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RESUMEN

Introducción. La infección por virus de Epstein-Barr 
(VEB) suele ser asintomática y persiste durante 
toda la vida. La afectación ocular es infrecuente, 
y aunque existen informes de casos, ninguno de 
ellos proviene de Colombia o Latinoamérica. 

Presentación del caso. Paciente masculino 
inmunocompetente con vasculitis retiniana unila-
teral generalizada, con vasos sin sangre tempo-
rales e inferonasales en la periferia, hemorragias 
intrarretinianas, vitritis intensa y desprendimiento 
de retina. La presencia de VEB se definió con 
una técnica de reacción en cadena de la poli-
merasa en humor vítreo. El paciente recuperó la 
agudeza visual con el tratamiento oral antiviral 
convencional. 

Discusión. La afectación ocular asociada con el 
VEB se describe en pacientes inmunocompro-
metidos, en especial con infección por virus de 
inmunodeficiencia humana donde puede haber 
afectación retiniana. En este caso particular 
se discute la presencia de esta patología en 
pacientes inmunocompetentes. 

Conclusiones. La vasculitis retiniana es una 
entidad rara con mayor asociación a la inmuno-
depresión. No existe un algoritmo de diagnóstico 
de esta enfermedad y la afectación ocular puede 
ser variable; tampoco existen líneas estándar de 
tratamiento. La evidencia reportada en el presente 
caso podría justificar estudios en pacientes se-
leccionados que muestran un compromiso de 
la agudeza visual sin una etiología establecida.

ABSTRACT

Introduction: Epstein - Barr virus (EBV) infection 
is usually asymptomatic and persists throughout 
life. Eye involvement is rare, and even though 
there are some case reports, none of them comes 
from Colombia or Latin America. 

Case presentation: Immunocompetent young 
man with generalized unilateral retinal vasculitis, 
temporal and inferonasal bloodless vessels in 
the periphery, intraretinal hemorrhages, intense 
vitritis and retinal detachment. Epstein-Barr virus 
presence was determined using a polymerase 
chain reaction technique in vitreous humor. The 
patient recovered visual acuity with conventional 
antiviral oral treatment. 

Discussion: Eye involvement associated with 
Epstein-Barr virus is observed in immunocom-
promised patients, especially with HIV infection, 
where retinal involvement may occur. This case 
reports the presence of this pathology in an 
immunocompetent patient. 

Conclusions: Retinal vasculitis is a rare entity, 
frequently associated with immunocompromise. 
There is no diagnostic algorithm for this disease 
and eye involvement may be variable; there are no 
standard lines of treatment either. The evidence 
reported here explains the need for studies in 
selected patients showing visual acuity involve-
ment without an established etiology.
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Epstein-Barr virus (EBV) was described in 1964 
in cell cultures from Burkitt lymphoma samples; 
however, infectious mononucleosis is the clinical 
syndrome most frequently associated with this 
infection. (1,2)

EBV, or human herpesvirus type 4, belongs 
to the Herpesviridae family, Gammaherpesviridae 
subfamily, and is the prototype for the Lymphoc-
ryptovirus genus. It has a double-stranded 172kb 
DNA encapsulated in a 100nm icosahedral 
capsid that protects genetic information, and 
surrounds itself with a complex proteolipid en-
velope. To date, only 2 types of this virus have 
been identified: EBV-1 and EBV-2. (1,2) 

Its role as an infectious agent in eye pa-
thologies is still little known, since 95% of the 
healthy population has positive antibody titers; it 
is only observed in immunocompromised patients 
with rare severe ophthalmological involvement. 
Occasionally, conjunctivitis or uveitis may occur, 
although some other herpesviruses, such as 
herpes simplex and varicella-zoster virus, may 
cause retinal involvement with necrosis. (3-5)

EBV has been ascribed several ophthal-
mological pathologies, including multifocal 
choroiditis and, in the presence of systemic 
infections, all segments of the eye are involved. 
Ocular manifestations related to EBV infection 
may range from oculoglandular syndrome to 
conjunctivitis, dry eye syndrome, keratitis, uveitis, 
choroiditis, retinitis, ophthalmoplegia, or papil-
litis; specifically, conjunctivitis, dacryoadenitis, 
epiescleritis, keratitis, and iritis are observed 
in the anterior segment. Reported neurological 
complications include papilledema and optic 
neuritis. (5,6)

Retinal involvement is rare in cases of EBV 
associated with infectious mononucleosis; 
however, a variety of presentations, including 
retinochoroiditis, have been associated with 

systemic disease. Definitive evidence of EBV 
with acute retinal necrosis or vasculitis is scarce 
and has few cases reported in the literature. 
(3-6) Retinitis is a cause of impaired visual 
acuity, which should lead to differential diag-
nosis given its impact on patients with human 
immunodeficiency virus (HIV) infection. (3-6)

Based on the above, the objective of this 
report is to present a case of retinitis by EBV 
in an immunocompetent young adult patient, 
highlighting, on the one hand, that this pre-
sentation is rare in this population group and, 
on the other, the success of treatment with 
Aciclovir despite the little evidence available 
in the literature.

