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Objectifs pédagogiques

Quand penser a la cholangite a 1gG4?

Comment faire le diagnostic différentiel avec CSP et CCA?
Quels sont les criteres diagnostiques de la cholangite a 1IgG4?
Quel traitement proposer?

Quel pronostic?



Cholangite a IgG4 (IgG4 related sclerosing cholangitis; 1gG4-SC)
Entité récente
Maladie sclérosante a 1gG4 (1gG4-Related disease; IgG4-RD) : atteinte multiorgane

Maladie bénigne mais fibrose = insuffisance d’organes
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Approche multidisciplinaire +++

Clé =y penser !!

Difficulté diagnostique = similitude avec CSP et CCA
lgG4 sérique +++

Traitement et pronostic # CSP et CCA
Corticosensible # CSP




Maladie a 1gG4

ASIE ++++
EUROPE / AMERIQUE




IgG4-SC Epidémiologie

Region Year N Male (%) Age at presentation (years)
USA[1] 2008 53 85 62°

UK [2] 2014 68 74 61°

Japan [3] 2017 527 83 66"

*Average

"Median

IgG4-related scelrosing cholangitis.T.Kamisawa, M.Kim. Springer. 2019



Sexratio4.8:1
Age médian 66 ans

« blue collar » disease (industrie, solvants,

huiles ...)
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87% associée a pancréatite autoimmune

90% autre atteinte 1gG4 RD

64% limitée a la portion
intrapancréatique de la VBP
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Aucun symptoéme spécifique
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Tanaka.Clin Gastroenterol Hepatol (2017), 15(6):920-926



Diagnostic = éliminer les principaux diagnostics différentiels

Cholangite sclérosante primitive (PSC)
Cholangiocarcinome (CCA)

Démarche en fonction du type de 1gG4-SC



18G4-SC PSC CCA
Sexe Homme Homme Homme
Age 6° décade 3°-4° décade 7° décade
symptémes Ictére +++ Anomalies BH 47% Ictére
Fluctuant parfois Ictére 13% Doul abdo
AEG Doul abdo 29% AEG
Asymptomatique 28% Prurit 7%
Autres organes Pancréas ++ MICI 60-80% Métastases
Atteinte 1gG4-RD (Ouest)

MICI <10%



Type 1 Type 2 Type 3 Type 4
13%

64% 10% 10%
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Differential diagnosis  pancreatic cancer Primary sclerosing cholangitis Bile duct cancer
Bile duct cancer Gallbladder cancar
Chironic pancreatitis
IDUS* (bile duct) Liver biopsy EUS (bile duct, pancreas)
LIseful modalities EUS-FNA** (pancreas) Colonoscopy IDUS (bile duct)

Biopsy (bile duct) (RO coaxistence of IBD ***) Biopsy (bile duct)



Type 1
64%

Pancreatic cancer
Bile duct cancer
Chronic pancreatitis

1DUS* (bile duct)
EUS-FMA™ (pancreas)
Biopsy (bila duct)

PAIl associée

FNA - Eliminer cancer
Infiltrat lymphoplasmocytaire

FNB > critéres diagnostiques :

-Cellules IgG4+ >10 / HPF
-Ratio 1gG4+/1gG+ > 40%



Type 1
64%

Pancreatic cancer
Bile duct cancer
Chronic pancreatitis

1DUS* (bile duct)
EUS-FMA™ (pancreas)
Biopsy (bila duct)

Eus endocanalaire (IDUS)

CPRE : brossage/biopsie

Forceps biopsy

Brush



1gG4-SC CCA
Symmetry Asymmetry
Stricture
Smooth Rigid Notched
: ; 0 Papillary
homogeneous heterogeneous

Non stricture

; wall thickness = 0.8 mm

wall thickness < 0.8 mm

Echoendoscopie endocanalaire

IDUS

IgG4-SC PSC
Symmetric Asymmetric
diverticulum-like outpouching
Smooth unclear
clear
irregular
homogeneous heterogeneous

Preservation of three layers

Disappearance of three layers



Type2
13%

a g% b B% s
7%}
- -
Primary sclerosing cholangitis

Liver biopsy
Colonoscopy
(RO coaxistence of IBD ***)

Favor PSC Favor IgG4-SC

Age <40 years® >60 years

Inflammatory bowel disease Presence® —

Serum IgG4 <140 mg/dL >560 mg/dL®

Serum IgG4:1gGl1 ratio® <0.24 >0.24

PANCA Positive -

Association with autoimmune - Presence®

pancreatitis/TgG4-related

disease

Cholangiogram Beaded appearance, Longer stricture and more prestenotic
diverticulum-like outpouching, dilatation, distal CBD stricture
pruned tree appearance

