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HTLV-1 ASSOCIATED UVEITIS, MYELOPATHY, RHEUMATOID
ARTHRITIS AND SJOGREN’S SYNDROME

SOMIA REGINA A.A. PINHEIRO*, MARCO AURELIO LANA-PEIXOTO**, ANNA B. CARNEIRO
PROIETTI***, FERNANDO OREFICE*, MARIA V. LIMA-MARTINS™**, FERNANDO A. PROIETTI****

SUMMARY - A 62 year-old white female presented with a 10-year-history of slowly progressive spastic
paraparesis, pain and dysesthesia in the lower limbs and sphincter disturbance. A few years after the onset of the
neurologic symptoms she developped migratory arthritis with swelling of the knees and pain on palpation of
knees and fingers, dry eyes, mouth and skin. Two months before admission she presented bilateral nongranulomatous
anterior uveitis. Examination revealed spastic paraparesis with bilateral Babinski sign, a decreased sensation level
below L3, decreased vibration sense in the lower extremities, and a postural tremor of the upper limbs. Laboratory
work-up disclosed HTLV-I positive tests in the blood and cerebrospinal fluid (CSF), and a mild pleocytosis in the
CSF with a normal protein content. Nerve conduction velocity studies were normal. The present case shows the
assoctation of uveitis, arthritis and Sjogren’s syndrome in a patient with tropical spastic paraparesis / human T-cell
lymphotropic virus type I (HTLV-I) associated myelopathy (TSP/HAM), and illustrates the wide spectrum of
clinical manifestations which may accompany this infection with this virus.
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Uveite, mielopatia, artrite renmatéide e sindrome de Sjogren associadas ao HTLV-I

RESUMO: Uma mulher branca de 62 anos foi internada apresentando histéria de paraparesia lentamente
progressiva durante 10 anos. Dois meses antes da internagfio ela apresentou uveite anterior ndo granulomatosa
bilateral. Poucos anos ap6s o inicio dos sintomas neurolégicos, €la desenvolveu artrite migratéria com edema
dos joelhos e dor a palpagéo dos joethos e dedos dos pés, boca, pele e olhos secos. Ao exame fisico foi observado
paraparesia espéistica com sinal de Babinski positivo, sensibilidade diminufda abaixo de L3, diminuigfio da
sensacdo de vibragio nas extremidades inferiores, e tremor postural dos membros superiores. Apresentou testes
positivos para o HTLV-I no sangue. O estudo do liquido cefalorraquidiano mostrou discreta pleocitose, proteinas
normais ¢ ELISA e Western blot positivos para o HTLV-1. O estudo da velocidade de condugdo dos nervos foi
normal. Este caso mostra a associagfio de uveite, artrite e sindrome de Sjogren em uma paciente com paraparesia
espdstica tropical (HTLV-I) associada a mielopatia (TSP/HAM), e ilustra o largo espectro das manifestagoes
clinicas que podem acompanhar a infecgao por este virus.

PALAVRAS-CHAVE: HTLV-I/I, uveite, mielopatia, paraparesia espistica, sindrome de Sjégren.

Human T-lymphotropic virus type I (HTLV-I), a retrovirus causing adult T-cell leukemia
(ATL) and lymphoma, has been also considered as an etiologic agent of a form of a chronic progressive
myelopathy (TSP/HAM) occurring most commonly in some tropical countries and Japan'62022 [t
has been also found in association with acute granulomatous or nongranulomatous uveitis, then
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called HTLV-I associated uveitis (HAU),'®'* and some systemic conditions such as thyroid dysfunction
I T-lymphocyte alveolar pneumonitis®, rheumatic and skin abnormalities'?, Behget's disease and
Sjogren’s syndrome?*, It is most probable that immunologic factors play an important role in defining
the apparent manifestation of the infection in a particular patient.

Herein we describe a patient with chronic spastic paraparesis, anterior uveitis, rheumatoid
arthritis, Sjogren’s syndrome and positive HTLV-I tests in the serum and the cerebrospinal fluid
(CSF). This case provides evidence of the wide spectrum of clinical manifestations caused by this
retrovirus. To the best of our knowledge the association of such many abnormalities in a single
patient has not been reported in the literature before.

