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Abstract

:

Coronavirus disease 2019 (COVID-19), caused by the novel respiratory virus—severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)—was declared a global pandemic by the World Health Organization on 11 March 2020. Since then, substantial gains have been made in our understanding of COVID-19 epidemiology, disease presentation, and management. While children tend to have less severe disease courses compared to adults, children can still develop severe COVID-19 infections, particularly in those with underlying medical conditions such as obesity, chronic lung disease, or prematurity. In addition, children are at risk of severe complications of COVID-19 infection, such as multisystem inflammatory syndrome in children (MIS-C) or long COVID. The case definitions of MIS-C and long COVID have continued to evolve with the increased understanding of these new entities; however, improved methods of diagnosis and determination of the optimal management are still needed. Furthermore, with the continued circulation of SARS-CoV-2 variants, there remains a need for clinicians to remain up-to-date on the latest treatment and prevention options. The purpose of this review is to provide an evidence-based review of what we have learned about COVID-19 in children since the start of the pandemic and how best to counsel children and their families on the best methods of prevention.
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1. Introduction


Our understanding of severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infections in children has increased considerably since the start of the COVID-19 pandemic. Generally, children have milder disease courses compared to adults and make up a small proportion of the overall hospitalizations and deaths due to COVID-19 [1]. However, children can still develop severe COVID-19 infection requiring hospitalization or post-infectious complications, such as multisystem inflammatory syndrome in children (MIS-C) or long COVID-19 [2]. Furthermore, there remains a paucity of pediatric-specific data on the optimal management and prevention of COVID-19. As SARS-CoV-2 variants of concern continue to circulate worldwide, there remains a pressing need for clinicians to remain up-to-date on COVID-19 epidemiology, treatment, and prevention strategies, such as the recommendations for updated COVID-19 vaccines. The purpose of this review is to provide an evidence-based review of what we have learned about COVID-19 in children since the start of the pandemic.




2. COVID-19 Infections in Children


Early in the COVID-19 pandemic, children somewhat surprisingly made up a small proportion of the overall cases and hospitalizations due to COVID-19 infections [3]. However, in retrospect, these rates were likely an under-representation of the true burden of pediatric infection, particularly given limited diagnostic testing at the time. We have since learned that children are more likely to remain asymptomatic or be minimally symptomatic compared to adults and, thus, are less likely to have been tested [4]. In addition, widespread mitigation measures, such as school closures, were in place at the time, limiting community spread [3]. Subsequent transmission studies from large exposures or household studies have shown that children are as likely to become infected as adults and are able to transmit the virus to others [5,6]. However, with appropriate precautions, COVID-19 transmission from children, such as in in-person school settings, has been rare, particularly amongst vaccinated students [7,8,9,10].



Children with COVID-19 are frequently asymptomatic or minimally symptomatic, particularly younger children [11]. In a prospective surveillance study of children aged 0 to 4 years and their household members, young children with COVID-19 infection were more likely to be asymptomatic compared to their older siblings or adult household members [11]. Among symptomatic individuals in the study, young children also developed fewer symptoms. Symptoms of COVID-19 infection in children can be similar to other respiratory viral infections, and testing for SARS-CoV-2 is needed to confirm the diagnosis [12]. The most commonly reported symptoms of COVID-19 in children are fever, cough, myalgias, sore throat, headache, and malaise [13]. In one systematic review, fever was the only presenting symptom in 23% of infected children [14]. Less common symptoms include shortness of breath, gastrointestinal symptoms such as nausea or vomiting, neurologic symptoms, or rash [15]. When chest imaging is obtained, the majority of patients have normal chest X-rays [15]. However, the most common findings on chest CT scans when obtained are diffuse ground-glass opacities, consolidation, and pneumonia [14].



