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In tro duc ti on

Chro nic ac ti ve Ep stein-Barr vi rus (CA EBV) in fec -
tion is cha rac te ri zed by chro nic or re cur rent in fec -
tio us mo no nu cle o sis-like symptoms, such as fe ver,
he pa tos ple no me galy, per sis tent he pa ti tis and ex -
ten si ve lympha de no pathy. The di ag no sis is es ta -
blis hed due to the pre sen ce of anti-EBV an ti bo dies
or iso la ti on of this in fec tio us agent in af fec ted tis-
sues1,2. Re markably, to our knowled ge vas cu li tis
with pur pu ra pal pa ble as so cia ted with CA EBV
infec ti on was not pre vio usly des cri bed in the li te -
ratu re.

Du ring a 26-year pe ri od (Ja nu ary 1983 to De -
cem ber 2009) the re was 5367 pa ti ents fol lowed up
at the Pe di a tric Rheu ma to logy Unit of Ins ti tu to da
Crian ça, Fa cul da de de Me di ci na da Uni ver si da de
de São Pau lo. Three of them (0.05%) had vas cu li tis
as so cia ted with CA EVB in fec ti on mi micking He -
noch-Schön lein pur pu ra (HSP) and were des cri -
bed. All of them ful fil led Ame ri can Col le ge of Rheu -
ma to logy (ACR) cri te ria for HSP di ag no sis3 and new
cri te ria for HSP di ag no sis na med Eu ro pe an Le a -
gue Against Rheu ma tism (EU LAR), Pa e di a tric
Rheu ma to logy In ter na ti o nal Tri als Or ga ni sa ti on
(PRIN TO) and Pa e di a tric Rheu ma to logy Eu ro pe an
So ci ety (PRES) clas si fi ca ti on cri te ria4. The de mo -
grap hic data, cli ni cal fe a tu res and tre at ment of the -
se pa ti ents are shown in Ta ble I.

Case Re ports

Case 1
A 3-year old girl was ad mit ted in our Uni ver sity
Hos pi tal with cer vi cal ade no me galy (Fi gu re 1) and
fe ver du ring one year. Se ro lo gic tests for EBV, cyto -
me ga lo vi rus (CMV), to xo plas mo sis and hu man im -
mu no de fi ci ency vi rus (HIV) in fec ti ons were ne ga -
ti ve. The ab do mi nal ul tras ound showed mild sple -
no me galy. Chest to mo graphy evi den ced ex ten si ve
and bi la te ral axil lary, me di as ti nal, pa ra tra che al and
hi lar lympha de no pathy sug ges ting gang lio nar tu -
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In tro duc ti on: Chro nic ac ti ve Ep stein-Barr vi rus
(CA EBV) in fec ti on is cha rac te ri zed by chro nic or re -
cur rent symptoms for at le ast 3 months, such as fe -
ver, he pa tos ple no me galy and lympha de no pathy.
The di ag no sis is es ta blis hed due to the pre sen ce of
anti-EBV an ti bo di es or iso la ti on of this in fec tio us
agent in af fec ted tis su es. Three ca ses of CA EBV in -
fec ti on mi micking He noch-Schön lein  pur pu ra
(HSP) were des cri bed.
Case 1: Fe ma le 3-year old pa ti ent with cer vi cal ade -
no me galy, ane mia and fe ver de ve lo ped pal pa ble
pur pu ra, ha e ma tu ria and arthri tis. CA EBV in fec ti -
on was es ta blis hed by se ro logy test. She re cei ved
methylpred ni so lo ne and acyclo vir. She had ge ne -
ra li zed lympha de no pathy, he pa to me galy, sple no -
me galy, dis se mi na ted in tra vas cu lar co a gu la ti on
and de ce a sed.
Case 2: Male 12-year old pa ti ent with per sis tent
ane mia, lympha de no pathy, he pa to me galy and
sple no me galy had CA EBV in fec ti on di ag no sis by
se ro logy test. He de ve lo ped pur pu ra and arthri tis
and re cei ved methylpred ni so lo ne. 
Case 3: Male 13-year old pa ti ent had pur pu ra, ab -
do mi nal pain, ha e ma tu ria, he pa to me galy, sple no -
me galy, lympha de no pathy, ane mia and ele va ted li -
ver enzymes. The cer vi cal lymph node bi opsy was
po si ti ve to EBV in fec ti on. He re cei ved methylpred -
ni so lo ne and acyclo vir, de ve lo ping acu te ful mi nant
he pa ti tis and de ath.
Dis cus si on: CA EBV in fec ti on mi micking HSP was
ra rely ob ser ved in our po pu la ti on
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chro­nic ac­ti­ve ep­stein-barr vi­rus in­fec­ti­on mi­micking he­noch-schön­lein pur­pu­ra

