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Supplementary Table S1: Approving Institutional Review Boards
	Country
	IRB Name

	USA

	Partners Human Research Committee

	
	Emory University Institutional Review Board

	
	Advarra

	
	The Johns Hopkins Medicine IRBs

	Canada
	University Health Network Research Ethics Board

	
	Mount Sinai Hospital Research Ethics Board

	
	Comite d’ethique de la recherché du CIUSSS se l’Est-de-I’Ile-de-Montreal

	Argentina
	Comité de Ética de Protocolos de Investigación del Hospital Italiano (CEPI)

	
	Comité Independiente de Ética para Ensayos en Farmacología Clínica

	Mexico
	Comité de Ética en Investigación del Instituto Nacional de Ciencias Médicas y Nutrición Salvador Zubirán

	France
	Comite de Protection des Personnes (CPP) Sud Est III - Bron

	Germany
	Ethikkommission der Medizinischen Fakultät der Ludwig-Maximilians-Universität München

	Italy
	Comitato Etico REGIONE TOSCANA - AREA VASTA CENTRO

	
	Comitato Etico Ospedale San Raffaele

	
	Comitato Etico Interaziendale AOU Città della Salute e della Scienza di Torino

	
	Comitato etico per la Sperimentazione Clinica delle Province di Verona e Rovigo

	
	Comitato Etico dell'Area Vasta Emilia Nord

	
	Comitato Etico Regione Toscana - Area Vasta Nord Ovest

	Poland
	Komisja Bioetyczna przy Uniwersytecie Medycznym we Wroclawiu

	Spain
	CEIC Hospital Universitari de Bellvitge

	UK
	North East - Newcastle & North Tyneside 2 Research Ethics Committee

	Netherlands
	METC AMC

	Turkey
	Istanbul Universitesi Istanbul Tip Fakultesi Klinik Arastirmalar Etik Kurulu

	China
	Ethics Committee for Drug Clinical Trials, Chinese Academy of Medical Sciences & Peking Union Medical College (EC of PUMCH)

	
	EC of Beijing Friendship Hospital Capital Medical University

	India
	INSTITUTIONAL ETHICS COMMITTEE; ChanRe Rheumatology and Immunology Center & Research

	
	INSTITUTIONAL ETHICS COMMITTEE

	
	Sahyadri Hospitals Pvt Ltd. Ethics committee, Sahyadri Clinical Research & Development Center

	Australia
	Uniting Care Health HREC

	
	St. Vincent’s Hospital Melbourne Human Research Ethics Committee

	Japan
	Hospital of the University of Occupational and Environmental Health, Japan Institutional Review Board

	
	Nagaoka Red Cross Hospital Institutional Review Board

	
	Kobe University Hospital Institutional Review Board

	
	Toyama University Hospital Drug Acceptance Research Review Board

	
	Kyoto University Hospital Institutional Review Board

	
	Kansai Medical University Kori Hospital Institutional Review Board

	
	Sapporo Medical University Hospital Institutional Review Board

	
	Kanazawa University Hospital Institutional Review Board

	
	Kansai Medical University Hospital Institutional Review Board

	
	Tokyo Metropolitan Komagome Hospital Institutional Review Board

	Hong Kong
	The University of Hong Kong/Hospital Authority Hong Kong West Cluster Institutional Review Board (HKU/HA HKW IRB)

	Hungary
	Medical Research Council Ethics Committee for Clinical Pharmacology (ETT-KFEB)

	Ukraine
	Ethics Committee at Communal Nonprofit Enterprise "Kherson City Clinical Hospital n.a. Afanasii and Olga Tropini" of Kherson City Council

	
	Ethics Committee at Municipal Non-Profit Enterprise «City Clinical Hospital for Emergency Medical Services named after prof. O.I. Meschaninov» of Kharkiv City Council

	
	Ethics Committee at Communal Nonprofit Enterprise "Vinnytsya Regional Clinical Hospital named after M.I. Pirogov  Vinnytsia Regional Council"

	
	Ethics Committee at Municipal Non-Commercial Enterprise of Lviv Regional Council "Lviv Regional Clinical Diagnostic Center"

