.
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Uveitis initiating an autoimmune
reaction resulting in
Goodpasture’s syndrome in a
Chinese man

Goodpasture’s syndrome is an autoimmune
disease caused by IgG directed against the
alpha-3 chain of type IV collagen found in
basement membrane. It causes pulmonary
haemorrhage and renal failure. The antibody
has been demonstrated in the basement
membranes in the eye. However, ophthalmo-
logical complications in Goodpasture’s syn-
drome are rare. As with other autoimmune
diseases, Goodpasture’s syndrome patients
have a strong susceptibility based on a genetic
background." Much evidence supports the
concept that cross reactivity with exogenous
epitopes or insult to the basement membrane
can initiate the process of autoimmunity
resulting in Goodpasture’s syndrome.' We
present a case of a Chinese man in whom we
believe uveitis precipitated the autoimmune
reaction causing Goodpasture’s syndrome

Case report
A 77 year old Chinese man from Hong Kong
presented to the eye casualty department
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with a 1 month history of a black patch in the
centre of his visual field in the left eye. Before
this he noticed floaters and a “black cloud” in
the left eye. He did not complain of pain or
photophobia.

Three months earlier he had an episode of
acute anterior uveitis, which resolved with
dexamethasone and cyclopentolate drops. His
vision at that episode was 6/24 in the right eye
and 6/12 in the left eye. Six months earlier he
had developed septicaemia secondary to a
urinary tract infection treated with a course of
intravenous flucloxacillin and fusidic acid and
he made a good recovery.

He came to the United Kingdom 30 years
ago and returned to Hong Kong for holidays
every few years. There was no family history
of note.

He looked well on examination and he was
apyrexial. Systemic examination was unre-
markable apart from an itchy rash on both his
legs and his blood pressure was 104/60.

His visual acuity was 6/9, N6 in the right eye
and CF, N36 in the left eye. His right eye was
white and quiet with evidence of old keratitic
precipitates (KPs) only. His left eye had mut-
ton fat KPs with ++ cells in the anterior
chamber. The right fundus had a healthy disc
and retinal vessels, but there were tiny white
lesions at the level of the retinal pigment epi-
thelium (RPE) which could represent drusen.
In the left eye he had ++ cells in the vitreous,
and similar white lesions in the fundus. There
were no haemorrhages or cotton wool spots.

The fluorescein angiogram of the right eye
(Fig 1) showed multiple dots of hyperfluores-
cence under the neuroretina at the level of the
RPE, which looked more like inactive disease
of the RPE and choroid rather than drusen.
There was no leakage from the disc, vessels, or
macula. The left eye had a similar picture with
a few dilated capillaries at the disc but no
leakage at the disc or the vessels. Late pictures
of the left macular reveal minimal cystoid
macular oedema which was confirmed by
OCT. The clinical differential diagnosis was
sarcoid or tuberculosis.

Investigations revealed a raised erythrocyte
sedimentation rate (ESR) of 64 in the first
hour and C reactive protein (CRP) of 14, but
all other blood tests were normal including
his full blood count, liver function tests, urea
and electrolytes, serum ACE, VDRL/TPHA,
ANA, ANCA, ENA, and complement C3 and
C4. The lumbar puncture results were also
normal with no growth and three early morn-
ing urine samples were also clear. The chest x
ray was normal and a magnetic resonance
imaging (MRI) of the orbits and head showed
generalised ischaemia only. The Mantoux test
was negative.

Figure 1

Fluorescein angiogram of the
right eye showing multiple dots of
hyperfluorescence under the neuroretina at
the level of the RPE. These dots look more like
inactive disease of the RPE and choroid
rather than drusen. There is no leakage from
the disc, vessels, or macula.

Investigations were unhelpful so he was
treated symptomatically with dexamethasone
0.1% and cyclopentolate drops and an orbital
floor injection of 40 mg of Kenalog (triamci-
nolone) in 1 ml.

The following week he was reviewed in
clinic. His left eye had improved to 6/12, N8.
However, he complained of generally feeling
unwell with dizziness and nausea. There was
no temperature or vomiting.

