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ABSTRACT

Patients with acquired immunodeficiency syndrome
(AIDS) can develop severe uveitis. Although infec-
tious and autoimmune causes must always be con-
sidered, drug induced uveitis is also an important
etiology. Herein, we present two case reports illus-
trating the classical presentation of rifabutin and ci-
dofovir induced uveitis.

The first case was a 33 year old woman with AIDS
treated with anti-protease and anti-tuberculosis drugs
(including rifabutin). She presented with a red pain-
ful right eye. There was a strong anterior segment
inflammation with fibrinous exudates and a dense
vitritis. Rifabutin was stopped and topical steroids
and mydriatics were given. Intraocular inflamma-
tion and symptoms rapidly resolved.

The second patient was a 36 year old woman who
presented with a painful decrease of vision in her left
eye. She was followed for bilateral CMV retinitis in
the setting of AIDS and had recently received 2 sys-
temic injections of cidofovir. Anterior segment in-
flammation with posterior synechiae in both eyes and
folds of Descemet membrane in the left eye were not-
ed. Intraocular pressure was O mmHg in the left eye
and 10 mmHg in the right eye. Fundus examination
disclosed CMV retinitis scars in the right eye and
choroidal folds in the macula of the left eye. Cido-
fovir was discontinued and topical steroids and my-
driatics started. Progressively the inflammation de-
creased and the intraocular pressure returned to nor-
mal levels.
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In conclusion, rifabutin and cidofovir are classical ex-
amples of drug induced uveitis with distinct charac-
teristic clinical presentation. Recognition of those en-
tities in AIDS patients can avoid useless and poten-
tially invasive interventions in those fragile people.
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INTRODUCTION

Patients with acquired immunodeficiency syn-
drome (AIDS) are a specific group of patients
because of their immunodeficiency, complicat-
ed medical history and very intensive treat-
ment. While being on highly active anti-retro-
viral therapy (HAART) accompanied with pro-
phylactic and therapeutical anti-opportunistic
drugs they can present in emergency with se-
vere uveitis of various origins.

Like in immunocompetent patients, infectious
uveitis is frequently found and common patho-
gens (herpes, toxoplasmosis, syphilis, tuber-
culosis) can cause uveitis in AIDS patients (1).
However infectious uveitis might also be relat-
ed to opportunistic infections such as cytome-
galovirus (CMV) retinitis and cryptococcal or
Pneumocystis jirovecii (previously known as
Pneumocystis carinii) choroiditis.

AIDS patients can as well have non infectious
uveitis and autoimmune diseases must always
be considered in the differential diagnosis. Fur-
thermore, patients well responding to HAART
therapy and with history of CMV retinitis can
develop a specific immune recovery uveitis (IRU)
which occurs in 18 to 63% of patients (2).
Moreover, uveitis in AIDS patients can also be
the result of a drug reaction (3, 4). Drug in-
duced uveitis is most frequently associated with
rifabutin and cidofovir. The former is used both
in prophylaxis and in antimycobacterial thera-
py and the latter in CMV and other herpesvi-
ruses infections.

Depending on the etiology of uveitis the treat-
ment will be different (1, 5). Therefore it is cru-

cial to make the right diagnosis based on com-
plete medical history and detailed ocular ex-
amination. In this paper we present two case
reports illustrating the characteristic presenta-
tion of drug induced uveitis in AIDS patients.

CASE REPORTS

CAasE 1

A 33 year old woman presented with a 2 days
history of a red painful right eye. Her medical
history was significant for AIDS and active pul-
monary tuberculosis. She was treated with 4
anti-retroviral drugs: abacavir 600 mg and lami-
vudine 300mg (Kivexa®), lopinavir 800 mg and
ritonavir 200 mg (Kaletra®) per day, and 3 an-
tituberculous drugs: pyrazinamide 1000 mg
(Tebrazid®), isoniazide 300 mg (Nicotibine®)
and rifabutin 150 mg (Mycobutin®).

Best-corrected right visual acuity was reduced
to 1/10 in the right eye. Slit lamp examination
revealed a strong anterior segment inflamma-
tion (Tyndall + +) with fibrinous exudates. The
fundus was barely visible because of vitritis
(Figure 1a). B-scan ultrasonography of the globe
excluded retinal detachment. A presumptive di-
agnosis of rifabutin uveitis was made. Rifabu-
tin was replaced by moxifloxacine (Avelox®) and
the patient was treated with topical steroids
and mydriatics. Intraocular inflammation and
symptoms rapidly resolved. After 2 weeks, her
vision returned to 9/10, the anterior segment
was normal and the vitreous was clear (Figure
1b).