ber cu lo sis; howe ver the cer vi cal lymph node 
biopsy showed fol li cu lar hyper pla sia wi thout gra -
nu lo ma tous inflam ma ti on, ca se ous ne cro sis and
iso la ti on of Myco bac te ri um tu ber cu lo sis in the cul -
tu re. The pa ti ent fai led to at tend the ap po intments
in our Hos pi tal and when he re tur ned a year la ter,
he had pal pa ble pur pu ra not re la ted to throm -
bocyto pe nia in up per limbs, ab do men (Fi gu re 2)
and lower limbs, and arthri tis in the left ankle. At
that mo ment, the la bo ra tory exams showed he -
mo glo bin 7.5 g/dL, whi te blo od cell count
3.600/mm3 (lymphocytes 1.332/mm3), pla te let

Table I. Demographic data, clinical features and treatment of patients with vasculitis associated with chronic
active Epstein-Barr virus (CAEBV) infection mimicking Henoch-Schönlein purpura 

Case Reports
Variables 1 2 3
Demographic data

Age­at­disease­onset,­years 3 12 13

Age­at­diagnosis,­years 5 12.6 14

Gender F M M

Clinical features

Fever + – –

Abdominal­pain – – +

Lymphadenopathy + + +

Jaundice/ascites –­/­– –­/– +­/­+

Hepatomegaly/splenomegaly +­/­+ +­/­+ +­/­+

Petechiae­­ + – –

Palpable­purpura + + +

Arthritis + + –

Macroscopic­hematuria + – +

Laboratory exams

Hemoglobin,­g/dL 7.5 9.1 10.4

Platelets­count,­/mm3 387.000 110.000 87.000

Leukocytes,­/mm3 3.600 3.400 18.200

Lymphocytes,­/mm3 1.332 1.564 14.742

AST,­IU/L 22 89 1.447

ALT,­IU/L 26 96 466

GGT,­IU/L 61 433 193

Total­bilirubin,­mg/dL 0,39 1.4 16.5

ANA negative negative negative

Skin­biopsy­with­leucocytoclastic­Vasculitis + + NR

Follow–up

Deceased + – +

Therapy acyclovir IVMTP acyclovir

IVMTP prednisone IVMTP

prednisone prednisone

count 387.000/mm3, as par ta te ami no trans fe ra se
(AST) 22IU/L (nor mal 0-36), ala ni ne ami no trans -
fe ra se (ALT) 26IU/L (0-29) and gam ma-glu tamyl
trans pep ti da se (GGT) 61g/dL (14-26). Her ery-
throcyte se di men ta ti on rate (ESR) was 56 mm/1st

hour, C-re ac ti ve pro tein (CRP) was 101 mg/L (0-5),
to tal bi li ru bin 0.39 mg/dL (0-1.0), urea 15mg/dL
and crea ti ni ne 0.2mg/dL. The im mu no lo gi cal sta -
tus eva lua ti on showed IgG 3350mg/dL (639-1.349),
IgA 716mg/dL (84-354), IgM 917mg/dL (81-167),
IgE 20.4UI/mL4 (0-90), C3 1.28g/dL (0.5-1.8) and
C4 0.12g/dL (0.1-0.4). The res pon se to vac ci nes 

ALT­–­alanine­aminotransferase,­ANA­–­antinuclear­antibodies,­­AST­–­aspartate­aminotransferase­F­–­female,­GGT­–­gamma–glutamil­transpeptidase,­