A blood test revealed that he was in acute
renal failure with sodium of 125, potassium
6.9, urea 56.9, and creatinine 1681. ESR was
120, FBC 8.0, WCC 10.2, and platelets of 610.
Liver function tests were normal apart from
albumin of 21. He underwent haemodialysis
and a renal biopsy showed Goodpasture’s dis-
ease (Fig 2). His glomerular basement mem-
brane antibodies (ELISA confirmed by west-
ern blot) were also positive with a level of 77%
(0-15 reference range), as were his PEG
immune complexes. ANA, ANCA, and anti-
DNA were all negative. He was given high
dose steroids and had a course of plasma
exchange (three 3 litre volume exchanges
with FFP/PPF replacement).

His eyes continued to improve during the
following month and the inflammation set-
tled. At last review his visual acuity was 6/9
right eye and 6/12 left eye. Unfortunately, he

Figure 2 (A) Renal biopsy stained with
MSB (Martius scarlet blue) stain shows a
circumferential active cellular crescent that
has obliterated urinary space. Almost all
glomeruli showed similar lesions. The
presence of fibrin (stained red, in the centre
of the glomerulus) and marked infiltration by
inflammatory cells indicates acute damage.
The collagen stains blue and extensive blue
staining reflects scarring and chronic
damage. The features are therefore of a
fulminant acute crescentic glomerulonephritis
superimposed on chronic damage, consistent
with injury inflicted by recurrent acute
episodes. (B) Renal biopsy stained by
anti-lgG antiserum by immunoperoxidase
method. The linear (brown) labelling of the
capillary wall is pathognomonic of antibody
against glomerular basement membrane.
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developed haemoptysis and overwhelming
septicaemia and died 2 months later. A post
mortem was declined.

Comment

In 1919 Ernest Goodpasture described a
patient with haemoptysis, anaemia, and pro-
teinuria and a post mortem showing pulmo-
nary alveolar haemorrhage and proliferative
glomerulonephritis. Goodpasture’s disease is
a rare autoimmune organ specific disease in
which IgG antibodies are directed against the
NCI domain of the alpha-3 chain of type IV
collagen® leading to pulmonary haemorrhage,
glomerulonephritis, and renal failure. Good-
pasture’s syndrome, however, describes Good-
pasture’s disease with either haemoptysis or
crescentic  glomerulonephritis, or both.!
Clearly, this patient had the complete syn-
drome. Thirty per cent of patients are ANCA
positive' and lung or kidney biopsy shows lin-
ear immunofluorescent staining for I1gG along
the basement membrane.’ The death rate has
drastically improved from 75% to 25% with
the advent of plasmapheresis combined with
immunosuppressants.* However, it is rare to
escape irreversible dialysis dependency unless
the disease is detected and anti-GBM anti-
body levels are reduced before oliguria has
ensued.

Immunofluorescent and immunohisto-
chemistry studies show that the deposition of
the antibasement membrane antibodies can
also occur in the eye in the basement
membrane of the choroidal vessels, ciliary
body, lens capsule, and Bruch’s membrane.’”’
The pathogenic significance of this is still
unknown. Furthermore, there have not been
any studies confirming the actual presence of
type IV collagen or of the alpha-3 epitope in
the eye, although it is widely assumed that
they are both present.

Documented ophthalmological abnormali-
ties in Goodpasture’s include retinal haemor-
rhages and exudates® and serous retinal
detachment.”” It is possible that these signs
may reflect hypertension or ANCA positivity
rather than direct damage from antiglomeru-
lar basement membrane antibodies possibly
because of the small percentage of alpha-3
chain or its NCI domain in the eye. As the dis-
case is so florid in the kidneys and the lung,
one would expect a disease of similar severity
in the eye if the antibasement membrane
antibodies were pathogenic in the eye.

