
hipple disease is chronic, multisystemic, granulomatous disease
caused by a gram positive bacillus Tropheryma whipplei.1 The
most common symptoms include weight loss, diarrhea, abdo-

minal pain and arthralgia, and less frequent symptoms are fever, lympha-
denopathy, skin hyperpigmentation and cardiovascular and neurological
abnormalities.2 The diagnosis is based on the detection of characteristic pe-
riodic acid-Schiff (PAS) material containing macrophages in the lamina pro-
pria of duodenum.3 We present a patient who admitted to hospital with a
rapid onset of diarrhea, vomiting, fatique and weight loss, who was subse-
quently diagnosed as Whipple disease. We described his diagnosis, mana-
gement and review of the literature about this condition.
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Whipple’s Disease: Case Report and
Review of the Literature

AABBSS  TTRRAACCTT  Whipp le di se a se is a ra re, mul tisy ste mic, re lap sing, bac te ri al di se a se, which can be fa -
tal if un di ag no sed or un tre a ted. It oc curs in whi te, midd le-aged men in 80% of the ca ses. It has a
va ri ety of cli ni cal ma ni fes ta ti ons and sho uld be con si de red in a pa ti ent with we ight loss, di arr he a,
ab do mi nal pa in and art hral gi as in cli ni cal prac ti ce. The di se a se is com monly di ag no sed by his to lo -
gi cal exa mi na ti on of small bo wel bi op si es, af ter sta i ning with pe ri o dic acid-schiff. Be ca u se of the ra -
rity of the di se a se, its di ag no sis is not of ten con si de red. In the pre sent re port, we pre sent a ca se of
Whipp le's di se a se. Our aim is to re mind the Whipp le di se a se in pa ti ents with ab do mi nal pa in, we -
ight loss and di arr he a. We al so re vi ew the cur rent li te ra tu re on this to pic

KKeeyy  WWoorrddss::  Whipple disease; abdominal pain; arthralgia; periodic acid-schiff reaction 

ÖÖZZEETT  Whipp le has ta lı ğı, sey rek gö rü len, sis te mik, tek rar la yı cı, ta nı ko nul ma dı ğı ve te da vi edil -
me di ğin de fa tal sey re den bak te ri yel bir has ta lık tır. Olgu la rın %80'i be yaz, or ta yaş lı er kek ler dir.
Fark lı kli nik bul gu la rı ol mak la bir lik te ki lo kay bı, is hal, ab do mi nal ağ rı ve ar tral ji semp tom la rı olan
has ta lar da ak la gel me li dir. Ta nı sık lık la in ce bar sak bi yop si le ri nin, pe ri yo dik asit-schiff ile bo yan -
dık tan son ra in ce len me si ile ko nur. Has ta lık sey rek gö rül dü ğü için ta nı ak la gel me ye bi lir. Bu ra da,
bir Whipp le has ta lı ğı ol gu su nu sun duk. Ama cı mız, ka rın ağ rı sı, ki lo kay bı ve is hal semp tom la rı ile
baş vu ran  has ta lar da, Whipp le has ta lı ğı nın ha tır lan ma sı na yar dım cı ol mak tır. Ay nı za man da bu
baş lık la il gi li gün cel li te ra tü rü  de göz den ge çir dik.

