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IRIS is characterized by a paradoxical deterioration of clinical
status after initiation of Anti-Retroviral Therapy (ART), despite
improved immune function. It is caused by inflammatory response
against the infectious antigen [1]. IRIS typically occurs in patients
with a low initial CD4 (usually <50) and a rapid decline in viral load
[2]. It is seen within a broad spectrum of HIV-related opportunistic
infectious diseases and autoimmune disorders in patients who had
been given Highly Active Anti-Retroviral Therapy (HAART) [3]. Our
objective is to describe an HIV positive patient with Holmes " tremor
worsened by IRIS, with marked recovery after therapy with steroids.

A 41-year-old woman presented with esophageal candidiasis
and then she was found to be positive for HIV. A month later she
complained of headache and tremors. Upon examination she had a
mild rest, postural and action tremor, which was more pronounced
on the left side. There was a discretely ataxic gait, pyramidal signs and
hypoesthesia on the left side, multidirectional nystagmus, and right
abducens and bilateral peripheral facial palsy. She had a CD4 count of
32 cells/mm? and a viral load of >500,000 copies/ml. Brain MRI showed
a hyperintense signal on T2 and Flair, extending from the medulla
oblongata to the right thalamus, with no contrast enhancement.
Her CSF was normal and negative for anti-JC virus. She was treated
initially with stavudine, lamivudine and lopinavir/ritonavir. Three
months later the tremor had worsened, and she was unable to walk
without assistance or stand upright with her eyes open, because of
the great intensity of the head tremor. Subsequently, she developed
tetraparesis and excessive somnolence. The CD4 count was 264 cells/
mm? and the viral load 38,837 copies/ml. Brain MRI showed multiple
scattered bilateral subcortical lesions with high-intensity signal in T2
and Flair. The prior lesion had grown in volume. Brain biopsy failed to
reveal features of Progressive multifocal leucoencephalopathy (PML)
or lymphoma, but scattered positive CD8 cells were observed. Oral
prednisone 60 mg/day, topiramate 200 mg/day and clonazepam 1.5
mg/day were started, with moderate improvement of the symptoms.
The combination of lopinavir/ritonavir was switched to efavirenz.
One year after being diagnosed with HIV, the patient presents only
moderate postural and action tremor in the left arm.

The term IRIS has been used to describe two clinical conditions: the
paradoxical worsening of pre-existent opportunistic infection or the
unmasking of a subclinical opportunistic infection after the initiation
of ART [2]. Although most patients present the second condition,
the neurological manifestations in our patient occurred before
starting ART. The clinical manifestations of IRIS include high fever,
lympho node enlargement, respiratory distress, meningitis, palsies,
paresthesias, behavioral disorders, headache, tremor and ataxia [3].
It usually appears within the first 4-12 weeks after starting ART. Our
patient s neurological symptoms worsened 12 weeks after starting
ART, manifested by intense rest, postural, and action tremor which
made it hard for her to open her eyes and sit up in bed. These clinical
features are described in brainstem lesions (Holmes” tremor). In the
present case, a similar lesion is found in the MRI images, extending
from the medulla oblongata to the thalamus. There are two possible
etiologies for this lesion: PML or HIV leucoencephalopathy. In our

patient, the MRI initially showed a non-enhancing, demyelinating
lesion with no mass effect, in the brainstem. After a few weeks,
the lesion had extended to the cerebral cortex and had developed
an inflammatory reaction, with contrast enhancement and a mass
effect (Figure 1), suggesting IRIS-related PML. Because the brain
biopsy and CSF exam were inconclusive for PML, HIV encephalopathy
could not be completely ruled out. The diagnosis of IRIS is based
on the exclusion of other causes such as worsening of opportunistic
infection due to failure of treatment, onset of a new opportunistic
infection and drug toxicity [2]. Many open studies have indicated
the efficacy of corticosteroids in the treatment of IRIS, but the exact
doses and duration of the treatment have not yet been established
[3]. Corticosteroids should be recommended for patients with severe
and progressive symptoms, whose MRI demonstrates inflammatory
lesions.

In conclusion, to the best of our knowledge this is the first report
of an HIV-positive patient with Holmes~ tremor aggravated by IRIS,
probably secondary to PML.

Figure 1: Before ART: (A) sagittal T1 imaging showing a posterior low signal
intensity lesion extended from medulla oblongata to diencephalus; (B) axial
Flair without subcortical lesions. Weeks after ART: (C) sagittal T1 imaging
with enlargement of the lesion; (D) axial Flair showing high intensity lesions
scattered in the subcortical areas. Months after ART: (E) sagittal T1 and (F) axial
Flair images with mild improvement.
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