A subset of children can develop severe COVID-19 infection, resulting in hospitalization, need for supplemental oxygen, or even death [16]. As of 4 November 2023, there have been approximately 90,000 pediatric hospitalizations due to COVID-19 in the US [1]. The estimated incidence of pediatric intensive care unit (ICU) admission for COVID-19 is 12 per 100,000 children in the US [16]. COVID-19 was the leading infectious cause of death in US children between 2020 and 2022, although only associated with 2% of all-cause deaths [17]. Children with underlying medical conditions such as obesity, diabetes, chronic lung disease, neurologic disorders, prematurity, and cardiovascular disease are at increased risk for severe disease [16]. In addition, children at extremes of age (e.g., young infants and adolescents) are also at increased risk for severe COVID-19 [16]. Infants less than one year of age accounted for 20.3% of pediatric hospitalizations for severe COVID-19 in one multicenter surveillance study, of which 53.1% required supplemental oxygen, 14.8% required non-invasive mechanical ventilation or high-flow nasal cannula, 11.7% received mechanical ventilation, and 1.6% required extracorporeal membrane oxygenation (ECMO) [18]. The identification of novel inborn errors of immunity in children with severe COVID-19 infection is also an area of active research [19,20].



Amongst children with severe COVID-19 enrolled in the multicenter Overcoming COVID-19 Public Health Surveillance Registry study, non-invasive mechanical ventilation was required in 24.4% of cases, invasive mechanical ventilation in 30.2%, vasopressor use in 19.9%, and ECMO in 2.9% [21]. Critically ill children with COVID-19 had longer lengths of intensive care unit (ICU) stay and hospital lengths of stay than children hospitalized in an ICU for influenza [21]. Cardiovascular manifestations and complications related to COVID-19 infection are uncommon but have been described, including myocardial injury, arrhythmias, acute coronary syndrome, and venous thromboembolism [22]. Severe neurologic involvement has also been reported, including severe encephalopathy, stroke, central nervous system infection/demyelination, Guillain-Barre syndrome, and acute fulminant cerebral edema [23].




3. Multisystem Inflammatory Syndrome in Children (MIS-C)


In April 2020, clinicians in the United Kingdom first reported clusters of previously healthy children presenting with cardiovascular shock, fever, and Kawasaki Disease-like features in the setting of recent SARS-CoV-2 infection or exposure [24]. Cases were subsequently reported in New York City and globally, leading the Centers for Disease Control and Prevention (CDC) to issue a national health advisory in May 2020 to alert healthcare providers of multisystem inflammatory syndrome in children (MIS-C) [25,26,27]. The initial case definition for MIS-C included fever, laboratory evidence of inflammation, and evidence of clinically severe illness requiring hospitalization with multisystem organ involvement (e.g., cardiac, renal, respiratory, hematologic, gastrointestinal, dermatologic, or neurologic) without an alternative plausible diagnosis in the setting of recent SARS-CoV-2 infection or exposure in the previous 4 weeks [28]. Accurate identification of cases proved challenging given the broad, evolving case definition of this novel syndrome and the absence of a confirmatory diagnostic test or biomarker. An abundance of studies regarding MIS-C have been published in the past few years, which have greatly broadened our understanding of the epidemiology and management of MIS-C.



The majority of MIS-C patients are previously healthy, with a median age between 7.3 and 10 years of age [25,29,30,31]. Higher rates of MIS-C are reported in males and in Black and Hispanic children, although this likely reflects the disproportionate impact the COVID-19 pandemic has had on minority communities [2,30]. The most common organ systems involved are gastrointestinal (87%), dermatologic/mucocutaneous (73%), cardiovascular (71%), respiratory (47%), and neurologic (22%) [25,30,32]. Cardiac involvement typically manifests as elevated troponins, brain natriuretic peptides, reduced ejection fraction, pericardial effusion, coronary artery dilation or aneurysm, and arrhythmias [31,33,34]. Laboratory abnormalities include elevated C-reactive protein (CRP), liver enzymes, D-dimer, lymphopenia, neutropenia, thrombocytopenia, and coagulopathy [25,31]. Up to 80% of MIS-C patients require intensive care, approximately half require vasoactive support, 15% require mechanical ventilation, and 2% require extracorporeal membrane oxygenation [25,30]. Risk factors for severe outcomes of MIS-C include older children compared to children 0–5 years of age, non-Hispanic Black patients compared to non-Hispanic White, and patients with increased laboratory abnormalities [35].



