11 14 .

. SYMPTOMATIC GALL STONES AND THE
RISK OF GALLBLADDER CANCER

THESIS
- Submitted for the Partial
Fulfillment of M.D. Degree in
GENERAL SURGERY

By

Sherif Adly Farid \
M.B.. B.CH., M.Sc. /u( A

——rt et

— ~.
a -

N

S

Under Supervision of : 2>
T -t
Professor of General Surgey
Faculty of Medicine, Ain Shams University

Professor of Geolegy
Faculty of Science,

Ain Shams University

Protessor of General Surgery
Faculty of Medicine,
Ain Shams University

pr—

WL -
(b Vo Dr. Hala Rashad R
'3 © Ass. Professor of Pathology o
4 ° Faculty of Medicine,
Ain Shams University

Faculty of Medicine
Ain Shams University
1999

Central Li'brary - Ain Shams University



Acknowledgement

ﬁmfﬂ%é%ﬂwyﬂmt&ﬂa&%mﬂd&d
afprreciation b 9394»@ G Mohamed ﬁgﬁm
oo Forid, Fictisrer of Gonerad Singery. Facely o
Simad, Fifoscs of Gnoal  Sigery, Tty of
Medicine, p Shams Univouily, foo his undimitid Hedh,
condiniios mmwaafemef/rl and Wm

I cwoudid bt e capprss myy sinose thanks le T rcfenc
G, Maker Shabaan. Fiotissor of Goctipy. Facully o
ym, ,% %am ?wam/y %«a Ais condimeicess Af,% and
crc/i&uzm

F s dihe adio 4 thants D, Fates Fnstrad,
vy Shams Univerity, for her ficth and cocficetion.
ir. Shams Univerily. for dics docth, and cocpesation.

s F vt b b biand M. Fonch, Sotiman,
._gﬂmobf, technician. /z L 7%5467% /%c/éam,éc% c;/ lhe sectivms ,/
bhe galltones of Hhis ook

Central Library - Ain Shams University



m
/‘- -
.
ST

::L% 1 :éf %
-— = [ i
,f:EE = 5::_'::

L ‘\ |

Central Library - Ain Shams University



i 5 . $i: . 14 .. T

LIS[ Of Figures ............ e e e i e

List of Tables v

Aim of the Work - o

Review of the Literature

Histology of the Gallbladder

Cholecystlithiasis, relation to Gallbladder

Cancer -

Carcinoma of the Gallbladder

- Epjdemiology ...... e e e

Premalignant lesions -

Histopathologic Classification

Modes of Spread -

Staging
Treatment

- DNA Content of the Cell -
- The Structure of the Cell

Central Library - Ain Shams University

Anatomy of the Gallbladder oo

Page

v

<

~ th W W N



di

J!j A,

- The Nature of the Nucleolar Organizer

Regions (NORS) e 45
- The Nucleolar Organizer Regions

(AgNORs) in Malignancy -~ 48

- The Nucleolar Organizer Regions (AgNORs)
in Gallbladder Malignancy - .. .. - 49
Patients and Methods S 53
Results v oo : e 61
Discussion - e e 78
Summary - - : e 38
Conclusion - - s s e 94
References - . - B 96

Arabic Summary

Central Library - Ain Shams University



T

-

-,

[0

Fig.

Fig.

Fig.

Fig.

6&7:

List of Figures

Showing the gross picture of cholecystectomy

- specimen, with two faceted gallstones of

1.5 cm in diameter each.

Showing full thickness section of chronic
cholecystitis with thickening of all the
layers and with adhesion to a part of the

liver.

Showing many calcified biltharzia ova seen
in the serosa near the muscle layer, in a

case of chronic calculous cholecystitis.

Show Rokitansky-Aschoff sinuses, n
which  the  gallbladder
invaginates deep in between the muscle
bundles.

epithelium.

Showing villous papillary hyperplasia of
the gallbladder epithelium in a case of

chronic calculous cholecystitis.

Showing spongioid hyperplasia of the
gallbladder epithelium, in which the
hyperplastic  epithelial  cells  coalesce
together in a glandular pattern.

Showing antral gastric metaplasia; with

many small glands of pseudopyloric pattern

Central Library - Ain Shams University



Table

Table

Table

Table

Table

Table

Table

[

Lh

List of Tables

Showing the pathological diagnosis of 30
cholecystectomics, of this study, including
their mean age and sex distribution.

Showing  the different  pathological
epithelial lesions, which were seen in 30
cases of cholecystectomy in this work.

Showing the data obtained from the
hyperplastic, metaplastic, dysplastic and
carcinomatous cells, of Ag-NOR count and
the mean value of these cells in the studied

cases.

Showing the chemical constituents of 40
calcium  bilirubinate (brown pigment)

gallstones.

Showing the chemical constituents of 10

pure cholesterol gallstones.

Showing the sex distribution of both the
brown pigment stones and the pure
cholesterol stones found in this work.

Showing the size, number and chemical
constituents of the gallstones, in relation to
the pathological epithelial lesions found in

the 50 cases of this work.

v

Central Library - Ain Shams University



-

Ag-NORs

AJCC
CSlI
DNA
E.