This man had a granulomatous panuveitis
with choroidal infiltrates. These ophthalmic
features have not previously been described in
Goodpasture’s syndrome. The serum from his
initial admission with uveitis in February, 2
months after his episode of septicaemia, was
normal apart from raised ESR and CRP levels
and his antiglomerular basement membrane
antibodies were 9%, which is within normal
limits. Four weeks later in March, the titre of
antibodies had risen to a grossly abnormal
level of 77%. The temporal relation of develop-
ing antiglomerular basement membrane anti-
bodies and disease means it is likely that these
complexes occurred in response to his septi-
caemia and produced a reactive uveitis. As
type IV collagen is also found in the choroidal
plexus, the uveitis may have exposed type IV
collagen to the immune system causing anti-
body production which results in cross reac-
tivity with the glomerular basement mem-
brane in the kidney to produce Goodpasture’s
syndrome. As with other autoimmune dis-
eases, Goodpasture’s syndrome patients have
a strong susceptibility based on a genetic
background." Much evidence supports the
concept that insult to the basement mem-
brane or cross reactivity with exogenous
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epitopes can initiate the process of autoimmu-
nity resulting in Goodpasture’s syndrome.'
Interestingly, uveitis and Goodpasture’s share
some similar characteristics. The immuno-
logical profiles both involve the cytokines
1L-6, IL-12, and TGFf,* and both are associ-
ated with HLA B7 (indicating a particularly
poor prognosis in Goodpasture’s) and HLA DR
15.°

This case is extremely rare. Other events
associated with the induction of anti-GBM
disease in humans have included lung dam-
age by infections such as influenza and toxin
exposure with tobacco and hydrocarbons.
Renal injury by ischaemia and membranous
nephropathy can also induce disease. Other
causes include lymphoma and adenoma.' To
our knowledge this is the first reported case
where uveitis was the likely precipitating fac-
tor for the induction of Goodpasture’s disease.

Moreover, ophthalmologists should be
aware of all blood test results and check the
results of ordered tests. They should follow up
the patient with repeated history and exam-
ination and repeat tests if the diagnosis is
uncertain. Unsuspected fatal diseases as we
have seen in this case, may occasionally
present to ophthalmologists.
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Fusarium solani keratitis
following LASIK for myopia

Fungal keratitis is a rare complication of pho-
torefractive keratectomy (PRK),'? LASIK,™*
and LASIK enhancement.” We describe a
patient who developed Kkeratitis in one eye
after bilateral LASIK procedures. The keratitis
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progressed despite intensive topical and sys-
temic antibacterial and antifungal treatment.
Initial cultures were negative, but a diagnosis
of fungal keratitis was suggested by confocal
microscopy. Fusarium solani was isolated fol-
lowing penetrating keratoplasty.

Case report

A 45 year old woman noted blur and discom-
fort of the right eye 3 days after bilateral
LASIK procedures for myopia. The visual acu-
ity was 6/9-3 unaided and there was a 1.5 mm
diameter infiltrate beneath the flap (Fig 1A).
The left eye was unaffected with an unaided
visual acuity of 6/6. Cultures were not taken
but her topical antibiotic was changes from
chloramphenicol to ofloxacin, and dexam-
ethasone 0.1% four times daily was contin-
ued. After a further 4 days the vision had
reduced to 6/36 and there was ulceration
through the flap over the infiltrate; treatment
was changed to hourly gentamicin 1.5%,
cefuroxime 5%, and econazole 1%, and dexa-
methasone was continued to reduce the risk
of further flap melt. A culture from the ulcer-
ated corneal surface over the infiltrate was
negative. There was continued deterioration
and treatment was therefore stopped for 24
hours before the flap was lifted and cultures
taken for routine bacteriology, acid fast bacilli
(Mycobacterium), and fungi. No organism was
identified. Because of the uncertain diagnosis
a loading oral dose of fluconazole 200 mg was
given followed by 100 mg daily, and a 7 day
course of intensive topical vancomycin (5%)
and amikacin (2.5%) was started with oral
clarithromicin 500 mg twice daily. Confocal
microscopy of the edge of the lesion demon-
strated filamentary structures in the deep
stroma (Fig 1B), but a subsequent tissue
biopsy of the flap and the deeper stroma was
again negative. Despite intensive treatment
with topical amphotericin (0.15%) and na-
tamycin (5%), and courses of oral itraconazole
(400 mg daily) and voriconazole (400 mg
daily) there was continued deterioration and
the cornea perforated (Fig 1C). On the 32nd
day following LASIK a 9 mm penetrating cor-
neal graft was performed and the anterior
chamber was irrigated with amphotericin (5
pgin 0.1 ml). Dexamethasone 0.1% four times
daily was continued after surgery to treat
severe intraocular inflammation. Histology of
the excised corneal button showed filamen-
tary fungal elements anterior to Descemet’s
membrane but no evidence of hyphae extend-
ing to the margin of the excised tissue.
Fusarium solani was subsequently grown from
the corneal button and the isolate was
reported sensitive in vitro to amphotericin
(1.0 mg/1), partially sensitive to clotrimazole
(8 mg/l), econazole (4 mg/l), and miconazole
(8 mg/l), and resistant to itraconazole (>16
mg/l) and fluconazole (>16 mg/l). Despite
continued topical and oral antifungal treat-
ment, two further penetrating grafts were
necessary to remove recurrences at the graft
interface. Following the last graft topical ster-
oid was substituted with topical cyclosporin A
2% four times daily for 4 weeks, after which
fluoromethalone 0.1% four times daily was
started to control inflammation and prevent
vascularisation. All topical antifungal treat-
ment was stopped after 3 months. The final
vision at 8 months was reduced to 6/60 as a
result of irregular corneal astigmatism, cata-
ract, and graft oedema.

