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utoimmune lymphoproliferative syndrome (ALPS) is a pediatric dis-
ease characterized by chronic nonmalignant lymphoproliferation,
autoimmunity, LAP, hepatosplenomegaly, and haematological ab-

normalities such as haemolytic anemia, thrombocytopenia and neutrope-
nia.1 Elevated numbers and percentages (>%1) of double-negative (CD4-

CD8-) T cells, and characteristic pathologic findings in lymph nodes or sple-
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AABBSS  TTRRAACCTT  Au to im mu ne lymphop ro li fe ra ti ve syndro me (ALPS) is cha rac te ri zed by a non ma lig -
nant lympha de no pathy (LAP), he pa tosp le no me galy and ot her au to im mu ne di sor ders, usu ally ha -
e moly tic ana e mi a and im mu ne-me di a ted throm bocy to pe ni a. Se ve ral non-ha e mo to lo gi cal
au to im mu ne di sor ders ha ve al so be en re por ted with ALPS inc lu ding Gu il la in-Bar re syndro me, glo -
me ru lo nep hri tis and au to im mu ne he pa ti tis. In ALPS, the po ten ti al exists for mul tip le au to im mu -
ne di sor ders to oc cur in a sing le pa ti ent. Ki mu ra’s di se a se is a chro nic inf lam ma tory di sor der of
unk nown eti o logy but it is tho ught to be an im mu no lo gic or au to im mu ne di sor der. Ki mu ra’s di se -
a se ma ni fests as tu mor-li ke swel ling in the soft tis su es that is as so ci a ted with eo si nop hi li a and a
high con cen tra ti on of IgE in the pe rip he ral blo od. In this re port, we pre sent a ca se that was di ag -
no sed as ALPS with ge ne ra li zed lympha de no pathy, he pa tosp le no me galy, co ombs po si ti ve ha e moly -
tic ana e mi a and im mu nop he noty ping of pe rip he ral blo od but be si des who was sho wing the
cha rac te ris tics of Ki mu ra’s di se a se with high se rum IgE le vel, eo si nop hi li a and lymph no de pat ho -
logy.

KKeeyy  WWoorrddss::  Au to im mu nity; lympha tic di se a ses; eo si nop hi li a 

ÖÖZZEETT    Oto im mün len fop ro li fe ra tif sen drom (ALPS), ma lign ol ma yan len fa de no pa ti (LAP), he pa -
tosp le no me ga li, oto im mün bul gu lar la gi den bir has ta lık tır. En sık gö rü len oto im mün has ta lık he-
mo li tik ane mi ve im mün trom bo si to pe ni dir. ALPS'li has ta lar da he ma to lo jik ol ma yan oto im mün
has ta lık la ra da rast lan mak ta dır. Bun lar ara sın da glo me rü lo nef rit, Gu il la in-Bar re sen dro mu ve oto-
im mün he pa tit sa yı la bi lir. Ay nı has ta da za man için de bir den faz la oto im mün has ta lık ge li şe bi le ce -
ği de bil di ril miş tir. Ki mu ra has ta lı ğı ise eti yo lo ji si bi lin me yen im müno lo jik ve ya oto im mün bir
bo zuk lu ğa bağ lı ge li şe bi len kro nik inf la ma tuar bir has ta lık tır. Bu has ta lık yu mu şak do ku da tü mör
ben ze ri şiş lik, pe ri fe rik kan da eo zi no fi li ve IgE yük sek li ği ile sey re der. Bu ma ka le de, yay gın LAP’ı,
he pa tosp le no me ga li si, Co ombs po zi tif he mo li tik ane mi si ve pe ri fe rik ka nın akım si to met rik in ce -
le me sin de ki bul gu la rı ile ALPS ta nı sı alan an cak eo zi no fi li, yük sek se rum IgE dü ze yi ve lenf no du -
nun his to pa to lo jik bul gu la rı ile Ki mu ra has ta lı ğı özel lik le ri gös te ren bir ol gu su nul muş tur.
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en are the ot her im por tant di ag nos tic fe a tu res of
ALPS.2 Ge ne tic ba sis has be en elu ci da ted in so me
forms of the di se a se (i.e. de fects in Fas, FasL, cas pa -
se 10 and cas pa se 8 ge nes) and pa ti ent we re clas si -
fi ed un der thre e sub gro ups ba sed on the ge ne tic
de fect.3

Ki mu ra’s di se a se (KD) is a chro nic imf lam ma -
tory di se a se with tu mor-li ke le si ons that is as so ci -
a ted with eo si nop hi li a and a high con cen tra ti on of
IgE in the pe rip he ral blo od.4 Alt ho ugh the eti o logy
is unk nown, it pro bably rep re sents an aber rant
chro nic im mu ne res pon se. It is al so known to pre-
do mi nantly oc cur in men from Asi a and pre sents
as pa in less swel lings in the sub cu tis, of ten in the
he ad and neck re gi on, and may be as so ci a ted with
re gi o nal lympha de no pathy.5 We des cri be a 4 ye -
ars-old Tur kish boy with ALPS as so ci a ted with KD
his to logy. 

