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eneralized lymphadenopathy is defined as enlargement of more
than two noncontiguous lymph node groups. Causes include in-
fections, malignancies, autoimmune diseases, benign hyperplasi-

a, storage diseases, and drug reactions. Although the etiology can be
uncovered by simple diagnostic algorithms, sometimes it can be a real di-
agnostic challenge to the physician because the associated diseases may
mimic each other clinically and pathologically. The differential diagno-
sis is important because each cause necessitates a different therapeutic
approach. For example, misdiagnosis of an EBV infection as lymphoma is
a disaster, which results in inconvenient chemotherapy.

Differential Diagnosis of Fever and
Generalized Lymphadenopathy:

An Interesting Case Report

AABBSS  TTRRAACCTT  Ge ne ra li zed lympha de no pathy is de fi ned as en lar ge ment of mo re than two non con -
ti gu o us lymph no de gro ups. So me ti mes it can be a re al di ag nos tic chal len ge to the physi ci an be ca -
u se the as so ci a ted di se a ses cli ni cally and pat ho lo gi cally may mi mic each ot her. The dif fe ren ti al
di ag no sis is im por tant be ca u se each ca u se ne ces si ta tes a dif fe rent the ra pe u tic ap pro ach. As so ci a ted
di se a ses inc lu de in fec ti ons, ma lig nan ci es, au to im mu ne di se a ses, be nign hyperp la si a, sto ra ge di se a -
ses, and drug re ac ti ons. He re we pre sented a pa ti ent who de ve lo ped fe ver and lympha de o pathy af -
ter pheny to in use but who se cli ni cal pre sen ta ti on was la ter fo und to be se con dary to Eps te in-Barr
vi rus (EBV) in fec ti on. We dis cussed the dif fe ren ti al di ag no sis bet we en drug re ac ti on and EBV in-
fec ti on as a ca u se of ge ne ra li zed lympha de no pathy.

KKeeyy  WWoorrddss::  Eps te in-Barr vi rus in fec ti ons; pheny to in; lymphop ro li fe ra ti ve di sor ders

ÖÖZZEETT  Je ne ra li ze len fa de no pa ti, bir bi ri ne kom şu ol ma yan iki den faz la lenf düğümü gru bu nun bü -
yü me si şek lin de ta nım la nır. Ba zen he kim için ger çek bir ta nı sal zor luk teş kil ede bi lir; çün kü iliş -
ki li has ta lık lar bir bi ri ni kli nik ve pa to lo jik ola rak tak lit ede bi lir. Ayı rı cı ta nı önem li dir; çün kü her
ne den fark lı bir tedavi yak la şımı ge rek ti rir. İliş ki li has ta lık lar en fek si yon lar, ma liniteler, oto im -
mün has ta lık lar, be nin hi perp la zi, de po has ta lık la rı ve ilaç re ak si yon la rı nı kapsar. Bu ra da fe ni to in
kul la nı mı son ra sı ateş ve len fa de no pa ti ge lişen, fa kat daha sonra, kli nik görünümünün Eps te in-Barr
vi rüs (EBV) en fek si yo nu na ikin cil ol du ğu an la şı lan bir hasta takdim edilmekte ve je ne ra li ze len fa -
de no pa ti ne de ni ola rak ilaç re ak si yo nu ve EBV en fek si yo nu ara sın da ayı rı cı ta nı yap ılmaktadır.

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Eps te in-Barr vi rüsü en fek si yon la rı; fe ni to in; len fop ro li fe ra tif has ta lık lar
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He re we pre sented a pa ti ent who de ve lo ped
fe ver and lympha de o pathy af ter pheny to in use but
who se cli ni cal pre sen ta ti on was la ter fo und to be
se con dary to EBV in fec ti on. We dis cussed the dif-
fe ren ti al di ag no sis bet we en drug re ac ti on and EBV
in fec ti on as a ca u se of ge ne ra li zed lympha de no -
pathy.