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Whipple hastalığı; karın ağrısı; artralji; periyodik asit-schiff reaksiyonu  
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CA SE RE PORT
A 63-ye ar-old ma le pa ti ent was ad mit ted to the gas-
tro en te ro logy de part ment, with comp la i ning of fa-
ti qu e, ab do mi nal pa in, vo mi ting, wa tery di arr he a
and we ight loss of 12 kg du ring the pre vi o us thre e
months. Physi cal exa mi na ti on was nor mal ex cept
for 2/6 systo lic suff le on the apex of the he art. The
comp le te blo od co unt re ve a led le u kocy to sis
(13.300/mm3; 77% ne ut rop hils, 15% lymphocy te),
nor mal he mog lo bin, he ma toc rit and pla te lets (15
g/dL, 40%, 235.000/mm3, res pec ti vely). Ot her ab-
nor mal la bo ra tory fin dings we re: C re ac ti ve pro te -
in 2.04 mg/dL (nor mal <0.8 mg/dL), iron 18 µg/dL,
to tal iron bin ding ca pa city 168 µg/dL, al bu min 3.2
g/dL, lac ta te dehy dro ge na se (LDH) 287 U/L. Hu man
im mu no de fi ci ency vi rus se ro logy was ne ga ti ve. Ab-
do mi nal ul tra so und sho wed no ab nor ma li ti es. An
ab do mi nal com pu te ri zed to mog raphy scan re ve a -
led en lar ged me sen te ric, pe ri pan cre a tic and pa ra a -
or tic lymph no des. Gas tros copy and co lo nos copy
re ve a led gas tri tis, ge ne ra li zed whi tish ap pe a ran ce
of the du o de nal mu co sa and li ne er small ul cers in
the ter mi nal ile um. Both du o de num and ter mi nal
ile um his to logy re ve a led ex ten si ve in fil tra ti on of
the la mi na prop ri a with PAS sta in po si ti ve mac rop -
ha ges, con sis tent with the di ag no sis of Whipp le’s
di se a se (Fi gu re 1, 2). Ne u ro lo gic exa mi na ti on was
nor mal. The rapy with benzy lpe ni cil lin 1,2 g/d and
strep tomy cin 1 g/d was ini ti a ted for 14 days and fol-
lo wed by tri met hop rim-sul fa met ho xa zo le (160-800
mg) as the ma in ta nen ce the rapy. Wit hin a we ek,
his di arr he a dis con ti nu ed and ab do mi nal pa in re-
sol ved. He comp le tely re co ve red wit hin a month.
He ga i ned ne arly 20 kg in 6 months du ring ma in te -
nan ce the rapy. Con trol tis su e bi op si es we re ob ta i -
ned af ter the end of 6 months of the rapy and in
which in fil tra ti on of the la mi na prop ri a with PAS
sta in po si ti ve mac rop ha ges was still re ve a led. La bo -
ra tory fin dings had re tur ned to the nor mal ran ges.
Writ ten in for med con sent was ob ta i ned from the
pa ti ent for the pub li ca ti on of study. 

DISCUSSION
Whipp le di se a se is a ra re, re lap sing con di ti on ca u -
sed by the syste mic in fec ti on of ac ti nomy ce te

T.whipp le i i. Only 696 ca ses had be en re por ted un -
til 1987, ap pro xi me tely an nu al in ci den ce is less
than 1 per 100.000 po pu la ti on. Di se a se pre fe ren ti -
ally af fects midd le-aged whi te men.4

The pat ho ge ne sis of Whipp le di se a se still re-
ma ins con tra ver si al. In va si on or up ta ke of the ba -
cil lus is wi des pre ad thro ug ho ut the body, inc lu ding
the in tes ti nal epit he li um, mac rop ha ges, ca pil lary
and lympha tic en dot he li um, co lon, li ver, bra in, he -
art, lung, syno vi um, kid ney, bo ne mar row and
skin.5 All of the se si tes show a re mar kab le lack of
inf lam ma tory res pon se to the ba cil lus. It has be en
shown that Whipp le di se a se is as so ci a ted with  in
vi vo de fec ti ve cell- me di a ted im mu ne func ti on not
only du ring ac ti ve di se a se but al so in re mis si on.
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FIGURE 1: Macrophage infiltration in the lamina propria. (Hematoxylin-Eozin
stain x 100).

FIGURE 2: Macrophage cytoplasm contains large amounts of particles that
are PAS-positive and diastase resistant  staining. ( Periodic acid Schiff stain
x 400).



Thus in vi vo evi den ce of im mu ne dysfunc ti on is
ac com pa ni ed by va ri o us in vit ro evi den ce, inc lu -
ding the oc cu ren ce of a re du ced CD4/CD8 ra ti o and
va ri o us mac rop ha ge ab nor ma li ti es.The lat ter inc -
lu de the fact that mac rop ha ges of the pa ti ent disp -
lay an im pa ir ment of pha gocy te func ti on as well as
a dec re a se in ex pres si on of CD11b, a mo le cu le in-
vol ved in re gu la ting pha gocy to sis and in tra cel lu lar
deg ra da ti on. Mo re re cently it has be en shown that
Whipp le di se a se pa ti ents ha ve mac rop ha ges with a
dec re a sed ca pa city to sec re te IL-12, a cyto ki ne
which has a cen tral ro le in cell-me di a ted im mu nity
and in re gu la ting the dif fe ren ti a ti on of in ter fe -
ron-gam ma pro du cing T-hel per type 1 cells.3

