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Abstract
Purpose of Review Since it first appeared, multisystem inflammatory syndrome in children (MIS-C) associated with corona-
virus disease 2019 (COVID-19) has been compared to Kawasaki disease (KD). Although there were early parallels between 
MIS-C and KD, key differences emerged over time. Here, we aim to compare the pathogenesis, clinical presentation, treat-
ment, and outcomes of MIS-C and KD.
Recent Findings In this article, we review and compare MIS-C and KD, highlighting differentiating features. We discuss 
the epidemiological and immunological factors along with clinical and laboratory features which discern MIS-C from KD. 
We also compare treatment and our understanding of long-term outcomes.
Summary Though parallels exist between MIS-C and KD, distinguishing the two is important for clinical management of 
patients, counseling about natural history, and determining long-term monitoring. While both MIS-C and KD are charac-
terized by profound inflammation and inflammatory vasculopathy, further study is needed to determine whether they are 
distinct immunopathogenic disorders.

Keywords Kawasaki disease · Multisystem inflammatory syndrome in children · Coronary artery aneurysm ·  
Intravenous immunoglobulin

Introduction

Kawasaki disease (KD), one of the most common vascu-
litides of childhood, was initially described by Dr. Tomisaku 
Kawasaki in 1967 [1]. Since that time, the medical commu-
nity’s understanding of the condition has advanced, lead-
ing to classification criteria based on clinical findings and 
the widespread recognition of KD by pediatric providers. 
Recently, reports emerged of an inflammatory vasculopathy 
resembling KD affecting children who had prior infection 

with severe acute respiratory syndrome coronavirus 2 
(SARS-CoV-2) [2]. The earliest descriptions of affected 
children appeared in April 2020, occurring shortly after 
the World Health Organization (WHO) declared the novel 
coronavirus disease 2019 (COVID-19) a global pandemic in 
March 2020 [3]. Initial nomenclature varied in the literature, 
but ultimately, the term multisystem inflammatory syndrome 
in children (MIS-C) associated with COVID-19 has been 
used to describe the condition and will be used here for the 
purpose of this review.

Immediately, providers encountering MIS-C recognized 
the shared clinical features between MIS-C and KD, which 
both commonly include mucocutaneous and cardiac mani-
festations in the setting of systemic inflammation. For this 
reason, early management of MIS-C was largely extrapolated 
from experiences with treating KD. The significant overlap 
in clinical features between MIS-C and KD can make dis-
tinguishing the two challenging. In both conditions, timely 
diagnosis and treatment are critical, underscoring the neces-
sity of recognizing key similarities and differences between 
the two diagnoses. Since the first descriptions of MIS-C, 
distinguishing features have emerged to aid the provider in 
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differentiating MIS-C from KD. Here, we aim to provide a 
review of MIS-C and KD, comparing their pathogenesis, 
clinical presentation, treatment, and outcomes with particu-
lar attention to highlighting their differing features to help 
the practitioner in discerning between the two conditions.

Pathogenesis

Kawasaki Disease

The cause of KD remains unknown; however, multiple dif-
ferent hypotheses have been explored. The principal etio-
logic framework is KD results from an underlying genetic 
susceptibility and exaggerated immune response to an envi-
ronmental trigger. There has been long-standing suspicion of 
an infectious trigger based on observed seasonality patterns 
in diagnosis as well as clustering of cases in communities, 
though no single pathogen has been consistently identified. 
Other environmental triggers such as aeroallergens, toxins, 
pollutants, and medications have also been of interest, simi-
larly, with no single factor identified [4]. Genetic predispo-
sition has also been explored as a contributing factor, and 
there are several genes that have been consistently linked to 
KD susceptibility, coronary artery aneurysm formation, and 
treatment resistance [4]. One of the stronger associations 
with KD susceptibility and risk of coronary artery involve-
ment is a single nucleotide polymorphism (SNP) in the ino-
sitol 1,4,5-triphosphate 3-kinase C (ITPKC) gene (involved 
in calcium mobilization and activation of the NLRP3 inflam-
masome) [5]. Given that KD is considered a polygenic disor-
der, additional susceptibility loci will likely be identified and 
provide further insight into disease pathogenesis.