	Ireland
	St Vincent's Healthcare Group Research Ethics Committee

	
	NREC-CT

	Israel
	Ethics Committee Meir Medical Center

	
	Helsinki Committee Rabin Medical Center

	
	Ethics Committee Tel-Aviv Sourasky Medical Center

	
	Helsinki Committee Sheba Medical Center

	Sweden
	Etikprövningsmyndigheten (Ethical Review Authoriy)
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Organ-specific flare criteria
The following describes information to be collected from the investigator regarding
organ-specific symptoms and findings and flare criteria.  The investigator is required to complete assessments and data entry for those organs(s)/site(s) that are suspected of being involved in the event (i.e., those with symptoms or other findings that lead to suspicion of flare), regardless of whether flare criteria are deemed to have been met.  For each symptom, the investigator indicates if it was observed, new or worsening, and provides notes on the findings and why it is considered worsened or new onset.

The investigator is not required to perform assessments or enter data for organs/sites for which no suspicion of involvement exists

	Pachymeninges

	   Symptom(s) or Finding(s)

	      Symptoms consistent with pachymeningeal flare

	         Headache

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with pachymeningeal flare

	         CN palsy, neurologic abnormalities consistent with radiculomyelopathy

	         Other (describe)

	         None

	   Laboratory findings consistent with pachymeningeal flare

	         CSF pleocytosis

	         CSF increased protein

	         Other (describe)

	         None

	   Imaging of pachymeninges

	         Meningeal enhancement or thickening

	         Other (describe)

	         None

	   Biopsy results consistent with pachymeningeal flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with pachymeningeal flare

	         Biopsy not consistent with pachymeningeal flare

	Criterion for Pachymeningitis Flare

	   Required to be present: 1 and either 2a or 2b

	         1. New or worsening symptom or PE finding consistent with IgG4-RD pachymeningitis

	         2. EITHER:

	         a. CSF lab finding consistent with IgG4-RD pachymeningitis OR

	         b. Imaging finding confirming new or worsening meningeal involvement

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Pituitary Gland

	   Symptom(s) or Finding(s)

	   Symptoms consistent with pituitary flare

	         Visual field abnormalities, headache symptoms consistent with anterior or posterior pituitary endocrine failure

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with pituitary flare

	         CN palsy, visual field abnormalities

	         Other (describe)

	         None

	   Laboratory findings consistent with pituitary flare

	         Pituitary endocrine dysfunction

	         Other (describe)

	         None

	   Imaging of pituitary gland

	         Pituitary mass or enhancement

	         Other (describe)

	         None

	   Biopsy results consistent with pituitary flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with pituitary gland flare

	         Biopsy not consistent with pituitary gland flare

	Criterion for Pituitary Gland Flare

	   Required to be present: at least one of the following

	         EITHER New or worsening anterior/posterior pituitary endocrine dysfunction in patient with known pituitary
         disease OR

	         Imaging finding confirming new or worsening pituitary involvement

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Orbits

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare in orbits

	         Diplopia, proptosis, foreign body sensation, eye or retrobulbar discomfort or pain, or other visual symptoms
         including vision blurring or loss, symptoms consistent with scleritis, symptoms from compression of
         peripheral nerves in the area of the orbit, such as trigeminal and infraorbital nerves (pain or numbness)

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with orbital flare

	         Proptosis, supra-orbital swelling or other peri-orbital swelling consistent with enlargement of extra-ocular
         muscles, field cuts, cranial nerve palsies, extraocular movement abnormality, infra-orbital/supraorbital nerve
         enlargement

	         Other (describe)

	         None

	   Imaging of orbits

	         Compatible with orbital disease (enlargement of extra-ocular muscles, enlargement of optic nerve including
         abnormalities of retrobulbar space or within cavernous sinus)

	         Other (describe)

	         None

	   Biopsy results consistent with orbital flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with orbital flare

	         Biopsy not consistent with orbital flare

	Criterion for Orbital Flare

	   Required to be present: at least one of the following

	         EITHER New or worsening symptom or PE finding consistent with orbital flare OR

	         New or worsening orbital abnormality on imaging consistent with orbital flare

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Lacrimal Glands

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare in lacrimal glands:

	         Lacrimal gland discomfort, pain or swelling; redness of the eye, excessive tearing; eyelid crusting; blurred
         vision

