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Safra Kesesi Kanserlerinde Displazi ve Nöroendokrin Diferansiyasyon
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%X oDOÕúPDGD ��������� \ÕOODUÕ DUDVÕQGD� øQ|Q� hQLYHUVLWHVL 7ÕS )DN�OWHVL 3DWRORML $QDELOLP 'DOÕ¶QGD

��� VDIUD NHVHVL PDWHU\DOLQGH VDSWDGÕ÷ÕPÕ] � VDIUD NHVHVL NDUVLQRPX J|]GHQ JHoLULOGL� 0LNURVNRELN

incelemede 3 müsinöz karsinom, 3 iyi ve 1 orta  diferansiye adenokarsinom ile 1 adenoskuamöz karsinom
J|U�OG�� øNL ROJXGD W�P|U NRPúXOX÷XQGD GLVSOD]L VDSWDQGÕ� 2OJXODUÕQ �¶L HYUH 9� �¶L HYUH ,9 YH �¶VL HYUH ,,,

LGL� øNL DGHQRNDUVLQRP YH � P�VLQ|] NDUVLQRP ROJXVXQGD W�P|U K�FUHOHULQGH .URPRJUDQLQ�$ LOH IRNDO

SR]LWLIOLN YDUGÕ� 1|URHQGRNULQ GLIHUDQVL\DV\RQXQ VDIUD NHVHVL NDUVLQRPODUÕQGD SURJQR]D HWNLOL ROPDGÕ÷Õ

ELOGLULOPHVLQH UD÷PHQ oDOÕúPDPÕ]GD LOHUL HYUHGHNL W�P|UOHU DUDVÕQGD .URPRJUDQLQ�$ LOH SR]LWLI ROJX VD\ÕVÕ

GDKD ID]OD EXOXQGX� >7XUJXW g]DO 7ÕS 0HUNH]L 'HUJLVL �����������������@
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Dysplasia and neuroendocrine differentiation in gallbladder carcinomas

In this study, 8 gallbladder carcinomas among 435 cholecystectomy specimens which were examined in
WKH 3DWKRORJ\ 'HSDUWPHQW RI øQ|Q� 8QLYHUVLW\ 0HGLFDO 6FKRRO� EHWZHHQ ���� DQG ����� ZHUH UHYLHZHG� ,Q

microscopic examination, three mucinous carcinomas, three well and one moderately differentiated
adenocarcinomas and one adenosquamous cell carcinoma were seen. Dysplasia was detected in two cases
adjacent to tumor tissues. Five cases had stage V, 1 had stage IV and, 2 had stage III tumors. Tumor cells
were focally positive for Chromogranin-A in 2 adenocarcinomas and 2 mucinous carcinomas. Although it is
reported that neuroendocrine differentiation has no effect on prognosis of gallbladder carcinoma, the
number of Chromogranin-A positive cases was more common in advanced stage tumors in our study.
[Journal of Turgut Özal Medical Center 1997;4(1):116-119]
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1 øQ|Q� hQLYHUVLWHVL 7XUJXW g]DO 7ÕS 0HUNH]L 3DWRORML $QDELOLP 'DOÕ� 0DODW\D
2 øQ|Q� hQLYHUVLWHVL 7XUJXW g]DO 7ÕS 0HUNH]L *HQHO &HUUDKL $QDELOLP 'DOÕ� 0DODW\D

6DIUD NHVHVL NDUVLQRPX LQVLGDQVÕ �ONHOHUH J|UH
GH÷LúLNOLN J|VWHUGL÷L JLEL D\QÕ �ONH LoLQGHNL IDUNOÕ
HWQLN JUXSODUD J|UH GH GH÷LúPHNWHGLU� gUQH÷LQ
$PHULND¶GDNL .Õ]ÕOGHULOLOHU¶GH EH\D] YH ]HQFLOHUH
J|UH GDKD VÕN UDVWODQÕU ���� ùLOL� VDIUD NHVHVL
NDQVHULQH ED÷OÕ |O�P RUDQÕ HQ \�NVHN RODQ �ONHGLU
(2).

6DIUD NHVHVL NDQVHUL ELOLHU WUDNWXVXQ HQ VÕN�
JDVWURLQWHVWLQDO VLVWHPLQ GH �� VÕNOÕNWD J|U�OHQ
malignitesidir (3). Kolesistektomi materyallerinin
KLVWRSDWRORMLN LQFHOHQPHVLQGH ���� RUDQÕQGD VDIUD
kesesi kanseri görülür (4).