CASE PRESENTATION

An 18-year-old male, high school student from 
Bogotá D.C., Colombia, white, of a middle-income 
household, was treated at a quaternary care 
hospital in December 2017 for symptoms charac-
terized by loss of visual acuity and myodesopsia 
in the right eye, which appeared suddenly three 
months earlier. Since the onset of symptoms until 
the time of consultation, the man was empirically 
managed with Acyclovir at a dose of 400mg every 
12 hours with partial improvement of symptoms; 
the dose was adjusted to 400mg every 4 hours 
by indication of the Infectious Diseases Service 
in December 2017. 

In the initial ophthalmology evaluation, the 
external eye examination was normal in both 
eyes; biomicroscopy showed clear cornea, 
well-formed anterior chamber, round central 
pupil and normal iris in both eyes. Ocular pres-
sure was 12 in both eyes, and the lens was 
transparent in both eyes. Retina and vitreous 
body examination showed retinal detachment 
with abundant subretinal hemorrhage in the 
lower region and mild vitreous hemorrhage with 
macular involvement in the right eye. The initial 
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visual acuity of the right eye was 20/400, and 
20/20 in the left. 

One month after the onset of symptoms, 
during the second ophthalmology evaluation, 
the visual acuity of the right eye was 20/200 
and of the left eye, 20/30, with biomicroscopy 
of the right eye that showed grade 2 vitreous 
hemorrhages and subhyaloid hemorrhage with 
temporary exsanguinated vessels in the inferior 
nasal quadrant in the periphery, pale colored 
macula with exsanguinated vessel in the inferior 
temporal arch, and difficult detail of the papilla. 
The subhyaloid hemorrhage also presented 
with temporary intraretinal hemorrhages, so a 
possible infectious etiology was considered; 
management was initiated with Aciclovir at the 
doses described above. 

In October 2017, an ocular ultrasound 
showed severe low and medium reflectivity 
vitreous opacities with denser membrane for-
mation in the lower quadrants, posterior vitreous 
detachment with inferior traction and severe 
subhyaloid opacities; the head of the optic nerve 
had normal appearance, so a picture compatible 
with severe vitritis, mixed opacities suggestive 
of bleeding areas, and inferior traction of the 
retina was considered. 

Because of the reported changes, the pa-
tient was taken to subsequent vitrectomy with 
endolaser plus air for diagnostic purposes in 
order to take samples for PCR (polymerase chain 
reaction), cytomegalovirus (CMV), herpesvirus 
and EBV processing, by means of the LightMix 
technique using primers for EBV and specific 
probes. 10 copies of the amplified gene were 
obtained, being positive from cycle 31.4, which 
led to consider the sample as positive for EBV. 
No intravitreal treatment was provided. The 
remaining results are shown in Table 1.

In November 2017, different tests were 
carried out to rule out immunodeficiency dis-
orders or other concomitant conditions that 

explained the symptomatology, but they were 
negative (Table 2).

Table 1. Vitreous humor tests using the PCR technique.
Test Patient 

outcome
Reference 

value
Real-time PCR 
for herpesvirus

Not detected <10 copies

Real-time PCR 
for EBV

Positive from 
cycle 31.4

<10 copies

Real-time PCR 
for Toxoplasma 
gondii

Not detected <10 toxoplasmas

Real-time PCR 
for CMV

Not detected <10 copies

PCR: polymerase chain reaction; EBV: Epstein-Barr virus; 
CMV: cytomegalovirus.
Source: Own elaboration.

Table 2. Blood tests.
Test Patient outcome Reference 

value
IgG CMV >500 U/mL >1

IgM CMV Negative 0.04 >0.9

IgG Herpes Positive 39.9 >11

IgM Herpes Negative 0.74 <9

Elisa HIV Negative 0.18 <0.9

CD4 lymphocyte 
count

611 cell /mm3

Serology syphilis 
screening

Chemilumines-
cence method

0.09 non-reactive <0.9

CMV: cytomegalovirus; HIV: human immunodeficiency virus.
Source: Own elaboration.

Also in November 2017, fluorescein angi-
ography of both eyes was performed (Figure 
1), which showed mild media opacity in the 
right eye, poorly defined optic disc, fibrovas-
cular proliferation in the optic disc area and the 
lower area, adequate filling and transit of the dye 
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through retinal vessels since the beginning, with 
hyperfluorescence observed in the optic disc that 
increased as the angiographic transit progressed. 
Given the findings, a treated viral vasculitis was 

considered with secondary viral neovasculariza-
tion and persistence of proliferative activity with 
suspicion of diffuse macular edema, the latter 
according to the reading of the retina specialist.

