Chronic Cholecystitis
**May be
(1) the sequel to repeated attacks of acute cholecystitis, but

(2) in most instances it develops without any history of acute
attacks.

**Like acute cholecystitis it is almost always associated with GS
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**BUT... GS do not seem to have a direct role in the initiation
of inflammation or the development of pain why ???
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because chronic acalculous (without presence of stones )
cholecystitis causes symptoms & morphologic changes similar
to those seen in the chronic calculous type.
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**Rather, supersaturation of bile predisposes to both forms
(calculous & acalculous) chronic inflammation & in most
instances, to stone formation.
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**Microorganisms, usually Escherichia coli & enterococci, can

be cultured from the bile in only about 1/3 of cases other 2/3
no organism can be found .



**Symptoms of chronic cholecystitis are similar to that of the
acute & range from biliary colic to indolent (mild ) abdominal

pain
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Clinical Features

** Acute calculous cholecystitis may present with

** Acute acalculous
cholecystitis
symptoms

** Chronic
cholecystitis

mild pain or with severe, steady upper abdominal pain,
often radiating to the right shoulder.
**When GS are present in the GB neck or in ducts, the pain is
colicky or steady upper abdominal .
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renal colic
**Spasm of the abdominal muscles result in right subcostal
tenderness & rigidity, & occasionally a tender, distended GB
can be palpated.
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Muscles which cover the area become rigid (contracted )
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If you press your hand gently in the region of GB this will
cause tenderness
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**Mild attacks may subside spontaneously over 1 to 10 days;
but recurrence is common
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( when there is GS in GB which cause acute cholecystitis
recurrent attack is very very common )
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It is better to remove GB as early as possible because it will
recur (even though the patient getting well ) and if it sever
you musttttttttt to intervene and do surgical operation and
remove GB which is inflamed
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*are usually
obscured by the
generally severe
clinical condition of
the patient (trauma,
sepsis ,dehydration )
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*Diagnosis therefore
rests on keeping this
possibility in mind.
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*is usually
characterized by
recurrent attacks
of either steady
or colicky
epigastric or
right upper
guadrant pain
just below the
right ribs .
*Nausea,
vomiting, &
intolerance for
fatty foods are
frequent
accompaniments
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Diagnosis of acute & chronic cholecystitis

*clinical symptoms
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*then signs : bowel examination, rebound tenderness, rigidity
* then investigations : usually rests on

1- the detection of GSs or

2- dilatation of the bile ducts (Because obstruction by GS) by
U/S or CT scan

3- typically accompanied by evidence of a thickened GB wall.
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Complications of cholecystitis:

e Bacterial superinfection after initial chemical irritation which
is the initial stage of acute cholecystitis , with cholangitis or
sepsis,

* bacteria come from : blood or ascending infection of GIT
through the CBD leading to cholangitis or sepsis

e We said that acute inflammation of GB may be : mild
,moderate suppurative , very sever acute gangrenous and if it is
it will result in weakness >> thinning >> perforation of GB >>
infected material will pass into peritoneal cavity
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abscess formation s peritoneaitis
GB perforation — localized peritonitis +abscess formation
Gad by asl

GB rupture >> material pass into peritoneal cavity — diffuse
peritonitis,
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Usually it will cause death of the patient
e Biliary-enteric fistula,
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Chronic cholecystitis because of stones result in adhesion with
small intestine particularly duodenum >>> then adhesion open
by stone irritation >>> leading to opening ( fistula ) which
connect between GB lumen and intestinal lumen
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with:

1- drainage of bile into adjacent organs which is intestine
2- entry of air & bacteria into the biliary tree

S fistula J) Gib oo 2l 7 ¢laa¥U b air and bacteria J) 2z
GB

3- potentially large sized GS-induced intestinal obstruction
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So if it passes through ampulla of vater,,,, it will be very small
stones which usually pass with feces without causing any
obstruction
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e Aggravation of preexisting medical iliness, with cardiac,
pulmonary, renal, or liver decompensation.
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Choledocholithiasis & Cholangitis

s Wl Choledocholithiasis & w3 saall Juudl Gledll Cholangitis
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* Choledocholithiasis is the presence of stones within the
biliary tree.

