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CDC: Childcare Center Recommendations

States/Tribes determine closures - dependent on level of community transmission

o Closed, except programs serving essential/emergency workers - Oregon

o Open, (some with reduced group size and add’l sanitation required) -Washington, Wyoming, Idaho, Minnesota,
Montana, Alaska, Arizona, California, New Mexico, Oklahoma

Implement social distancing strategies
Intensify cleaning and disinfection efforts
Modify drop off and pick up procedures
Implement screening procedures up arrival

Maintain an adequate ratio of staff to children

o Substitute caregivers who can fill in if your staff members are sick or stay home to care for sick family members.

Staff members and older children should wear face coverings within the facility, when possible (NOT
babies or children under age two)

https://www.cdc.gov/coronavirus/2019-ncov/community/schools-childcare/guidance-for-childcare.htn




Update:
Multisystem Inflammatory Syndrome in Children (MIS-C)

o As of May 12, 2020, the New York State Department of Health
identified 102 patients (and investigating more)

o It is currently unknown if this multisystem inflammatory syndrome is
specific to children or if it also occurs in adults

o Healthcare providers who have cared or are caring for patients
younger than 21 years of age meeting MIS-C criteria should report
suspected cases to their local, state, or territorial health department

https://emergency.cdc.gov/han/2020/han00432.asp




Case Definition for Multisystem Inflammatory Syndrome in Children (MIS-C)

« An individual aged <21 years presenting with fever, laboratory evidence of inflammation®, and evidence of clinically
severe illness requiring hospitalization, with multisystem (>2) organ involvement (cardiac, renal, respiratory,
hematologic, gastrointestinal, dermatologic or neurological); AND

* No alternative plausible diagnoses; AND

* Positive for current or recent SARS-CoV-2 infection by RT-PCR, serology, or antigen test; or COVID-19 exposure within
the 4 weeks prior to the onset of symptoms

'Fever >38.0°C for 224 hours, or report of subjective fever lasting 224 hours

Including, but not limited to, one or more of the following: an elevated C-reactive protein (CRP), erythrocyte
sedimentation rate (ESR), fibrinogen, procalcitonin, d-dimer, ferritin, lactic acid dehydrogenase (LDH), or interleukin 6
(IL-6), elevated neutrophils, reduced lymphocytes and low albumin

Additional comments

« Some individuals may fulfill full or partial criteria for Kawasaki disease but should be reported if they meet the case
definition for MIS-C

« Consider MIS-C in any pediatric death with evidence of SARS-CoV-2 infection

https://emergency.cdc.gov/han/2020/han00432.asp




Children and adolescents 0-19 years of age with fever > 3 days
AND two of the following:

1. Rash or bilateral non-purulent conjunctivitis or muco-cutaneous inflammation signs (oral, hands or feet).

2. Hypotension or shock.

3. Features of myocardial dysfunction, pericarditis, valvulitis, or coronary abnormalities (including ECHO
findings or elevated Troponin/NT-proBNP),

4. Evidence of coagulopathy (by PT, PTT, elevated d-Dimers).

5. Acute gastrointestinal problems (diarrhoea, vomiting, or abdominal pain).

AND
Elevated markers of inflammation such as ESR, C-reactive protein, or procalcitonin.

AND

No other obvious microbial cause of inflammation, including bacterial sepsis, staphylococcal or streptococcal
shock syndromes.

AND

Evidence of COVID-19 (RT-PCR, antigen test or serology positive), or likely contact with patients with
COVID-19.

https://www.who.int/news-room/commentaries/detail/multisystem-inflammatory-syndrome-in-children-and-adolescents-with-covid-19
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Eigure 1
Classification of COVID-19 Disease States and Potential Therapeutic Targets

I'he figure shows 3 escalating phases of disease progression with COVID-19, with associated signs, symptoms
and potential phase-specific therapies. ARDS = Acute respiratory distress syndrome; CRP = C-reactive protein;

L = Interleukin; JAK = Janus Kinase; LDH=Lactate DeHydrogenase; SIRS = Systemic inflammatory response

syndrome.

COVID-19 lliness in Native and
Immunosuppressed States:

A Clinical-Therapeutic Staging
Proposal

Siddiqui H, Mehra M.

Journal of Heart and Lung
Transplantation March 2020




Triple combination of interferon beta-1b, lopinavir-ritonavir,
and ribavirin in the treatment of patients admitted to hospital
with COVID-19: an open-label, randomized, phase 2 trial

o Hospitalized adults (n=127) with mild symptoms were assigned to:
o Lopinavir - ritonavir/ ribavirin/ interferon B-1b (14 days) OR
o Lopinavir - ritonavir "control" group.

o Using intention-to-treat analysis, the triple therapy group:

o Achieved a negative nasopharyngeal swab in less time (7 days) than the
control group (12 days)

o Had more rapid resolution of symptoms and shorter hospital stays

The Lancet: Published online May 8, 2020 https://doi.org/10.1016/50140-6736(20)31042-4




Interleukin-1 blockade with high-dose anakinra in patients

with COVID-19, acute respiratory distress syndrome, and
hyperinflammation: a retrospective cohort study

o Retrospective cohort 29 COVID-19 patients with moderate-to-severe symptoms were
given high-dose intravenous anakinra and compared with 16 patients who weren't given

anakinra

o Inclusion criteria
o Consecutive patients age =18 years) with COVID-19 with moderate-to-severe was defined as

o Acute-onset respiratory failure with bilateral infiltrates on chest radiography or CT
o Hypoxaemia [PaO2:FiO2] <200 mm Hg with a positive end-expiratory pressure [PEEP]
o Hyperinflammation (defined as serum C-reactive protein =100 mg/L, ferritin =900 ng/mL, or both)

o Managed with non-invasive ventilation outside of the ICU and who received standard treatment
of 200 mg hydroxychloroquine twice a day orally and 400 mg lopinavir with 100 mg ritonavir
twice a day orally.