Pa ti ents typi cally pre sent with mig ra tory art -
hral gi as of the lar ge jo ints or less of ten a chro nic,
mig ra tory non de for ming oli go art hri tis which may
pre ce de the on set of typi cal gas tro in tes ti nal symp-
toms by an ave ra ge of 8 ye ars.3

The ma in gas tro in tes ti nal ma ni fes ta ti ons of the
di se a se are di arr he a, we ight loss, ab do mi nal pa in,
ste a torr ho e a, and ma lab sorp ti on, which may prog -
ress to a se ve re was ting syndro me and ab do mi nal
lympha de no pathy.6 So me pa ti ents de ve lop se ve re
as ci tes and pe rip he ral ede ma. The most se ri o us ma -
ni fes ta ti on of the di se a se is cen tral ner vo us system
(CNS) in vol ve ment. Cog ni ti ve dysfunc ti on is the
most com mon ab nor ma lity. Ocu lo mas ti ca tory my-
orhy tmi a and ocu lo-fa ci al-ske le tal myorhy tmi a are
con si de red pat hog no mo nic for Whipp le di se a se.7

The ot her CNS symptoms are up per mo tor ne u ron
di sor der, myoc lo nic signs, psychi at ric signs, apathy,
con fu si on, me mory im pa ir ment, un cons ci o us ness,
de men ti a, sup ra nuc le ar opt hal mop le gi a. Hypo al bu -
mi ne mi a, fe ver, skin pig men ta ti on, art hral gi a and
ane mi a are the ot her com mon symptoms.

T.whipp le i can be de tec ted in sa li va and mar-
gi nal and sub gin gi val pla qu e, in tes ti nal bi opsy spe -
ci mens, and sto ol samp les of the he althy
in di vi du als.8 The exis ten ce of asym pto ma tic car ri -
ers of T.whipp le i in di ca tes that Whipp le di se a se do
not de ve lop in every in di vi du al fol lo wing ex po su -
re to this so il mic ro or ga nism, sup por ting the the ory
that an un derl ying ge ne tic pre dis po si ti on le ads to
de ve lop ment of the di se a se.

The dif fe ren ti al di ag no sis inc lu des mul tisy ste -
mic in fec ti ons, and gra nu lo ma to us di sor ders. It must
be dis tin gu is hed from a wi de ran ge of chro nic inf -
lam ma tory and in fec ti o us con di ti ons, inc lu ding sar-
co i do sis, myco bac te ri al di se a se, fun gal in fec ti ons,
bru cel lo sis, pro to zo al di se a ses, inf lam ma tory bo wel
di se a se, and We ge ner’s gra nu lo ma to sis1. The cli ni cal
pre sen ta ti on al so may mi mic amy lo i do sis, ad van ced
HIV in fec ti on, art hri tis, and chro nic me nin gi tis.

Up per gas tro in tes ti nal en dos copy with bi op si -
es of the small in tes ti ne is the test of cho i ce in ma -
king the di ag no se of the Whipp le di se a se.9

Du o de nal mu co sa may ap pe ar pa le, yel low, and
clumsy mac ros co pi cally. Du o de nal bi op si es are his-
to lo gi cally cha rac te ri sed by fo amy mac rop ha ges in
the la mi na prop ri a (Fi gu re 1). The mac rop ha ge cy-
top lasm con ta ins lar ge amo unts of par tic les that are
PAS-po si ti ve and di as ta se re sis tant but ne ga ti ve for
Zi ehl Ni el sen sta i ning (Fi gu re 2). The iden ti fi ca ti -
on of the 16S r RNA of T.whipp le i has led to the
use of 16S r DNA pri mers for de tec ti on of this or-
ga nism by using poly me ra se cha in re ac ti on
(PCR).10 Ho we ver, as men ti o ned abo ve, he althy
car ri ers can ha ve po si ti ve PCR re sults even if they
do not ha ve di se a se. Thus, this met hod is not su i -
tab le for scre e ning and sho uld only be used for pa-
ti ents with cli ni cal sus pi ci on for Whipp le di se a se.
An im mu nof lu o res cen ce se ro lo gic test has be en de-
ve lo ped. This test has shown that IgM an ti bo di es
se em to be mo re spe si fic than IgG; ho we ver, se ro -
logy is not the cur rent di ag nos tic to ol that can be
app li ed ro u ti nely.11 Elec tron mic ros copy and cul-
ti va ti on of T.whipp le i is li mi ted to spe ci a li sed re se -
arch la bo ra to ri es.12