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with lacrimal gland flare

	         Lacrimal gland swelling/mass

	         Other (describe)

	         None

	   Imaging of lacrimal gland

	         Consistent with lacrimal gland swelling

	         Other (describe)

	         None

	   Biopsy results consistent with lacrimal gland flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with lacrimal gland flare

	         Biopsy not consistent with lacrimal gland flare

	Criterion for Lacrimal Glands Flare

	   Required to be present:

	         New or worsening lacrimal gland enlargement/mass on PE or observed on imaging

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Salivary Glands (Parotid, Submandibular and/or Sublingual)

	   Symptom(s) or Finding(s)

	   Symptoms consistent with salivary gland flare

	         Pain or swelling of gland(s)

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with salivary gland flare

	         Salivary gland swelling or tenderness

	         Other (describe)

	         None

	   Imaging of salivary gland 

	         Compatible with salivary gland swelling

	         Other (describe)

	         None

	   Biopsy results consistent with salivary gland flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with salivary gland flare

	         Biopsy not consistent with salivary gland flare

	Criterion for Salivary Gland Flare

	   Required to be present:

	         New or worsening salivary gland enlargement or tenderness on PE or new or worsening enlargement on
         imaging

	   Required to be absent:	

	         Alternative diagnosis or inconsistent biopsy findings

	Lymph Node(s)

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare in lymph node(s)

	         Subject reported swelling

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with flare in lymph node(s)

	         Lymphadenopathy (specify localized or diffuse)

	         Other (describe)

	         None

	   Imaging of lymphadenopathy (localized or diffuse)

	         Consistent with lymphadenopathy

	         Other (describe)

	         None

	   Biopsy results consistent with lymph node flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with lymph node flare

	         Biopsy not consistent with lymph node flare

	Criterion for Lymph Node Flare

	   Required to be present:

	         In a patient with concurrent IgG4 disease in another organ: Multiple enlarged nodes (primarily nontender) by
         PE or imaging in an area separate from other current organ with flare OR

	         In a patient with no other organ with concurrent flare: Multiple enlarged lymph nodes (primarily nontender) by
         PE or imaging AND lymph node biopsy to exclude other diagnosis, such as malignancy

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Lungs, Including Pleura and Parenchyma

	   Symptom(s) or Finding(s)

	   Symptoms consistent with lung flare 

	         Dyspnea at rest or with exertion, cough

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with lung flare

	         Increased respiratory rate, findings suggestive of pleural effusion, dry crackles compatible with pulmonary
         fibrosis, localized diminished breath sounds, findings consistent with infiltrate

	         Other (describe)

	         None

	   Laboratory findings consistent with lung flare

	         New or worsening pulmonary function test abnormalities consistent with lung flare

	         Other (describe)

	         None

	   Imaging of lungs

	         Pulmonary nodules or mass and/or pulmonary infiltrate/ground glass opacities consistent with interstitial
         pneumonia and/or pulmonary fibrosis and/or pleural effusion or pleural thickening and/or peribronchovascular
         and septal thickening and/or paravertebral mass, paravertebral band-like soft tissue in thorax

	         Other (describe)

	         None

	   Biopsy results consistent with lung flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with lung flare

	         Biopsy not consistent with lung flare

	Criterion for Parenchymal or Pleural Lung Flare

	   Required to be present:

	         New or worsening imaging finding confirming pleuropulmonary involvement

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Aorta and Large Blood Vessels

	   Symptom(s) or Finding(s)

	   Symptoms consistent with aorta & large blood vessels flare

	         Pain, palpable mass

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with aorta & large blood vessels flare

	         Palpable arterial mass, especially if pulsatile, or bruit

	         Other (describe)

	         None

	   Imaging of aorta & large blood vessels

	         Consistent with aneurysm, dissection, thickening/enhancement of vessel wall or other vessel abnormality

	         Other (describe)

	         None

	   Biopsy results consistent with aorta/large blood vessel flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with aorta/large blood vessel flare

	         Biopsy not consistent with aorta/large blood vessel flare

	Criterion for parenchymal or Aorta and Large Blood Vessel Flare

	   Required to be present:

	         Either New or worsening aortic or other vessel wall thickening or other evidence of aortitis (dissection,
         aneurysm) by imaging OR