Most children with MIS-C recover without long-term sequelae, and the overall mortality rate is low at 1–2% [2,36,37]. In one retrospective cohort study, 57.2% of children with MIS-C had echocardiogram abnormalities at admission, but only 4.7% had persistent abnormalities at a 6-week follow-up [38]. Children with myocarditis due to MIS-C or with myocarditis related to COVID-19 vaccination had faster resolution of cardiac dysfunction compared to a historical cohort of children with viral myocarditis diagnosed prior to the COVID-19 pandemic, with 93% and 100% having normal left ventricular ejection fraction at the time of discharge respectively, compared to 70% in the viral myocarditis cohort [39]. Children with chronic medical conditions prior to hospitalization for MIS-C and greater organ involvement were more likely to report persistent symptoms 2 to 4 months after initial hospitalization and may require more frequent follow-ups [40].



Given the broad case definition of MIS-C and overlapping features, distinguishing MIS-C from other hyperinflammatory syndromes, such as Kawasaki Disease and Toxic-Shock syndrome, can be challenging. One multicenter cohort study compared clinical and laboratory characteristics of children admitted with MIS-C, COVID-19, Kawasaki Disease (KD), or Toxic Shock Syndrome (TSS) in order to develop a diagnostic scoring tool to assist in diagnosis [41]. Compared to children with acute COVID-19, KD, or TSS, children with MIS-C had higher rates of cardiac dysfunction, myocarditis, pericardial effusion, and elevated markers of inflammation, cardiac damage, thrombocytopenia, and lymphopenia [41]. In addition, KD tends to impact younger children compared to MIS-C, and gastrointestinal and pulmonary symptoms are more prominent in MIS-C [42,43]. With additional data generated over time, the CDC issued a new MIS-C case definition in December 2022 to more reliably distinguish among MIS-C cases. The updated case definition includes adjustments to the criteria of organ involvement and removes neurologic, renal, and respiratory categories; includes shock as a separate category of organ involvement; utilizes CRP alone as laboratory evidence of inflammation; and classifies cases based on if they are proven, probable, or suspected [44].



The optimal treatment of MIS-C remains an area of debate. Given the rarity of MIS-C and the broad case definition, there are no randomized controlled clinical trials comparing treatment regimens for MIS-C. Early in the pandemic, intravenous immunoglobulin (IVIG) was commonly used given the similarity in presentation to Kawasaki Disease, with or without corticosteroids. Based on studies showing the benefit of combination therapy, current NIH COVID-19 treatment recommendations are for IVIG to be used in combination with glucocorticoids for most children hospitalized with MIS-C [45]. A study from the Overcoming COVID-19 surveillance registry comparing IVIG alone to IVIG with glucocorticoids found that combination therapy resulted in a decreased risk for cardiovascular dysfunction and the need for adjunctive immunomodulatory therapy [36]. A few studies have also examined the benefit of monotherapy with IVIG or corticosteroids for the treatment of MIS-C. The Best Available Treatment Study (BATS) was an international observational cohort study of children with MIS-C that utilized propensity-weighted analysis to compare outcomes in children who received combination therapy to either IVIG or glucocorticoid alone [46]. Treatment escalation was less common in children who received combination therapy compared to monotherapy and in children who received glucocorticoids alone compared to children who received IVIG alone. Another retrospective cohort study from four US children’s hospitals also found IVIG and low-dose steroids in combination or low-steroids alone administered within 1 day of hospitalization reduced the risk for prolonged hospitalization [47].