6DIUD NHVHVL DGHQRNDUVLQRPODUÕQGDNL LQWHVWLQDO
PHWDSOD]L DODQODUÕQGD VÕNOÕNOD JREOHW K�FUHOHULQH�
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GDKD D] VÕNOÕNWD GD �������� HQGRNULQ YH SDQHWK
K�FUHOHULQH UDVWODQPDNWDGÕU ������ %D]Õ W�P|UOHUGH
(örnek: prostat adenokarsinomu) izlenen
nöroendokrin diferansiyasyonun prognozu kötü
\|QGH HWNLOHGL÷L YH EX W�P|UOHULQ WHGDYL\H GLUHQoOL
ROGX÷X ELOLQPHNWHGLU ���� 6DIUD NHVHVL NDUVLQRPODUÕ
LoLQ E|\OH ELU GXUXPXQ SURJQR]X HWNLOHPHGL÷L
belirtilmektedir (5). Nöroendokrin hücrelere safra
NHVHVLQLQ GL÷HU EHQLJQ OH]\RQODUÕQGD GD
UDVWODQPDNWDGÕU ���� 7�P|U K�FUHOHULQGH HSLWHOLDO
PHPEUDQ DQWLMHQ �(0$� SR]LWLIOL÷L \DQÕVÕUD
.URPRJUDQLQ SR]LWLIOL÷LQLQ GH EXOXQPDVÕ� HSLWHOL\DO
N|NHQ \DQÕVÕUD Q|URHQGRNULQ GLIHUDQVL\DV\RQX GD
RUWD\D NR\PDNWDGÕU ������

%LOLQGL÷L JLEL VDIUD NHVHVL NDUVLQRPODUÕQÕQ
JHOLúLPLQGH EDúODQJÕoWD LQWHVWLQDO PHWDSOD]L� VRQUD
GD VÕUDVÕ\OD GLVSOD]L YH NDUVLQRPXQ JHOLúWL÷L EXJ�Q
LoLQ NDEXO HGLOHQ J|U�úW�U ������ %X oDOÕúPDQÕQ
DPDFÕ VDIUD NHVHVL NDQVHUOHULQGH GLVSOD]L VÕNOÕ÷ÕQÕ�
W�P|U�Q KLVWRNLP\DVDO |]HOOLNOHULQL GH÷HUOHQGLUPHN
ve immünhistokimyasal olarak nöroendokrin
diferansiyasyonu gözden geçirmektir.

GEREÇ VE YÖNTEM

øQ|Q� hQLYHUVLWHVL 7ÕS )DN�OWHVL 3DWRORML
$QDELOLP 'DOÕ¶QGD ��������� \ÕOODUÕ DUDVÕQGD
incelenen 435 safra kesesi materyalinde bulunan 8
tümör olgusuna ait Hematoksilen Eozin kesitler
incelendi. Periodic Acid Schiff (PAS) ve Alcian
%OXH �$%� NRPELQH ER\DVÕ \DSÕOGÕ�
øPP�QKLVWRNLP\DVDO oDOÕúPD LoLQ � PLNURPHWUH

NDOÕQOÕNWDNL NHVLWOHU GHSDUDILQL]H HGLOHUHN $YLGLQ�
Biotin (Supersensitive detection system, Biogenex)
\|QWHPL\OH (0$ YH .URPRJUDQLQ�$ ER\DODUÕ LOH
muamele edildi. Patolojik evrelemede Nevin ve
DUNDGDúODUÕQÕQ HYUHOHPH VLVWHPL NXOODQÕOGÕ ����

BULGULAR

<XNDUÕGD EHOLUWLOHQ � \ÕOOÕN V�UHGH 3DWRORML
$QDELOLP 'DOÕ¶QGD LQFHOHQHQ ������ EL\RSVLQLQ
���¶L ���� VDIUD NHVHVL PDWHU\DOL ROXS EXQODUÕQ
�¶LQGH ������ W�P|U VDSWDQPÕúWÕU� %X ROJXODUD DLW
NOLQLNRSDWRORMLN |]HOOLNOHU 7DEOR �¶GH VXQXOPXúWXU�

2OJXODUÕQ RUWDODPD \DúÕ �� ������� ROXS ELUL
KDULo KHSVL NDGÕQ LGL �.DGÕQ�(UNHN ����� 6HNL]
olgudan 4’ü adenokarsinom (3’ü iyi, 1’i orta
diferansiye), 1’i adenoskuamöz karsinom, 3’ü
P�VLQ|] DGHQRNDUVLQRPGX� 2OJXODUÕQ �¶L HYUH 9�
2’si evre III, 1’i evre IV ve makroskobik olarak
KHSVL LQILOWUDWLI WLSWH LGL� 2OJXODUÕQ �¶LQGH W�P|U
fundusta, 2’sinde korpus ve fundusta, 1 olguda ise
NRUSXVWD ORNDOL]H LGL� øNL ROJXGD W�P|U
NRPúXOX÷XQGD GLVSOD]L VDSWDQGÕ �5HVLP ��� 2OJXODUD
ait parafin bloklara EMA, Kromogranin-A, PAS +
$% �S+ ���� ER\DODUÕ X\JXODQGÕ� 2OJXODUÕQ KHSVLQGH
(0$ LOH SR]LWLI UHDNVL\RQ J|U�OG�� øNL P�VLQ|]
adenokarsinom ve 2 adenokarsinom olgusunda
Kromogranin-A ile fokal, tek hücre düzeyinde koyu
sitoplazmik boyanma izlendi (Resim 2). Tümör
hücrelerinin hepsinde PAS ile boyanma görülürken
iki müsinöz adenokarsinom olgusunda PAS + AB