	         Demonstration of new or worsening aortitis, dissection or aneurysm or similar findings for other large artery
         at surgery or intervention (stenting) of an aneurysm, dissection or other vascular anomaly

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Retroperitoneum, Mediastinum, and Mesentery

	   Symptom(s) or Finding(s)

	   Symptoms consistent with retroperitoneum, mediastinum & mesentery flare

	         Pain (eg, flank, back, thighs, abdominal, other including chronic pain), leg edema, dyspnea, cough

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with retroperitoneum, mediastinum & mesentery flare

	         Palpable mass or findings consistent with superior vena cava syndrome, leg edema, or fibrosing mediastinitis

	         Other (describe)

	         None

	   Laboratory findings consistent with retroperitoneum, mediastinum & mesentery flare

	         For retroperitoneal involvement of ureters: elevated creatinine, decreased estimated glomerular filtration rate
        (eGFR)

	         Other (describe)

	         None

	   Imaging of retroperitoneum, mediastinum & mesentery

	         Finding of mass lesion, ureteral stenosis or hydronephrosis, findings consistent with superior vena cava
         syndrome, other evidence of inflammation in retroperitoneum typically with enhancement (often infra-renal,
         peri-aortic distribution extending down to iliac vessels but may involve root of mesentery),
         circumferential/antero-lateral soft tissue around infrarenal aorta or iliac arteries, other radiologic evidence of
         inflammation in mesentery or mediastinum

	         Other (describe)

	         None

	   Biopsy results consistent with retroperitoneum, mediastinum & mesentery flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with retroperitoneum, mediastinum & mesentery flare

	         Biopsy not consistent with retroperitoneum, mediastinum & mesentery flare

	Criterion for Flare in Retroperitoneum, Mediastinum and Mesentery Vessels

	   Required to be present:

	         EITHER New or worsening imaging evidence of involvement of retroperitoneum, mediastinum and/or
         mesentery OR

	         Tissue confirmation at time of surgery or intervention (stenting) that confirms new or worsening involvement
         of retroperitoneum, mediastinum and/or mesentery

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Pancreas and Common Bile Duct

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare of pancreas/common bile duct

	         Pain (eg, flank, back, abdominal), weight loss

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with flare of pancreas/common bile duct

	         Abdominal tenderness, jaundice, palpable mass, weight loss

	         Other (describe)

	         None

	   Laboratory findings consistent with flare of pancreas/common bile duct

	         Elevated bilirubin, alk phos, GGT,amylase and/or lipase

	         Other, including low fecal elastase, high glucose/HbA1C (describe)

	         None

	   Imaging of pancreas/common bile duct

	         Consistent with pancreatic mass or diffuse pancreatic enlargement with loss of lobulations, diffuse pancreatic
         enlargement, pseudocapsule, pancreatic duct stricture, common bile duct abnormality

	         Other (describe)

	         None

	   Biopsy results consistent with flare of pancreas/common bile duct

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with pancreatic/common bile duct flare

	         Biopsy not consistent with pancreatic/common bile duct flare

	Criterion for Pancreatic Flare

	   Required to be present:

	         In a patient with a prior history of IgG4-related autoimmune pancreatitis EITHER:

	         New or worsening symptom and/or PE finding AND new or worsening laboratory finding consistent with flare
          in disease of pancreas/common bile duct OR

	         Imaging or endoscopic finding that confirms new or worsening involvement of pancreas/common bile duct

	         In a patient with no prior history of IgG4-related autoimmune pancreatitis:

	         New symptom, PE finding and/or laboratory finding consistent with involvement of the pancreas/common bile
         duct, AND EITHER

	         New imaging or endoscopic finding that confirms involvement of the pancreas/common bile duct, OR

	         Biopsy evidence of involvement of the pancreas

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Biliary tree (IgG4-RD sclerosing cholangitis)

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare of bile ducts/biliary tree

	         Itching, abdominal pain, right upper quadrant pain

	         Systemic/constitutional

	         Other (describe)

	         None

	PE findings consistent with flare of bile ducts/biliary tree

	         Abdominal tenderness, jaundice, upper right quadrant fullness

	         Other (describe)

