






Clinicalfeatures ofHTLV-I associated uveitis

Figure 4 (case 4) (A) At
the initial visit, mild, diffuse
vitreous haze obscures the
fundus which has dilatation
of retinal veins. The patient
was given oral prednisolone.
(B) Three weeks later, while
the vitreous is cleared,
multiple cotton wool spots
and punctateyellow deposits
on the retinal arteries have
appeared. (C) Fluorescein
angiogram reveals avascular
areas corresponding to the
cotton wool spots, and
considerable leakage and
staining ofposterior retinal
veins. Cystoid macular
oedema is also obvious. (D)
This photograph was taken
10 weeks after initial
presentation, illustrating
almost complete resolution of
the retinal cotton wool spots
and cystoid macular oedema,
with retention ofpunctate
deposits over the retinal
arteries and some dot retinal
haemorrhages. The left-hand
yellowish shadow is a
photographic artefact.

Fig4A Fig4B

Fig4D

retina, and showed dye leakage and staining on
the fluorescein angiogram. Isolated or multiple
cotton wool spots were also observed in some
patients. The optic nerve head appeared blurred
along the margin, with early dye leakage and late
staining on the fluorescein angiogram in some
patients. One patient (case 6 in Table 2) showed
a discrete, round, white lesion located in the
superficial retinal layer of the macula.

Clinical course and visual outcome
As shown in Table 2, 19 of the 32 patients were
given topical corticosteroids, and 13 patients
received both local and systemic corticosteroids.
In the majority of cases, the uveal inflammation
and retinal vasculitis subsided within a few
weeks, and the visual outcome was favourable
with recovery of normal visual acuity. Six
patients (18-8%) had sequelae of iridocyclitis
such as posterior synechiae or peripheral anterior
synechiae. Four patients (12-5%) retained
relatively dense, membranous opacities in the
vitreous cavity which resulted in moderate visual
loss. No patient had secondary glaucoma or
cataract.
The follow up time ranged from 1 to 107

months (mean 15-4 months, median 3-0
months). During the follow up study, eight
patients (25%) had recurrent disease in the same
eye. The recurrence occurred several months to a
year after the initial presentation, with a clinical
picture and course similar to the initial disease.
Two patients (cases 6 and 24 in Table 2) had
three episodes of recurrence during the follow
up period. The clinical features are illustrated in
Figures 1-4.

REPORT OF CASES

Case 3 (Table 2)
A 35-year-old woman presented with progressive
floaters and blurring in the right eye. Corrected
visual acuity was right eye 0 5, left eye 15. In the
right eye anterior segments were unremarkable.
There were granular opacities in the posterior
vitreous and retinal veins were slightly dis-
tended. Fluorescein angiography showed
considerable dye leakage from the posterior
retinal veins and optic disc. With topical and
oral corticosteroids, vitreous opacities resolved
in 1 month, and the visual acuity returned to
1*0.

Case 4
A 50-year-old woman claimed acute blurring of
the right vision. Corrected visual acuity was right
eye 0 04, left eye 0 9. The right eye had white
keratic precipitates, 2+ cells in the anterior
chamber and dense vitreous opacities so that the
fundus was barely visible. Mild oedema of the
posterior retina and punctate, white-yellow
deposits over the retinal arteries were observed.
Regression of the keratic precipitates and
vitreous opacities in 2 weeks with topical and
systemic corticosteroids was followed by mani-
festation of multiple cotton wool spots in the
posterior fundus and cystoid macular oedema.
Corticosteroid therapy was continued, and the
cotton wool spots and cystoid macular oedema
were almost resolved within 10 weeks with
recovery of normal visual acuity, but white,
punctate deposits were retained on the retinal
arteries.
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SYSTEMIC DISEASE AND LABORATORY STI
Aside from coincident systemic diso
majority of the 32 patients remained
unremarkable, and patients did not
sign of HTLV-I-associated haemato
neurological disorders. There were r

findings in routine laboratory studi
typing performed in 16 patients sJ
specific antigen. Noticeably, three
(cases 6, 14, 17, Table 2) had mi
thyroidism; one of them had mild e
mos, and all three patients presented w
shortly after initiation of medical ther
systemic abnormality or after recovc
normal thyroid function.

TITRE OF SERUM ANTIBODIES AGAINST H
The titre of serum antibodies against
was variable among the 32 patients wi
entity undefined uveitis, as illustrated
5. There was no difference in the distr
serum titre among patients with
HTLV-I associated uveitis, asyr
HTLV-I carriers, and patients with
specific clinical entity.