*Almost all stones in the West, are derived from the GB; in Asia,
there is a much higher incidence of primary ductal &
intrahepatic, usually pigmented stone formation.
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e Choledocholithiasis may not immediately obstruct major bile
ducts; asymptomatic stones are found in 10% of patients at the
time of surgical cholecystectomy.
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If you remove GB because of GS you have to look for other

stones ...... either it is symptomatic or asymptomatic you have to
remove it
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Not all stones in bile duct lead to symptoms >>> not definitely
cause obstructing the major bile duct

Effects & complications of choledocholithiasis are:

(1) biliary obstruction >>leading to obstructive jaundice
characterized by jaundice, pain, fever due to ascending
infection

(2) if there is reflux of the bile from CBD through pancreatic
duct >> activation of pancreatic enzymes>> pancreatitis

(3) cholangitis inflammation of bile duct itself

(4) Because the inflammation ascends from intestine upward so
if it reaches to liver ....it will lead to hepatic abscess

(5) chronic liver disease with secondary biliary cirrhosis
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Obstructive jaundice >>> retention of bile >>> stoppage of the

passage of the bile from biliary tree into intestine >>> so back
pressure of the secreted bile >>> hepatocyte necrosis

And if it is remain long time ( 2 months or more ) >>> leads to
secondary biliary cirrhosis
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(6) acute calculous cholecystitis (by stone obstructing cystic

duct).
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e Cholangitis is acute inflammation of the wall of bile ducts,
always caused by bacterial infection of the normally sterile
lumen, the bacteria most likely enter the biliary tract through
the sphincter of Oddi (ascending infection).
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Any obstruction predisposed to infection
trachea ,urinary tract , biliary tree L ¢ s



» Causes:

**any lesion obstructing bile | **Uncommon causes include :
flow most commonly

*stones & also from surgical *Tumors
reconstruction of the biliary *Strictures
tree. * indwelling stents or
catheters,
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*acute pancreatitis.
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** Ascending cholangitis refers to the tendency of bacteria,
once within the biliary tree, to ascend & infect intrahepatic
biliary ducts.
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*The usual pathogens are E. coli, Klebsiella, Clostridium,

Bacteroides, or Enterobacter; group D streptococci are also
common, & two or more organisms are found in 50% of cases.

* Parasitic cholangitis is a significant in some world populations
Fasciola hepatica or schistosomiasis in Latin America & the Near
East, Clonorchis sinensis or Opisthorchis viverrini in the Far East,
& cryptosporidiosis in individuals with AIDS.

P Clinically
**bacterial cholangitis produces
*fever

*chills ( sever fever)
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*abdominal pain
*jaundice.

**In the most severe form, suppurative (pus forming )
cholangitis, purulent bile fills & distends bile ducts, with risk of
liver abscesses formation
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**because sepsis rather than cholestasis is the main risk in
cholangitis patients, prompt diagnosis & intervention are
imperative.
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Ca of the head of pancreas >>> obstruct CBD >>> Ascending

cholangitis bacteria ascends either from 1- lumen of the
intestine through partially or completely obstructed bile duct

Or by 2- lymphatics tree that surround the CBD >>> hepatic
abscess centered on bile duct
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» Causes:

**The most common cause of obstruction is extrahepatic
cholelithiasis (common hepatic or CBD ).

**Other causes include

*cancers of the head of the pancreas ( one of the most killing
cancers )

* biliary tree &, biliary atresia (if there is no lumen of biliary
duct)

* Strictures (narrowing of the lumen ) resulting from fibrosis
from inflammation or previous surgical procedures.
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biliary obstruction & Strictures =

» The morphologic features of cholestasis (in the liver)

**Initially are entirely reversible with correction of the
obstruction, however
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** Prolonged obstruction of the extrahepatic biliary tree
initiates periportal (around the portal tract ) fibrogenesis
(because of the damage of the biliary tree from back pressure )




, scarring & nodule formation with secondary inflammation
generating secondary biliary cirrhosis ( so it is irreversible ).
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**Subtotal (partial ) obstruction may promotes ascending
cholangitis, which further contributes to the damage.