Both the innate and adaptive immune systems are 
involved in the hyperinflammatory response in KD. Elevated 
levels of interleukin (IL)-1 primarily through activation of 
the NLRP3 inflammasome are observed which leads to the 
production of other proinflammatory cytokines [6]. Inflam-
matory cytokines involved in the hyperinflammatory process 
in the acute phase of KD include IL-1, IL-2, IL-6, IL-8, 
interferon (IFN)-α, and tumor necrosis factor (TNF)-α [7]. 
IL-1 activates coronary artery endothelial cells and results in 
increased production of IL-6, IL-8, and IL-17 [6, 8].

The adaptive immune system has also been implicated in 
the pathogenesis of KD. Recently, there has been interest in 
dysregulated T-cell activation which may contribute to the 
degree of severity of KD [9]. B-cells are also involved in 
pathogenesis, demonstrated by elevation of B-cell activating 
factor (BAFF) in patients with KD which normalizes after 
treatment [4, 10, 11]. IgA plasma cells have been found in 
the vessel walls of the coronary arteries in children with 
KD [11] with one recent mouse model study demonstrating 
coronary artery involvement was dependent on IgA [12]. 

The mediators of coronary artery involvement and inflam-
mation remain of great interest, and other implicated media-
tors in coronary artery pathogenesis include CD8 + T-cells 
and matrix metalloproteinase (MMP)-9 [8, 13].

MIS‑C

Outside of the observation that MIS-C typically develops 
2–6 weeks after infection with COVID-19, other underlying 
risk factors remain largely unknown. Gene sequencing in 
small MIS-C cohorts has identified potential genetic vari-
ants affecting the inflammasome, interferon signaling, the 
complement system, and adaptive immunity, but these find-
ings need to be validated in larger cohorts [14, 15]. For some 
individuals, MIS-C may indicate an underlying disorder of 
immune dysregulation due to a genetic risk factor that is 
incompletely penetrant. Defects in SOCS1, XIAP, and CYBB 
have been found among children with MIS-C and are asso-
ciated with impaired negative regulation of interferon and 
inflammatory signaling [16•, 17].

Though the pathophysiology of MIS-C has not been fully 
elucidated, the innate immune system is highly involved, and 
many different pro-inflammatory cytokines have been impli-
cated. Elevated levels of IL-1β, IL-6, IL-8, IL-10, IL-17, 
TNF-α, and IFN-γ have been observed in MIS-C patients 
[18]. Complement activation is also likely involved in the 
microangiopathy observed in MIS-C; children with MIS-C 
have elevated levels of soluble C5b-9 as compared to healthy 
controls [19, 20].

Studies have also investigated the role of B-cells in 
MIS-C pathogenesis, finding that IgG and IgA autoantibod-
ies occur in MIS-C [21, 22]. Additionally, there is increased 
expression of FcγR1 on neutrophils and monocytes in 
patients with MIS-C [22]. One study examining immune 
profiling of children with MIS-C found increased activa-
tion of CX3CR1+ CD8 + T-cells (a mediator of vascular  
endothelial inflammation) in patients with MIS-C. Patients 
with this immunological signature had requirement for 
vasoactive support, elevated D-dimer, and decreased plate-
lets [23]. The proportion of these activated cells in MIS-C 
patients decreases with clinical improvement, further sug-
gesting a role in their pathogenesis. This is reflective of 
the other immunological abnormalities which have been 
observed to resolve at follow-up after a child’s recovery from 
acute illness [18].

There have been few studies comparing the underlying 
immune dysregulation between MIS-C and KD. One study 
comparing immunological profiles of children with the two 
conditions found IL-17A was significantly higher in children 
with KD as compared to those with MIS-C [24]. The levels 
of IFN-γ were higher in severe MIS-C presentations as com-
pared to KD or milder MIS-C cases [25•]. Studies have also 
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compared autoantibody profiles, but further investigation is 
needed to draw definitive conclusions [24].