Re com men ded first-li ne the rapy inc lu des 2
we eks of eit her an in tra ve no us third ge ne ra ti on
cep ha los po rin (cef tri a xo ne, 2-4 g/d, 2 we eks) or in-
tra ve no us pe ni cil lin (benzyl pe ni ci lin, 1.2 mU/d, 2
we eks). In ca se of al lergy the ini ti al the rapy is in-
tra mus cu lar strep tomy cin (1 g/d, 2 we eks) fol lo wed
by an oral tri met hop rim-sulp ha met ho xa zo le (960
mg twi ce a day) for at le ast one ye ar. If an al ler gic
re ac ti on oc curs to oral tri met hop rim-sulp ha met -
ho xa zo le, ma in te nan ce the rapy is 100 mg oral
doxyc ycli ne twi ce da ily plus 200 mg oral hydroxy-
c hlo ro qu i ne twi ce da ily >1 ye ar. 
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In ca ses with CNS in vol ve ment the rapy is 100
mg  doxyc ycli ne twi ce da ily plus 200 mg  hydrox-
yc hlo ro qu i ne thre e ti mes da ily plus co-tri mo xa zo -
le fi ve DS tab lets or 4-8 tab lets (500 mg)
sul fa di a zi ne orally for at le ast one ye ar or un til di s-
ap pe a ran ce of bac te ri al DNA and im mu no his toc -
he mistry on du o de nal bi op si es.13 The po ten ti al for
ne u ro lo gic in vol ve ment ma kes it im por tant to use
sin ce it can ea sily cross the blo od-bra in bar ri er. 

For Whipp le di se a se pa ti ents with se ve re CNS
ma ni fes ta ti ons, i.e. ce reb ral le si ons and in pa ti ents
with long-las ting high fe ver af ter the ini ti a ti on of
an ti bo tic the rapy, ad di ti o nal the rapy with ste ro ids
is be ne fi cal and so me ti mes li fe sa ving.

As men ti o ned pre vi o usly, pa ti ents with Whip-
p le di se a se ha ve cha rac te ris tic im mu no lo gi cal de-
fects as so ci a ted with re du ced Th1 res pon se. Thus,
re lap sing di se a se may ocur in so me pa ti ents des pi -
te ade qu a te an ti bi o tic tre ta ment. In such ca ses, an
ad di ti o nal sup por ti ve the rapy with Th1 cyto ki nes,
such as in ter fe ron gam ma co uld be use ful.14

The most im por tant cri te ri a for suc cess ful tre -

at ment is the im pro ve ment of cli ni cal symptoms,
which sho uld oc cur wit hin 7 to 21 days. In ves ti ga -
tors sug gest that the fol low-up vi sits must be do ne
at 6th months, 12th months and the re af ter an nu -
ally fol lo wing ini ti a ti on of the rapy . Sur ve il lan ce
en dos copy and small bo wel bi opsy are not ne ces -
sary and may be mis le a ding sin ce PAS sta i ning ma-
te ri al may per sist long af ter cli ni cal re so lu ti on of
the di se a se, as we se en in our ca se; this pro bably
rep re sents de ad or ga nisms rat her than a pro pen sity
to re lap se. PCR tech ni qu es se em to be su pe ri or for
the eva lu a ti on of suc cess ful the rapy.15

Re lap ses ha ve be en re por ted in as many as 17
to 35 per cent of pa ti ents. It is as su med that re lap -
ses ref lect in comp le te era di ca ti on of the or ga nism
with ini ti al the rapy.

In conc lu si on, Whipp le di se a se has a va ri ety
of cli ni cal fin dings. For cli ni cal prac ti ce, it sho uld
be kept in mind in any pa ti ents pre sen ting with ab-
do mi nal pa in, di arr he a, we ight loss and art hral gi es.
If the di ag no sis is con si de red, di se a se can be re a -
dily di ag no sed and tre a ted.
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