MIS-C is, overall, a rare, post-infectious complication of SARS-CoV-2 infection in children [48]. Interestingly, the incidence and severity of MIS-C seemed to decrease with subsequent COVID-19 pandemic waves, potentially due to increased population immunity or viral mutations involved with causing MIS-C [49,50]. In addition, data to date have not shown a significant relationship between COVID-19 vaccination and the development of MIS-C [51]. In fact, vaccination is likely protective against MIS-C, with results from a recent study comparing MIS-C in COVID-19 vaccinated to unvaccinated children demonstrating decreased risk for intensive-care unit admission and mortality in vaccinated children [51]. Although our understanding of MIS-C has greatly improved, much regarding the optimal treatment and exact pathophysiology remains unknown, and continued vigilance is needed given the continued circulation of new SARS-CoV-2 variants.




4. Long COVID-19


While the vast majority of children and adults with COVID-19 fully recover, a small subset develop persistent, lingering symptoms termed long-COVID-19 or post-COVID-19. Long COVID is defined by the CDC as a broad constellation of symptoms, signs, and conditions that continue or develop after acute COVID-19 infection and are present four weeks or more after the initial phase of infection [52]. Symptoms can include fatigue, post-exertional malaise, fever, respiratory symptoms such as cough or difficulty breathing, neurologic symptoms such as headaches, difficulty concentrating, and gastrointestinal symptoms. Because children and adolescents experience distinct symptoms related to COVID-19 compared to adults, a pediatric-specific clinical case definition of the post-COVID-19 condition was developed by the World Health Organization (WHO) based on expert opinion [53]. The WHO defined long COVID in children as symptoms lasting at least 2 months after confirmed or probable SARS-CoV-2 infection, which generally impact everyday functioning and may be new or persistent, fluctuate, or relapse over time. Similar to adults, children can also present with a wide range of non-specific symptoms, with the most common being altered smell/anosmia, anxiety, fatigue, headache, and loss of appetite [53,54,55].



Estimates of the prevalence of long COVID vary widely, likely due to the broad case definition, although it is estimated that over 65 million individuals are affected globally [56]. Data from the National Health Interview Survey in 2022 estimated that 6.9% of US adults reported symptoms consistent with long COVID [57]. Older adults, female sex, severity of acute COVID-19 illness, socioeconomic factors, and comorbidities have been associated with an increased risk for long COVID in adults [57,58]. A retrospective case-control study utilizing data from the NIH Researching COVID to Enhance Recovery (RECOVER) initiative found that hospitalization for COVID-19, the longer duration of hospitalization, and the need for mechanical ventilation were associated with an increased risk for developing long COVID [58]. There is a paucity of pediatric data on long COVID, although similar risk factors have been identified in children. One study of SARS-CoV-2-infected individuals and their household members found that adolescent girls were at higher risk for at least one moderate to severe persistent symptom 11 to 12 months after the initial infection compared to their exposed but uninfected counterparts [59]. A prospective cohort study of children with microbiologically confirmed COVID-19 followed for up to 18 months after infection at a pediatric post-COVID clinic found that pre-existing medical conditions, older age, severity of initial COVID-19 infection, and infection with pre-Omicron variants were risk factors for developing post-COVID symptoms [60].



Much remains to be understood about what causes long COVID, who is at risk, and how to identify better, treat, and prevent long COVID. One multi-site cohort study of children who underwent weekly SARS-CoV-2 screening and surveys regarding post-COVID symptoms found that COVID-19 mRNA vaccination was significantly associated with a decreased likelihood of having at least one long-COVID symptom and persistent respiratory symptoms, suggesting vaccination is protective against long-COVID in children [61]. The pathophysiology of long COVID has been postulated to be multifactorial and potentially related to viral persistence, autoimmunity, the reactivation of latent viruses, and chronic inflammatory changes, although further understanding is needed to inform the development of novel diagnostic testing and inform therapeutic development [62]. Results from ongoing studies, including the NIH-sponsored RECOVER initiative, will add to our knowledge of long COVID.