Clinical Features

Kawasaki Disease

KD typically affects children younger than 5 years old, with 
an average age of 3 years [26]. It can also affect infants, and 
the index of suspicion should remain especially high in this 
age group, because they are less likely to exhibit all the char-
acteristic clinical features. One large North American study 
found that 18% of children with KD were under 12 months 
old [27]. If untreated, KD is typically a triphasic illness with 
clinical symptoms resolving by an average of 12 days. The 
first phase is characterized by high fever, mucocutaneous 
involvement including conjunctivitis and rash, cervical lym-
phadenopathy, and peripheral extremity changes. The second 
phase, called the subacute phase, can involve desquamation 
of the hands and feet. Importantly, this is the phase when 
coronary artery aneurysms (CAA), the most important deter-
minant of long-term morbidity, typically develop. The final 
phase, the convalescent phase, is usually asymptomatic [28].

The diagnosis of KD is solely based on clinical criteria. 
The child should have the mandatory criterion of fever for 

5 days and at least 4 of the following criteria: changes in 
peripheral extremities or the perineal area; polymorphous 
exanthema; bilateral conjunctival injection; changes of 
the lips and oral cavity, injection of oral and pharyngeal 
mucosa; cervical lymphadenopathy (Table 1). Though 
laboratory studies are not part of diagnostic criteria, sup-
portive findings include elevation in inflammatory mark-
ers such as erythrocyte sedimentation rate (ESR) and 
C-reactive protein (CRP). Platelet counts may be normal 
at the time of diagnosis but are typically elevated by the 
second week of illness.

Coronary artery involvement is the most common car-
diac manifestation of KD (Fig. 1). Small CAAs (defined 
by z-score ≥ 2.5–5) are most common at diagnosis and 
are observed in 15–20% of children, though 43% of 
infants younger than 6 months old may have dilatation or 
aneurysm at baseline [29•, 30]. In KD shock syndrome 
(KDSS), impaired left ventricular function is commonly 
observed, but coronary artery abnormalities are often 
concurrently present. Reports of KDSS are more rare, but 
larger North American studies have suggested it occurs in 
5% of children with KD [31]. If there is suspicion for KD, 
an echocardiogram is indicated. If a diagnosis of KD is 
made, then a follow-up echocardiogram is obtained during 
the subacute phase given this is the time when CAA are 
most often observed.

Table 1  Comparison of Kawasaki disease classification criteria and multisystem inflammatory syndrome in children case definition

Kawasaki disease (modified from European League against Rheumatism/Paediatric Rheumatology European Society classification 
criteria)

Fever persisting for at least 5 days (mandatory criterion) plus 4 of the following:
   1.Changes in peripheral extremities or perineal area
   2. Polymorphous exanthema
   3. Bilateral conjunctival injection
   4. Changes of lips and oral cavity: injection of oral and pharyngeal mucosa
   5. Cervical lymphadenopathy
In presence of coronary artery involvement and fever, fewer than 4 of the remaining 5 criteria are sufficient.
Multisystem inflammatory syndrome in children (modified from CDC case definition)
Any illness in a person aged less than 21 years old:
   1. The clinical AND the laboratory criteria OR
   2. The clinical criteria AND epidemiologic linkage criteria
Clinical criteria: Laboratory criteria: Epidemiology linkage:
Subjective or objective fever Detection of SARS-CoV-2 RNA or specific 

antigen in testing up to 60 days prior to or 
during hospitalization

Close contact with a confirmed or probable 
case of COVID-19 in 60 days prior to 
hospitalization

Need for hospitalization Detection of SARS-CoV-2 specific 
antibodies associated with current illness or 
hospitalization

Two organ manifestations
•Cardiac involvement
•Mucocutaneous involvement
•Shock 
•Gastrointestinal involvement
•Hematologic involvement
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MIS‑C