Figure 1. Findings of fluorescein angiography in the right eye.  
→ Fibrovascular proliferation in the area of the optical disc and in the lower area.
Source: Document obtained during the study.

Finally, the patient was followed by the Infec-
tious Diseases Service on a monthly basis from 
December 2017 to February 2018. The evolution 
was satisfactory, so management with Aciclovir 
was suspended after almost 6 months of treatment. 
The young man presented complete resolution of 
right eye symptoms with evolution of visual acuity 
to 20/40 with respect to initial values of 20/400. 
This case was considered as retinal vasculitis 
by EBV with adequate therapeutic response to 
Acyclovir despite having few literature data on 
doses and duration of management. This could 
be the first case reported in Colombia so far. 

DISCUSSION

This paper reports a case of unilateral retinal 
vasculitis due to EBV in an immunocompetent 

young adult, who was successfully treated with 
Acyclovir for 6 months with complete resolution 
of symptoms and almost complete improvement 
of visual acuity. In spite of having insufficient 
initial doses of the drug, almost complete res-
olution of the symptoms was achieved after 
the adjustment. 

The cases previously described in the litera-
ture on EBV retinitis only describe inflammation 
of the posterior pole, which contrasts with the 
reported case of generalized vasculitis of the 
eye with retinal detachment. This symptomatol-
ogy is not an ocular manifestation of this virus 
as frequent as the involvement of the anterior 
chamber. (5-8) It is important to point out that 
this is a young patient without HIV infection, 
condition that is closely related to severe ocular 
involvement. 
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The pathogenic capacity of EBV is well 
known, and it can also cause intraocular inflam-
mation and acute retinal necrosis (9); however, 
given its ubiquity, it has also been associated 
with multiple ocular pathologies ranging from 
mild conditions to severe impairment of visual 
acuity with retinal detachment, as in the case 
presented here. All this has been described in 
both immunocompetent and immunocompro-
mised patients, especially HIV-infected patients 
where EBV and CMV are responsible for severe 
necrotizing retinitis. (10,11)

The diagnosis of intraocular infection by 
EBV and other herpesviruses is based on mo-
lecular tests that, in this case, were performed 
in vitreous humor with real-time polymerase 
chain reaction (RT-PCR). Although genotype 
detection is not available, this was the only 
positive test and was, therefore, considered a 
confirmed case of EBV retinal vasculitis. (3,12) 

Appropriate management of an unknown 
condition, as is the case of eye involvement by 
EBV, is unclear because there are no clinical 
trials of this type of case. Virus identification 
leads to the use of antivirals, especially in pa-
tients with high viral load, study that was not 
performed in the reported patient. (13) 

Andersson et al. (14) found a significant 
decrease in the spontaneous growth of EBV-in-
fected B lymphocytes in vivo after Acyclovir 
therapy, but given the poor number of cases 
analyzed, the use of this medication is consid-
ered debatable. The review by Rafailidis et al. 
(13) suggests that antiviral agents could be 
considered for severe manifestations of EBV 
infections, including meningitis, meningoen-
cephalitis, cerebritis, peripheral nerve palsy, 
myocarditis, hepatitis, and hematopoietic or 
kidney disease in immunocompetent patients, 
as well as an adjunct to steroid treatment. 
Nevertheless, there is no description of man-
agement with antivirals for eye involvement, 

only one case described by Keorochana (12) 
in which the use of antivirals showed a similar 
result to that obtained in the present case. It 
remains to be established whether joint use 
with steroids decreases the progression of 
the pathology and whether it is determinant in 
visual loss in these cases.

It is not possible to define if management 
with oral Acyclovir is the best therapeutic op-
tion, given that this is a single case and there is 
no extensive documentation of case series or 
clinical trials with other antivirals or intravitreal 
medication, which was not done in this case 
and leaves open the possibility of using such a 
strategy in the management of this pathology. 

Eye involvement by EBV may include all 
segments of the eyeball. Cases reported so far 
include conjunctivitis, dacryoadenitis, episcleri-
tis, keratitis, iritis, and optic nerve neuritis. In 
addition, Keorochana (12) reported their most 
recent case of involvement by retinal vasculitis, 
suggesting eye involvement with decreased 
visual acuity. 

EBV should be considered within differential 
diagnoses, even in immunocompetent patients, 
leading to the implementation of vitreous humor 
sampling since, as in this case, as this was the 
only way to obtain the diagnosis. 

CONCLUSIONS

PCR allowed the diagnostic confirmation of ret-
inal vasculitis by EBV, which demonstrates the 
importance of vitrectomy, even with therapeutic 
intent. The patient had an adequate response to 
Acyclovir despite the disagreements regarding its 
use and the different doses received. This is the 
first case of this type reported in Colombia so far. 