5. Treatment of COVID-19 in Children


As the majority of children remain asymptomatic or minimally symptomatic, most children with COVID-19 infection will only require supportive care. Treatment guidelines have been developed by the National Institutes of Health and the Infectious Diseases Society of America, although the majority of clinical trials on COVID-19 therapeutics have been conducted in adult patients. Thus, guidance for children is generally extrapolated from adult studies [12,45]. The most updated guidance for treatment can be found online from the COVID-19 Treatment Guidelines Panel and is summarized below in Table 1. Children with mild to moderate COVID-19 infection at high risk for progression (e.g., immunosuppressive disease, obesity, medical complexity, neurodevelopmental disorders, severe asthma or chronic lung disease, underlying cardiac disease) to severe disease may benefit from early antiviral therapy with ritonavir-boosted nirmatrelvir (Paxlovid) or remdesivir within 5 or 7 days of symptom onset. A 3-day course of remdesivir decreased the risk of hospitalization by 87% in a randomized, double-blind, placebo-controlled trial of non-hospitalized adult patients at high risk for COVID-19 disease progression [63]. Remdesivir is approved for use by the US Food and Drug Administration (FDA) in children 28 days of age and older weighing at least 3 kg and is currently only administered intravenously, which may limit its use. Ritonavir-boosted nirmatrelvir was demonstrated to decrease the risk of progression to severe COVID-19 by 89% in a phase 2/3 double-blind, randomized trial of non-hospitalized, high-risk adults with symptomatic COVID-19. The emergency use authorization (EUA) for ritonavir-boosted nirmatrelvir is currently approved in the US for children older than 12 years of age and weighing 40 kg or more. In addition, ritonavir is a strong cytochrome P450 inhibitor, and drug interactions should be checked prior to use [64].



For children hospitalized with COVID-19 requiring supplemental oxygen, treatment with remdesivir and dexamethasone, alone or in combination, is recommended by expert guidelines, depending on the severity of the illness [45]. For critically ill children, dexamethasone with or without remdesivir is recommended to be started as early as possible. Of note, the safety and efficacy of corticosteroids for the treatment of COVID-19 have not been directly evaluated in children. If children do not have an improvement in oxygenation after dexamethasone, baricitinib or tocilizumab can be considered. Baricitinib is a janus kinase inhibitor approved for emergency use by an FDA EUA for hospitalized children 2 to 17 years of age who require supplemental oxygen, mechanical ventilation, or ECMO. Tocilizumab is an interleukin 6 (IL-6) inhibitor with an FDA EUA for the treatment of hospitalized children older than 2 years of age receiving systemic corticosteroids that require supplemental oxygen and mechanical ventilation of ECMO.




6. Prevention of COVID-19


COVID-19 vaccination is the most important method for preventing COVID-19 infection and its resulting complications. It is estimated that COVID-19 vaccines have prevented 18.5 million hospitalizations and 3.2 million deaths in the US by the end of 2022 [65]. COVID-19 vaccination is recommended for all children six months of age and older without a contraindication. Current FDA-approved vaccines for children include the Pfizer-BioNTech and Moderna mRNA COVID-19 vaccines for children 6 months and older and the Novavax protein subunit vaccine for children 12 years of age and older [65,66]. With the continued circulation of SARS-CoV-2 variants with increased transmissibility and greater antibody escape, there was concern for waning vaccine effectiveness, particularly with the B.1.1.529 Omicron variant [67].



The Omicron variants are antigenically distinct from pre-Omicron variants and contain at least 30 mutations in the spike protein [68]. Omicron-specific neutralization titers after vaccination were lower than ancestral strains; however, boosting resulted in improved titers [69,70]. In a prospective cohort study of COVID-19-infected children enrolled when Delta or Omicron BA.1/BA.2 was the predominant circulating strains, post-infection neutralization titers against BA.5 were significantly higher after Omicron infection in children who received two or more vaccine doses compared to unvaccinated children [71]. In addition, updated vaccine effectiveness (VE) data from the CDC showed waning VE against the Omicron XBB variant against hospitalization in adults ≥ 65 years of age between September 2022 and August 2023 [65]. Utilizing a test-negative, case-control design, the vaccine effectiveness of BNT162b2 against COVID-19 hospitalization from laboratory-confirmed infection in children less than 18 years of age was lower during Omicron-predominant circulation (19 December 2021 to 17 February 2022) compared to when the delta variant was predominant (1 July 2021 to 18 December 2021) [72]. But despite waning titers, COVID-19 vaccines remain highly protective against severe outcomes such as hospitalization, need for mechanical ventilation, emergency room visits, and death in children and adults [73,74,75,76]. In a multicenter cohort study of children less than 5 years of age who were admitted to a pediatric hospital due to acute COVID-19, 88.4% of hospitalized children were not vaccinated against COVID-19 despite being eligible, and 7.0% had initiated but did not complete the primary series [77]. Receipt of two doses of BNT162b2 vaccination was still 79% protective against critical COVID-19 illness among adolescents 12 to 18 years of age during omicron [72]. While breakthrough infection can occur, there is strong data to support continued protection against severe outcomes of COVID-19 infection.