Cholangioscopy Scarring and pseudodiverticula Dilated and tortuous vessel

Intraductal ultrasonography

Irregular inner margin,
disappearance of three layers

Symmetrically thickened wall with smooth
margin

Histology and
immunchistochemistry

Onion-skin fibrosis and
periportal sclerosis, sometimes

Dense and richly IgG4-postive
lymphoplasmacytic infiltration, marked

IgG4-positive cell infiltration fibrosis with storiform pattern, and
obliterative phlebitis
Tissue IgG4+:1gG+ plasma cell | <0.40 >0.40 {with IgG4+ plasma cells >10/HPF
ratio (biopsy) or S0/HPF (resection)}
Steroid responsiveness® - Positive®




Type 3 Type 4

10% 10%

%

Bile duct cancar
Gallbladder cancar

EUS (bile duct, pancreas)
IDUS (bile duct)

Biopsy (bile duct)

Procedures [gG4-related sclerosing cholangitis (IgG4-SC) Klatskin tumor

Serum IgG4 >180-135 mg/dl [7] <135 mg/dl [8]

Serum CA19-9 Almost within normal limits Elevated [3]

us Three-layer or parenchymal-echo type bile duct wall Mass lesion in the bile duct [3]
thickness [10]

EUS Bile duct wall thickening in narrowed duct segments Mass lesion in the bile duct [3]

IDUS Continuous symmetric wall thickening with smooth outer Mass lesion in the bile duct [3]
and inner margins associated with homogeneous internal (lateral-spreading type cancer
echo which spreads to hilar lesion [11, 12] mimic [gG4-SC)

CT Single-layered enhancement (not obstructed completely) Dual-layered enhancement [13]
[13]

PET-CT Positive and it decreased after steroid treatment Positive

Cholangiography | Long stricture of the bile duct [2] Segmental obstruction of the

bile duct [3]
POCS Dilated or tortuous vessels [16] Partially dilated vessels with
enhancement and fusion [16]

Endoscopic Difficult to get sufficient material [12] 40-80% positivity for cancer

biopsy [3,17]

Steroid trial Positive [1, 18] Negative

Resected 1. Lymphoplasmacytes infiltration and fibrosis [1, 7, 9] Cancer cell

specimens 2. IgG4-positive lymphoplasma cell infiltration [1, 7, 9]

3. Obliterative phlebitis [1. 7, 9]

4, Storiform fibrosis [1, 7, 9]

IgG4-SC IgG4-related sclerosing cholangitis, US ultrasonography, EUS endoscopic ultrasonography, IDUS intraductal
ultrasonography, CT computed tomography, PET-CT position-emission tomography in combination with computed
tomography, POSC peroral video cholangioscopy



lgG4-SC vs Klatskin fumor

Cholangiography?

- Yes
=--- No

Nakazawa Type 3,4 2

Serum IgG4 >180-135 mg/dl 7 IDUS 11.12

Other Organ Involvement 1

IgG4-SC



Diagnostic non invasif possible?



Scoring system to differentiate between PSC and IAC

Criteria 0 Points 1 Point 2 Points 3 Points 4 Points
Age, years <30 30-39 40-49 50-59 =60
Multi-organ affection No - - Yes -

“Pearl necklace” in the MRCP-based cholangiogram Yes - No - -

0-4 points: PSC probable.
5-6 points: steroid therapy trial.
7-9 points: IAC probable.

J Gastroenterol 2017; 52: 483-493



Réle des I1gG4 sériques

Performance of serum IgG4 in distinguishing
IgG4-SC from CC and PSC

IgG4

cutoft

value Sensitivity | Specificity

(mg/dl) | (%) (%) Citation
IgG4-SC 138 89.8 92.6 14
vs. CC 140 78 87 16

280 50 97

560 26 100
1gG4-SC 117 91.5 87.6 14
vs. PSC 140 90 85 15

250 89 95

250 67 054

280 70 98

560 42 100

*Walidation cohort

IgG4-related scelrosing cholangitis.T.Kamisawa, M.Kim. Springer. 2019



5IgG4 g/L log 10

.01

Heratorocy 2014;59:1954-1963



0.9 |‘ p=0.010
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Proposition Algorithme en fonction IgG4 et ratio 1gG4/1gG1

lgG4 < 1.4 gl PPV IAC = 3% " PSC
1gG4/1gG1 <0.24 PPV IAC = 10% —* Psc

1gG4 > 1.4 <28 gL PPVIAC=28% —  Serum IgG1 <
lG4>20<58gLPRVIACTa ——  feokgy
19G4>SOLPPVIAC=100%  ——*  Cortcoslrods

PSC,
differential |AC?