**|s complete obstruction of bile flow caused by destruction or
absence of part or all of the extrahepatic bile ducts.
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**It is the most frequent fatal liver disease in early childhood
& accounts for >50% of children referred for liver
transplantation.

**Biliary atresia is a major cause neonatal cholestasis
(obstructive jaundice ) {1/3 of cases} & occurring in 1/10,000
live births.
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» clinical features
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**Salient features:
structures s (e ) Jauwy) e laas g

(1) Inflammation & fibrosing stricture of hepatic BD or CBD
Gl A (g2 i ) g2, gl



(2) Inflammation of major intrahepatic bile ducts, with
progressive destruction of the intrahepatic biliary tree

(3) Florid features of biliary obstruction on liver biopsy
£ i s
*marked bile ductular proliferation
&) siall Aol e Al
*portal tract edema & fibrosis
* parenchymal cholestasis
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(4) Periportal fibrosis & cirrhosis in 3 to 6/12 after birth.
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P Clinically,
**Infants present with neonatal cholestasis & jaundice.

High bilirubin reach 10 -20 .... Mg

**Laboratory findings do not distinguish between biliary atresia
& intrahepatic cholestasis

needle liver biopsy ¢ Jwi Ly caS Al gla A b
* Liver biopsy provides evidence of bile duct obstruction in 90%
of cases

P treatment

Liver transplantation remains the definitive treatment.
**Without surgical intervention, death usually occurs within 2
years of birth.



**GB Ca develops from the GB epithelial lining.

**It is the most frequent cancer of the biliary tract.
Dba 13 s o) jhuall sliall 5 ¢ jaall Gusll Je Jads AN biliary tract.
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**1t is slightly more common in women & occurs mostly in
elderly individuals.

** Preoperative diagnosis is exceptional, occurring in <20% of
patients.
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**Mean 5-year survival is dismal (sad and bad ) 5%, ( as in
pancreatic carcinomal)
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Spread is very early and very difficult to diagnose >>> prognosis
IS very poor

pancreatic ca J) )4y

** @S are present in 60% to 90% of cases.
oan L 50 Ve daall 30 T uilS Led GB J) Ll 1)
e (Al @Y Gedaadh €0 J ) e ) AS e

*Presumably, GB containing stones or infectious agents develop
cancer as a result of recurrent trauma & chronic inflammation.



» Grossly,
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**GB Ca grows in one of two patterns:

the more common

less common

()Infiltrating
e o) laadl JS dlan 33 ) g )
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(1) Exophytic (fungating )
rhudl (e adi yall

*Scirrhous (because excessive
fibrous tissue formation )
Alatie alizag
*very firm & appears as anill-
defined area of diffuse
thickening & induration of GB
wall
pllall Aauzal 5 5 jll-defined
*that may involves part or the
entire GB
*so it is a must for every
surgeons send the GB ,which
is removed by
cholecystectomy however by
open operation or
laparoscopic examination, to

pathologist
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grows into the lumen as an
irregular cauliflower mass, but
invading the underlying wall
concurrently ( go into liver)

GB <xi mucosa (e alha
It project into the lumen as
raised mass
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*most GB Ca are adenocarcinomas (F16-39), either well-,
moderate-, poorly-, or un-differentiated infiltrating Ca.

SV 4l ixy Well

* About 5% are SCC or have adenosquamous (mix glandular +
squamous) differentiation.
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GB containing stones or infectious agents >>>> recurrent
trauma & chronic inflammation >>>metaplasia (convertd it from
glandular to squamous ) >>> dysplasia >>> SCC

urinary bladder e (3udaii 43 )il gla (s

**A minority are carcinoid tumors.
¢ LY juarcaS Gila

» Spread of GB Ca: when discovered, most Ca have invaded the
liver directly ( because the bed of GB is the liver ) & many have
infiltrate the cystic & other adjacent bile ducts & portal hepatic
LNs.

