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ABSTRACT
We report the case of a 6-year-old patient with a history of atopic dermatitis. Some days before her 
hospitalization she presented rhinorrhea and cough. Subsequently she presented maculopapular 
lesions, increase of body temperature and yellowing of the skin. After being hospitalized, in addition to 
the symptoms described, she presented 2 episodes of spontaneous epistaxis, hematemesis and melena; 
while in the physical examination, mucocutaneous jaundice, fever, generalized maculopapular rash, 
lymphadenopathy, and hepatosplenomegaly were evident. In the images studies, signs that indirectly 
indicated acute hepatitis and pleural effusion, were found. On the other hand, among the serological 
results, it was found that the markers of acute infection by EBV and CMV, as well as the marker of chronic 
EBV infection, were positive.

As far as we know, this is the first report of CMV-EBV coinfection in our, due to an acute CMV infection. We 
report the case and we carry out a review of the literature.
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RESUMEN
Se reporta el caso de una paciente de 6 años con antecedente de dermatitis atópica. Días antes de 
hospitalizarse presentó rinorrea y tos. Posteriormente presentó lesiones maculopapulares, alza térmica y 
coloración amarillenta de la piel. Luego de ser hospitalizada, además de los síntomas descritos, presentó 2 
episodios de epistaxis espontánea, hematemesis y melena; mientras que en el examen físico se evidenció 
ictericia mucocutánea, fiebre, rash maculopapular generalizado, adenopatías, y hepatoesplenomegalia. 
En el estudio de imágenes se encontraron signos que indicaron indirectamente hepatitis aguda y derrame 
pleural. Por otro lado, entre los resultados serológicos se encontró que los marcadores de infección aguda 
por VEB y CMV, al igual que el marcador de infección crónica por VEB, fueron positivos. 

Hasta donde tenemos conocimiento, este es el primer reporte en nuestro medio de coinfección CMV-VEB, 
debido a una infección aguda por CMV. Reportamos el caso y realizamos una revisión de la literatura.

Palabras clave: Hepatitis viral; Citomegalovirus; Ebstein-Barr (fuente: DeCS BIREME).
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INTRODUCTION 

Viral agents such as Cytomegalovirus (CMV), Epstein-Barr 
(EBV), Herpes simplex 1 and 2, varicella-zoster, human 
herpes 6, 7, and 8, parvovirus B19, and adenovirus can 
cause acute liver failure and even present as fulminant 
hepatitis1. Of these, EBV is the one with the greatest 
hepatic involvement according to its intensity and 
duration, apart from being the viral etiological cause 
of hepatic cytotoxicity with the highest frequency after 
CMV2.

Liver involvement, with or without hepatosplenomegaly, 
occurs in 30-60% of patients with increased AST and 
ALT, alkaline phosphatases (pathognomonic) and even 
jaundice due to increased bilirubin(1–3), having a less 
severe presentation in children than in adults over 30 
years(2). The majority of infectious mononucleosis cases 
have a mild and self-limited elevation of AST and ALT. 

Epstein Barr virus is identified by markers such 
as heterophile antibodies (Paul-Bunnell test), 
determination of the viral genome nuclear antigen, 
presence of atypical lymphocytes in peripheral blood 
and IgM(2,4) type antibodies.

There are no specific criteria for the diagnosis of 
hepatitis by EBV, but there is general agreement to 
establish its suspicion, which is that the following data 
must be positive: elevation of aminotransferases, active 
EBV infection defined by serology, typical pathological 
changes according to liver biopsy and demonstration 
of the viral genome in hepatic tissue through molecular 
studies(1).

CASE REPORT
We present the case of a 6-year-old female patient from 
Huánuco, with a history of atopic dermatitis diagnosed 
at the age of 2. She began her illness 6 days before 
entering the hospital with rhinorrhea and cough, 
was self-medicated by her mother with azithromycin 
and paracetamol. Two days later, maculopapular 
erythematous lesions appeared on her face and spread 
all over her body. Fever, jaundice (skin pigmentation, 
sclera), and choluria were later added.)  Four days later 
she was hospitalized, where all symptoms persist, 
in addition to 2 episodes of spontaneous epistaxis, 
hematemesis, and melena.  Physical examination found 
jaundice and paleness of mucosa, temperature of 
38.2ºC, maculopapular erythematous rash in the face, 
neck, both upper limbs, thorax, abdomen and pelvis; 
as well as adenopathy < 0.5 cm in the cervical, axillary 
and inguinal regions, decreased vesicular murmur in 
both pulmonary fields, shifting dullness, abdominal 

distension, palpable liver 7.5 cm below the right costal 
ridge and palpable spleen tip. His laboratory results, 
since his admission and evolution, are as follows: 

Upon admission to the hospital, the ultrasound 
reported hepatosplenomegaly and signs of reactive-
type acalculous cholecystitis, which was interpreted 
as an indirect sign of acute liver disease. During his 
hospitalization, a CT scan was performed, which 
confirmed the presence of signs suggestive of a 
lymphoproliferative process, hepatosplenomegaly, free 
intraperitoneal fluid, as well as tomographic signs of 
cystitis and bilateral pleural effusion, which conditioned 
the development of atelectasis. The results of the viral 
panel were: anti-HVA IgG, anti-CMV IgM, and anti-VEB 
IgM and IgG positive. 

