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Q1: IgG4RD临床分型？

• Group 1 (31%), Pancreato-Hepato-Biliary disease; 
• Group 2 (24%), Retroperitoneal Fibrosis and/or 

Aortitis;
• Group 3 (24%), Head and Neck-Limited disease 

– female (OR~10)
– Asian (OR~6)

• Group 4 (22%), classic Mikulicz syndrome with 
systemic involvement. 
– Higher IgG4 concentration (*9)

Ann Rheum Dis. 2019 Mar;78(3):406-412
Clinical phenotypes of IgG4-related disease: an analysis of two 
international cross-sectional cohorts. (n=765)



Q2. 关于血清IgG4的水平：
是>2*UNL还是>135mg/dl？



2901 IgG4-RD and 2740 non IgG4-RD





Q2-1. 外周血浆母细胞水平是否可作为IgG4相关性疾
病新的诊断/监测指标？



• 37 IgG4-RD (active, untreated)
• 14 healthy controls
• 21 disease controls with active, untreated 

inflammatory diseases or malignancies  
      (5 RA, 4 GPA, 2 pancreatic cancer, 1 DLBC, 3 sarcoidosis, 1 livedoid    
      vasculopathy, 1 SS, 1 PBC, 1 chronic pain, 1 Lyme disease, 1 gout).

• 12 patients treated with RTX (1g*2, 15d)



IgG4 concentration

• 13 (36%) normal IgG4, 59.5 (5.3~123)
59.5 (5.3~123)         p<0.01    924 (138~4780



4,698/ml (610-79,524)

94/mL (1–653/mL)
P<0.001 healthy vs IgG4-RD

other immune-mediated 
conditions and malignancies 

592.0/mL (19–4,294/mL)
P<0.001 Non-IgG4 vs IgG4-RD

*2,428 (GPA)
*3,802 (SS)
*4,294/ml (RA)



• Plasmablast counts were significantly different 
between those with multiorgan disease and 
those with ≤2 organs involved (medians 
7,370/mL and 3,435/mL; P=0.01).

• Correlation between plasmablast counts and 
the baseline IgG4-RD RI score was modest 
(R=0.17, P=0.16).



• Plasmablast levels demonstrated excellent
performance as a test for IgG4-RD (AUC 0.96, P<0.05). 

Cutoff of Plasmablast Sensitivity Specificity PPV NPV

900/ml 95% 82% 86% 97%

2000/ml 87% 91% 91% 87%



Absolute plasmablasts
6,356/mL (1,123–41,589/mL),

declined to 1,419/mL (386–4,150/mL) (P<0.01)

1,014 mg/dL (26 – 4,780) declined 
to 521 mg/dL(18 – 2,098); P=0.12

12 RTX



• Circulating plasmablast count is a more robust 
diagnostic marker than are serum IgG4 concentrations. 

• In several patients, rising plasmablast levels during 
periods of partial or complete remission preceded 
overt clinical flares

• The utility of plasmablast levels as biomarkers of 
disease activity and predictors of flare
requires further investigation.



Q3. 关于影像：18F-FDG-PET/CT

1. 全身评估
2. 指导活检
3. 诊断
4. 疗效监测





• A PET VCAR analysis reported complete metabolic remission in 21 cases (72 %), whereas the other eight 
cases showed partial metabolic response with an 89.0 %±6.4 % decrease in TLG. 

• Serum IgG4 levels decreased only in 88.6 % (31/35) cases and with less significance. No significant 
correlation was found between the TLG and the IgG4 level in these patients (r=0.37, P=0.06).

N=29



N=20, 10 repeated PET/CT
PK: PET/CT, ESR/CRP, IgG4, RI, 

plasmablasts



The three major histopathological 
features associated with IgG4-RD 
• Dense lymphoplasmacytic 

infiltrate
• Fibrosis, arranged at least 

focally in a storiform
pattern

• Obliterative phlebitis

Other histopathological features 
associated with IgG4-RD
• Phlebitis without obliteration 

of the lumen
• Increased numbers of 

eosinophils

Q4. 关于病理



(a) The salivary gland is 
extensively infiltrated by 
lymphocytes and plasma cells. 

(b) A moderate number of 
eosinophils are present. 

(c) An irregularly whorled pattern 
of fibrosis (storiform fibrosis). 

(d) Type 1 AIP. The vein (*) is 
completely obliterated by 
aggregated inflammatory cell 
infiltration (obliterative 
phlebitis). 

(e) *100. 
(f) Type 1 AIP. The partially 

obliterated vein shows 
transmural infiltration by 
inflammatory cells.



√
Characteristic histopathological 
findings with an elevated IgG4+ 

plasma cells and IgG4-to-IgG 
ratio;  

High serum IgG4 concentrations; 

Effective response to 
glucocorticoid; 

Reports of other organ 
involvement that is consistent 

with IgG4-related disease.

×

Epithelioid cell granulomas 

A prominent
neutrophilic infiltrate

Type 1 AIP (IgG4-related pancretitis) Type 2 AIP: neutrophilic infiltrates and 
(occasionally) epithelioid cell granulomas



Q5. 关于诊断标准？



• The sensitivity of these criteria were comparatively good for diagnosing IgG4-
related MD (83 and 70%) and KD (87 and 85%). 