In contrast to KD, MIS-C predominantly affects older  
children with reported ages in cohorts typically 6 years 
old and above, and teenagers are also not uncommonly  
affected [32–34, 35••]. MIS-C has no diagnostic crite-
ria; however, several case definitions have been developed 
since the condition was first recognized in 2020 including 
the development of the case definition by the Centers for 
Disease Control and Prevention (CDC) commonly used  
in the USA [36]. The initial CDC case definition included 
individuals under 21 years old presenting with fever for  
24 h or more, laboratory evidence of inflammation, severe 
illness requiring hospitalization with multisystem organ (2  
or more) involvement, no alternative diagnosis, and evi-
dence of current or recent SARS-CoV-2 infection or recent 
exposure to a person with COVID-19 within the previous 
4 weeks. The CDC case definition has undergone modifi-
cations as experience has evolved with changes made to 
fever duration, laboratory requirements, and lengthening  

the time of COVID-19 exposure from 4 weeks to 60 days 
(Table 1) [37].

Although initial observations suggested MIS-C resem-
bles KD, differences in clinical presentation emerged  
over time. By case definition, MIS-C should present with 
fever, which begs the question of whether a milder disease 
spectrum has been missed or overlooked. Outside of fever, 
gastrointestinal symptoms including abdominal pain, vom-
iting, or diarrhea are the most common clinical manifes-
tation, typically occurring in over 80% of children [35••,  
38]. Gastrointestinal symptoms are less common in KD, 
occurring in approximately 60% or less of children [39]. 
Mucocutaneous involvement, including rash and conjunc-
tivitis, is also common, occurring in about half of patients 
[32, 33]. Another way MIS-C is clinically distinct from KD 
is in cardiovascular complications. Up to 50% of MIS-C 
can present with sudden and profound cardiogenic shock, 
requiring intensive care unit (ICU) care in 50–80% of cases  
[32–34] as compared to KD where shock is uncommon 
occurring in less than 5% of children [40]. A spectrum of 

Fig. 1  This is a 3D reconstruc-
tion of a cardiac MRI contrast 
enhanced angiogram. The right 
coronary artery has a distal sac-
cular aneurysm (arrow)
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other cardiac complications can happen including myocar-
ditis defined as elevated cardiac enzymes and/or imaging 
evidence of myocardial inflammation (Fig. 2), coronary 
artery involvement, conduction abnormalities, and arrhyth-
mias [41]. Coronary artery involvement is less common  

than in KD, observed in less than 10% of affected children 
at diagnosis [32, 33].

Inflammatory markers, including CRP and ESR, are typi-
cally significantly elevated. Median CRP levels are often 
higher than those observed in KD. In contrast to KD, throm-
bocytopenia is often observed in MIS-C during the acute 
presentation [32, 34]. Other hematologic anomalies include 
lymphopenia, neutrophilia, and anemia [32]. D-dimer is 
typically significantly elevated, and coagulopathy occurs 
more often than in KD. Like KD, if MIS-C is suspected, 
an echocardiogram is indicated given most children will 
have cardiac involvement [33, 42••]. In addition, obtain-
ing troponin and brain natriuretic peptide (BNP) levels are 
indicated, and both are elevated in more than 50% of patients 
[32, 35••] (Table 2).

Treatment

Kawasaki Disease

Intravenous immunoglobulin (IVIG) and aspirin are the 
cornerstones of first-line therapy for KD. Coronary artery 
involvement is the leading cause of morbidity in KD, and 
IVIG has been shown to significantly reduce CAA develop-
ment nearly fivefold if administered within 10 days of fever 
onset [40]. This underscores the need for timely diagno-
sis and initiation of first-line therapy in KD. About 20% of 
children with KD do not respond to initial treatment, and 
typically, a second dose of IVIG is administered [43]. Fac-
tors that predict IVIG resistance and development of CAA 

