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n�tra�ve�si�cal�Ba�cil�lus�Cal�met�te�Gu�e�rin�(BCG)�is�the�ra�pe�u�ti�cally�and�pro-
ph�ylac�ti�cally�used�in�the�ma�na�ge�ment�of�su�per�fi�ci�al�blad�der�can�cer�as
the�most�ef�fec�ti�ve�ad�ju�vant�tre�at�ment.1-3 Cli�ni�cal�tri�als�ha�ve�shown�an
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ABS�TRACT�Alt�ho�ugh�in�tra�ve�si�cal�ba�cil�lus�Cal�met�te-Gu�e�rin�(BCG)�ad�mi�nis�tra�ti�on�is�an�ef�fec�ti�ve
met�hod�in�the�tre�at�ment�of�su�per�fi�ci�al�uri�nary�blad�der�car�ci�no�ma,�so�me�comp�li�ca�ti�ons�such�as�a
gra�nu�lo�ma�to�us�re�ac�ti�on�out�si�de�the�uri�nary�tract�may�ari�se.�We�re�port�a�ca�se�of�gra�nu�lo�ma�to�us�he�-
pa�ti�tis�fol�lo�wing�in�tra�ve�si�cal�BCG�the�rapy.�A�fifty�eight�ye�ar-old�man�ad�mit�ted�with�fe�ver�and�ja�-
un�di�ce�for�ten�days.�His�me�di�cal�his�tory�inc�lu�ded�su�per�fi�ci�al�blad�der�car�ci�no�ma�and�three�courses
of�in�tra�ve�si�cal�BCG�ad�mi�nis�tra�ti�on.�He�had�a�fe�ver�of�39�°C,�jaundice�and�he�pa�to�me�galy�on�physi-
cal�exa�mi�na�ti�on.�In�the�la�bo�ra�tory�exa�mi�na�ti�on�he�pa�tic-la�bo�ra�tory�test�re�sults�we�re�ab�nor�mal�and
ane�mi�a�and�high�se�di�men�ta�ti�on�ra�te�were�presented.�Ab�do�mi�nal�ul�tra�so�nog�raphy�re�ve�a�led�he�pa�to�-
me�galy.�The�li�ver�bi�opsy�sho�wed�mul�tip�le�gra�nu�lo�mas.�The�di�ag�no�sis�was�BCGi�tis.�The�cli�ni�cal�and
la�bo�ra�tory�fin�dings�we�re�comp�le�tely�nor�mal�at�the�end�of�a�6-month�an�ti�tu�ber�cu�lo�us�tre�at�ment�co�-
ur�se.�The�fre�qu�ency�of�he�pa�ti�tis�re�la�ted�to�BCG�is�less�than�1%�among�the�ca�ses�of�in�tra�ve�si�cal�BCG
ad�mi�nis�tra�ti�on.�The�fac�tors�which�in�ter�fe�re�with�the�mu�co�sal�in�teg�rity�of�the�uri�nary�blad�der��and
im�mu�no�sup�pres�si�on�in�cre�a�se�the�risk�for�syste�mic�BCG�in�fec�ti�on.�Hyper�sen�si�ti�vity�re�ac�ti�on�is�tho�-
ught�to�play�an�im�por�tant�ro�le�in�the�pat�ho�ge�ne�sis.
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ÖZET�İntra�ve�zi�kal�ba�cil�lus-Cal�met�te-Gu�e�rin�(BCG)�uy�gu�la�ma�sı�sü�per�fis�yel�me�sa�ne�kar�si�no�mu�te�-
da�vi�sin�de�et�ki�li�bir�yön�tem�ol�mak�la�bir�lik�te�id�rar�yol�la�rı�dı�şın�da�gra�nü�lo�ma�töz�re�ak�si�yon�gi�bi�ba�zı
komp�li�kas�yon�lar�ge�li�şe�bil�mek�te�dir.�Bu�ya�zı�da�in�tra�ve�zi�kal�BCG�te�da�vi�si�ni�ta�ki�ben�ge�li�şen�bir�gra�-
nü�lo�ma�töz�he�pa�tit�ol�gu�su�nu�tak�dim�et�mek�te�yiz.�Elli�sekiz�ya�şın�da�er�kek�has�ta�on�gün�dür�mev�cut
ateş�ve�sa�rı�lık�ya�kın�ma�la�rıy�la�baş�vur�du.�Öz�geç�mi�şin�de�sü�per�fis�yel�me�sa�ne�kar�si�no�mu�ve�üç�kür�in�-
tra�ve�zi�kal�BCG�te�da�vi�si�mev�cut�tu.�Fi�zik�in�ce�le�me�de�39�°C�ateş,�ik�ter�ve�he�pa�to�me�ga�li�sap�tan�dı.�La�-
bo�ra�tu�var�ana�liz�de�ka�ra�ci�ğer�test�le�rin�de�bo�zul�ma,�ane�mi�ve�se�di�men�tas�yon�hı�zın�da�yük�sel�me�tes�pit
edil�di.�Ab�do�men�ul�tra�so�nog�ra�fi�he�pa�to�me�ga�li�var�lı�ğı�nı�gös�ter�di.�Ka�ra�ci�ğer�bi�yop�si�sin�de�mul�tipl�gra�-
nü�lom�sap�ta�nan�has�ta�ya�BCGi�tis�ta�nı�sı�ko�nu�la�rak�an�ti�tü�ber�kü�loz�te�da�vi�baş�lan�dı.�Altı�ay�so�nun�da
kli�nik�ve�la�bo�ra�tu�var�ola�rak�bul�gu�lar�nor�ma�le�dön�dü.�İntra�ve�zi�kal�BCG�uy�gu�la�nan�has�ta�lar�da�BCG
iliş�ki�li�he�pa�tit�sık�lı�ğı�%1'den�az�dır.�Me�sa�ne�mu�ko�za�sı�nın�bü�tün�lü�ğü�nü�bo�zan�fak�tör�ler�ve�im�mün�-
sup�res�yon�sis�te�mik�BCG�en�fek�si�yo�nu�ris�ki�ni�ar�tı�rır.�Pa�to�ge�nez�de�hi�per�sen�si�ti�ve�re�ak�si�yo�nu�nun
önem�li�rol�oy�na�dı�ğı�dü�şü�nül�mek�te�dir.�

