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Retrobulbar Neuritis as the Initial Sign of
Interferon-Alpha-Associated
Multiple Sclerosis in a
Chronic Hepatitis B Patient: Case Report

Kronik Hepatit B Hastasinda

Interferon Alfa Tedavisine Bagli Multipl
Sklerozun Ilk Belirtisi Olarak Retrobulber Nérit

ABSTRACT Interferon-alpha (IFN-a) is a therapeutic agent which plays an important role in the
management of viral and malignant disorders. However, it has several side effects on eye and visual
pathway. A 43-year-old man was admitted with sudden loss of vision. He had been on IFN-« treat-
ment for chronic hepatitis B which was stopped 9 months earlier. The diagnosis of retrobulbar optic
neuritis was made. Six months later, he admitted to us with decreased vision in the same eye. Mag-
netic resonance imaging of the brain revealed white matter lesions. Further neurological investi-
gations confirmed the diagnosis of multiple sclerosis. Multiple sclerosis should be considered in
differential diagnosis of hepatitis B patients with a history of IFN-« treatment who present with vi-
sual symptoms.
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OZET interferon- alfa (IFN-), viral ve malign hastaliklarin tedavisinde 6nemli rol oynayan bir
ajandir. Ancak goz ve gérme yollarim etkileyen yan etkileri de bulunmaktadir. Kirk {i¢ yaginda
erkek hasta, tek tarafli gorme kaybi sikayetiyle bagvurdu. Hikayesinde kronik hepatit B tedavisi
i¢in uygulanan ve dokuz ay 6ncesinde kesilmis IFN-a tedavisi mevcut idi. Hastaya retrobulber optik
norit tanist kondu. Alti ay sonra ayni gozde gorme kaybu ile tekrar bagvuran hastanin beyin man-
yetik rezonans gériintiilemesinde beyaz madde lezyonlar tespit edildi. {leri norolojik degerlendir-
mede multipl skleroz tanis1 dogrulandi. IFN- « tedavisi alan hepatit B hastalarinda ortaya ¢ikan
gorme sikayetlerinde multipl skleroz da ayiric: tanida diisiiniilmelidir.

Anahtar Kelimeler: Hepatit B, kronik; interferon-alfa; multipl skleroz; optik norit
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nterferon-alpha (IFN-a) is a natural glycoprotein produced by immu-

ne cells in response to viral infections, and it is widely used to treat

chronic viral hepatitis.! Multiple sclerosis (MS) is an autoimmune dis-
order characterized by demyelination in the central nervous system (CNS).
Diagnosis of the disease is made according to the revised McDonald diag-
nostic criteria for MS based on clinical, magnetic resonance imaging (MRI)
and laboratory findings.? Although the cause of demyelination remains un-
known, occasionally a theraupetic agent may promote an autoimmune pro-
cess that attacks myelin. IFN-o associated MS has been reported in two
chronic leukemia patients (CML) and one chronic hepatitis C patient.* Op-
tic neuritis is one of the presenting features of MS in about 20% of pati-
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ents.” Here we present the first report of a retro-
bulbar optic neuritis in a chronic hepatitis B pati-
ent, possibly associated with IFN-c.-induced MS.

I CASE REPORT

A 43-year-old man admitted to our clinic with a
sudden loss of vision in the right eye. He had been
on IFN-a treatment for chronic hepatitis B which
was interrupted 9 months earlier due to systemic
side effects. He had been administered 9 million
units subcutaneous IFN-o three day a week for one
year. He had no history of ocular or any other sys-
temic disease. Best corrected visual acuity in the
right eye was counting fingers from one meter and
it was 10/10 in the left eye. There was no afferent
pupillary defect. Fundus examination revealed bi-
lateral normal optic discs (Figure 1). Both pattern
and flash visual evoked potential (VEP) recordings
were performed. Pattern VEP waveform in the
right eye was distorted and flash VEP was delayed
with lower amplitude with respect to the left eye
(Figure 2). There were no pathological findings in
neurological and serological tests. MRI of the bra-
in and orbits was normal. Seven days later, his vi-
sual acuity was measured as 5/10. However, color
vision tested with Ishihara plates was significantly
reduced. One month after, his visual acuity was fo-
und to be 8/10 and color vision 13/24 without any
treatment. Six months later, the patient was admit-
ted to hospital suffering from decreased vision
(1/10) in the same eye. Fundus examination was
normal but brain MRI demonstrated several white