In spite of the fact that this is a single case, 
there were limitations such as access to the 
clinical history of the patient and vitrectomy —
which was performed for taking samples only—, 
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and the fact that treatment with Acyclovir was 
sometimes empirical. The present report shows 
the importance of reporting similar cases in order 
to determine specific treatments and procedures 
to be carried out when eye involvement with a 
suspicion of infectious origin is found. 

ETHICAL CONSIDERATIONS

The study was conducted after obtaining the 
patient’s signed informed consent to partici-
pate in the study and to use his medical history 
and photographs, which did not compromise 
his identity.

CONFLICT OF INTEREST 

None stated by the authors.

FINANCING

None stated by the authors.

ACKNOWLEDGEMENTS

None stated by the authors.

REFERENCES

1.	 LuzuriagaK, SullivanJL. Infectious mononucleo-
sis. N Engl J Med. 2010;362(21):1993-2000. 
http://doi.org/d4bbdc.

2.	 Tinoco-Racero I, Caro-Gómez N, Rodrí-
guez-Leal C, López-TinocoE. Infecciones por 
el virus de Epstein-Barr y citomegalovirus. Me-
dicine - Programa de Formación Médica Con-
tinuada Acreditado. 2014;11(50): 2954-64. 
http://doi.org/c6zb.

3.	 Janani MK, Malathi J, Biswas J, Sridharan S, 
Madhavan HN. Genotypic Detection of Epstein 
Barr Virus from Clinically Suspected Viral Retini-
tis Patients in a Tertiary Eye Care Centre, India. 

Ocul Immunol Inflamm. 2015;23(5):384-91. 
http://doi.org/c6zd. 

4.	 Kim SJ, Baranano DE, Grossniklaus HE, Mar-
tin DF. Epstein-barr infection of the retina: case 
report and review of the literature. Retin Cases 
Brief Rep. 2011;5(1):1-5. http://doi.org/cnt2qf.

5.	 Matoba AY. Ocular disease associated with 
Epstein-Barr virus infection. Surv Ophthalmol. 
1990;35(2):145-50. http://doi.org/cpqntx.

6.	 Karpe G, Wising P. Retinal changes with acute 
reduction of vision as initial symptoms of infectious 
mononucleosis. Acta Ophthalmol. 1948;26(1):19-
24. http://doi.org/dfzvbh. 

7.	 Kramer S, Brummer C, Zierhut M. Epstein-Barr 
virus associated acute retinal necrosis. Br J Oph-
thalmol. 2001;85(1):114. http://doi.org/bfxqm2.

8.	 Santos-Bueso E, Sáenz-Francés F, Mén-
dez-Hernández C, Martínez-de-la-Casa JM, 
García-Feijoo J, Gegúndez-Fernández JA, et 
al. Papilitis por infección del virus de Epstein-Ba-
rr en paciente adulto. Arch Soc Esp Oftalmol. 
2014;89(6):245-9. http://doi.org/f2mbh3. 

9.	 Schaal S, Kagan A, Wang Y, Chan CC, 
Kaplan HJ. Acute retinal necrosis associated with 
Epstein-Barr virus: immunohistopathologic confir-
mation. JAMA Ophthalmol. 2014;132(7):881-2. 
http://doi.org/c6zg.

10.	Hershberger VS, Hutchins RK, Witte DP, 
Schneider S, Harris RE, McGonegle SJ. Eps-
tein-Barr virus-related bilateral acute retinal ne-
crosis in a patient with X-linked lymphoproliferative 
disorder. Arch Ophthalmol. 2003;121(7):1047-
9. http://doi.org/cbmv7v.

11.	Holland GN. Standard diagnostic criteria for the 
acute retinal necrosis syndrome. Am J Ophthal-
mol. 1994;117(5):663-7. http://doi.org/c6zh.

12.	Keorochana N. A case report of Epstein–Barr 
virus-associated retinal vasculitis: successful 
treatment using only acyclovir therapy. Int Med 
Case Rep J. 2016;9:213-8. http://doi.org/c6zj.

13.	Rafailidis PI, Mavros MN, Kapaskelis A, Fala-
gas ME. Antiviral treatment for severe EBV infec-



146

case reports Vol. 5 No. 2: 139-46

tions in apparently immunocompetent patients. J Clin 
Virol. 2010;49(3):151-7. http://doi.org/chr9ww.

14.	Andersson J, Britton S, Ernberg I, Ander-
sson U, Henle W, Sköldenberg B, et al. 

Effect of acyclovir on infectious mononucleo-
sis: a double-blind, placebo controlled study. 
J Infect Dis. 1986;153(2):283-90. http://doi.
org/c967cr.


