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Obliterative phlebitis in IgG4-related disease
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A 34-year-old man presented with a mediastinal mass that raised concern for
a malignancy, but upon biopsy was found to have IgG4-related disease (1gG4-
RD). This picture shows obliterative phlebitis, a histopathologic finding that is
nearly pathognomonic of IgG4-RD. The vein is clearly outlined, but its lumen
is nearly completely replaced with the same inflammatory infiltrate present
elsewhere in the lesion. Obliterative arteritis (as opposed to phlebitis) can
also occur, particularly in the lung, but is much less common than is venous
involvement in IgG4-RD.

Courtesy of John H Stone, MD. U pTO Date




Storiform fibrosis in IgG4-related disease

Pink, acellular areas stream through the lymphoplasmacytic infiltrate. This
biopsy is from the maxillary sinus in a patient whose disease was limited to
the maxillary and ethmoid sinuses.

Courtesy of John H Stone, MD. LJ pTo Date




IgG4 staining of renal biopsy in IgG4-related
tubulointerstitial nephritis

Immunohistochemical stains of renal biopsies for IgG4 in two patients with 1gG4-
related tubulointerstitial nephritis. Two core renal biopsies are shown. All brown-
staining cells represent IgG4-positive plasma cells.

Courtesy of John H Stone, MD.




Lacrimal gland histopathology in IgG4-related disease

Lacrimal gland biopsy showing a lymphoplasmacytic infiltrate enmeshed within
a stream of storiform fibrosis.

Courtesy of John H Stone, MD. U pTQ D ate
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Th17

* Extracellular bacteria
(skin, lining of intestine)

IL-17 Th1

* Fungi -g:«ﬂl-medigted immunity and
* Autoimmuni inflammation
Ehysioal Iiggers of Y * Intracellular pathogens
Immune Response: - Viruses, bactena
« Infections Antigen :f«:'tmmmt:.mty
-Bacterial, viral Presenting Cells ot bl
-Fungal, parasitic
* Toxins
-Exogenous
-Endogenous
* Food peptides
* Allergens
* Medications
* Auto antigens

Th2
+ Antibody-mediated immunity

ThO: Naive T cells + Extracellular parasites

Th: Helper T cells o Rafmaralongy
Treg: Regulatory T cells
IL: Interleukin
TNF-a: Tumor necrosis factor-alpha Treg IL-13
IFN-y: Interferon-gamma * Immune tolerance
* Lympocyte homeostasis

TGF-p: Transforming growth factor-beta

* Regulation of immune
responses
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Clinicopathological
implication

Serum or tissue
eosinophilia

q High 1gG4 level
1gG4” cell infiltration

Fibroblasts

el 2l

Epithelial damage

through autoimmunity

or molecular mimicry

D Clinical Results

Tumefactive enlargement
of affected organs or sites
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Lung

Cough, often
asymptomatic
(lgG4-related
lung disease)

Bilary tract
Obstructive
jaundice
(IgG4-related
sclerosing
cholangitis)

Prostate gland
Frequent
urination,

residual urine
(IgG4-related

Pituitary gland
Headache, visual field
deficit, lactation,
diabetes insipidus
(lgG4-related
hypophysitis)

Thyroid

Neck tightness,
malaise, oedema
(IgG4-related
thyroid disease)

feelings of

prostatitis)
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Lacrimal gland
Swollen upper eyelids, dry eyes
(IgG4-related dacryoadenitis)

Salivary gland
Swollen submandibular portions, dry mouth
(lgG4-related sialadenitis)

Respiratory tract
Cough; similar to bronchial asthma

Often asymptomatic;
hydronephrosis in renal
hilum involvement
(IgG4-related kidney disease)

Kidney

Retroperitoneal cavity

Fever, malaise, aneurysm

in cases with periaortitis
(IgG4-related retroperitoneal
fibrosis)

Pancreas

Upper abdominal
discomfort,
obstructive jaundice,
impaired glucose
tolerance

(type | autoimmune
pancreatitis)

Lymph nodes
Swollen

lymph nodes
(lgG4-related
lymphadenopathy)




variable:perte de poids si multi-orgat




Par organe Terme actuel
Type 1 autoimmune pancreatitis (IgG4
IgG4-related ophthalmic disease
elated orbital infla
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~ MANIFESTIONS CLINIQUES
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Criteres diagnostiques de la
pancréatite auto-immune (HISORt)

(H) Histology suggestive of autoimmine pancreatitis

(1) Pancreatic imaging suggestive of autoimmine
pancreatitis

(S) Serology (1gG4 >2 times the upper limit of normal)

(O) Other organ involvementBiliary strictures, parotid/
lacrimal gland involvement, mediastinal
lymphadenopathy, retroperitoneal fibrosis

(Rt) Response to steroid treatment - Resolution/
marked improvement of pancreatic and
extrapancreatic manifestations






Sous-types de pancréatites aus

-




Manifestations cliniques
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Manifestations Cliniques




Manifestations Cliniques
Polyadénopathies
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Manifestations Cliniques
Fibrose rétropéritoneale

v IMAGERIE TDM /TAP pour EXCLURE FIBROSE
SECONDAIRE

v’ Dx difficile car stade de fibrose souvent avec la
‘fibrose rétropéritonéale'!!

v’ Idéalement histo classique +sérologie positive

-La plupart des FRP —IgG4 reliées: Atteinte d’autres
organes

Série de 14 cas - 11 pancréas; 3 salivaires;2
ADP;1 péri-aortite médiastinale
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DIAGNOSTIC
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Eosinophilic granulomatous with polyangiitis (Churg-Strauss)
Granulomatosis with polyangiitis (MVegener)
Hypocomplementemic urticarial vasculitis

‘Hematological malignancy

Castleman disease

Extranodal marginal zone B-cell lymphoma
Follicular lymphoma

Angioimmunoblastic Iymphoma ,

Solid-organ neoplasms

Pancreatic cancer

Lung cancer
Sarcoma

 Infections ;
= Pulmonary abscess
Epstein-Barr virus—related lymphadenopathy : :
Aortitis caused by chronic Staphylococcus aureus anfectlon
Digestive diseases

Inflammatory bowel disea_se

Diverticulitis

i Other' systemic diseases

Rheumatoid arthritis (synovxum and Iymph ncdes)

‘.,Hastiocytos;s (Rosan—Dorf’rraan dnsease)




Clinical suspicion

-

' igG%sﬁe’ciﬁc studies

Laboratory ,
abnormalities Tumefactive lesion in 'T“a?'“g
@ >=| organs findings
Eosinophilia : :
\ Elevat_ ed IgF levels Solitary OE r?aurlggljeor:;:sles/masses
yPergammaglobulinemia ; : :
e = T2-weighted hypointense lesions (MRI)
yPocomplementemia Enhancement/thickening patterns
~

Serum IgG4 levels ¥ l

. Flow cytomet
' Histopathological studies i
>§35 mg/dL l

(excluding other l "
- diseases, see Table 3) Morphologic Immunohistochemical

Lymphocytic infiltration
Storiform fibrosis

Obliterative phlebitis

Fosmf,yphi!;x; intiit
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