• In contrast, patients with IgG4-related AIP could not be diagnosed by the 
comprehensive diagnostic criteria (0% for definite, nearly 70% for possible, and 
10–30% for unlikely) because biopsies could not be obtained from most of these 
patients. 

•Not specific!!
•Exclusion criteria 
is required.
•Involvement of at 
least one typical 
organ is required.

2011 Japan



New criteria-exclusion criteria

Clinical

Serology

Radiology

Pathology



New criteria
-8 weighted inclusion domains

• Serum IgG4
• Histopathology
• Immunostaining
• Glandular enlargement
• Chest & thoracic aorta
• Pancreas & biliary tree
• Kidney 
• Retroperitoneum



Serum IgG4

Pathology

--Histopathology

--Immunostaining

Missing

Involved Organs
Lacrimal & Major Salivary Glands

Chest & Thoracic Aorta

Pancreas & biliary Tree

Kidney

Retroperitoneum



Sensitivity Specificity

New criteria 85.5% 99.2%

Without exclusion criteria 90.0% 88.5%



Q6. 关于病情评
估：IgG4-RD RI
（ACR2012）



“Damage”

• The severity of fibrosis is dependent on the individual organs involved. 
Storiform fibrosis. The response to glucocorticoids varies according to the 
affected organs and the degree of fibrosis.
– Wait and see:  Overall ~20%, 70%~ of lymphadenopathy, 30%~ of salivary 

glands; Spontaneous resolution: 40%~ of patients (but with higher relapse 
rates compared to those treated with glucocorticoids) ; may be appropriate in 
asymptomatic patients with lymphadenopathy or mild salivary gland 
enlargement.

– However, uncontrolled disease in certain organs can lead to irreversible 
damage. Urgent treatment is therefore recommended for the following types 
of IgG4-RD: aortitis, RPF, sclerosing cholangitis, TIN, pachymeningitis, and 
pericarditis.



“High risk” patients
• Multi-organ disease, 
• Significant elevation of serum IgG4 levels
• Proximal extrahepatic/intrahepatic biliary strictures
• With a history of relapse

• However, as IgG4-RD patients are typically elderly and are 
at high risk of developing steroid-related complications 
such as osteoporosis and diabetes mellitus, cessation of the 
medication should be attempted.

• Cessation of maintenance therapy should be planned 
within 3 years in cases with radiological and serological 
improvement.



Prognosis
• The short-term clinical, morphological, and functional outcomes of most IgG4-RD 

patients treated with steroid therapy are good, although the long-term outcomes 
are less clear. 

• However, there are several unknown factors such as relapse, developed fibrosis, 
and associated malignancy that influence long-term outcomes. 

• 10%~30% manifestations of chronic pancretitis (pancreatic stones, pancreatic 
calcification, pancreatic atrophy)

• Malignancy concern: Chronic pancreatitis has been reported as one
of the risk factors for pancreatic cancer. Case reports of AIP patients developing 
pancreatic cancer. (2.4%-10%).

.



Q7. 关于治疗

• 无症状的患者是否可以暂时观察，暂不进行干预？

• IgG4相关性疾病是否首选需用激素治疗？剂量应为：

• IgG4相关性疾病的治疗是否需加激素助减剂？何时加？（初始、

维持、激素无法控制或依赖）

• 激素助减剂您更倾向选择传统免疫抑制剂还是生物靶向药物如

利妥昔单抗?

• 您认为糖皮质激素的维持治疗时间应为？维持剂量应为？

• 您认为IgG4相关性疾病的复发常见吗？

• 复发患者的治疗应为？





• 32% (32/99)relapsed within 6 months
• 56% (55/99) relapsed within 1 year
• 76% (75/99) relapsed within 2 years
• 92% (91/99) relapsed within 3 years
• Relapse rate: 23%, 63/273 with maintenance treatment  
                         vs 34%, 35/104 without maintenance ; p = 0.048). 



• Similar findings (Korea, UK, US), maintenance therapy with low-dose prednisolone 
(2.5–5 mg/day) was recommended to prevent relapse



How are relapsers treated? (参照AIP)

• Re-administration or dose-up of steroid is effective. (A)
• In most relapsed cases, remission can be achieved

with the same prednisolone dose as the initial dose,
although it may be necessary to taper more gradually.
(B)

• Application of immunomodulatory drugs is considered
for AIP patients who prove resistant to steroid therapy.
(B)



IS?
• In cases where the steroid dosage cannot be tapered due to persistently active 

disease, the addition of immunomodulatory drugs such as azathioprine or 
mycophenolate mofetil has been considered to be appropriate.



• 12 patients with steroid or IM intolerance/resistance were treated with RTX, an 
antiCD20 antibody; 10 (83%) experienced complete remission and had no relapses 
while on maintenance therapy.



RTX

• 30 IgG4-RD patients with two doses of RTX (1000 mg each). 
• The participants were either treated with RTX alone (n = 26; 

87%) or required to discontinue baseline glucocorticoids (GC) 
within 2 months (n = 4; 13%). 



The primary 
outcome, measured 
at 6 months
• decline of the 

IgG4-RD RI ≥2 
points compared 
with baseline; 

• no disease flares 
before month 6;

• no GC use 
between months 
2 and 6. 

Complete remission 
• RI score of 0 with 

no GC use.
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