Given the data, current CDC recommendations are for all individuals 5 years of age and older to receive one dose of a 2023–2024 updated COVID-19 vaccine at least 8 weeks after their last dose [78]. The updated COVID-19 vaccine more closely targets the XBB.1.5 lineage of the Omicron variant, which accounted for over 99% of circulating strains in the fall of 2023, and has replaced the 2022–2023 Bivalent vaccines that targeted the BA.4 and BA.5 Omicron variants. Children 5 years of age and older who are not vaccinated or have not received an updated COVID-19 vaccine should receive one updated Pfizer-BioNTech or Moderna COVID-19 vaccine. Children 12 years of age and older who are incompletely vaccinated also have the option of receiving the updated Novavax COVID-19 vaccine. Children 6 months to 4 years of age who are not vaccinated should receive three doses of the updated Pfizer-BioNTech vaccine or two doses of the Moderna COVID-19 vaccine. The Johnson & Johnson (New Brunswick, NJ, USA viral vector COVID-19 vaccine is no longer available in the United States as of May 2023 [65,66]. If you have had a COVID-19 infection recently, it is reasonable to delay vaccination by 3 months, given the low risk for re-infection in this time interval. The seasonal influenza vaccine and COVID-19 vaccine are both essential to prevent respiratory viral infections and can be safely administered concomitantly [79]. Given the evolving nature of the pandemic, the most up-to-date COVID-19 vaccine recommendations for the US can be found on the Centers for Disease Control and Prevention website and are summarized in Table 2.



As of 11 May 2023, over 270 million individuals in the US have received at least one dose of a COVID-19 vaccine [1]. There is an abundance of data to demonstrate the safety of COVID-19 vaccines from both passive and active surveillance systems in the US and globally, such as the US Vaccine Adverse Events Reporting System (VAERS), the Vaccine Safety Datalink (VSD), and the Global Advisory Committee on Vaccine Safety. Safety surveillance data from the VSD of over 247,00 doses of Pfizer-BioNTech or Moderna COVID-19 vaccines administered to children 6 months to less than 5 years of age showed no increased risk for any safety signal during the 21 days after vaccination, and importantly, no cases of myocarditis or pericarditis [80]. In a meta-analysis of studies including children 5 to 11 years of age who received any COVID-19 vaccine, safety data suggested no increased risk of serious adverse events and mainly minor local or systemic reactions that resolved within a few days [81]. Side effects are more common after the second dose of the vaccine. Rare cases of myocarditis and pericarditis after mRNA COVID-19 vaccination have been reported, particularly in male adolescents after receipt of a second mRNA COVID-19 vaccine dose [82]. However, subsequent studies have shown the risk of cardiac complications is significantly higher after COVID-19 infection in both males and females, with a 2–6 times increased relative risk after infection compared to after vaccination in males 12 to 17 years of age [83]. Severe cases of thrombosis with thrombocytopenia syndrome (TTS) were reported after receipt of the J&J/Janssen COVID-19 vaccine, particularly in females less than 50 years of age [84]. The overall rate was low at four cases per one million doses of vaccine administered, and the J&J vaccine is no longer available in the US. Overall, evidence to date strongly supports the safety and benefits of COVID-19 vaccination.