Fig 1. Posterior pole of the right eye in redfree photograph: a, Posterior pole barely visible because of vitritis in patient
with rifabutin induced uveitis, b, posterior pole clearly visible 2 weeks after rifabutin discontinuation.
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CASE 2

A 36 year old woman presented in emergency
for a painful decrease of vision in her left eye.
She was followed in our department for bilat-
eral CMV retinitis in the setting of AIDS. She
was treated with HAART (but was poorly com-
pliant) and had received 2 systemic injections
of cidofovir and several intraocular injections of
foscarnet and ganciclovir. She was also treat-
ed with ethambutol (Myambutol®), isoniazide
(Nicotibine®), pyrazinamide (Tebrazid®) and
rifabutin (Mycobutin®) for pulmonary active tu-
berculosis. The current CD4 count was 10 cells/
ul. Best-corrected vision for the left eye was re-
duced to counting fingers and for the right eye
to 8.5/10. Slit lamp biomicroscopy revealed an-
terior segment inflammation (Tyndall +) with
posterior synechiae in both eyes and folds of
Descemet membrane in the left eye (Figure 2).
Intraocular pressure was O mmHg in the left eye
and 10 mmHg in the right eye. Fundus exami-
nation disclosed CMV retinitis scars in the right
eye. The fundus in the left eye fundus was bare-

ly visible but disclosed choroidal folds in the
macula. A diagnosis of cidofovir induced hy-
potensive uveitis was made and cidofovir was
discontinued. Ganciclovir with topical steroids
and mydriatics were started. The rest of the
treatment was not changed. After 2 weeks the
IOP in the left eye had increased to 5 mmHg
and no folds of Descemet were observed. Best-
corrected vision for the left eye was 5/10 after
3 weeks. Intraocular inflammation resolved slow-
ly and was absent after 7 weeks of follow-up.
However, synechiae persisted over 360° in the
left eye.

DISCUSSION

Drug induced uveitis is an uncommon adverse
reaction to medication that accounts for less
than 1% of uveitis (4). According to the WHO
Causality Assessment Guide, biphosphonates
are the only drugs certainly associated with
uveitis while cidofovir, rifabutin, topical me-
tipranolol, and sulfonamides are considered as
‘probable’ causes of uveitis (4). Many other

Fig 2. Folds of Descemet membrane in a patient with cidofovir induced hypotensive uveitis.
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drugs have also been associated sporadically
with the development of uveitis, but those as-
sociations should be considered with caution
(3).

In this paper, we present two case reports that
illustrate the clinical presentation of rifabutin
and cidofovir induced uveitis in AIDS patients.
Rifabutin is a semi-synthetic derivative of rifa-
mycin and is widely used in the treatment and
prophylaxis of Mycobacterium avium complex
(MAC) infection. After introduction of rifabutin
it became more popular than rifamycin in first-
line treatment of tuberculosis although recent
analysis did not prove any difference in effica-
cy between rifabutin and rifampicin (6). How-
ever, rifabutin is probably better for HIV posi-
tive patients due to its lack of interactions with
antiretroviral drugs, mainly protease inhibitors
(6). Nowadays, the doses of rifabutin used in
treatment are lower than 20 years ago and range
from 150 mg to 600 mg. Rifabutin-induced
uveitis is also more rarely observed as its oc-
currence is dose dependent. Rifabutin-induced
uveitis incidence is <0.01% for 300 mg/d
rifabutin treatment and has a significantly high-
er incidence (~0.8%) for dosages of > 450 mg/d
(in combination with clarithromycin) (7). It has
also been observed that coadministration with
fluconazole, clarithromycin or some protease
inhibitors (indinavir, nelfinavir, or amprenavir)
increase serum levels of rifabutin and there-
fore can increase the risk of rifabutin-induced
uveitis (8, 9).

Cidofovir is a nucleotide analog that inhibits vi-
ral DNA polymerase. Cidofovir has been prov-
en to delay progression of CMV retinitis (10).
High doses (40-100 ug) initially injected intra-
vitreally were invariably associated with sight
threatening uveitis (11). Intravitreal injections
of lower doses (20 ug) result in fewer (14-32%)
cases and less severe uveitis (12). Uveitis with
very similar clinical characteristics are also ob-
served frequently (26-59% of patients) follow-
ing intravenous treatment (13, 14). Patients
treated with antiproteases may have a greater
risk to develop intraocular inflammation (13).
On the contrary, concomitant use of probeni-
cid seems to decrease uveitis frequency (15).

Rifabutin and cidofovir uveitis have a very dis-
tinct clinical presentation. Rifabutin induced
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uveitis is typically - as presented in patient 1 -
unilateral, non granulomatous with a mild to
moderate cellular reaction of the anterior
segment and the vitreous. In some cases, hy-
popyon and severe vitritis with snowballs opac-
ities can be present (16). Retinal vasculitis and
cystoid macular oedema have also been de-
scribed (17, 18). Cidofovir uveitis might be uni-
or bilateral and is classically anterior with pos-
terior synechias. Low intraocular pressure, which
we observed in patient 2, is characteristic and
can lead to sever loss of vision (19, 20). The
treatment of both rifabutin and cidofovir uvei-
tis is based on drug withdrawal, and topical ste-
roids/mydriatics. However, in mild cases of ci-
dofovir induced uveitis, the drug might be con-
tinued and certain authors advocate stopping
the drug only in case of hypotony development.

In conclusion, rifabutin and cidofovir are clas-
sical examples of drug induced uveitis with dis-
tinct characteristic clinical presentation. Rec-
ognition of those entities in AIDS patients can
avoid useless and potentially invasive interven-
tions.
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