M­–­male,­IVMTP–­intravenous­methylprednisolone,­NR­–­not­realized.­
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(me as les and He pa ti tis B) was nor mal and the sub -
sets lymphocyte de ter mi na ti ons by flow cyto metry
de tec ted CD3 1949cels/mm3 (605-2460), CD4+
677cels/mm3 (493-1666), CD8 1199 cels/mm3 (224-
-1112), CD19 485 cels/mm3 (72-520) and CD56/
/16+,CD3- 138 cels/mm3 (73-654). Im mu no lo gi cal
tests showed ne ga ti ve for se rum an ti bo di es: an -
tinu cle ar an ti bo di es (ANA), anti dou ble-stran ded
DNA (anti-ds DNA), anti-Sm, anti-car di o li pin
(ACL) IgM and IgG and an ti neu trop hil cyto plas -
mic au to an ti bo di es (ANCA). Skin bi opsy showed
leu cocyto clas tic vas cu li tis wi thout IgA de po sit and
she was tre a ted with na pro xen. Af ter one month,
she was hos pi ta li zed with ge ne ra li zed lympha de -
no pathy, he pa to me galy, sple no me galy, pe te chi ae,
pal pa ble pur pu ra on the legs and ma cros co pic he -
ma tu ria. Ab do mi nal to mo graphy showed he pa to -
me galy, sple no me galy, and re tro pe ri to ne al, me -
sen te ric and in gui nal lympha de no pathy. Bone
mar row as pi ra te was nor mal. At that mo ment,
CAEBV in fec ti on was es ta blis hed by se ro logy test
IgM an ti bo di es against vi ral cap sid an ti gen (VCA)
to EBV. She re cei ved in tra ve nous methylpred ni so -
lo ne for 3 days and acyclo vir for 21 days. Af ter hos -
pi ta li za ti on she used pred ni so ne and aci clo vir for
two months. Des pi te tre at ment, she was hos pi ta -
li zed in the in ten si ve care unit due to pneu mo nia,
he pa to me galy, sple no me galy, pal pa ble pur pu ra,
dis se mi na ted in tra vas cu lar co a gu la ti on and de -
cea sed.

Case 2
A 12-year old boy with re cur rent pneu mo nia, acu -
te oti tis me dia, si nu si tis chro nic da cryocysti tis was
ad mit ted in our Hos pi tal with lympha de no pathy,

he pa to me galy and sple no me galy for six months.
The se ro lo gic tests for he pa ti tis vi rus A, B and C,
EBV, CMV and HIV in fec ti ons were ne ga ti ve. Cer -
vi cal lymph node bi opsy showed lymphoid fol li cu -
lar hyper pla sia and li ver bi opsy evi den ced re ac ti -
ve he pa ti tis with lympho-plas macytic in fil tra ti on.
At that mo ment, the la bo ra tory exams showed
hemo glo bin 9.1 g/dL, whi te blo od cell count
3.400/mm3 (lymphocytes 1.564/mm3), pla te let
count 110.000/mm3, AST 89IU/L, ALT 96IU/L, GGT
433g/dL, ESR 40mm/1st, to tal bi li ru bin 1.4mg/dL,
urea 35mg/dL and cre a ti ni ne 0.7mg/dL. The im -
mu no lo gi cal sta tus eva lua ti on showed IgG
1043mg/dL, IgA 191 mg/dL, IgM 244mg/dL, IgE
61UI/mL4, C3 1.0g/dL, C4 0.14g/dL. The res pon se
to vac ci nes (meas les and He pa ti tis B) was nor mal
and the sub sets lymphocyte de ter mi na ti ons by
flow cyto metry de tec ted CD3 587cels/mm3, CD4+
372cels/mm3, CD8 196 cels/mm3 and CD19 61
cels/mm3. Im mu no lo gi cal tests were ne ga ti ve for
se rum an ti bo di es: ANA, anti-ds DNA, anti-Sm, ACL
IgM and IgG and ANCA. Bone mar row as pi ra te was
nor mal. After one month, he had cer vi cal lympha -
de no pathy, he pa to me galy and sple no me galy. At
that mo ment, CA EBV in fec ti on was es ta blis hed by
se ro logy test IgM an ti bo di es VCA to EBV. Three
months la ter, he had pal pa ble pur pu ra not re la ted
to throm bocyto pe nia on the legs and arthri tis on
the left el bow and ankles for two we eks with spon -
ta ne ous re mis si on. Skin bi opsy showed leu cocyto -
clas tic vas cu li tis wi thout IgA de po sit. Six months

Fi gu re 1. Cervical­adenomegaly­in­a­3-year­old­girl­with
chronic­active­Epstein-Barr­virus­infection.