FIGURE 1: Fundus of right eye showing a normal optic disc
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FIGURE 2: Visual evoked potentials (pattern and flash) obtained from both
eyes and were impaired in the right side.

matter lesions (Figure 3). There were also patholo-
gic signal enhancements which were hyperintense
in T2-weighted MRI of the spinal cord (Figure 4).

Neurological examination revealed a positive
Romberg test and ataxia. Lumbar puncture was
performed and examination of cerebrospinal fluid
showed oligoclonal bands and elevated IgG index
(1.45). These clinical, laboratory and radiological
findings met the revised McDonald criteria and MS
diagnosis was made. High-dose (1g/day) intrave-
nous methylprednisolone was given for three days.
As the patient had viral hepatitis as well oral stero-
id tapering was not performed due to risk of pro-
longed exposure. Significant improvement was
achieved in the visual acuity (6/10) following tre-
atment. The patient was treated with intravenous
methylprednisolone by neurologists for two times
in the following year because of acute exacerbati-
on of MS.

I DISCUSSION

Visual disturbances in chronic hepatitis patients re-
ceiving INF-a therapy have been related to vario-
us pathologies including multiple sclerosis-like
disease, ischemic optic neuropathy and retino-
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FIGURE 3: Magnetic resonance imaging of the brain shows multiple periven-
tricular and juxtacortical white matter lesions consistent with demyelination.

FIGURE 4: Pathologic signal enhancement in T2W spinal MRI at the level of
brain stem, C1-3 and C6-7, indicating a demyelinating disease.

pathy.3#67 IFN is a leukocyte-derived cytokine that
is a part of the chronic hepatitis virus infection the-
rapy. IFN has multiple effects on the immune sys-
tem and is known to trigger the development of
autoantibodies, as well as the onset or exacerbation
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of autoimmune diseases.® MS is an organ-specific
autoimmune disease targeting CNS myelin. IFN-a
induced MS has been shown in CML and chronic
hepatitis C patients which were manifested during
the therapy or as long as 2 months after the cessa-
tion of IFN-a.. Our case differs from the others in
several ways. Our patient had chronic hepatitis B
who initially developed retrobulbar optic neuritis
and eventually progressed to CNS and spinal cord
demyelination long after termination of IFN-a the-
rapy. Prognosis of IFN-associated MS has not been
well defined since it has been proposed that cessa-
tion of the IFN-o treatment could lead to remissi-
on of the disease or may result in a fulminant
course.” Galli et al. reported the development of
retrobulbar optic neuritis in a patient with acute
hepatitis B infection, and they attempted to expla-
in the underlying pathogenesis with immune com-
plexes-mediated neurotoxicity hypothesis.'

Intravenous steroids are often prescribed in
retrobulbar optic neuritis to improve visual outco-
me or to decrease the long-term risk of multiple
sclerosis. However, at the time of diagnosis of op-
tic neuritis we hesitated to treat our patient with
steroids due to presence of a chronic viral hepatitis.
Tough when MS was confirmed, he was treated
with steroids under the close observation of the in-
ternal medicine specialists.

IFN has been used clinically to treat numero-
us viral and malignant diseases. There is a therape-
utic dilemma in terms of the use of IFN-« in the
management of MS as it could be both the cause of
the disease and a therapeutic option. Moreover,
IFN therapy may be associated with ocular comp-
lications. Our case demonstrates an indirect oph-
thalmic side effect of IFN-a since it caused MS. We
believe that MS should be considered in the diffe-
rential diagnosis of visual symptoms in chronic he-
patitis B patients with a history of IFN-a treatment.
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