o Compared to a retrospective cohort of 16 similar patients who did not receive anakinra

www.thelancet.com/rheumatology Published online May 7, 2020 https://doi.org/10.1016/52665-9913(20)30129-6




Interleukin-1 blockade with high-dose anakinra in patients

with COVID-19, acute respiratory distress syndrome, and
hyperinflammation: a retrospective cohort study

S | o In this retrospective cohort study of

patients with COVID-19 and ARDS

i e, NG AR B ES managed with non-invasive ventilation

—— 8 outside of the ICU, treatment with high-
dose anakinra was safe and associated

L with clinical improvement in 72% of

i - ; patients. Confirmation of efficacy will

require controlled trials.
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Figure 2. Survival and mechanical ventilation-free survival at 21 days

Plots show survival [A) and mechanical ventilation-free survival (H) ar 21 days of
patiarrts with COVID-19, ARDS, ancd hy:a-urmﬂnnlrn.u Kan managed outs e the
Imtansive care unitwith CPFAF and high-dose anakinrs (n«29) or receiving CPAP
and standard treatment anly (Ne16), For mechanical ventilation-free survival
(M), dearth angd mechanical ventiation were caonsidersd squivalent 1o treatment
faillure. COVID-19«coronavirus cisaase 2019, ARDS «acute resplratory distress
synarome. CPRAPwcontinuous positive airnway pressure. HR«hazard ratio

www.thelancet.com/rheumatology Published online May 7, 2020 https://doi.org/10.1016/52665-9913(20)30129-6



o Qutcome comparison of 1400 consecutive patients
in New York with COVID-19 outcomes between those
who received hydroxychloroquine and those who did
not

o Multivariable risk adjustment for age, gender,

COV' D_1 9 . comorbidities and medications
RYD ROXY o The primary end point was a composite of intubation
CH LO ROQU | N E or death in a time-to-event analysis.

o Qutcomes were compared in patients who received
hydroxychloroquine with those in patients who did
not, using a multivariable Cox model with inverse
probability weighting according to the propensity
score.

Geleris J, et al Observational Study of Hydroxychloroquine in Hospitalized Patients with Covid-19
published on May 7, 2020, at NEJM.org



Observational Study of Hydroxychloroquine in
Hospitalized Patients with Covid-19

1446 Adult patients were admitted with
Covid-19 during the study period

70 Were excluded

26 Were intubated before study
baseline

28 Were intubated and died
before study baseline

3 Died before study baseline

13 Were transferred to other

facility before study bascline

'

1376 Were included in the propensity-
score-matched and regression analyses

Figure 1. Study Cohort.

Study baseline was defined as 24 hours after arrival at the emergency de-

partment. Covid-19 denotes coronavirus disease 2019,

Probability of Being Evaet-free

1.00
\ s No hydeoxychiaroquine

.~ lhr_h‘;u‘~ci|lc.n:q_urc

N
_\H‘

No association of HCQ use with reduced risk for intubation or

death

Geleris J, et al published on May 7, 2020, at NEJM.org




Thrombosis and Thromboembolism Prophylaxis

o Elevated d-dimer and thrombosis have been reported as part of the acute illness spectrum of
Covid-19

o A prospective series of 184 patients with proven Covid-19 admitted to Dutch ICUs found that
o 31% had thrombotic complications (27% VTE and 3.7% arterial thrombosis) despite DVT prophylaxis

o Multicenter observational series described 2,773 nonrandomized COVID-19 patients
hospitalized in New York who had undocumented and likely variable indications for
anticoagulation.

o No significant association between anticoagulation and in-hospital survival overall

o However, for the 395 patients who required mechanical ventilation, in-hospital mortality was 29.1%
for those treated with anticoagulation and 62.7% in patients who did not receive anticoagulation.

Journal of American College of Cardiology.
ACP Clinical update



https://doi.org/10.1016/j.jacc.2020.05.001

COVID-192 and Thrombosis

Case series of 11 COVID-19 Autopsies COVID-19: Prolonged aPTT

o 58% had deep venous thrombosis on o In UK, 200 patients with severe COVID-19, 20% had a
autopsy prolonged activated partial-thromboplastin time

. (aPTT)

° ln.4 cases, cause_ Of.d.eath mqsswe PE o Lupus anticoagulant assays positive in 91% of these
with the thrombi originating in the deep patient
veins of the lower limbs

> 3 additional cases had fresh DVT in both o Dégzi(:f these patients had clinically significant
legs and no pulmonary embolism .

° ngh incidence of thromboembolic o Clinicians should not withhold use of anticoagulants
events suggests an important role of for thrombosis while awaiting further investigation of a
COVID-19-induced coagulopathy prolonged aPTT, nor should they withhold

thrombolytic therapy in the face of a high-risk
Wichmann D, Sperhake J, Litgehetmann M, et al. Autopsy Findings and Venous Thromboembolism in Patients plﬂnlmﬂmaar%bpﬁsMchJ;lﬁm@KmeI b)aéiiﬁic@{eas pfﬁd@m@e&jd—ﬂ?
With COVID-19: A Prospective Cohort Study. Ann Intern Med. 2020; [Epub ahead of print 6 May 2020] y 5,202
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Considerations for Treatment: Timing?
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Antiviral Treatments
Remdesivir

Convalescent Plasma

Anti-inflammatory Treatments

Prophylactic Anticoagulation Full Anticoagulation