Anah�tar�Ke�li�me�ler:Mycobacterium�bovis;�me�sa�ne�ne�op�lazm�la�rı;�ka�ra�ci�ğer�has�ta�lık�la�rı�
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ave�ra�ge�ini�ti�al�tu�mor-fre�e-res�pon�se-ra�te�of�76%.4

As�BCG�has�be�en�in�cre�a�singly�used,�a�num�ber�of
re�ports� ha�ve� ac�cu�mu�la�ted� re�gar�ding� its� si�de� ef-
fects.5,6 Lo�cal�to�xi�city,�most�commonly�cysti�tis,�is
much�mo�re�com�mon.�Flu�li�ke�symptoms�are�the
most�com�mon�ma�ni�fes�ta�ti�ons�of�syste�mic�to�xi�city
and�they�are�self�li�mi�ting.5 On�the�ot�her�hand,�se-
ve�re�syste�mic�comp�li�ca�ti�ons�are�well�known.�They
are he�pa�ti�tis,�sep�sis�le�a�ding�to�shock,�dis�se�mi�na�ted
in�tra�vas�cu�lar�co�a�gu�la�ti�on�and�mul�ti�or�gan�fa�i�lu�re.6,7

Ca�ses�with�gra�nu�lo�ma�to�us�he�pa�ti�tis�ha�ve�be�-
en�mo�re� com�monly� re�por�ted� in� the� last�ye�ars.6

The�early�di�ag�no�sis�of�the�BCG-in�du�ced�he�pa�ti�tis
is�im�por�tant�be�ca�u�se�it�may�be�li�fe�sa�ving�to�stop
BCG�tre�at�ment�and�to�start�an�ti�tu�ber�cu�lo�sis�tre�at-
ment�as�so�on�as�pos�sib�le.�He�re�we�re�port�such�a
ca�se�to�at�tract�at�ten�ti�on�to�this�po�ten�ti�al�comp�li-
ca�ti�on�of�BCG�and�its�ma�na�ge�ment.