CA SE RE PORT 

A 4-ye ar-old boy born to non-con san gu e no us Tur -
kish pa rents was ad mit ted to our hos pi tal with chi -
ef comp la ints of pal lor, fe ver, per sis tent co ugh,
mul tip le cer vi cal swel ling for thre e months. His
past his tory was not re mar kab le sig ni fi cant. On
physi cal exa mi na ti on he was pa le. Ge ne ra li zed LAP
(axil lary, cer vi cal and in gu i nal, the lar gest lymph
no de was 3 x 3 cm in axil lary re gi on) mo bi le, ri gid
and pa in less and he pa tosp le no me galy (4 cm and 5
cm be low the cos tal mar gins res pec ti vely) we re
pre sent. His ini ti al blo od co unt sho wed a he mog -
lo bin le vel of 5, 6 g/dL, a he ma toc ri te of 20%, a pla -
te let co unt of 350 x 109/L and a whi te blo od cell
co unt of 15 x 106/L (37% poly morp ho nuc le ar cell,
50% lymphocy te, 1% mo nocy te, 12% eo si nop hils.)
The re ti cu locy te co unt was 6% .The di rect Co ombs
test was po si ti ve. Sto ol exa mi na ti on was nor mal.
Vi ral se ro lo gic stu di es inc lu ding cyto me ga lo vi rus,
Eps te in-Barr vi rus, her pes simp lex vi rus, ru bel la vi -
rus, he pa ti tis B vi rus, he pa ti tis C vi rus, hu man im-
mu no de fi ci ency vi rus and to xop las ma we re
ne ga ti ve for an acu te in fec ti on. Se rum im mung lo -
bu lins (IgG; 1400 mg/dL, IgA; 110 mg/dL, IgM; 150
mg/dL) we re in the nor mal ran ge ac cor ding to age.
Se rum IgE le vel was ele va ted (2600 mg/dL) and an-
tip hosp ho li pid an ti bo di es we re po si ti ve. Bo ne mar-

row as pi ra ti on re ve a led in cre a sed num ber of mye -
lo id pre cur sors (mye lo id/eryt hrocy te ra ti o: 5/1 and
eo si nop hils (17%). 

Pe rip he ral blo od flow cyto met ric analy sis
sho wed that CD95 (Fas) ex pres si on was 18% and
CD4-CD8- T cells we re 36% in lymphocy te po pu -
la ti on. Ge ne tic analy sis for ALPS co uld not be per-
for med. Axil lary lymph no de bi opsy was per for -
med and no dal arc hi tec tu re was ma inly pre ser ved.
The his to pat ho lo gic eva lu a ti on of the lymph no de
bi opsy re ve a led fib ro us bund les in ter sec ted from
pe ri no dal are as. The si nu ses we re pa tent and a
pro mi nent re ac ti ve fol li cu lar hyperp la si a exis ted
(Fi gu re 1). Pa le are as in the in ter fol li cu lar zo ne
we re com po sed of epit he li o id his ti ocy tes, eo si nop -
hils, im mu nob lasts in ter ming led with en dot he li al
ve nu les. The re we re a few Wart hin-Fin kel dey gi -
ant cells aro und the mic ro ab ces ses for med by eo -
si nop hils (Fi gu re 2). The pat ho lo gic di ag no sis was
Ki mu ra’s di se a se. The ca se was con si de red as
ALPS by fin dings of he pa tosp le no me galy, lym-
pha de no pathy, im mu ne he a moly tic ane mi a, au to -
an ti body po si ti vity and in cre a sed do ub le ne ga ti ve
T cells. But the his to pat ho lo gic fin dings of lymph
no de and the pre sen ce of eo si nop hi li a with in cre -
a sed IgE le vel we re con fir med to Ki mu ra’s di se a -
se.

Cor ti cos te ro id tre at ment may be used in both
two cli ni cal con di ti ons. For this pa ti ent pred ni so -
lo ne the rapy 2 mg/kg per day was star ted, con ti nu -
ed for 4 we eks and then ta pe red off wit hin thre e
months. In the fol low-up, the he pa tosp le no me galy,

FIGURE 1: Prominent follicular hyperplasia and fibrous bundles penetrating
the lymph node (HE, x40)
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en lar ged lymph no des, im mu ne he moly tic ane mi -
a and res pi ra tory system fin dings had reg res sed
wit hin 3 months. The di rect Co ombs test be ca me
ne ga ti ve, the he mog lo bin le vel was 10 g/dL, and
he ma toc ri te 27%. Ten months af ter the tre at ment
our pa ti ent’s cli ni cal con di ti on is well.

DIS CUS SI ON

In the dif fe ren ti al di ag no sis of a child with ge ne ra -
li zed lympha de no pathy, he pa tosp le no me galy and
au to im munc yto pe ni a syste mic in fec ti ons, lympho -
re ti cu lar ma lig nan ci es and au to im mu ne di se a ses
sho uld be con si de red.6 The la bo ra tory fin dings con-
cer ning in fec ti o us di se a ses and ma lig nan ci es we re
ne ga ti ve in our pa ti ent. A po si ti ve re sult of the di-
rect Co ombs test, au to im mu ne he moly tic ane mi a,
and throm bocy to pe nic pur pu ra are the most com-
mon fe a tu res of au to im mu nity in pa ti ents with
ALPS.7 In our pa ti ent the pre sen ce of he pa tosp le -
no me galy, LAP and im mu ne he moly tic ane mi a
sug ges ted the di ag no sis of ALPS. An ti car di o li pin
an ti body po si ti vity and in cre a sed do ub le ne ga ti ve T
cells sup por ted the di ag no sis. But ge ne tic analy sis
co uld not be per for med. 