Fig. 2  This is a cardiac MRI late gadolinium enhancement (PSIR) 
long axis image in a patient with a history of MIS-C. There are areas 
of hyperenhancement (arrows) in a mid-myocardial pattern consistent 
with myocarditis. The cardiac MRI was performed in the acute pres-
entation of MIS-C, 4 weeks after COVID-19 infection

Table 2  Comparison of clinical and laboratory features of Kawasaki disease and multisystem inflammatory syndrome in children

Comparison/variable Kawasaki disease MIS-C

Age at presentation 6 months to 5 years Older than 5 years
Sex Boys (~ 1.5:1) No significant predilection
Affected ethnicity Japanese African American

Hispanic
Pathogenesis Possible infectious trigger 2–6 weeks after SARS- CoV-2 infection
Cardiovascular involvement Coronary arteries

Normal troponin and BNP
Myocarditis
↑ Troponin
↑ BNP

Mucocutaneous involvement Rash, oropharyngeal involvement Rash
Shock Uncommon Common
Gastrointestinal involvement Can occur, less common Most common symptom
Hematologic involvement ↑ Platelets

↑ ANC
↓ Platelets
↓ ALC
↑↑ ANC
↑↑ D-dimer

Inflammatory markers ↑ CRP ↑↑ CRP
Immunomodulatory treatment IVIG (first-line)

Consider adjunctive corticosteroid
Infliximab in refractory cases

IVIG + corticosteroids (first-line)
Anakinra in refractory cases
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remain of interest to providers given their influence on treat-
ment decisions which may also include the use of corticos-
teroids and biologic agents.

Risk factors for IVIG resistance and CAA development 
that have been identified in the Japanese population have 
not been generalizable to the North American population 
[44]. One recent North American risk model identified a left 
anterior descending or right coronary artery z-score ≥ 2.0, 
age < 6 months, Asian race, and CRP ≥ 13 mg/dL at baseline 
all to be predictive of CAA development [29•]. The risk 
model did not account for differences in treatment regimens, 
so future study is needed to determine its utility at predicting 
CAA development with the concomitant administration of 
corticosteroids and biologic agents for treatment.

Corticosteroids are often used in the management of KD, 
typically as adjunctive therapy to IVIG or in IVIG-resistant 
disease. The Single Hub and Access Point for Pediatric 
Rheumatology in Europe (SHARE) initiative recommends 
the use of corticosteroids when children are IVIG-resistant 
[45•]. A Cochrane review from 2017 examining corticoster-
oids in KD found that the addition of corticosteroids reduced 
the occurrence of CAA, fever duration, time for ESR and 
CRP normalization, and length of hospital stay. These find-
ings were most notable in children of Asian race, those 
who had higher risk scores, and individuals who received 
a longer steroid course as compared to a single dose [43]. 
Studies from Japan have also shown the benefit of adjunc-
tive corticosteroids [46], but it is unclear if these findings 
are generalizable to other populations.

Another therapy utilized in resistant cases of KD is 
TNF-α inhibitor (TNFi) therapy. One double-blind rand-
omized, placebo-controlled trial (RCT) demonstrated that 
the addition of infliximab to initial therapy led to earlier 
resolution of fever and improvement in inflammatory mark-
ers, but there was no difference in coronary outcomes at 
5 weeks [47]. A more recent study, the KIDCARE study, 
investigated the use of infliximab in IVIG-resistant children 
versus a second dose of IVIG. The group of children treated 
with infliximab had shorter duration of fever, less need for 
additional treatment, and had shorter hospitalization as com-
pared to children who received a second IVIG infusion [48]. 
Further studies are needed to understand the coronary artery 
outcomes in KD patients treated with TNFi.

MIS‑C

Early treatment of MIS-C was largely extrapolated from first-
line treatment of KD, and published literature regarding man-
agement was initially limited to case reports and case series. 
In May 2020, the American College of Rheumatology (ACR) 
assembled a task force to provide guidance for clinicians 
focused on evaluating and managing MIS-C. The first guide-
lines were published in November 2020 and included IVIG  

and/or corticosteroids to be used as first-line treatment, advo-
cating for a stepwise approach to immunomodulatory treatment  
[49]. In individuals refractory to IVIG and corticosteroids, 
anakinra was recommended as a consideration [49].

