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Familial clustering ofhuman T lymphotropic virus

type uveitis

Shinji Araki, Manabu Mochizuki, Kazunari Yamaguchi, Toshiki Watanabe, Ayako Ono,
Koichi Yoshimura, Makoto Shirao, Norio Miyata

Human T lymphotropic virus type 1 (HTLV-I)
is a retrovirus highly endemic in the Caribbean
islands, parts of central Africa and south west
Japan.' The virus is a causative agent for a T cell
malignancy (adult T cell leukaemia/lymphoma,
ATL)2 and a non-neoplastic inflammatory dis-
order (HTLV-I associated myelopathy/tropical
spastic paraparesis, HAM/TSP).3 We have
reported that HTLV-I is also a causative agent
for a certain type of uveitis."7 The familial
occurrence of ATL8 and HAM/TSP,9 and the
prevalence of antibody to HTLV-I in family
members'0 has been reported. Therefore, the
familial occurrence of HTLV-I uveitis is also
expected, but no such cases have been previously
reported. Here we report two familial cases
ofHTLV-I uveitis.
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Case reports
We have done a clinical survey of uveitis associ-
ated with HTLV-I for the past 3 years in south
west Japan. In the study, we have found a total of
93 patients with HTLV-I uveitis,7 the diagnostic
criteria of which are as follows: (1) serum
antibody to HTLV-I is positive by particle
agglutination assay and enzyme linked immuno-
sorbent assay, and (2) any classic causes for
uveitis such as Behcet's disease, sarcoidosis,
and the like, are excluded by ophthalmic and
systemic examinations. Of the 93 patients with
HTLV-I uveitis, we have found two cases of
familial occurrence of the disease: a 66-year-old
woman and her 62-year-old sister; and a 52-year-
old woman and her 26-year-old daughter. All
four patients were seropositive for HTLV-I, but
did not have ATL and HAM/TSP. The four
patients had episodes of floaters and blurred
vision with sudden onset. Ophthalmic examina-
tions disclosed that the patients had an inter-

mediate uveitis characterised by moderate
inflammatory reaction in the vitreous with fine
cells and membranous opacities accompanied by
mild iritis and mild retinal vasculitis (Fig 1). The
proviral DNA of HTLV-I was detected by
polymerase chain reaction from the cells in the
anterior chamber of all tested patients. The two
families were originally from Kagoshima prefec-
ture, an HTLV-I endemic area and the four
patients had no history of blood transfusion. The
parents of the patients died many years ago and
did not undergo serological tests, although the
patients were fed by the breast milk of their
mothers. The serum antibody to HTLV-I was
negative in the husbands of the sisters, but
positive in two children who were fed by the
breast milk of the patients. The children did not
have uveitis. A serological survey in the family
members of the mother and daughter case was
not performed because informed consent was
hard to obtain.

Comment
The cases recorded here demonstrate two
families of clustering of HTLV-I seropositive
idiopathic uveitis. All four patients had an
intermediate uveitis with acute onset, the signs
and symptoms of which were compatible with
classic HTLV-I uveitis reported previously.67
HTLV-I is considered to be transmitted through
blood transfusion, sexual contact primarily from
men to women, and breast milk of HTLV-I
infected women. In our study, the HTLV-I
carrier state of the patients is most likely trans-
mitted through the breast milk from their
mothers based on the following observations: (1)
the patients never received a blood transfusion;
(2) husbands of the patients were seronegative to
HTLV-I, suggesting that sexual contact could be

FigIA Fig IB
Figure 1 Ophthalmoscopic view ofHTLV-I uveitis in a 66-year-old woman (A) and her 62-year-oldyounger sister (B). The
ocularfundus ofthe two patients was hazy due to a moderate degree ofvitreous opacities. The retinal vessels ofboth patients were
slightly dilated. Small snowball-like white exudates were located on the surface ofthe retinal blood vessels (B).
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excluded; and (3) the patients were breast fed by
their mothers although the mothers died many
years ago and no serological tests had been
performed.
The familial clustering has been reported in a

number of autoimmune diseases in which the
genetic predisposition plays a role in the disease
susceptibility. The present case with familial
occurrence of HTLV-I uveitis may suggest an
involvement of infectious/autoimmune overlap
in the pathogenesis of the disease. The transmis-
sion ofHTLV-I carrier state and the presence of
HTLV-I infected cells in the eye are essential for
the development of the disease. However,
clinical disease was apparent in only a few of the
seropositive family member. The presence of
disease only in certain HTLV-I infected family
members, therefore, suggests that host factors
also play a role in the disease development. It has
been reported that immunogenetic factors in the
host determine susceptibility to HAM/TSP.II
Therefore, the survey of immunogenetic factors
in HTLV-I uveitis may provide us with further
information to understand the pathogenesis of
the disease and this is now in progress.
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Leber's hereditary optic neuropathy (LHON) is
a maternally inherited disease that results in
optic nerve atrophy, which usually causes
permanent low visual acuity. Wallace et all
reported aG to A mutation at nucleotide position
(nt) 11778 of mitochondrial DNA (mtDNA) in
nine of 11 LHON families. This mutation is
usually homoplasmic. Although one half of
Caucasian LHON pedigrees carry this mutation
and some of the remaining pedigrees have
putative LHON specific mutations (ex nt 3460
mutation, nt 4160 mutation),2" about 90% of
Japanese LHON pedigrees have the nt 11778
mutation.5 We report an atypical LHON case
with nt 11778 mutation. The first symptoms of
diminished right visual acuity recovered and
remained good, while the left visual acuity
decreased and remained poor.

Case report
A 32-year-old man complained of right visual
loss in February 1990. He was referred in April
1990 after no improvement with medications
including corticosteroid at an ophthalmic clinic.

His corrected visual acuities were 20/200
right eye and 20/20 left eye. Automated static
perimetry examination showed that the visual
field impairment was due to a right co-central
scotoma. The temporal aspect of the right optic
disc was pale and the left optic disc was slightly
reddened. The typical fluorescein angiography
findings, including telangiectatic microangio-
pathy were not observed. Panel D- 15 test showed
colour disturbance (the axis was not clear) in his
left eye. Bilateral elongations of the implicit time
were detected in flash visually evoked potential
(VEP) and pattern VEP. No remarkable finding
was observed in the electroretinogram, electro-
cardiogram, or neurological examination,
including cerebrospinal fluid examination and
computed tomography scan. He was followed up
at the ophthalmic clinic after no visual improve-
ment with medications including corticosteroid
as shown in Figure 1. Vitamins, coenzyme
Qlo, and ATP were also prescribed. We per-
formed a molecular biological study using
peripheral leucocytes for the patient, his father,
and his mother (Fig 2). Informed consent was
obtained from them. His mother has no clinical
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