The pre va len ce of KD is not known, but most
ca ses are re por ted from the Far East. It is a be nign
chro nic inf lam ma tory di se a se that usu ally in vol ves
de ep sub cu ta ne o us tis su e and lymph no des of the
he ad and neck re gi on. Ot her si tes of in vol ve ment
inc lu ding the axil la, gro in, limbs, and trunk ha ve

al so be en des cri bed. Ele va ted se rum im mu nog lo -
bu lin E le vels and pe rip he ral blo od eo si nop hi li a are
al so com mon. KD is his to lo gi cally, en lar ged ger mi -
nal cen ters in the lympho id fol lic les we re pro mi -
nent, and a lar ge num ber of eo si nop hils had
in fil tra ted aro und fol li cu les. Poly kar yocy tes (Wart -
hin-Fin kel de y–ty pe gi ant cells), eo si nop hils in ger-
mi nal cen ters, eo si nop hi lic fol li cu loly sis can al so
be ob ser ved.4 Our pa ti ent in ad di ti on of the ALPS
fin dings pre sen ted with eo si nop hi li a and a high
con cen tra ti on of IgE in the pe rip he ral blo od. Se ve -
re in fil tra ti on by eo si nop hils and gra nu la ti on in the
stro ma we re ob ser ved in his en lar ged lymph no des.
En lar ged ger mi nal cen ters in the lympho id fol li cu -
les we re pro mi nent, and pro mi nent eo si nop hil in-
fil tra ti on and Wart hin-Fin kel day li ke gi ant cell.
The se fin dings we re con sis tent with KD.

The dif fe ren ti al di ag no sis inc lu des Hodg kin
lympho ma, an gi o im mu nob las tic T-cell lympho ma,
Lan ger hans cell his ti ocy to sis, flo rid fol li cu lar hy-
perp la si a, Cast le man di se a se, der ma to pat hic lym-
pha de no pathy, Churg-Stra uss syndro me, drug
re ac ti on, and pa ra si tic lympha de ni tis.8 Our pa ti ent
had not ta ken any drugs, he had no po si ti ve pa ra -
si tic se ro lo gi cal fin dings. By his to pat ho lo gi cal fe a -
tu res, the se di se a ses we re exc lu ded. The most
dif fe ren ti al di ag no sis of KD inc lu des an gi olym pho -
id hyperp la si a with eo si nop hi li a (AL HE) and hy-
pe re o si nop hi lic syndro me AL HE usu ally oc curs in
Ca u ca si ans, and hyper trop hic en dot he li al cells in
the ves sels are ge ne rally ob ser ved in his to lo gic sec-
ti ons. In ad di ti on, the no du les (<1.5 cm) are usu-
ally smal ler than in KD and the re is no LAP.9

Hype re o si nop hi lic syndro me shows a se ve re mul-
tip le syste mic or gan dysfunc ti ons in vol ving the he -
art and do es not show LAP.10 On this ba sis, we
conc lu ded that KD was the most ap prop ri a te di ag -
no sis.

The cha rac te ris tic morp ho lo gic fin dings of KD
are al so de fi ned in au to im mu ne di se a se ca ses in the
li te ra tu re.11 The com mon fin ding of the 2 di se a ses
is al so ob ser ved in our ca se. Go o ge PB et al ha ve
be en re por ted an adult ca se of KD with ma ni fes ta -
ti ons of a con nec ti ve tis su e di se a se (Has hi mo to thy-
ro i di tis, ke ra to con junc ti vi tis sic ca, and mem bra-
no us glo me ru lo nep hri tis).12 So me of aut hors pro-

FIGURE 2: Prominent eosinophil infiltration and Warthin-Finkelday like giant
cell (HE, x40).



po se that KD rep re sents an aber rant im mu ne re ac -
ti on to an as yet unk nown sti mu lus.8 Ac cor ding to
the se li te ra tu res, au to im mu ne di se a se and KD may
be fo und to get her. 

As a re sult, the pa ti ents with ge ne ra li zed LAP,
he pa tosp le no me galy and au to im mu ne he ma to lo gic
fin dings ha ve to be eva lu a ted his to pat ho lo gi cally

and ALPS sho uld be con si de red. Li ke wi se, KD can
be di ag no sed with high se rum IgE le vel, eo si nop hi -
li a, ge ne ra li zed LAP and his to pat ho lo gi cal fin dings.
In vi ew of the fact that KD is as so ci a ted with in-
cre a sed im mu ne res pon se and se en with ot her au-
to im mu ne di se a ses, we tho ught that co-exis ten ce
of ALPS and KD was not in ci den tal.
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