Discussion
We started the study in 1987 when we observed
uveitis in patients with HTLV-I-associated
myelopathy for which the retrovirus was shown
to be causally related.67 In subsequent years, it
has been proved that HTLV-I infection involves
a wide spectrum of clinical disorders including
pulmonary alveolitis, Sjogren's syndrome, and
myositis.'516 Therefore, we thought it justified
to study whether there also exists an isolated

a0" form of uveitis associated with the retrovirus.
Collected data encouraged the idea that HTLV-I

ff, infection induces uveal inflammatory disease in
otherwise unremarkable carriers.

In the southwestern area of Japan, HTLV-I
infection is so endemic that its prevalence is 15%
in adults.'3 Since the majority of HTLV-I
carriers remain asymptomatic throughout life,
infection with the retrovirus does not directly
indicate a primary cause of isolated uveitis.
However, in our earlier series of 44 aetiology
unknown uveitis patients, the seroprevalence of
HTLV-I was 40 9% and a significantly higher
value when compared with the prevalence in the
age and sex matched general population.'3 It has
to be emphasised that the previous finding was
confirmed in the present study with an increased
sample size, in which 32 (41-0%) of 78 patients
with aetiology undefined, isolated uveitis were
seropositive for HTLV-I. Hence, the retrovirus
is likely to contribute to the aetiology ofuveitis in
some of the cases described here. Recently,
another group in southwestern Japan also
reported a similar uveitis to 'HTLV-I uveitis"7
which probably represents the same disease we
have described, and we have now started a

c multicentre, collaborative study to facilitate
'ies against understanding of the disease. However, the
nethod. (A) descriptive term 'HTLV-I-associated uveitis'
ients with (HAU) should be adequate because the direct
v-i- effect ofthe retrovirus on ocular tissue inflamma-

tion is unknown.
HTLV-I-associated uveitis is characterised by

acute onset ofinflammatory changes of the uvea,
UDIES two thirds of cases presenting with granulo-
brders, the matous changes and the remaining cases with
otherwise non-granulomatous disease, accompanied by
show any retinal vasculitis and/or isolated or multiple
logical or cotton wool spots. The disease affects one or
io specific both eyes, apparently responds to corticosteroid
ies. HLA therapy and regresses within a few weeks. The
howed no visual outcome is usually favourable, although

patients moderately dense vitreous opacities are some-
id hyper- times retained and cause persistent floaters and
.xophthal- moderate visual decrease. Recurrence of the
vith uveitis disease is not uncommon. These clinical features
apy to the ofHTLV-I-associated uveitis do not seem patho-
Ery of the gnomonic, and the disease should be differen-

tiated from sarcoidosis, acute anterior uveitis,
and other viral diseases which may also produce
similar symptoms. It seems remarkable that

[TLV-I uveitis with similar clinical features is found
t HTLV-I in patients with HTLV-I-associated myelo-
ith clinical pathy,3' 12 and this provides an additional support
Lin Figure for a possible association between HTLV-I and
ribution of isolated uveitis.
suspected Whether isolated uveitis predates HTLV-I-
nptomatic associated systemic diseases remains to be eluci-
uveitis of dated. In the present follow up study (mean 15 4

months, median 3-0 months), no patient with
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isolated uveitis developed haematological or

neurological disease. Aside from coincident
systemic diseases in adults, it is noticeable that
mild hyperthyroidism was found in three
patients. A total of nine cases of association
between uveitis and hyperthyroidism is des-
cribed in the literature. It is interesting that one
of the cases was infected with HTLV-I'8 and
that, although the remaining cases were not
examined for HTLV-I, they were residents of
the southwestern area ofJapan where HTLV-I is
endemic. 1920
The pathomechanism of HTLV-I-associated

uveitis is not clear. Our previous assessment of
aqueous antibodies to HTLV-I did not provide
any evidence for intraocular proliferation of the
retrovirus.'2 Response to corticosteroids and the
recurrent nature of the disease suggest an

undefined immune mechanism similar to that
proposed for HTLV-I-associated myelopathy
and other HTLV-I-related disease com-

plexes615 16; there was no specific HLA antigen in
the present series of HTLV-I-associated uveitis,
and the serum titre ofHTLV-I-associated uveitis
was comparable with that of asymptomatic
carriers.
HTLV-I is widespread in the world, with

endemic areas in Japan, the Caribbean, Central
Africa, and South America. Many patients with
HTLV-I-associated myelopathy or adult T cell
leukaemia/lymphoma are found not only in these
endemic areas but also among immigrants in
Europe and North America. This study indicates
that assessment for HTLV-I infection would be
worthwhile in those patients whose uveitis
remains undefined for aetiology or clinical
entity. Further studies are needed to support our
view that HTLV-I is a causative agent of isolated
uveitis.

This study was supported by grants-in-aid for scientific research
(No 03771230, 03454417) from the Ministry of Education, Science
and Culture of Japan.
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