Gl

G2
HID
Hx.
NORA

NORAPs

NORDS

NORs
PAS
pH value

rDNA
S-Phase
TiI-NORs
T2-NORs
TNM

omt B R Y

List of Abbreviation

Silver staining Nucleolar Organizer
Regions
American Joint Committee on Cancer

Cholesterol Saturation Index

- Desoxyribo Nucleic Acid

Eosin Stain
Gap 1
Gap 2

- Hale’s Iron Dialysis method, of staining
. Haematoxylin stain

- The mean Nucleolar Organizer Region

Area

Nucleolar Organizer Region-Association
Proteins

Nucleolar Organizer Regions Distribution
Score

Nucleolar Organizer Regions

Periodic Acid Schiff Stain

A symbol for detection of the hydrogen
ion concentration

Ribosomal Desoxyribo Nucleic Acid

. Phase of Synthesis

Type 1 Nucleolar Organizer Regions
Type 2 Nucleolar Organizer Regions
Tumour lymph NODE distant Metastasis

Central Library - Ain Shams University



i1

1t BRI

CIntroduction

Central Library - Ain Shams University



5 I A T I3 1 —

Introduction

Introduction

Cholelithiasis is the most prevalent disease of the
biliary system and it has increased markedly in the last
decades. It occurs in persons over 40 years of age, and
femnales are more commonly affected than males (2-4:1).
Although gallstones may be clinically silent, symptomatic
patients are common. The symptomatology of these
gallstones is varted. often non-specific. The symptoms

may be acute or chronic.

Cholecystectomy for symptomatic gallstones. is
psually dome to avoid potential ~ complications.
Gallbladder cancer may occur in 18% to 50% of patients
with gallstones. followed for 20 years (Stephen S.
Sternberg, 1989).

Therefore, there is a common association between
carcinoma of the gallbladder and gallbladder stones. but

whether gallstones are precancerous or not. is still
debatable.
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Rim of the Work,

Aim of the Work

The aim of this work. is to detect any malignant or
premalignant changes in the wall of the gallbladder. in
cases of symptomatic gallbladder stones and to study the
relation of these changes if any, with the chemical

composition and the relative age of the stones.
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Anatomy of the gallbladder

The gallbladder is a pear shaped, distensible
reservoir located on the undersurface of the liver within
the cystic fossa. The gallbladder has a capacity of 30 to
50 ml, and consists of a fundus, body, and a neck or
infandibulum. The fundus is the rounded portion of the
galibladder that usually extends beyond the edge of the
liver. The body of the gallbladder extends from the
fundus to the tapered portion, or neck. of the gallbladder.
The neck occupies the deepest part of the gallbladder
fossa and lies in the free portion of the hepatoduodenal
ligament. Dilation of the gallbladder neck creates the
Hartmann’s pouch which may obscure the junction
between the cystic and the common bile duct. The
oallbladder may occasionally be partially or completely
embedded within the liver parenchyma or abnormally
positioned beneath the left lobe of the liver (David et al.,
1993).

Arterial Supply:

The arterial supply of the gallbladder is by means of
the cystic artery, which arses from the hepatic artery
within the hepatocystic triangle in approximately 80% of
individuals (David et al., 1993).
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Near the gallbladder, the cystic artery usually
divides into a superficial branch and a deep branch. The
superficial branch courses along the anterior surface of
the gallbladder, whereas the deep branch passes between
the gallbladder and the liver in the cystic fossa
(Scott-Conner et al., 1992).

Based upon anatomic dissections, three anatomic
variations are recognised in the course of cystic artery,
the commonest being an accessory or double cystic artery
arising from the right hepatic artery, the second common
1s the caterpillar hump which is a cystic artery arising
from the convex angle of a humped portion of the hepatic
artery and the least common is the cystic artery which
pass anterior to the common bile duct or the common
hepatic duct (David et al., 1993).

Lymphatic drainage:

Lymph drainage of the gallbladder passes into three
main pathways namely the right, left and the hilar routes.
The right route which is the commonest passes in the
right half of the hepatoduodenal ligament along the
common bile duct nto the superior
retropancreaticoduodenal or retroportal nodes. The left
route which is less significant passes to the common

hepatic nodes and finally the hilar route ascends in the
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hepatoduodenal ligament to drain in the hilar group of
lymph nodes (Katsuhiko et al., 1996).

Histology of the Gallbladder

The gallbladder wall has several layers and 1s
somewhat different structurally than the other hollow
organs of the gastrointestinal tract. The mucosa is thrown
into a variable number of folds, depending on the degree
of organ distention. The epithelial lining consists of
uniform tall columnar cells which contain oval basally
located nuclei and pale cytoplasm. The apical cytoplasm
contains scant amounts of sulfornucin.  Occasional
narrow or pencil cells and oval basal cells may also be
found. Argyrophil cells are absent. The lamina propria 1s
composed of loose connective tissue containing blood
vessels and lymphatics. The muscular layer directly
abuts on the lamina propria. without an intervening
submucosa. its thickness is variable. There are no
defined circular and longitudinal layers, and thus it
resembles the muscularis mucosa. The perimuscular
connective tissue layer (subserosa, adventitia) 1s
composed of variable amounts of collagen, elastic tissue
and fat. Blood vessels, lymphatics. nerves and scattered
paraganglia are found. The serosal laver (peritoneum)

lined the portion of the gallbladder not directly attached
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