


Supplement 1.  CDC MIS-C Case Definition a
MIS-C Case Definition b
· Age < 21 years
· Fever ≥38.0°C for ≥24 hours or report of subjective fever lasting ≥24 hours
· Laboratory evidence of inflammation c
· Evidence of clinically severe illness requiring hospitalization with multisystem (≥2) organ involvement (cardiac, respiratory, hematologic, gastrointestinal, dermatologic, renal or neurological) d
· No alternative plausible diagnoses
· Positive for current or recent SARS-CoV-2 infection by RT-PCR, antibody, or antigen test; or exposure to a suspected or confirmed COVID-19 case within the 4 weeks prior to the onset of symptoms

a Multisystem Inflammatory Syndrome in Children (MIS-C) Associated with Coronavirus Disease 2019 (COVID-19). Centers for Disease Control and Prevention. Available from: https://emergency.cdc.gov/han/2020/han00432.asp. Accessed September 1, 2022.
b Patients must meet all criteria after adjudication.
c Including, but not limited to, 1 or more of the following: an elevated C-reactive protein, erythrocyte sedimentation rate, fibrinogen, procalcitonin, D-dimer, ferritin, lactate dehydrogenase, interleukin 6, elevated neutrophils, reduced lymphocytes, and low albumin level.
d Patient meets criteria for organ system involvement when at least 1 sign or symptom is present. 



Supplement 2.  Definitions used for MIS-C organ system involvement*, by system.1
Severe cardiovascular involvement
· Arrhythmia or other EKG changes**
· Cardiac dysfunction including evidence of left or right ventricle dysfunction indicated by echocardiography**
· Congestive heart failure
· Coronary artery abnormalities including dilatation and aneurysm indicated by echocardiography**
· Myocarditis 
· Pericardial effusion or pericarditis indicated by chest imaging or echocardiography**
· Elevated troponin above upper limit for the normal associated laboratory
· Elevated brain or N-terminal pro-brain natriuretic peptide level ≥1000 pg/mL
· Support using extracorporeal membrane oxygenation
· Shock or receipt of vasopressor medications

Severe gastrointestinal involvement
· Appendicitis or appendiceal changes indicated by radiographic results**
· Cholecystitis or gallbladder abnormalities indicated by radiographic results**
· Colitis or enteritis indicated by radiographic results**
· Free fluid in the abdomen or pelvis**
· Hepatomegaly, splenomegaly, or hepatosplenomegaly indicated by radiographic results**
· Liver failure
· Mesenteric adenitis indicated by radiographic results**

Severe hematologic involvement
· Pulmonary embolism or deep vein thrombosis
· Lymphopenia based on absolute lymphocyte count <4,500 cells/µL if age <8 months or <1,500 cells/µL if age ≥8 months
· Neutropenia based on absolute neutrophil count <500 cells/µL
· Thrombocytopenia based on platelets <150/µL or qualitative assessment of results 

Severe neurologic involvement
· Encephalopathy
· Meningitis including encephalitis or aseptic meningitis or abnormal results from cerebrospinal fluid analysis including elevated white blood cells, protein, and glucose levels
· Stroke or cerebrovascular accident (CVA)

Severe renal involvement
· Acute kidney injury 
· Renal failure 
· Receipt of dialysis

Severe respiratory involvement
· Acute respiratory distress syndrome
· Pleural effusion indicated by chest imaging or echocardiography**
· Pneumonia, indicated by chest imaging or clinical diagnosis**
· Ventilatory support using high-flow nasal cannula, noninvasive ventilation, or invasive mechanical ventilation (intubation)

Any mucocutaneous involvement
· Rash
· Mucocutaneous lesions
· Conjunctival injection
· ___________________________________________________________________________
· 1Miller, A.D., et al., Multisystem Inflammatory Syndrome in Children-United States, February 2020-July 2021. Clin Infect Dis, 2021.
· * Patient meets criteria for organ system involvement when at least 1 sign or symptom is present. 
· ** Indicates field supplemented from clinician review of free-text responses. 
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