Subsequent updates in treatment guidelines have been pub-
lished from the ACR in April 2021 and April 2022 [50, 51••]. 
The most recent guidelines advocate for treatment with both 
IVIG and adjunctive corticosteroids as first-line therapy [51••]. 
One large retrospective study of patients in the USA found that 
receipt of both IVIG and corticosteroids was associated with a 
lower risk of cardiovascular dysfunction on or after day 2 after 
receiving IVIG as compared to receiving IVIG alone without 
corticosteroids, though another study found no differences in 
treatment with IVIG alone versus IVIG with adjunctive corti-
costeroids in outcomes [42••, 52]. If the disease is refractory to 
an initial dose of IVIG and corticosteroids, then a second dose 
of IVIG is not recommended given the risk of volume overload 
and hemolytic anemia. Most recent guidelines recommend an 
escalation in corticosteroid dose in patients who are resistant to 
IVIG and moderate dose corticosteroids [51••]. Anakinra and 
infliximab may be considered in refractory cases [51••].

Outside of immunomodulatory therapy, pressors are often 
required for treatment since many MIS-C patients present 
in cardiogenic shock. Cardiac function should be monitored 
closely, and IVIG may be given in divided doses if patients 
have significantly depressed cardiac function. Children with 
MIS-C may also require antiplatelet or anticoagulation therapy 
depending on presentation. Anticoagulation is typically con-
sidered on an individual basis [51••]. The presence of a central 
venous catheter, age greater than 12 years old, malignancy, 
ICU admission, and D-dimer levels greater than five times 
the upper limit of normal were found to be independent risk 
factors for thrombosis in MIS-C [51••, 53]. These situations  
may warrant more intensive anticoagulation.

COVID-19 vaccination is now authorized for use in children. 
One large study found that only 5% of MIS-C patients ages 12 
to 18 years old were fully vaccinated since vaccinations have 
become widely available [54]. All of the MIS-C patients who 
required life support including mechanical ventilation, vasoac-
tive support, or extracorporeal membrane oxygenation (ECMO) 
were unvaccinated [54]. The hospital length of stay did not differ 
between the groups. In addition to vaccination being protective 
against severe COVID-19 acute sequelae, studies suggest that  
it may also be beneficial in regard to MIS-C.

Outcomes

Kawasaki Disease

KD is typically a self-limited illness and recurrence is rare. 
The major cause of morbidity is cardiac sequelae primar-
ily from coronary arteritis during acute illness. KD is the 
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leading cause of acquired heart disease in the developed 
world [40]. Despite treatment, about 5% of affected chil-
dren develop CAA [55]. Long-term follow-up demonstrates 
aneurysms may regress, remain unchanged, or progress to 
stenotic or obstructive lesions [56]. Smaller aneurysms more 
quickly regress and are more likely to have normal luminal 
diameter at follow-up compared to individuals with large 
aneurysms [57]. Rarely, there may be coronary artery rup-
ture, though this typically occurs during the acute phase of 
illness. Children with giant CAA have the greatest risk of 
cardiac sequelae which can include myocardial infarction 
(MI). Outside of cardiac sequelae, outcomes are excellent.

MIS‑C

Similar to KD, MIS-C has not been observed to commonly 
recur. CDC surveillance data found median hospitalization 
to be 5 days, with median ICU stay being 4 days. The dura-
tion of hospitalization and ICU stay has decreased over time 
along with deaths [58]. This could be a result of earlier rec-
ognition of the condition and report of milder cases, earlier 
treatment, variation in SARS-CoV-2 virus, COVID-19 vac-
cination, or a combination of factors.