Comment

Fungal keratitis is rare in the United Kingdom
but accounts for 17-37% of microbial keratitis
isolates in warmer countries.® To date all
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(A) Infiltrate beneath the flap
(arrow) on the third day following LASIK.

(B) Confocal image showing branching
filamentary structures (arrows) in the deep
stroma adjacent to the area of infiltrate.

(C) Advanced abscess before 9 mm
penetrating keratoplasty 32 days after LASIK.

Figure 1

reported cases of fungal keratitis after LASIK
have been due to filamentary organisms.””’
The diagnosis may be difficult to confirm as
cultures and biopsies of the anterior stroma
can be negative because of the tendency of
filamentary fungi to proliferate in the poste-
rior corneal stroma. A delay in identification
of the causative agent often contributes to the
poor outcome. Of the four previous reported
cases of presumed flap interface infection,
excisional Kkeratoplasty was required in
three,** and perforation and vascularisation
of the corneal occurred in one.” The only case
with a medical cure had a surface infection of
a persistent epithelial defect.

The origin of this infection is uncertain. The
patient had visited Florida 2 months previ-
ously, where Fusarium sp is the most common
isolate from cases of fungal keratitis.® On the
day of treatment the ambient temperature in
London was 80°F, but subsequent air culture
plates from the treatment area and from the
air conditioning system were negative. Be-
cause of a reluctance to disturb the LASIK flap
there is a temptation to treat infiltrates
empirically with broad spectrum antibiotics
and steroid,”* rather than lifting the flap to
culture the lesion directly. Unfortunately, in
this case, two cultures were negative, and the
diagnosis of a filamentary fungal infection
was suggested by confocal microscopy.” A fur-
ther negative biopsy then delayed a decision
for surgical intervention. Corticosteroid may
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increase the virulence of pathogenic fungi and
it is normally contraindicated in fungal kera-
titis, although it has a role in reducing
inflammation after antifungal treatment has
been started.® The role of cyclosporin A as an
alternative to steroid after surgery for fungal
keratitis requires further evaluation."
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Uveal metastasis 43 years after
resection of bronchogenic
carcinoid

Carcinoids are a heterogeneous group of
tumours believed to arise from enteroendo-
crine cells scattered primarily throughout the
gastrointestinal tract, but these tumours are
also found at other sites such as the lungs.
Although the term carcinoid underscores the
benign nature of the tumour with an indolent
course, its potential for metastasis is widely
recognised.'> The most frequent sites for
metastasis include the lymph nodes, liver, and
bone.” Metastasis to the eye and orbit is rare.
Gastrointestinal carcinoids tend to metasta-
sise to the orbit while bronchial carcinoids
have the propensity to metastasise to the
uvea.’”’ The interval between diagnosis of the
primary tumour and the recognition of ocular
or orbital metastasis varies. The longest
reported interval is 24 years for intraocular
metastasis, and 15 years for orbital
metastasis."* We report on a patient with
metastatic carcinoid to the uvea occurring 43
years after excision of the primary bronchial
carcinoid and confirmed by histological and

Figure 1 Fundus photograph of the left eye
with a non-pigmented orange-reddish lesion.

immunohistochemical tests, and we propose a
mechanism for such delayed metastasis.