CASE REPORT

C.S., a62-year-old white female was admitted to the hospital with a 10-year-history of pain and dysesthesia
in both lower limbs followed by progressive paraparesis and sphincter disturbance which developed five years
later. Three years before admission she had a rheumatologic evaluation because of swelling and pain in the
wrists, knees and feet which resulted in a presumptive diagnosis of rheumatoid arthritis. She also complained of
long lasting dry eyes, mouth and skin requiring permanent use of artificial tears and moisturizing skin lotions.
Just before admission the patient developed pain and blurred vision in the right eye. On ophthalmic examination
her corrected visual acuity was 0.3 in both eyes. The intraocular pressure was 9 mmHg OD and 10 mmHg OS.
The eye positions were orthophoric and the pupils reacted fully to light. Slit-lamp examination revealed
nongranulomatous uveitis bilaterally, showing 2+ flare and cells in the anterior chamber, fine and white keratic
precipitates, and 2+ cells were found in vitreous body OD. There were 1+ flare and cells in the anterior chamber,
and a few cells in the vitreous body OS. The cornea was clear. No nodules were found in the ifis or the trabecular
meshwork. The superficial conjunctiva and cornea stained with a 1% bengal rose solution. Schirmer test revealed
impaired lacrimal secretion. Ophthalmoscopy disclosed bilateral senile macular degeneration. No oral aphthae
or genital ulcers were noted. A four-week-therapy with topical corticosteroid caused diminuition of the ocular
inflamatory signs.

At admission the physical examination showed a cooperative lady with normal mental state. She presented
dry skin and mucosa. Examination of cranial nerves was unrevealing. There was a spastic paraparesis with
increased deep tendon reflexes and the presence of Babinski sign bilaterally. Light touch and pinprick sensations
were decreased below L3 level. Vibration and position sense were diminished in the lower limbs. The gait was
spastic and mildly ataxic. Laboratory studies revealed normal WBC and RBC count, blood electrolytes and
chemistry. Serum electrophoresis, ANA, lupus erythematosus cell preparation, VDRL and FTA-ABS, indirect
immunofluorescence for toxoplasmosis and thyroid function tests were all negative. Rheumatoid factor was
positive at 1:64. HIV serology was negative but HTLV-I serology was positive by both ELISA (Ortho) and
Western blot (Cambridge Biotech). Tuberculin test elicited a 10mm reaction but the chest X-ray was normal.
Nerve conduction studies were in the normal range. Lumbar puncture was remarkable for the presence of 24
WBC (lymphocytes and monocytes), glucose of 85 mg/dL and total protein of 24 mg/dL.. CSF tests for cysticercosis
and syphilis were negative. ELISA and Westem blot for HTLV-I was positive in the CSF. A myelogram and a
lumbar spine myelo-CTScan were normal.

DISCUSSION

The association of a chronic progressive myelopathy to human T-cell lymphotropic virus
type I (HTLV-I) was first reported by Gessain et al.* in Martinique. Later there have been many
reports of this condition from many geographical areas such as Japan, the Seychelies Islands, Caribbean
basin, South America, Africa and some regions of the United States, This condition has been
originally referred to as HTLV-I associated myelopathy (HAM) in Japan and tropical spastic
paraparesis (TSP) in the Caribbean. However as the clinical picture is similar in all endemic areas
the designation HAM/TSP has had wide international acceptance. In some regions of Brazil anti-
HTLV-I antibodies are found in a prevalence as high as 1.8% among the general population and
22.7% among AIDS patients®. Over 400 suggestive cases of HAM/TSP have been reported in Brazil
although only 32.7% of them were found to be seropositive®. As observed in other endemic countries
women and blacks were predominantly affected in Brazilian series?®.
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The mean age of patients with TSP/HAM at onset of the disease was 42 years in the tropics
and 53 years in Japan®, Occurrence of the disease in children and after 60 years old is very rare?,
HTLV-I is usually transmitted by sexual contact, blood transfusion, sharing needles and breast-
feeding. There is some evidence that in Northeast Brazil the virus is most commonly transmitted
through heterosexual contact and in a vertical way from mother to child, mainly by breast feeding?®.