**Distant metastases (by blood ) are less common.
» Presenting symptoms

*are insidious & indistinguishable from those associated with
cholelithiasis.
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very bad prognosis (sS <cc¢ GB



*In the event of a very rare discovery of GB Ca at a resectable
stage, the fortunate person either
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(1) develops early obstruction & acute cholecystitis before T
infiltration into other structures or

acute ) w2 cystic duct + neck of the GB  J) S5 2w a5l Wl
Lo Jad 1 5 . el e Gulude GB J) Jadity oty <l cholecystitis
other structure J iy

(1) have cholecystectomy for coexistent symptomatic GS!
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V Preoperative diagnosis rests on detection of GS with GB wall
abnormalities documented by imaging studies.

+ 3 sean Laa 5 138 US imaging or CT s O (S laall J8 mpd &)
GB wall abnormalities = GB Jalaa)s of (A8 jlaadl clew 8334 )
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Adenoca of GB



** Cholangioca are well-differentiated adenocarcinomas, with
biliary differentiation, arising from cholangiocytes lining intra
or extra-hepatic bile ducts, with an abundant fibrous stroma
{desmoplasia, F16-40} explaining their firm, & gritty
consistency .

abundant fibrous stroma desmoplastic

reaction because 4&8all s fibrosis J! GB Ca + breast o sals
desmoplastic or Scirrhous s as® presence of cancer

**Bile pigment & hyaline inclusions are not found within the
cells. It occur mostly in elderly individuals.

Mallory hyaline s ¢ 2 bile pigments J! UsSa HCC ¢& LiSa ag
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P Risk factors
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(1) primary sclerosing cholangitis (PSC),
(1) fibrocystic diseases of the biliary tree,
RS — GIT — awall (e 335 ¢ 3aby juas ola fibrocystic diseases
biliary system
(111) exposure to Thorotrast, previously used in biliary tree
radiography.
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» Types

extrahepatic T

Intrahepatic T

2/3

1/3

*develop at the hilum of liver (known as
Klatskin T)
a3l Y laa Ciea ol jall 4adle 1ia s
bile Le Juay Ly frozen section dasiy sl
duct
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Anastomosis between GB and intestine to
relieve obstructive jaundice

*more distally in the biliary tree, as far as
the peripancreatic portion of the distal CBD.

the incidence of which decrease worldwide

the incidence of which
increase worldwide
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The causes for these changes are unknown

, but suggest that intra- & extrahepatic cholangioca may have different

pathogenesis.
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*Because extrahepatic cholangioca causes
obstructive jaundice early
sl i obstructive jaundice ) 2 WY
OS85 Wl sl sl @ jnvestigation
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*they tend to be relatively small at the time
of diagnosis, most appear as firm, gray
nodules, some are papillary or polypoid,
within the bile duct wall; some may be
diffusely infiltrative T, with ill-defined wall
thickening.

» Intrahepatic cholangioca
This is very bad presented by
non-specific symptoms such as
weight loss, pain, anorexia, &
ascites, & are detected by the
presence of liver mass on X-ray
or CT.
3 pae ne Gledle non-specific
& o ) Gl X-ray or CT.
28I Jals tumor
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P Spread of Cholangioca occur to regional LN, lungs, bones, &
adrenal glands, Indeed, Cholangioca have greater tendency for
extrahepatic spread than Hepatocellular ca!

Indeed &8l 4l 5 da8all,
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» Prognosis
*is poor, why ??

because most cholangiocarcinomas are generally asymptomatic
until they reach an advanced stage & most patients have
unresectable tumors.
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P treatment :

*Surgical resection is the only treatment available

* mean survival is 6 to18 months, regardless of whether
aggressive resection or palliative surgery is performed.
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