	         None

	   Laboratory findings consistent with flare of bile ducts/biliary tree

	         Elevated bilirubin, ALT/AST, alkaline phosphatase, GGT

	         Other(describe)

	         None

	   Imaging of bile ducts/biliary tree

	         Thickening, mass, strictures, dilatation of extra-hepatic and/or intrahepatic bile ducts

	         Other (describe)

	         None

	   Biopsy results consistent flare of bile ducts/biliary tree

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with bile duct/biliary tree flare

	         Biopsy not consistent with bile duct/biliary tree flare

	Criterion for Flare in Bile Ducts/Biliary Tree

	   Required to be present:

	         In a patient with a prior history of IgG4-related sclerosing cholangitis, EITHER:

	         New or worsening laboratory finding consistent with biliary tree flare OR

	         New or worsening imaging or endoscopic finding that confirms worsening involvement of bile ducts/biliary
         tree

	         In a patient with no prior history of IgG4-related sclerosing cholangitis:

	         New laboratory finding consistent with biliary tree flare, AND

	         Imaging or endoscopic finding that confirms involvement of the bile ducts/biliary tree

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Kidney

	   Symptom(s) or Finding(s)

	   Symptoms consistent with kidney flare

	         Fatigue, mental status changes

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with kidney flare

	         Edema

	         Other (describe)

	         None

	         Laboratory findings consistent with kidney flare

	         Elevated creatinine, decreased eGFR, hematuria or proteinuria

	         Other, including hypocomplementemia (describe)

	         None

	   Imaging of kidneys

	         Diffuse kidney enlargement, renal abnormality including, hypodense lesions in the renal cortex, renal
         atrophy, and/or pelvis thickening

	         Other (describe)

	         None

	   Biopsy results consistent kidney disease flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with kidney disease flare

	         Biopsy not consistent with kidney disease flare

	Criterion for Kidney Flare

	   Required to be present:

	         In a patient with a prior history of IgG4-related renal disease EITHER:

	         Worsening renal function or proteinuria, OR

	         Any imaging finding or biopsy that confirms worsened involvement of the kidney

	         In a patient with no prior history of IgG4-related renal disease:

	         Worsening renal function, or proteinuria AND either biopsy or imaging finding consistent with renal flare, OR

	         Worsening renal function in the setting of active IgG4-RD in other organs with worsened
         hypocomplementemia and increased IgG4

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Skin

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare of skin disease

	         Rash

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with flare of skin disease

	         Erythematous papules or nodules, hyperpigmented lesions or other skin lesions

	         Other (describe)

	         None

	   Biopsy results consistent with skin disease flare

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with skin disease flare

	         Biopsy not consistent with skin disease flare

	Criterion for Skin Flare

	   Required to be present:

	         New or worsening IgG4-RD skin lesions from symptoms or PE AND EITHER

	         Prior biopsy proven IgG4-related skin disease, OR

	         Current biopsy consistent with diagnosis 

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings

	Other sclerosis/mass formation in thyroid (Riedel’s thyroiditis), liver, breast, prostate, maxillary sinus, nasal septum, pericardium, peripheral nerves, other

	   Symptom(s) or Finding(s)

	   Symptoms consistent with flare of other sclerotic/mass forming disease

	         Site dependent, describe

	         Systemic/constitutional

	         Other (describe)

	         None

	   PE findings consistent with flare of other sclerotic/mass forming disease

	         Site dependent, describe

	         Other (describe)

	         None

	   Laboratory findings consistent with flare of other sclerotic/mass forming disease

	         Site dependent, describe

	         Other (describe)

	         None

	   Imaging 

	         Consistent with sclerotic/mass-forming disease

	         Other (describe)

	         None

	   Biopsy results consistent with sclerotic/mass forming disease

	         Biopsy not done, unreadable, or report unavailable

	         Biopsy consistent with sclerotic/mass-forming disease flare

	         Biopsy not consistent with sclerotic/mass-forming disease flare

	Criterion for Sclerotic/Mass Forming Flare

	   Required to be present: At least one of the following

	         EITHER New or worsening imaging result that confirms involvement (specify) OR

	         Any new biopsy evidence of new or worsening involvement

	   Required to be absent:

	         Alternative diagnosis or inconsistent biopsy findings
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