CA sE RE PORT 
A�58-ye�ar-old�man�was�ad�mit�ted�af�ter�a�10-day
his�tory�of�fe�ver�and�ja�un�di�ce (12/11/07).�His�me�d-
i�cal�his�tory�inc�lu�ded�su�per�fi�ci�al�blad�der�car�ci�no�-
ma.�He�was�di�ag�no�sed�one�ye�ar�be�fo�re. He�had�a
re�sec�ti�on�sur�gery and�then�three�co�ur�ses�of�in�tra�-
ve�si�cal�BCG�ad�mi�nis�tra�ti�on.�The�last�co�ur�se�was
one�month�be�fo�re�his�admission.�He�did�not�ha�ve
any�his�tory�of�tu�ber�cu�lo�sis,�and�pre�o�pe�ra�ti�ve�chest
ra�di�og�ram�was�re�por�ted�to�be�nor�mal.�He�had�a�fe�-
ver�of�39�°C,�ja�un�di�ce�and�he�pa�to�me�galy�on�phys-
i�cal� exa�mi�na�ti�on.� The� la�bo�ra�tory� exa�mi�na�ti�on
re�ve�a�led�ele�va�ted�li�ver�enz�ymes,�predominantly
cho�les�ta�tic�ones,�hyper�bi�li�ru�bi�ne�mi�a,�hypo�al�bu�mi�-
ne�mi�a,�ane�mi�a�(he�mog�lo�bin�9.3�g/dl), and�a�high
eryt�hrocy�te�se�di�men�ta�ti�on�ra�te�(50�mm/h) (Tab�le
1). The�vi�ral�mar�kers�for�he�pa�ti�tis�A,�B�and�C�we�-
re�ne�ga�ti�ve.�The�pa�ti�ent�was�hos�pi�ta�li�zed�for�sup-
por�ti�ve�tre�at�ment�and furt�her�di�ag�nos�tic�tests�we�re
car�ri�ed�out.�No�mic�ro�or�ga�nisms�we�re�grown�in�the
blo�od�and�uri�ne�cul�tu�res.�The�chest�ra�di�og�ram�was
nor�mal.�The ab�do�mi�nal�ul�tra�so�nog�raphy�re�ve�a�led
no�ad�di�ti�o�nal�ab�nor�ma�li�ti�es�ex�cept�he�pa�to�me�galy.
Tu�ber�cu�lin�skin�test�was�ne�ga�ti�ve.�A�li�ver�bi�opsy
sho�wed�mul�tip�le�gra�nu�lo�mas�for�med�by�poly�mor-
p�ho�nuc�le�ar�and�eo�si�nop�hi�lic�le�u�cocy�tes,�lympho-
cy�tes,� epit�he�lo�id� and� Lang�hans� type

mul�ti�nuc�le�a�ted�gi�ant�cells�(Fi�gu�re�1,�2).�The�di�ag-
no�sis�was�BCGi�tis.�An�an�ti�tu�ber�cu�lo�us�tre�at�ment
including�of�iso�ni�a�zid�(300�mg/day),�ri�fam�pin�(600
mg/day)�and�et�ham�bu�tol�(1500�mg/day)�was�star�-
ted�(20/11/07). The�re�was�a�dra�ma�tic�cli�ni�cal�and
la�bo�ra�tory�res�pon�se�wit�hin�one�we�ek�(Tab�le�1).
His�sus�ta�i�ned�fe�ver�re�sol�ved�promptly�and�his�ja�-
un�di�ce� al�most� di�sap�pe�a�red.� He� was� disc�har�ged
(28/11/07).�He�had�no�comp�la�ints and�his�la�bo�ra-
tory fin�dings�we�re�comp�le�tely�nor�mal�at�the�con-
trol�vi�sit�af�ter�thre�e�months�and�after�6�months�of
an�ti�tu�ber�cu�lo�us�tre�at�ment.�Be�ca�u�se�the�re�was�no
tu�mor�re�lap�se�in�the�cystos�co�pic�con�trol,�no�furt�-
her�in�tra�ve�si�cal�BCG�was�plan�ned.

DIs CUs sI ON
The�exact�mec�ha�nism�of�an�ti�tu�mo�ral�ef�fect�as�so�ci�a�-
ted�with�in�tra�ve�si�cal�BCG�tre�at�ment�is�unk�nown.
Among�the�hypot�he�ses�are�lo�cal�inf�lam�ma�ti�on�and
nit�ric�oxi�de�in�duc�ti�on.8 Anot�her�ar�gu�ment�is�the
im�mu�ne�res�pon�se�to�BCG.�Ac�cor�ding�to�this�mec�h-
a�nism,�pha�gocy�to�sis�of�BCG�by�an�ti�gen�pre�sen�ting
cells�and�re�cog�ni�ti�on�of�the�bac�te�ri�al�an�ti�gens�by
CD4�lymphocy�tes�le�ad�to�re�le�a�se�of�in�ter�le�u�kin-2,
in�ter�fe�ron�gam�ma�and�ot�her�inf�lam�ma�tory�cyto�ki�-
nes.9 In�cre�a�sed�cyto�to�xic�po�pu�la�ti�ons are�tho�ught�to
be�res�pon�sib�le�for�the�an�ti�tu�mo�ral�ef�fect.�The�sa�me
de�la�yed�type�hyper�sen�si�ti�vity�re�ac�ti�on�was�pos�tu�la�-
ted�to�me�di�a�te�the�de�ve�lop�ment�of�gra�nu�lo�ma�to�us
he�pa�ti�tis.�This�ide�a�was�sup�por�ted�by�the�fact�that
ad�di�ti�on�of�ste�ro�ids�to�tre�at�ment�was�shown�to�im-
pro�ve�cli�ni�cal�res�pon�se.10 The�re�are�ani�mal�stu�di�es
of�gra�nu�lo�ma�to�us�he�pa�ti�tis�in�which�op�ti�mal�sur�vi�-
val�co�uld�be�ob�ta�i�ned�with�com�bi�na�ti�on�of�an�ti�tu-
ber�cu�lo�us�drugs�and�ste�ro�ids.11