Tablo �� 6DIUD NHVHVL NDUVLQRPOX KDVWDODUÕQ NOLQLNR�SDWRORMLN |]HOOLNOHUL

Olgu <Dú

Cins
Histolojik Tip       Evre Makroskopik

tip
<HUOHúLP <HUL PAS/AB Krg-

A
EMA

    1 55 / K Adenokarsinom
(orta der)

     V (KC) øQILOWUDWLI Fundus +  /  -  +     +

    2 70 / K Adenokarsinom
(iyi dif )

     V (KC) øQILOWUDWLI Fundus +  /  -  -     +

    3 60/ E Adenoskuamöz
karsinom

    III øQILOWUDWLI Fundus +  /  -  -     +

    4 77 / K Müsinöz
adenokarsinom

    V (KC) øQILOWUDWLI Fundus +  /  +  -     +

    5 65 / K Müsinöz
adenokarsinom

    V (KC) øQILOWUDWLI Fundus + Korpus +  /  -  +     +

    6 40 / K Müsinöz
adenokarsinom

    V (KC) øQILOWUDWLI Fundus +Korpus +  /  +  +     +

    7 65 / K Adenokarsinom
( iyi dif )

    IV (LD) øQILOWUDWLI Fundus +  /  - +     +

    8 70/ K Adenokarsinom
(iyi dif )

    III øQILOWUDWLI Korpus +  /  -  -     +

.ÕVDOWPDODU� GHU� GHUHFH� GLI� GLIHUDQVL\DV\RQ� .&� NDUDFL÷HU� /'� OHQI G�÷�P�� 3$6� 3HULRGLF $FLG 6FKLII� $%� $OFLDQ %OXH� .UJ�
A: Kromogranin-A,    EMA: Epiteliyal Membran Antijen
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ile pozitif reaksiyon izlendi.

7$57,ù0$

Safra kesesi kanserleri kötü prognoza sahip
tümörlerdir ve kolesistektomi materyallerinde bizim
oDOÕúPDPÕ]GD GD ROGX÷X JLEL ���� RUDQÕQGD J|U�O�U

���� %X NDUVLQRPODUÕQ ���¶Õ �� \Dú �]HULQGH

�RUWDODPD �� \Dú� YH NDGÕQODUGD HUNHNOHUH J|UH ���

NDW GDKD VÕN J|U�OPHNWHGLU ������ dDOÕúPDPÕ]GDNL

ROJXODUÕQ ELUL KDULo KHSVL �� \Dú �]HULQGH �\Dú

RUWDODPDVÕ ��� YH OLWHUDW�UGHQ IDUNOÕ RODUDN NDGÕQ

HUNHN RUDQÕ GDKD \�NVHNWL �NDGÕQ�HUNHN RUDQÕ �����

/LWHUDW�UGH VDIUD NHVHVL NDUVLQRPODUÕQÕQ \DNODúÕN

���¶L DGHQRNDUVLQRP RODUDN ELOGLULOPLúWLU� DQFDN

ROJXODUÕPÕ]ÕQ ���¶VL DGHQRNDUVLQRPD LGL�

Adenoskuamöz karsinom %5-10 ve müsinöz
NDUVLQRP ���� RUDQÕQGD J|U�OPHNWHGLU ������

dDOÕúPDPÕ]GD DGHQRVNXDP|] NDUVLQRP RUDQÕ

literatürle uyumlu olmakla beraber müsinöz
NDUVLQRP RUDQÕ ������� GDKD ID]OD LGL�

2OJXODUÕPÕ]ÕQ KHSVLQGH (0$ SR]LWLI EXOXQGX�

Tümörün safra kesesindeki lokalizasyonu ve
makroskobik tipi literatürle uyumluluk
göstermektedir.