Information regarding long-term outcomes in MIS-C will 
continue to be assimilated as more experience is gained with 
this condition. Initial reports of outcomes are overall encour-
aging. Children are often prescribed an oral corticosteroid 
taper at the time of discharge from the hospital. Labora-
tory abnormalities normalize, often by the time of the first 
follow-up in the weeks following hospitalization. Patients 
with myocarditis typically have recovery of their systolic 
ventricular function on echocardiogram by the time of dis-
charge from the hospital [35••].

More information is needed about long-term cardiac out-
comes. Studies to date have been encouraging in terms of 
recovery of LV function and resolution of coronary artery 
abnormalities at 6-month follow-up [59]. Cardiac MRI 
(CMR) is a helpful imaging modality for the evaluation of 
myocardial inflammation, fibrosis, and scarring, and may 
be considered in MIS-C patients based on their presentation 
and degree of cardiac involvement. Studies examining CMR 
6 months after illness have varied in their findings [60, 61]. 
Long-term follow-up studies such as COVID MUSIC (mul-
tisystem inflammatory syndrome in children) are in process 
and will shed more light on cardiac outcomes [62].

Conclusion

As the world was trying to adjust to the COVID-19 
global pandemic, MIS-C was also emerging as a rare but 
serious condition predominantly affecting children sev-
eral weeks after COVID-19. MIS-C required providers to 

quickly assimilate and disseminate information about the 
condition in order to provide timely diagnosis and treat-
ment to affected children. Understanding of its patho-
genesis and characteristic clinical features has rapidly 
expanded since it first appeared. It was appreciated early 
that MIS-C resembles KD in several ways. As MIS-C has 
been further characterized, however, differences between 
MIS-C and KD have emerged. They are both inflamma-
tory vasculopathies characterized by dysregulated innate 
and adaptive immune responses. In MIS-C, the infectious 
trigger is known; however, in the case of KD, a single 
pathogen has yet to be identified. The incidence of KD 
is higher in Asian populations, while most children with 
MIS-C have been of Black/Non-Hispanic and Hispanic/
Latino ethnicity. While MIS-C and KD share several 
overlapping clinical manifestations, a key distinctive fea-
ture is cardiac involvement. Coronary arteritis is more 
common in KD and a significant determinant of long-
term morbidity. In contrast, cardiogenic shock, myocar-
ditis, and elevated markers of cardiac inflammation are 
more common in MIS-C. Treatment of both MIS-C and 
KD initially involves IVIG and corticosteroids, but some-
what differs for those with more severe presentations or 
who are treatment refractory. Anakinra has been favored 
in MIS-C, whereas TNFi may more often be deployed in 
KD. Outside of the coronary artery involvement in KD, 
the overall long-term outcomes of MIS-C and KD are 
favorable, although studies are ongoing that will shed 
light on the cardiac sequelae of MIS-C. Recognition of 
these parallels and differences between MIS-C and KD 
can aid the provider in diagnosis and management, as 
well as counseling patients regarding follow-up and long-
term outcomes.

It has been a humbling experience to witness this medi-
cal phenomenon emerge and see how quickly the community 
was able to share knowledge and experience to advance the 
care of children affected by MIS-C. We have been privileged 
to be a medical specialty at the bedside providing care and 
insight into this rare condition. While we were able to con-
strue parallels between MIS-C and the pre-pandemic KD 
early, it became apparent over time that perhaps these were 
two distinct diseases. Despite the rapid gains in knowledge 
regarding MIS-C, critical gaps remain. For instance, the rea-
sons why MIS-C disproportionately affects children of Black/
Non-Hispanic and Hispanic/Latino ethnicity have not been 
fully elucidated. Long-term studies are also needed to better 
understand outcomes including cardiac involvement. While 
on the surface, MIS-C and KD appear to share features of pro-
found inflammation and inflammatory vasculopathy, further 
study is needed to truly determine whether they are distinct 
immunopathogenic disorders. A better understanding of these 
questions will help inform potential preventative measures, 
development of better diagnostic tools, and disease outcomes.
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