Fi gu re 2. Vasculitis­(palpable­purpura)­in­upper­limb­
and­abdomen­in­a­3-year­old­girl­with­chronic­active­
Epstein-Barr­virus­infection.



af ter the re was re cur ren ce of dif fu se pal pa ble pur -
pu ra in the legs and arthri tis in the ankles. He re -
cei ved in tra ve nous methylpred ni so lo ne for 3 days
and af ter pred ni so ne for 3 ye ars. The re was no re -
cur ren ce of the vas cu li tis and CA EBV in fec ti on with
cer vi cal lympha de no pathy and sple no me galy still
on go ing. 

Case 3
A 13-year old boy had pal pa ble pur pu ra not re la -
ted to throm bocyto pe nia in lower limbs, ab do mi -
nal pain and ma cros co pic ha e ma tu ria with spon -
ta ne ous re so lu ti on for one month and main te nan -
ce of he pa to me galy and sple no me galy for one year.
At 14 ye ars-old, he was ad mit ted in our Uni ver sity
Hos pi tal with he pa to me galy, sple no me galy and
cer vi cal lympha de no pathy. The se ro lo gic tests to
EBV, CMV, he pa ti tis A, B and C and HIV in fec ti ons
were ne ga ti ve. Bone mar row as pi ra te was nor mal.
At that mo ment, the la bo ra tory exams showed he -
mo glo bin 10.4 g/dL, whi te blo od cell count
18.200/mm3 (lymphocytes 14.742/mm3), pla te let
count 87.000/mm3, AST 1447 IU/L and ALT 466
IU/L, GGT 193 g/dL, to tal bi li ru bin 16.5 mg/dL,
urea 79 mg/dL and cre a ti ni ne 1.0 mg/dL. The li ver
bio-psy showed acu te ne cro sis and the cer vi cal
lymph no de bi opsy was po si ti ve to EBV in fec ti on.
The diag no sis of CA EBV in fec ti on was es ta blis hed.
He re  cei ved in tra ve nous methylpred ni so lo ne for 3
days, pred ni so ne and acyclo vir du ring 40 days. Af-
ter 5 months, he pre sen ted jaun di ce, as ci tes, acute
ful mi nant he pa ti tis with en cep ha lo pathy, dis semi -
na ted in tra vas cu lar co a gu la ti on and fi nally de ath.

Dis cus si on

To our knowled ge, this is the first study that evi den -
ced vas cu li tis as so cia ted with CA EBV in fec ti on in
a pe di a tric po pu la ti on mi micking HSP. This was a
rare di se a se fol lowed in our ter ti ary te a ching pa e -
di a tric hos pi tal. 

Of note, CA EBV in fec ti on is cha rac te ri zed by
chro nic or re cur rent in fec tio us mo no nu cle o sis-
like signs and symptoms per sis ting for a long pe -
ri od of time and by the pre sen ce of anti-EBV an ti -
bo di es5 or de tec ti on of high EBV le vels in tis su es1.
This in fec ti on could be as so cia ted with cel lu lar im -
mu no lo gi cal al te ra ti ons6 or wi thout iden ti fi a ble
pri mary im mu no de fi ci ency1, as ob ser ved in our
pa ti ents.

The pa tho ge ne sis of CA EBV in fec ti on sug gest

that cells in fec ted by this vi rus could sti mu la te oli -
go clo nal lympho pro li fe ra ti on of T and na tu ral kil -
ler cells1,2. The hypercytoki na e mia re le a sed by the -
se cells may in du ce cli ni cal ma ni fes ta ti on of this
di se a se2,6. Fur ther mo re, ge ne tic ab nor ma li ti es
(per fo rin gene and SAP/SH2D1A gene) as so cia ted
with this di se a se have been re cently des cri bed2,7. 