1RUPDOGH VDIUD NHVHVL PXNR]DVÕQGD VDGHFH

V�OIRP�VLQ YDUGÕU� 0HWDSOD]L JHOLúLUVH Q|WUDO P�VLQ�

sülfomüsin ve sialomüsin birlikte görülür. Safra
NHVHVL NDUVLQRPODUÕQGD LQWHVWLQDO YH\D SV|GRSORULN

metaplazi bulunur (3,7). Bu nedenle iki olgumuzda
$% LOH UHDNVL\RQ YHUHQ VLDORP�VLQ SR]LWLIOL÷L

PHWDSOD]L LOH DoÕNODQDELOLU�

6DIUD NHVHVL NDUVLQRPODUÕQÕQ JHOLúLPLQGH VÕUD\OD

PHWDSOD]L� GLVSOD]L YH W�P|U VDIKDODUÕQÕQ EXOXQGX÷X

NDEXO HGLOPHNWH YH W�P|U NRPúXOX÷XQGD ���

RUDQÕQGD GLVSODVWLN GH÷LúLNOLNOHU ROGX÷X

EHOLUWLOPHNWHGLU ���� dDOÕúPDPÕ]GD LNL ROJXGD

����� W�P|UH NRPúX DODQODUGD GLVSOD]L

J|U�OP�úW�U� 7�P|UH NRPúX DODQODUGDQ GDKD ID]OD

GRNX |UQH÷L DOÕQÕS LQFHOHQLUVH EX RUDQÕQ GDKD GD

DUWPDVÕ EHNOHQLU� 6DIUD NHVHVL NDUVLQRPODUÕQÕQ HQ VÕN

PHWDVWD] \HUL NDUDFL÷HUGLU ���� %L]LP � ROJXPX]XQ

�¶LQGH NDUDFL÷HU PHWDVWD]Õ YDUGÕ�

6DIUD NHVHVL DGHQRNDUVLQRPODUÕQGD HQGRNULQ

K�FUHOHU J|U�OHELOHFH÷L ELOGLULOPLúWLU �������� %X

GXUXPXQ SURJQR]X HWNLOHPHGL÷L EHOLUWLOPHNWHGLU ����

Fakat muhtemelen bu hücrelerden köken alan ve çok
KÕ]OÕ VH\LU J|VWHUHQ� VDIUD NHVHVLQLQ N�o�N K�FUHOL

NDUVLQRPODUÕ D] GD ROVD ELOGLULOPLúWLU ��������� %LU

Q|URHQGRNULQ K�FUH LúDUHWOH\LFLVL RODQ .URPRJUDQLQ�

A ile pozitiflik gösteren 4 olgudan üçü evre V, biri
evre IV idi. Kromogranin-A ile boyanmayan geri
NDODQ � ROJXGDQ LNLVL HYUH 9 ROPDVÕQD UD÷PHQ LNLVL

HYUH ,,, LGL� 1|URHQGRNULQ |]HOOL÷L RODQ ROJXODUÕQ

evresi negatif olanlara göre daha yüksek ise de olgu
VD\ÕPÕ]ÕQ VÕQÕUOÕ ROPDVÕ QHGHQL\OH \RUXP \DSPDN

güçtür.

6DIUD NHVHVL NDUVLQRPODUÕQGD W�P|UH NRPúX

mukozada displazi ve fokal nöroendokrin hücreler
bulunabilir. Nöroendokrin diferansiyasyonun safra
NHVHVL NDUVLQRPODUÕQGD SURJQR]X HWNLOHPHGL÷L

ELOGLULOPHVLQH UD÷PHQ oDOÕúPDPÕ]GD HYUHVL \�NVHN

Resim 1. 6DIUD NHVHVL NDUVLQRPOX ELU ROJXGD� W�P|UH NRPúX

ELU DODQGD GLVSOD]L RGD÷Õ J|U�OPHNWHGLU� 6RO WDUDIWD

PXNR]D QRUPDO RODUDN L]OHQLUNHQ� VD÷ WDUDIWD ELU NDo

VÕUDOÕ GLVSOD]LN K�FUHOHU L]OHQPHNWHGLU

(Hematoksilen-Eozin x 40).

Resim 2. Safra kesesi karsinomunda fokal Kromogranin-A

SR]LWLIOL÷L� %LUNDo K�FUHGH VLWRSOD]PLN NDKYHUHQJL

boyanma görülmektedir (Kromogranin-A x 200).
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olan tümörlerde nöroendokrin diferansiyasyonun
GDKD ID]OD EXOXQPDVÕ |QHPOLGLU� 1|URHQGRNULQ
GLIHUDQVL\DV\RQ LOH HYUH DUDVÕQGDNL NRUHODV\RQXQ
D\GÕQODWÕODELOPHVL LoLQ EX DODQGD JHQLú VHULOHU LOH
\DSÕODFDN oDOÕúPDODUD JHUHNVLQLP YDUGÕU�
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