CA SE RE PORT

An 18-ye ar-old man was re fer red to our hos pi tal
with a fe ver of 2 months du ra ti on and mul tip le
lympha de no pat hi es. He had a his tory of sub du ral
he morr ha ge fol lo wing tra u ma 2 months ago. The
he morr ha ge was dra i ned and pheny to in was star -
ted for se i zu re proph yla xis. He de ve lo ped fe ver two
we eks af ter treatment was initiated. Pheny to in was
chan ged to car ba ma ze pi ne and em pi ri cal amo xi cil -
lin-cla vu la nic acid treatment was star ted. Then the
fe ver di sap pe a red for ten days. Ho we ver, the fe ver
re ap pe a red with spi kes of 40oC. His me di cal his tory
was un re mar kab le ot her wi se. 

Du ring ad mis si on, he had no comp la int ex-
cept for fe ver. The physi cal exa mi na ti on re ve a led
bi la te ral pos te ri or cer vi cal and in gu i nal lympha -
de no pat hi es. The cer vi cal ones we re 2 x 2 cm on
the right and 1 x 1 cm on the left whi le the in gu i -
nal ones we re both 2 x 2 cm. The patient had mild
sple no me galy and he pa to me galy. In the ini ti al
la bo ra tory exa mi na ti on, the po si ti ve fin dings we -
re as fol lows: He mog lo bin 10.4 g/dL (13-17 g/dL),
white blood cell co unt 3200/mm3 (4000-10000/
mm3), platelet co unt 187,000/mm3 (140,000-
400,000/mm3), eryt hrocy te se di men ta ti on ra te   
45 mm/hr and gam ma glu tamyl trans fe ra se 174 U/l
(5-36 U/l). Differential revealed aty pi cal lympho-
cy tes and lymphocy to sis (85%). Sin ce the le u kocy -
te co unt had a dec re a sing trend and the ab so lu te
ne ut rop hile co unt was 650/mm3, pi pe ra cil lin-
ta zo bac tam was star ted em pi ri cally for ne ut ro pe -
nic fe ver. Ne it her drug in du ced fe ver nor lympho-
p ro li fe ra ti ve ma lig nancy co uld be exc lu ded, so the
pa ti ent was hos pi ta li zed for furt her workout.

Blo od, uri ne and ce reb ros pi nal flu id cul tu res
we re ne ga ti ve. The fe ver reg res sed one day af ter
the ini ti a ti on of pi pe ra cil lin-ta zo bac tam. Viral

serological tests revealed acu te EBV in fec ti on (Tab -
le 1). Se rum iron, fer ri tin, trans fer rin sa tu ra ti on,
co ba la min, fo lic acid and ß2 mic rog lo bu lin le vels
we re wit hin nor mal li mits.

In the tho ra cic com pu te ri zed to mog raphy
(CT) the re was no sig ni fi cant fin ding ex cept for bi-
la te ral axil lary lympha de no pat hi es, which had a
ma xi mum size of 10 mm. In the neck CT, the re we -
re bi la te ral ju gu lary lympha de no pat hi es, the lar -
gest one be ing 18 x 9 mm. The ab do mi nal CT
re ve a led pa ra a or tic and bi la te ral in gu i nal lympha -
de no pat hi es ma xi mally 13 x 7 mm and he pa to me -
galy (to tal ver ti cal length of 20 cm). The pa ti ent
had no fe ver during follow-up in the ward and the
lympha de no pat hi es reg res sed as well. An ti bi o tic
tre at ment was stop ped af ter 5 days. The cli ni cal
pic tu re was considered com pa tib le with in fec ti o us
mo no nuc le o sis alt ho ugh pheny to in in du ced be nign
lymphop ro li fe ra ti ve di se a se co uld not be ru led out.
One we ek af ter disc har ge, no lympa de no pathy was
left to be ex ci sed for pat ho lo gi cal exa mi na ti on. Le -
u kocy te co unt in cre a sed to 6200/mm3. Throm bo-
cy to sis of 429,000/mm3 was pre sent in di ca ting bo ne
mar row ac ti va ti on. The pa ti ent was fol lo wed-up
with car ba ma ze pi ne the re af ter for se i zu re proph -
yla xis.

DIS CUS SI ON

An ti con vul sant hyper sen si ti vity syndro me is a cli -
ni cal en tity cha rac te ri zed by fe ver, lympha de no -
pathy, he pa to me galy and cu ta ne o us erup ti ons.1

The se fe a tu res of the syndro me led to its designa-
tion as pse u dolym pho ma syndro me. The as so ci a ti -

Test Result Normal limits
EBV EBNA IgG 149.8 RU/mL 0-20

EBV VCA IgM 1.3 RU/mL 0-1.1

EBV VCA IgG 88.5 RU/mL 0-20

EBV EA IgG Negative 0-20

Anti-CMV IgM 0.33 AU/mL 0.0-0.9

Anti-CMV IgG 80 IU/mL 0.0-6.0

TABLE 1: An 18-year-old patient with fever and
lymhadenopathy. The viral serology tests.