This in fec ti on oc curs pre do mi nantly in ma les
and the mean age at di se a se on set ran ged from
5.3-11.3 ye ars (ran ge from 2 months to 53 ye ars)5,6.
The main cli ni cal fe a tu res of CA EBV in fec ti on in
chil dren and adults are per sis tent he pa to me galy
(79-81%), sple no me galy (73-77%), ane mia (44-
-47%) and lympho a de no pathy (40-70%)5,6, as
obser ved in our ca ses. CA EBV in fec ti on has high-
mor ta lity rate and life-thre a te ning ma ni fes ta ti ons
in clu ding li ver fai lu re (15%), in tra vas cu lar co a gu -
lo pathy (4-16%) and pneu mo nia (5-25%), as evi -
den ced in two of our pa ti ents5,6. Other com pli ca ti -
ons as so cia ted with per sis tent CA EBV in fec ti on are
he mop ha gocytic syndro me, ma lig nant lympho ma
and leuke mia2. 

In te res tingly, all of our pa ti ents had cu ta ne ous
vas cu li tis and were mis di ag no sed as HSP. Ac cor -
ding to a new pa e di a tric EU LAR/PRIN TO/PRES
cri te ria, a pa ti ent is clas si fi ed with HSP in the pre -
sen ce of pur pu ra or pe te chi ae par ti cu larly in the
lower limb (man da tory cri te ri on) and 1 out of 4 of
the fol lowing cri te ria: ab do mi nal pain; leu cocyto -
clas tic vas cu li tis or pro li fe ra ti ve glo me ru lo nephri -
tis (with pre do mi nant IgA de po sit); arthri tis or ar -
tral gia and re nal in vol ve ment (he ma tu ria or pro -
tei nu ria). Re markably, sen si ti vity and spe ci fi city of
the se new cri te ria were 100% and 87%, res pec ti -
vely4. 

Of note, ane mia, he pa to me galy, sple no me galy
and lympha de no pathy, that are com mon in our
ca ses, were ra rely des cri bed in HSP pa ti ents8-10, and
other se con dary vas cu li tis should be ex clu ded,
such as chro nic in fec ti ons and ma lig nan ci es. In
ad di ti on, CA EBV in fec ti on with re ti cu lo en do the lial
system in vol ve ment was not des cri bed in HSP pa -
ti ents. 

Vas cu li tis as so cia ted with CA EBV in fec ti on was
ra rely re por ted, par ti cu larly op tic disk vas cul tis in
two ca ses11 and pro gres si ve polyneu ro pathy with
cu ta ne ous erythe ma by leukocyto clas tic-vas cu li tis
in other12. On the other hand, acu te EBV in fec ti on
pre ce ding HSP was re por ted in rare ca ses in pe dia -
tric po pu la ti on13-15, in clu ding one of our pa ti ents
with a va ri ant of HSP in in fants, na med acu te he -
morrha gic ede ma10. 

chro­nic ac­ti­ve ep­stein-barr vi­rus in­fec­ti­on mi­micking he­noch-schön­lein pur­pu­ra
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Ef fi ca cio us drug the rapy for CA EBV in fec ti on is
li mi ted and the tre at ment is not well-known. An -
ti vi ral or im mu no mo du la tory agents, such as
acyclo vir, have been used with par ti al res pon se. In
ad di ti on, im mu no sup pres si ve drugs, in clu ding
cor ti cos te roids, have been in di ca ted in ad van ced
di se a se2, as uti li zed in our po pu la ti on. Fur ther mo -
re, ef fi ca cio us al lo ge neic bone mar row trans plan -
ta ti on was re cently re por ted in rare ca ses with se -
ve re di se a se; howe ver a pro to col should be es ta -
blis hed2. 

In conclusion, even rarely, CAEBV infection may
mimicking HSP in pediatric population and the
presence of important lymphoadenopathy asso-
ciated to purpura should be a warning sign for this
diagnosis.
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