
Appears ill?
↓ BP , ↑ HR out of proportion to the fever, hypoxia, altered mental status, dehydration, acute abdomen

Consider if any of the following diagnoses could also be considered for the presentation:
Acute COVID, Bacterial infection/sepsis, toxic shock syndrome, Staph Scalded Skin syndrome,

Kawasaki Disease, Rickettsial infection, viral infection, myocarditis, serum sickness, or any other alternative diagnoses

NOYES

• Follow up with 
PCP in 24-72 hrs  

• Discuss with ID 
additional lab testing 
(Tier 2)

• Consider admission 
to ID service

NO YES

Basic Screening Labs (Tier 1) Work-Up for Admission (Tier 1+Tier 2)

Well-appearing, labs not consistent with MIS-C, and has 
ability to see with PCP in 24-72 hrs for exam + labs?

Multisystem Inflammatory Syndrome in Children (MIS-C) ER/Outpatient Guidelines Approved by the Riley MIS-C 
Task Force as of 7/26/2021

CDC MIS-C Case Definition

1. <21 years with fever for ≥24h (≥38C or 
subjective)

2. Laboratory evidence of inflammation (Tier 1+2)
3. Multisystem (>2) organ involvement:

- Cardiac, renal, pulm, heme, GI, derm or neuro
4. AND no alternative plausible diagnoses
5. AND Positive for current or recent SARS-CoV-2 

infection by RT-PCR, serology, or antigen test; 
or exposure to a suspected or confirmed 
COVID-19 case within the 4 weeks prior to the 
onset of symptoms.

Tier 1 Labs [Unless alternative dx (i.e. abscess, UTI, etc)] 

- CBC w/diff, CMP, ESR, CRP, SARS-CoV-2 PCR, 
SARS-CoV-2 IgG (MIS-C rule out)

Labs suggestive for MIS-C:
ESR ≥40mm/hr or CRP ≥5mg/dL

AND positive COVID-19 PCR or Ab
AND ≥1 of the following:

ALC <1k or Na <135 or hypoalbuminemia

Tier 2 Labs/Diagnostics

- Ferritin, procalcitonin, fibrinogen, D-Dimer, 
urinalysis, HS-troponin I

- Freeze/store blood in gold top tube 
- Blood and urine cultures
- 12 lead EKG: Evaluate for ST changes, T-wave 

abnormalities, atrial and ventricular 
arrhythmias, and AV conduction abnormalities 

- Echocardiogram to evaluate for ventricular 
dysfunction and coronary artery aneurysms

Has ≥1 of the following:

1. MIS-C (confirmed or 
suspected), no shock 

2. Ventricular dysfunction, no 
hypotension or low cardiac 
output

1. Shock/low cardiac output
2. ↓ O2, unresponsive to NC
3. ↓ BP, unresponsive to fluid 

resuscitation

Evaluate the patient based on history and clinical presentation
≥3 days of fever (≥38 C) and ≥2 clinical symptoms 
concerning for MISC and with no other plausible diagnosis:
• Abdominal pain, emesis, diarrhea
• Conjunctivitis, lymphadenopathy, oral mucosal changes, 

sore throat
• Rash
• Swelling of hands and feet
• Myalgia, headache, altered mental status or confusion

Fever (≥38 C) of any duration 
with concerns for MIS-C based 
on constellation of 
symptoms/signs

Any fever (≥38.0 C) 
for ≥5 days

OROR

Disclaimer: This guideline is designed for general use; each clinician should use his or her independent judgment to meet the needs of each individual patient.

Admit to ID Service

Consults: Rheum/Cards

Admit to PICU

Consults: Rheum/Cards/ID



Multisystem Inflammatory Syndrome in Children (MIS-C) Inpatient Guidelines 

Labs/Diagnostics

q Complete any remaining Tier 1+2 studies (refer to page 1)
q Repeat CBC w/diff, CMP, CRP and abnormal labs if clinically actionable
q Order telemetry on all patients
q Repeat ECHO if still hospitalized on day 7 

Management

1. Antibiotics NOT indicated unless diagnosis is undifferentiated
• If concern for bacterial co-infection, ceftriaxone monotherapy is 

recommended during 48h rule out period
2. IVIG:    EF ≥50%: 2 gm/kg on ideal weight [Max 140 gm/dose] IV x1

EF <50% or unkn: 1 gm/kg on ideal weight [Max 70 gm/dose] IV Q24H x2 
doses 

3. Low-Dose Aspirin 3-5 mg/kg [max 81 mg] PO daily if platelets are ≥100k
• For patients with large coronary aneurysms (z-score ≥10), discuss with 

cardiology for additional anticoagulation.
4. Initiate steroids and H2-blocker

• Methylprednisolone IV or Prednisone PO, 1 mg/kg/dose IV/PO Q12H [Max 60 
mg/day] and start H2-blocker

5. Consider enoxaparin/heparin ppx if meets VTE risk factors

Approved by the Riley MIS-C 
Task Force as of  7/26/2021Disclaimer: This guideline is designed for general use; each clinician should use his or her independent judgment to meet the needs of each individual patient.

Admit to ID Service
1. MIS-C (confirmed or suspected), no shock 
2. Ventricular dysfunction, no hypotension or low 

cardiac output

Consults: Rheum (Steroids)/Cards (EF concerns)

Admit to PICU Service
If ≥1 of the following:
1. Shock/low cardiac output
2. ↓ O2, unresponsive to NC
3. ↓ BP, unresponsive to fluid resuscitation

Consults: Rheum (Steroids)/Cards (EF concerns)/ID (IVIG)

Discharge Planning
1. Continue daily low-dose 

aspirin & determine steroid 
taper

2. Make follow ups for PCP (2-
3 days), and MIS-C clinic in 
1-3 weeks and 4-7 weeks (if 
available).

CDC MIS-C Case Definition
1. <21 years with fever for ≥24h (≥38C or 

subjective)
2. Laboratory evidence of inflammation (Tier 

1+2)
3. Multisystem (>2) organ involvement: 

Cardiac, renal, pulm, heme, GI, derm or 
neuro

4. AND no alternative plausible diagnoses
5. AND Positive for current or recent SARS-

CoV-2 infection by RT-PCR, serology, or 
antigen test; or exposure to a suspected 
or confirmed COVID-19 case within the 4 
weeks prior to the onset of symptoms.

Notes

Removal of COVID-19 Precautions: 2 consecutive 
negative SARS-CoV-2 PCR tests separated by ≥24 
hours