Only about one of 1000 infected patients develops TSP/HAM, and the coincidence of both
Iymphoma or leukemia and TSP/HAM is very rare. HTLV-I primarily infects CD4+ T cells in the
blood and cerebrospinal fluid but the preference to infect some specific cells in the central nervous
system (CNS) has not been determined as yet. It has been well known that microglia and macrophages
as well as neurons, astrocytes and oligodendrocytes are also involved, but the exact pathogenesis of
CNS infection remains to be determined. Some of the pathologic changes seen in HTLV-I infection,
especially lymphocytic infiltration of leptomeninges, parenchyma and perivascular spaces, suggest
that immunopathogenic mechanisms may play an important role in causing neurologic damage.
These infiltrates are made up of CD8+ T cells®. Humoral mechanisms may also be important in the
immunopathogenesis of TSP/HAM as the presence of IgM antibody and high titers of IgA and IgG
antibodies to some viral proteins distinguish TSP/HAM patients from asymptomatic carriers>,

The clinical picture of HAM/TSP is characterized by bilateral and symmetrical involvement
of the pyramidal tracts affecting the lower limbs resulting in spastic paraparesis or frank paraplegia,
increased knees reflexes and extensor plantar responses. Spasticity is usually moderate and
predominates on the thigh adductors and extensors and gastrocnemius muscles. Motor weakness is
more severe proximally, affecting mainly gluteus medius and iliopsoas. Low back pain is a common
complaint and results from spasticity. Spastic bladder, sphincter disturbance and impotence in males
are frequently reported. Slight involvement of the posterior columns and peripheral nerves may
cause plantar dysesthesia, decreased Achilles tendon reflexes, and slight loss of vibration sense in
distal lower extremities. Involvement of the peripheral nervous system may be seen in up to 25% of
patients while fewer patients may show signs of an inflammatory myopathy.

Cranial nerve involvement is very rare, except in Jamaican series in which retrobulbar optic
neuropathy occurred in 15% and deafness in 7% of cases's. Diplopia and nystagmus were also
observed in 8% of Japanese patients's. Peripheral facial paralysis may occur in rare instances?,
Ataxia usually results from peripheral nerve and posterior columns lesions although cerebellar tremor
has been observed in up to 20 % of patients?'.

Cerebrospinal fluid examination in most patients with TSP/HAM shows lymphocytic
pleocytosis with cell counts usually between 6 and 40 per cubic millimeter; increased protein content
and gamma-globulin fraction, predominantly IgG with oligoclonal bands!?. Positive treponemal
reactions have been reported in more than 60% of patients from Jamaica'® and in lower frequency in
series from the Seychelles®®, Colombia® and Martinique?. Treponemal tests in the CSF have also
been positive in 26% of patients from Jamaica' and in 19% of patients from Colombia® but was
negative in most series from Japan'® and Brazil®. In our paticnt VDRL and FTA-ABS were negative
in both the serum and CSFE.

Patients with TSP/HAM may present some ocular and systemic abnormalities such as uveitis,
retinal vasculitis, retinochoroidal degenerative changes'34 signs of Sjdgren’s syndrome and Behget's
disease?, rheumathoid arthritis'’,interstitial pneumonitis® and hyperthyroidism!,

The association of HTLV-I with idiopathic uveitis in endemic areas in Japan varies from 35.4
to 44.8 %%1%. The magnitude of this association is not known in Brazil. The discase may either affects
middle-aged, previously healthy HTLV-I carriers or patients with myelopathy and presents acute,
granulomatous or nongranulomatous, anterior uveal inflammations accompanied by vitreous reactions
and retinal vasculitis. The reactive lesions are usually mild to moderate and resolve in response to
corticosteroid®. In spite of the HAU to be associated with intermediate uveitis in the most patients,
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anterior uveitis have been described in 14 % of the patients™ and uveitis can be unilateral (57 %)
or bilateral (43%)".

Nishioka and associates'? studied eleven patients with chronic arthritis who had high HTLV-
I antibody titres in both sera and synovial fluids. The mean age of patients in this group was 63
years, and the average age at onset was 49 years; both of these values are greater than the usvally
reported for rheumatoid arthritis. All eleven patients were women and the clinical picture was typically
one of chronic oligoarthritis, with the shoulders, wrists, and knees being preferentially involved.
Our patient had a long history of rheumatoid arthritis and a positive titer of rheumatoid factor in the
serum. In addition to that she also complained of dry mouth, skin and had keratoconjunctivitis sicca
suggesting the presence the Sjogren’s syndrome. Association between HTLV-I infection and Sjégren’s
syndrome has been rarely reported 4.

The present case is of particular interest in that it shows the association of HAM/TSP with
HAU, rheumatoid arthritis and Sjogren’s syndrome illustrating the wide spectrum of disorders caused
by the HTLV-I/II. The exact pathogenetic mechanisms determining the multiple manifestations of
this viral infection in a single patient remains to be elucidated.
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