He�pa�ti�tis�oc�curs�in�less�than�1%�of�the�BCG-
tre�a�ted�pa�ti�ents.12 The�fac�tors�which�in�ter�fe�re�with
the�mu�co�sal�in�teg�rity�of�the�uri�nary�blad�der�e.g.
tran�su�ret�hral�tu�mor�re�sec�ti�on,�tra�u�ma�tic�cat�he�te�r-
i�sa�ti�on�and�as�so�ci�a�ted�cysti�tis�in�cre�a�se�the�risk�for
syste�mic�BCG�in�fec�ti�on.13 Im�mu�no�sup�res�si�on�and
ge�ne�tic�fac�tors14,15 may�al�so�in�cre�a�se�the�sus�cep�ti-
bi�lity�to�in�fec�ti�on.

Acid-fast� ba�cil�li� can� be� dis�co�ve�red� in� less
than�10%�of�the�samp�les�from�li�ver,�bo�ne�mar�row
and�blo�od.�The�po�si�ti�vity�of�poly�me�ra�se�cha�in�re-
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ac�ti�on�for�the�ba�cil�li�is�se�en�in�less�than�20%�of
the�ca�ses.�On�the�ot�her�hand,�gra�nu�lo�mas�can be
shown�in�al�most�all�of�the�ca�ses�in�li�ver�bi�opsy
spe�ci�mens.12�

A� six-month� tre�at�ment� inc�lu�ding� iso�ni�a�zid
and�ri�fam�pi�cin�has�be�en�sug�ges�ted�in�the�ma�nag-
ment.12 Whet�her�the�ste�ro�ids�sho�uld�be�ad�ded�at
the�be�gin�ning�of�the�the�rapy is�not�cle�ar.�Whi�le�so�-
me�aut�hors�pre�fer�the�com�bi�na�ti�on�af�ter�get�ting�su�-
bop�ti�mal�res�pon�se� to�an�ti�tu�ber�cu�lo�us� tre�at�ment,
the�ot�hers�ini�ti�ally�use�ste�ro�ids�to�get�her�with�the
an�ti�tu�ber�cu�lo�us�drugs�as�suggested�in�the�pre�vi�o�us

re�ports.10,11 Alt�ho�ugh�the�pa�ti�ents�usu�ally�im�pro�ve
with�tre�at�ment,�fa�tal�ca�ses�ha�ve�al�so�be�en�re�por�-
ted.6

In�conc�lu�si�on,�gra�nu�lo�ma�to�us�he�pa�ti�tis�sho�uld
be�sus�pec�ted�when�per�sis�tent�fe�ver�and�ab�nor�mal
he�pa�tic�la�bo�ra�tory-test�re�sults are�ob�ser�ved�in�a�
pa�ti�ent�with�the�his�tory�of�in�tra�ve�si�cal�BCG�ad�mi�-
nis�tra�ti�on.�Early�li�ver�bi�opsy�and�prompt�ini�ti�a�ti�-
on�of�the�an�ti�tu�ber�cu�lo�us�tre�at�ment�may�be�li�fe
sa�ving.

Date ALT AST GGT ALP T.�Bil D.�Bil Alb

12/11/07 158 456 376 1637 24 18 1.9

23/11/07 51 95 205 1041 3 1 3.6

26/11/07 31 61 109 721 2.4 1.4 3.4

28/11/07 50 56 112 780 2.6 1.7 3.6

08/02/08 12 36 93 333 0.57 0.2 3.8

TABLE�1:� The liver parameters of the patient during his admission and follow up.

Nor mal ranges: ALT(0-40 IU), se rum ala ni ne ami not rans fe ra se; AsT (0-33 IU), se rum as par ta te ami not rans fe ra se; GGT (0-40 IU), se rum gam ma-glu tamyl trans pep ti da se; ALP (0-129

IU), se rum al ka li ne phosp ha ta se; T. Bil (0-1.1 mg/dl), to tal bi li ru bin; D. Bil (0-0.3 mg/dl), di rect bi li ru bin, Alb (3.4-5.4 g/dl), al bu min

FI�GU�RE�1:�Two he pa tic gra nu lo mas are se en in the pat ho lo gic examination
of the li ver (Hematoxylen-Eosin staining, X40 magnification).

FI�GU�RE�2:�Hepatic granuloma: Multinucleated giant cells encircled By poly-
morphonuclear and eosinophilic leucocytes and  lymphocytes (Hematoxylen-
Eosin staining, X100 magnification).
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