EBV: Epstein-Barr virus, NA: Nuclear antigen, VCA: Viral capsid antigen, 
EA: Early antigen, CMV: Cytomegalovirus, Ig: Immunglobulin.
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on of pheny to in tre at ment and lympha de no-
pathy (which may be ge ne ra li zed) has be en re por -
ted so on af ter the in tro duc ti on of the drug.1 Lym-
phocy to sis, ne ut ro pe ni a, aty pi cal lymphocy tes and
ab nor mal li ver func ti on tests may be a part of this
syndro me.1 The cli ni cal pic tu re may be acu te and
li fe thre a te ning, es pe ci ally in ca ses of se ve re he pa -
ti tis. The on set is va ri ab le, chan ging bet we en 1-8
we eks af ter the ini ti a ti on of an ti con vul sant the r-
apy. Alt ho ugh the mostly ac cu sed an ti e pi lep tic is
pheny to in, ot her an ti e pi lep tics inc lu ding car ba ma -
ze pi ne and new ge ne ra ti on an ti e pi lep tics may al so
ca u se hyper sen si ti vity re ac ti on.2,3 Tre at ment con-
sists of early re cog ni ti on of the syndro me, drug ces-
sa ti on and clo se fol low-up of the pa ti ent.4 The
T-cell me di a ted drug re ac ti on may per sist des pi te
dis con ti nu a ti on of the drug.4 Cor ti cos te ro ids may
be used if the symptoms are very se ve re. 

Cli ni cal fe a tu res of the an ti con vul sant in du ced
hyper sen si ti vity syndro me are very si mi lar to tho -
se se en in in fec ti o us mo no nuc le o sis; fe ver, aty pi cal
lymphocy to sis, ery the ma to us thro at with whi te ex-
u da te, ten der lympha de no pat hi es, ele va ted li ver
enz ymes may confound the dif fe ren ti al di ag no sis
of the two en ti ti es.4

An ti con vul sant in du ced pse u dolym pho ma
syndro me may mi mic lympho ma, par ti cu larly my-
co sis fun go i des, with its cli ni cal and his to pat ho lo -

gi cal fe a tu res.5 Mis di ag no sing this en tity may le ad
to un ne ces sary tre at ment op ti ons. Ho we ver, it sho -
uld be kept in mind that cu ta ne o us lympho ma may
de ve lop ye ars af ter an ti e pi lep tic in du ced hyper -
sen si ti vity. Hen ce, clo se fol low-up of the pa ti ents is
man da tory. 

In fec ti o us mo no nuc le o sis is a he te rop hi le an-
ti body po si ti ve in fec ti on ca u sed by EBV.6 It is cha -
rac te ri zed by fe ver, lympha de no pathy and aty pi cal
lymphocy to sis. EBV has be en shown to ca u se se v-
e ral ma lig nan ci es inc lu ding na sop hary nge al can-
cer, Bur kitt lympho ma, Hodg kin’s di se a se and
B-cell lympho ma. Mo re o ver, the cli ni cal pic tu re of
in fec ti o us mo no nuc le o sis it self may mi mic lym-
pho ma and ne ces si ta tes the exc lu si on of ma lig -
nancy.

Our pa ti ent was di ag no sed to ha ve acu te in-
fec ti o us mo no nuc le o sis re gar ding the po si ti vity of
EBV VCA IgM. Hyper sen si ti vity or pse u dolym -
pho ma syndro me was exc lu ded with the lack of
skin erup ti ons, which are present in all pa ti ents
with an ti e pi lep tic hyper sen si ti vity syndro me, and
with comp le te re so lu ti on of the cli ni cal pic tu re.
This pa ti ent suggests that ot her ca u ses of lympha -
de no pathy sho uld al so be exp lo red be fo re making
a final diagnosis of drug reaction. Dif fe ren ti al di ag -
no sis may pre vent un ne ces sary di ag nos tic and the -
ra pe u tic ap pro ac hes.
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