7. Conclusions and Future Directions


Since the initial descriptions of COVID-19, a substantial number of studies have enhanced our understanding of the epidemiology, clinical presentation, and treatment of COVID-19 infections in children. Children have milder clinical courses with COVID-19 compared to adults; however, a subset can develop severe disease, particularly in children with underlying medical conditions or young infants. Importantly, pediatric providers should remain alert for symptoms and signs consistent with post-infectious complications such as MIS-C and long COVID, which can occur even after mild or asymptomatic infection. The majority of children require only supportive care; however, early antiviral therapy can be considered in high-risk individuals to prevent progression to severe disease. Treatment options for hospitalized children are provided by consensus guidelines, although limited pediatric COVID-19 treatment studies exist. Improved methods of diagnosis and treatment regimens for MIS-C and long COVID are still needed, and ongoing studies will likely yield additional findings in the near future. Finally, with the ongoing emergence of SARS-CoV-2 variants, the optimization of COVID-19 vaccination rates in children should remain a public health priority in this vulnerable population.
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Table 1. Guidance for Management of Acute COVID-19 in Children.






Table 1. Guidance for Management of Acute COVID-19 in Children.










	Disease Severity
	Respiratory Support
	Management





	Non-hospitalized, regardless of risk
	None
	Supportive care



	Non-hospitalized, high-risk *
	None
	Age ≥ 12 years

Ritonavir-boosted nirmatrelvir (Paxlovid) within 5 days of symptom onset

Age ≥ 28 days

Remdesivir for 3 days within 7 days of symptom onset



	Non-hospitalized, intermediate risk **
	None
	Insufficient evidence to recommend routine use of antiviral therapy



	Hospitalized, high-risk
	None
	Remdesivir for 5 days or until hospital discharge



	Hospitalized, regardless of risk
	Conventional oxygen
	Use 1 of the following:

Remdesivir for 5 days or until hospital discharge

Dexamethasone plus remdesivir for children with increasing oxygen needs



	
	High-flow or Non-invasive ventilation oxygen
	Use 1 of the following:

Dexamethasone

Dexamethasone plus remdesivir



	
	Mechanical ventilation or ECMO
	Dexamethasone

Consider remdesivir, benefit is unclear

Consider baricitinib or tocilizumab for children who do not have rapid improvement in oxygenation







Adapted from the NIH COVID-19 Treatment Guideline. * High-risk conditions include individuals moderately or severely immunocompromised, children with any of the following conditions: obesity, medically complex with dependence on respiratory technology; severe neurologic, genetic, metabolic, or other factors that impair airway clearance; severe asthma or chronic lung disease; severe congenital or acquired cardiac disease; and multiple moderate to severe chronic diseases, particularly if unvaccinated. ** Intermediate-risk conditions: children less than 1 year of age; prematurity in children less than 2 years of age; sickle cell disease; poorly controlled diabetes mellitus; and non-severe cardiac, neurologic, or metabolic disease.













 





Table 2. Current CDC Recommendations for Updated 2023–2024 COVID-19 Vaccines in Healthy Children.
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	Age
	Updated Vaccine Product 2023–2024
	Primary Series
	Booster





	6 months to 4 years
	Moderna
	Two doses, 4–8 weeks apart
	One dose of updated vaccine if received 1+ dose of any Moderna vaccine, >8 weeks after last dose



	
	Pfizer-BioNTech
	Three doses, 3–8 weeks after first dose, >8 weeks after second dose
	Two doses of updated vaccine if received one dose of any Pfizer vaccine, 3–8 weeks after first dose, >8 weeks after second dose

One dose of updated vaccine if received two or more doses of any Pfizer vaccine, >8 weeks after last dose



	5 years to 11 years
	Moderna
	One dose
	One dose of any updated mRNA vaccine



	
	Pfizer-BioNTech
	One dose
	One dose of any updated mRNA vaccine



	12 years and older
	Moderna
	One dose
	One dose of updated vaccine if received one or more doses of any mRNA, Novavax, or Janssen vaccine doses



	
	Pfizer-BioNTech
	One dose
	One dose of updated vaccine if received one or more doses of any mRNA, Novavax