Case report

A 65 year old white woman was found to have
a superiorly located choroidal mass in the
right eye and an inferonasal elevated mass in
the left eye on routine examination. Medical
history is significant for the diagnosis in 1958
of bronchial adenoma, presently known as
bronchial carcinoid. The patient underwent
lung surgery, details of which are unavailable.
She denies any history of smoking. The bron-
chial carcinoid recurred in 1965 and a right
lower lobectomy was performed. The his-
topathological diagnosis was bronchial ad-
enoma, cylindroid type, with metastasis to the
peribronchial lymph node of the basilar
segments.

On initial examination, visual acuity was
20/25 in each eye. Fundus examination of the
right eye revealed a lightly pigmented dome-
shaped golden brown mass at the 12 o’clock
position involving the pars plana ciliaris and
peripheral choroid. Echography revealed a
solid ciliary body and peripheral choroidal
mass lesion located superiorly with an eleva-
tion of 4 mm and a base diameter of 8 mm.
Internal reflectivity was medium to high, with
a moderately irregular internal structure. The
left fundus revealed an inferonasal non-
pigmented orange-reddish choroidal lesion
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with overlying subretinal fluid and calcifica-
tion (Fig 1). Echography of this lesion showed
an elevation of 2.2 mm and a base diameter of
7 mm with medium internal reflectivity.

The metastatic examination included mag-
netic resonance imaging of the brain, com-
puted axial tomography of the chest, abdo-
men and pelvis, positron  emission
tomography scan, and mammography. It did
not show any evidence of metastasis. Clinical
diagnosis in the left eye was choroidal
haemangioma versus naevus. Differential di-
agnoses in the right eye included ciliary body-
peripheral choroidal melanoma, retinal pig-
ment epithelium (RPE) adenoma,
adenocarcinoma, and metastatic lesion. The
patient underwent an iridocyclectomy with
peripheral choroidectomy in the right eye.

The gross specimen consisted of an oval-
shaped dark mass measuring 10 x 9 mm.
Microscopic examination revealed a well
circumscribed mass within the ciliary body
and peripheral choroid with morphological
evidence of infiltrating cells with trabecular,
tubular, cord-like, or rosette-like patterns (Fig

A). These cells showed moderate amounts of
cytoplasm containing uniform nuclei display-
ing granular material. Distinct nucleoli were
noted and occasional mitotic figures were
detected. The tumour stroma also showed
prominent vascularity. Immunohistochemical
studies were positive for neuron specific eno-
lase, synaptophysin (Fig 2B), chromogranin
(Fig 2C), and CD 57. They were focal positive
for neuroendocrine, weak positive for non-
squamous keratin, variable for vasointestinal
polypeptide, and negative for serotonin. Occa-
sional tumour cells stained for Ki-67 but were
negative for p53 and thyroid transcription
factor (TTF-1). Upon electron microscope
examination, the formalin fixed tissue
showed tumour cells displaying electron
dense intracytoplasmic granules measuring
100-125 nm. Electron lucent space and a
membrane surround these central electron
dense granules® (Fig 2D). The histopathologi-
cal diagnosis was metastatic carcinoid, involv-
ing ciliary body and peripheral choroid.

---J._"f. -

Figure 2 Carcinoid tumour showing infiltrating cells with trabecular, tubular, cord-like or
rosette-like pattern (haematoxylin and eosin; original magnification x100 (A). Carcinoid
tumour showing immunoreactivity with synaptophysin (original magnification x100) (B).
Immunoreactivity with chromogranin (original magnification x100) (C). Tumour cells showing
membrane bound electron dense intracytoplasmic granules (original magnification x30 000)

(D).
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