The diagnosis was defined as hepatitis by EBV-CMV 
coinfection.  The treatment was initiated with a    
globular package and fresh frozen plasma transfusion, 
in addition to the soft diet, ursodeoxycholic acid, 
conditional paracetamol for fever and daily weight 
control during the evolution. 

The patient's evolution was favorable, coagulation 
disorder secondary to hepatitis was resolved, auxiliary 
examinations in the evolution showed that total and 
direct bilirubin decreased daily, as did transaminases 
and PCR.

Table 1. Results of auxiliary exams. 

Hemogram Admission Development

Hemoglobin 9.8 g/dl 12.3 g/dl

Leuukocytes 6600/mm3 3930/mm3

Platelet 122 000 204 000

Coagulation Entry Evolution

TP 16.9 10.9

TTP 37.6 37.7

Liver profile Entry Evolution

Bilirrubin T 10.6 mg/dl 7.4 mg/dl

BD 5.29  mg/dl 6  mg/dl

BI 5.4  mg/dl 1.4  mg/dl

Alkaline phosphatase 1698.1 UI/L 871  UI/L

AST 279  UI/L 181  UI/L

ALT 117  UI/L 142  UI/L

Entry Evolution

PCR 60 5.1

LDH 2653 UI/L
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DISCUSSION
Cytomegalovirus belongs to the family of herpes 
viruses of class β. Primary infection with this virus is 
usually acquired during infancy, and subsequently 
establishes a period of persistence through myeloid 
or granulocytic cells(5,6). Reactivation or reinfection 
by exogenous viruses is possible and causes a high 
mortality rate in immunocompromised patients, such 
as immunocompromised patients or transplanted 
patients(5,7).

EBV is a herpes virus of the class γ. The primary 
infection usually manifests as infectious 
mononucleosis, characterized by fever, pharyngitis 
and cervical lymphadenopathy with or without 
hepatosplenomegaly. EBV develops persistence in B 
lymphocytes(5).

Both viruses are common causes of mononucleoside 
syndrome, and their prevalence in adults is estimated 
to be greater than 90%(8).Reactivation of these 
viruses is possible, especially in patients with some 
immunosuppression. Primary infection usually occurs 
shortly after the infant loses the maternal antibodies he 
or she possessed. 

Infants are a high-risk population for infection with 
CMV and EBV, and these viruses can cause depression 
of the immune system in children, leading to recurrent 
infections of various types(8,9).

Because CMV and EBV have so much in common, 
coinfection is common in pediatric patients(8,9). To 
explain coinfection by these two viruses of the herpes 
family, several mechanisms are proposed(10). It could 
be coinfection or reactivation of EBV that was latent 
in lymphocytes as a consequence of cytomegalovirus 
infection. Coinfection has been described, but it is 
infrequent and almost restricted to pediatric age(8,10).
These viruses can infect immunocompetent patients 
simultaneously with other agents such as respiratory 
syncytial virus, Chlamydia pneumonia, measles virus, 
among others(8,9).

Hepatitis caused by EBV can rarely occur without a 
previous picture of infectious mononucleosis, which 
makes etiological diagnosis more difficult(11). It is 
postulated that the virus infects T lymphocytes, in 
which they perpetuate by causing greater T cell activity. 
This causes inflammation of the hepatic parenchyma 
with increased enzymes(12).

CMV infection is generally asymptomatic; and when it 
is not, its manifestations vary due to age and the state 
of the patient's immune system. For example, infected 

newborns have intrauterine growth retardation, 
jaundice, hepatosplenomegaly, microcephaly, brain 
damage, intracerebral calcifications, and chorioretinitis. 
If the infection is acquired during school and preschool 
ages, it usually manifests as pneumonia (bronchial or 
interstitial), petechial skin rash, diarrhea, or hepatitis 
with discrete hepatomegaly(13).

The patient presented elevation of AST and ALT with 
values three times above the normal value, with AST 
predominating over ALT. In addition, there was an 
increase in direct bilirubin and GGTP, which implies an 
intrahepatic cholestatic syndrome, which is related to 
viral infections(14,15).

For the diagnosis of primary EBV infection, serological 
markers are needed, among these the presence of 
antibodies against the capside antigen (VCA) gives 
the positive diagnosis, may be IgM or IgG, because it 
is produced early between days 4 to 7(15,16). For CMV is 
needed to have IgM against CMV for acute cases, and 
the presence of IgG expresses previous infection8,16. 
The patient presented positivity to IgM for both CMV 
and EBV, and IgG for EBV. This established the diagnosis 
of viral coinfection, where EBV infection was probably 
exacerbated due to acute CMV infection. 

The evolution of the patient was favorable, she did 
not develop hepatic insufficiency. Management 
was only with support measures (paracetamol) and 
ursodeoxycholic acid. 

The exanthema presented by the patient was related to 
an allergy reaction to the drug azithromycin. The type of 
rash most associated with antibiotics is maculopapular.(17)
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