
PU R P O S E. To report a case of unusual endogenous endophthalmitis associated with the use
of leflunomide and adalimumab. 
ME T H O D S. A 48-year-old woman on treatment with leflunomide and adalimumab for rheuma-
toid arthritis developed an endogenous endophthalmitis caused by P ropionibacterium ac-
n e s. Diagnosis was confirmed by polymerase chain reaction and positive cultures. The pa-
tient underwent surgical treatment and intravitreal vancomycin, but the eye developed re t i-
nal fibrosis and untreatable retinal detachment.
RE S U LT S. This report of endogenous endophthalmitis associated with the use of anti-tumor
necrosis factor alpha (anti-TNF-α) drugs is consistent with those in the literature. P. acnes
may induce pathologic reactions in compromised patients and cause endophthalmitis, but
only after ocular surgery or in intravenous drug users. The Naranjo probability scale indi-
cated a probable relationship between the drugs and the infection.
CO N C L U S I O N S. Awareness of atypical infectious conditions in patients on anti-TNF-α d r u g s
is critical for early diagnosis and good outcome. (Eur J Ophthalmol 2006; 16: 3 4 3- 5 )
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INTRODUCTION

The recent proliferation of anti-tumor necrosis factor al-
pha (TNF) drugs to treat rheumatoid, psoriasis, inflamma-
tory bowel disease, and uveitis is leading to a gro w i n g
number of associated local and systemic infections proba-
bly derived from the decreased cellular immunity caused
by these drugs.

Case report

A 48-year-old woman on treatment for her rheumatoid
arthritis (RA) for 18 months with leflunomide and pre d-

nisone, and in the last 12 months with adalimumab, at-
tended our center because of decrease in visual acuity in
her left eye in the last 6 weeks. She had had one episode
of anterior uveitis in the same eye 4 months earlier, which
resolved after being treated with topical steroids. 

She had mild ocular and forehead discomfort, with con-
junctival and perikeratic injection. Corrected visual acuity
( VA) was 20/20 in her right eye (RE) and 20/100 in her left eye
(LE). Funduscopic examination showed mild vitreous opaci-
ty and inferior snowbanking. She was treated with topical
s t e roids resulting in further decrease of VA in her LE to
20/200 with an increase in anterior chamber and vitre o u s
t u r b i d i t y. Triamcinolone 40 mg was injected subconjunctival-
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ly and the same topical and systemic treatment was contin-
ued. 

One month later, VA had decreased to counting fingers
at 50 cm and the retina could not be observed due to vitre-
ous opacity (Fig. 1A). An anterior chamber tap was per-
formed for bacterial DNA polymerase chain reaction (PCR)
and Gram stain. PCR disclosed the presence of bacterial
DNA, and Gram stain showed the presence of Gram-posi-
tive cocci. A three-port vitrectomy was performed and
undiluted specimens were obtained under air infusion for
PCR, culture, and stain. Propionibacterium acnes w a s
demonstrated by PCR and culture (Fig. 1B). When the pa-
tient was asked about previous intravenous drug tre a t-
ments, catheters, or skin infections, she denied having any
of them. She only admitted having received intradermal in-
jections of adalimumab, and occasional venous taps for
blood analysis.

DISCUSSION

TNF-α is a potent activator of neutrophils, mediating ad-
h e rence, chemotaxis, degranulation, and the re s p i r a t o r y
burst. It is also known to augment the capacity of mono-
cytes to produce inflammatory mediators (1). 

A n t i - T N F -α drugs such as adalimumab, etanerc e p t ,
leflunomide, and infliximab are presently being used to
treat RA, inflammatory bowel disease, and immune uveitis,
and the number of articles reporting its usefulness in the
control of immune inflammatory diseases is on the rise (2).
H o w e v e r, the risk of opportunistic infections is also in-
creasing (3). 

Endogenous endophthalmitis results from the introduc-
tion of organisms into the posterior segment of the eye as
a result of hematogenous spread from a remote primary
site of infection. Populations at greatest risk include im-
munocompromised patients, patients on immunosuppres-
sive therapy, and intravenous drug users. Lack of suspi-
cion may delay diagnosis, leading to poor visual outcome. 

We have only found one re f e rence to endogenous en-
dophthalmitis by P. acnes in MEDLINE, which appeared in
an acquired immunodeficiency syndrome–infected intra-
venous drug user (4). P. acnes causes low grade inflamma-
tion with initial good response to topical steroids, building
up subsequently. It is usually associated with surgical pro-
cedures and is often misdiagnosed until the pattern of re-
currence leads to suspicion of the infectious origin. The ac-
cess of P. acnes in this case is unknown. It might have hap-
pened during one of the routine venous taps, and anti-
TNF-α therapy reduced the immune system response to
the infection, allowing the germ to reach the choroid and
gain access to the vitreous, where it gradually caused the
painless vitreous opacification and visual loss. 
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Fig. 1 - (A) Vitreous opacity that prevents visualization of retina prior
to vitre c t o m y. ( B ) P ropionibacterium acnes c u l t u red from the vitre-
ous specimen, stained by methylene blue (x1000).
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