Sclerosing Cholangitis

* Primary
— Immune-mediated (gut?)
e Secondary
— Bacterial, recurrent pyogenic cholangitis
— Ischemic cholangitis
— IgG4-associated cholangitis
— Posttraumatic, sepsis, burns
— AIDS cholangiopathy
— Portal biliopathy
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lgG4-associated Cholangitis

e Synonyms
— Autoimmune pancreatitis-associated SC
— Sclerosing pancreato-cholangitis
 Clinical presentation: 75% acute jaundice

» Diagnostic test
—1gG4 > 140mg/dL, (plasma cells), imaging
— DDx: 9% of PSC have elevated IgG4

* Therapy
— Steroids, (azathioprine, MMF)

med Reviewed in: Bjornsson et al., Hepatology 2007; 45: 1547
Ghazale et al., Gastroenterology 2008 online

(]
UNI




lgG4-associated Cholangitis

SP with panc IP SP and SC
spP (SP mass-forming type) (SP-SC)

SP and SC with panc IP
(SP-SC)

>

SC with hepatic IP
(SC-hepatic 1P)
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lgG4-associated Cholangitis

Before After Steroids (3m)

Ghazale et al., Gastroenterology 2008 online



lgG4-associated Cholangitis

Initial treatment/
Response rates:

Relapse/median time
to relapse post-treatment:

Treatment of
first relapse

Second relapse:

Treatment of
second relapse:
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Surgery
(n=18)

100% response

!

8 patients (44%) *

Median: 5 months (3-48)

Medi

l

/

Steroids No treatment
(n =30) (spontaneous resolution)
97% response {n = 5)
16 patients (53%) * 0 patients
an: 3 months (0-14) (0%)

N

Steroids Immunomodulatory Slow No treatmentT
(n=8) Drugs + Steroidst steroid taper (n=2)
(n=3, 2AZA, 1 cytoxan) (n=11)
2 patients 0 patients
\d
Immunomodulatory No treatment? Immunomodulatory No treatment
drug (n =1, MM) (n=1) drugs (n = 3, (n:="1)
2 AZA, 1 MM)

Ghazale et al., Gastroenterology 2008 online




lgG4-associated Cholangitis

Table 2. Pretreatment Laboratory and Serologic Data in 53 IAC Patients

Laboratory tests

Mean * SEM (range)

Mormal range

Distribution

Serum IgG4 level, mg/dL

CA 199 level, IU/mL

Bilirubin level, mg/dL

Alkaline phosphatase level, U/L

Alanine aminotransferase level, U/L
Aspartate aminotransferase level, U/L

516 + 98 (6-2490)
91 + 30 ({1-1005)

7.5+ 1(0.3-19.1)
512 + 64 (77-1556)

190 + 64 (18-2445)
98 + 17 (16-745)

8-140

0-37

0.1-1.0
45-115

9-29
12-31

=140 mg/dL: 74%
=280 mg/dL: 50%
=37 IU/mL: 48%
=100 IU/mL: 18%
=5 mg/dL: 65%
=115 U/L: 84%
=500 U/L: 34%
=100 U/L: 62%
=100 U/L: 32%

Table 3. Summary of Largest Published Series of Biliary Invelvement in Patients With AIP

Diagnostic Diagnostic  Mean % Increased
Number of criteria for hiliary age, Male  Obstructive serum |gG4 IBD
Study patients AlP histology? y (%) jaundice levels Treatment response (%) Location of strictures

Zen et al 13 2004 14 Histology Yes 67 T9% NA NA Mo treatment 0 Common BD: 71%

(Japan) {surgical Extrahepatic BD: 50%
specimens) Intrahepatic BD: 43%

Makazawa et al 14 26 JPS criteria NA 62 62% NA MNA MNA 0 Extrahepatic BD (including CBD): 100%
2004 (Japan) Intrahepatic BD: 9,/26; 35%

Takikawa et al,1® 28 JPS criteria MNA NA 64% 41% NA Steroids: 100% 0 Extrahepatic BD: 23/28; 82%

2004 (Japan) response Intrahepatic BD: 23/28; 82%

Nishino et al,1® 16 JPS criteria, Yes, 4 63 75% 50% NA Steroids: 100% NA  Intrapancreatic CBD: 13/16; 81%

2005 (Japan) histology in patients response Extrahepatic BD: 5/16; 31%
7 patients Intrahepatic BD: 2/16; 13%

Van Buuren et 10 JPS criteria, MNA 52 100% 80% NA Steroids (5 patients): 0 Both intrahepatic and extrahepatic
al,17 2006 (The histology in 100% response BD strictures present in all patients
MNetherlands) 3 patients

Kamisawa et al,1® 23 JPS criteria, MNA 68 81% 87% 82% (data from NA NA  Intrapancreatic bile duct: 20/23; 87%
2006 (Japan) histology in scatterplot) Extrahepatic bile duct: 1,/23; 4%

10 patients Intrahepatic bile ducts: 2/23; 9%

BD, bile duct; JPS, Japanese Pancreas Society; NA, information not available from article.

[ ] IN

Ghazale et al., Gastroenterology 2008 online




lgG4-associated Cholangitis

Diagnosis and Management of Suspected IAC

Biliary Stricture(s): intra-hepatic, proximal extra-hepatic duct, intra-pancreatic

' v v

Group A Group B Group C
Previous pancreatic/biliary resection || Classical imaging findings of || Two or more of the following:
or core biopsy of pancreas showing || AIP + Elevated serum IgG4 +Elevated serum IgG4

diagnostic features of AIP/IAC =Suggestive pancreatic imaging findings
(see Table 4)
=Other organ involvement
l =Bile duct biopsy with = 10 1gG4 + ve cells/hpf
Definite IAC *
Complete 11 week course of steroids for distal bile Probable IAC

duct strictures
Consider adding azathioprine 2 mg/kg for
maintenance of remission in proximal/ +
intra-hepatic strictures

Steroid treatment for 4 weeks”®

<——  Repeat evaluation shows:

«Markedly improved biliary strictures
allowing stent removal

+Liver enzymes < 2 ULN

«Decreasing serum lgG4 and Ca 19-9

*Every effort should be made to exclude biliary/pancreatic malignancy before initiating steroid therapy which should
not be used as a substitute for a thorough search for malignancy
= The following features are not suggestive of IAC and should suggest alternate diagnosis:
a) Belore steroid therapy:
«Atypical hiliary cytology, positive DIAFISH
* Markedly elevated serum CA 19-8
« Pancreatic duct dilation with pancreatic atrophy
b) On sterold therapy
«Rising serum CA 19-9
« Mo improvemant in liver enzymes or biliary stricture despite 4-6 weeks of therapy
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Overlap-Syndromes

AlH PBC
ANA, SMA AMA
IgG M
ALT AP
P|ece.meal Ductopenia
Steroids + Aza UDCA
IlgG4-pos. ANCA
i AP
Cholangitis PSC | | | |
Autoimmune Pancreatitis Onion Skm-typg Fibrosis
med. Steroids UDCA + Dilatation
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