—_—

HeratoroGy 2014559:1954-1963



Nouvelles techniques
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Criteres diagnostiques HISORt adaptés a I'lgG4-SC

In all cases of non-response to adequate steroid treatment:
= Withdraw steroids!
= Reconsider presence of malignant disease

HeratoroGy 2014;59:1954-1963



Multifocal intrahepatic/hilar biliary strictures on cholangiography

!

Exclusion of Cholangiocarcinoma
Exclusion of secondary sclerosing cholangitis Obstructive jaundice | Dominant stricture

!

Measurement of serum IgG4

‘ | Endabiliary biopsy brush + cytology |

Normal or Negative for
<Twofold elevation =Twofold elevation '\ No cancer
Y
Application of the scoring system (based _ Positive IgG4 stain |
on QOI, age, and beaded appearance) 5-6 points -
Yes
>7 points <5 points Y

A 2-week steroid trial
Y

- Assessment of response to steroids
Steroid based on imaging & CA 19-9
therapy
Yes No or
Equivocal
" Y
lgG4-SC Manage as lgG4-SC Endobiliary/Liver
confirmed PsSC confirmed biopsy

IgG4-related scelrosing cholangitis.T.Kamisawa, M.Kim. Springer. 2019



IgG4-related disease manifestations in which urgent treatment is recommended

Manifestation Rationale for urgent treatment
Aortitis Inflammatory aortic aneurysms can continue to enlarge and are at risk for dissection.
Retroperitoneal fibrosi Progressive disease m cad to irreversible nerve damage/pain and/o et obstriction/renal failure.

Proximal biliary strictures™® Untreated disease may lead to superimposed infectious cholangitis and eventually irreversible fibrosis and cirrhosis.
Tubulomterstitial nephriiis Unfreafed disease may lead to irreversible chronic kidney disease.

Pachymeningitis Untreated disease puts the patient at risk for neurologic deficits and/or seizures.

Pancreatic enlargement Untreated disease may lead to irreversible pancreatic exocrine and endocrine failure.

Pericarditis Untreated disease may lead to tamponade or constrictive pericarditis

* “Proximal” denotes involvement of the intrahepatic bile ducts or extrahepatic portion of the common bile duct that is superior to the intra-
pancreatic portion.

International Consensus Guidance Statement on the
Management and Treatment of IgG4-Related Disease

ARTHRITIS & RHEUMATOLOGY
Vol. 67, No. 7, July 2015, pp 1688-1699



Diagnosis of AIP by ICDC with negative malignancy

No + Clinical symptoms (abdominal pain, obstructive jaundice, etc)
+ 00Is (SC, Salivary glands, Retroperitoneal fibrosis, etc)

Yes

Y

Observation

» Control of blood sugar/ biliary drainage*

-

‘ History of or high risk group for severe M

steroid intolerance?

Algorithme IgG4- AIP

e

used, if Rituximab is
Yes unavailable

Immunomodualators can be

Steroid therapy (5T) —>|

= Rapid radiological response
=  Normalized serum 1gG4 afte
= No 00l before Tx

to Tx
rTx

Observation —————

Relapse ———

——

Remission

Rituximab®

Any one of
= Diffuse enlarged pancreas before Tx
= Delayed radiological remission

= =2 00Is or proximal 1gG4-5C

= Persistent high serum IgG4 >=2xUNL) after Tx

¥

Maintenance with:
ST/Immunomodulators/Rituximab

| Re-treatment (ST/Steroid sparing agents)

International consensus for the treatment of autoimmune pancreatitis
Pancreatology. 2017 Jan - Feb;17(1):1-6.



Initial diagnosis of

lgG4-SC
Steroid contraindication Prednisone
present (40 mg/day x 4 weeks)
|
| v :
Incomplete remission or No response | I Complete remission I
steroid intolerance

" v

Consider alternative diagnosis | -
Prednisone taper

Algorithme 1gG4-SC (5 mg/waek)

W
Rituximab induction fg——— Recrudescence I
(1000 mg IV x 2) v
‘t"\\_ I Qbservation I
\"-.
Consider repeat steroid (_,—V—‘
course * long taper Relapse
v
| v }
I Incormplete remission or intolerance | | No response | | Complete remission |
|
—Y - v V)
Consider steroid I Consider alternative diagnosis | Consider RTX
maintenance £

maintenance (see text)
immunomodulators

T.Kamisawa, M.Kim. IgG4-related scelrosing cholangitis. Springer. 2019



Cohorte japonaise 1gG4-SC
Taux de rechute 19%

(mortality)
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Mortalité 1gG4-SC de toutes causes

(mortality)

1.0

0.87

0.6

0.29

0.0
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Mortalité I1gG4-SC hépatobiliaire

Tanaka.Clin Gastroenterol Hepatol (2017), 15(6):920-926
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