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Disclaimer:

• The following is intended as information resource 

only for HHP/HPH providers, clinicians, 

administrative and clinical leaders.

• Specific areas may not pertain directly to your 

clinical practice area and/or may not be applicable 

to your practice based on your existing workflows, 

infrastructure, software (e.g. EHR), and 

communications processes. 
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Webinar Information

• You have been automatically muted.

You cannot unmute yourself.

• You will be able to submit questions via the

Q&A section. 

– Due to time constraints, any unanswered questions will 

be addressed this week and posted on the HHP website

• A recording of the meeting will be available 

tomorrow on the HHP website and intranet. 
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How to Claim CME Credit

1. Step 1: Confirm your attendance

• You should have completed a brief questionnaire 
before joining today’s live webinar.

2.   Step 2: HPH CME team will email you instructions

• Complete and submit evaluation survey that will be 
emailed to you within one week of the offering.

• Your CE certificate will be immediately available to 
you upon completion of your evaluation.

• Questions? Email 
hphcontinuingeduc@hawaiipacifichealth.org
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CME Accreditation Statement

• In support of improving patient care, 

Hawai‘i Pacific Health is jointly 

accredited by the Accreditation 

Council for Continuing Medical 

Education (ACCME), the 

Accreditation Council for Pharmacy 

Education (ACPE), and the American 

Nurses Credentialing Center 

(ANCC), to provide continuing 

education for the healthcare team.

• Hawai‘i Pacific Health designates 

this webinar activity for a maximum 

of 1.0 AMA PRA Category 1 Credit 

(s) ™ for physicians. This activity is 

assigned 1.0 contact hour for 

attendance at the entire CE session.
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Disclosures

• The planners and presenters of this activity report 

no relationships with companies whose products 

or services (may) pertain to the subject matter of 

this meeting
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COVID-19 Updates
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Hawaii Actual v. Projected Active COVID-19 Cases
Updated 10/5/2020

Calculated (21-Days) Projected (21-Days) ICU Capacity

Projected Active COVID-19 Cases

# of Active Cases to Exceed ICU Capacity: 4.2K

2% of active cases require ICU care, Adult ICUs at 67% occupancy

COVID-19 cases are active for 21 days after positive result

Average New Cases / Day is increasing ~3% week over week

Shelter 

Started Reopening

Shelter 

Ended

Shelter 

Restarted
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S = Suspected; C= Confirmed

Total 
Census

ICU beds 
occupied

# 
Ventilators 

in use

# New 
Admissions

w/ 
COVID-19 
screening

# New 
Admissions
w/ positive 
COVID-19

# Patients 
currently

hospitalized 
w/ suspect 

or confirmed 
COVID-19

# Patients 
currently on 
a ventilator 

w/ suspect or 
confirmed 
COVID-19

# Patients 
currently in 

ICU
w/ suspect 

or confirmed 
COVID-19

KMCWC 147
AICU: 0

NICU: 67
PICU: 3

AICU: 0

NICU: 17

PICU: 2

Wilcox: 0

1 0
S: 1

C: 0

S: 0

C: 0

S: 0

C: 0

PMMC 69 12 6 1 0
S: 1

C: 8

S: 0

C: 2

S: 0

C: 0

SMC 122 11 11 4 0
S: 1

C: 15

S: 0

C: 4

S: 0

C: 0

WMC 42 3 1 1 0
S: 1

C: 0

S: 0

C: 0

S: 0

C: 0

As of  

10/05/20
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https://bedford.io/talks/ncov-immunity-ucsf-grand-rounds/#/5

CREATING A HEALTHIER HAWAI ʻ I



13

Key Concept:

• Overdispersion - the presence 

of greater variability (statistical 

dispersion) in a data set than 

would be expected based on a 

given statistical model.

Applied:

• Backward versus Forward 

Contact Tracing

• Testing for transmission, not 

diagnosis

• Cluster-busting- preventing 

one cluster from igniting 

another
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Surveillance Testing: rapid, home based 
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Rethinking Covid-19 Test Sensitivity — A Strategy for Containment. Michael J. Mina, M.D., Ph.D.,, Roy Parker, 

Ph.D., and Daniel B. Larremore, Ph.D.. September 30, 2020 DOI: 10.1056/NEJMp2025631
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Hawai‘i Pacific Health Research Institute (HPHRI): 

COVID-19 Treatment Updates

Wade Kyono, MD

Medical Director, Hawai‘i Pacific Health Research Institute

Principal Investigator, Children’s Oncology Group, 

Kapi‘olani Medical Center for Women and Children

Pediatric Hematology/Oncology, Hawai‘i Pacific Health 

Assistant Professor of Pediatrics, University of Hawai‘i, 

John A. Burns School of Medicine

CREATING A HEALTHIER HAWAIʻI 16



What We Are Doing . . . 

• Severe COVID-19

– Dexamethasone

– Remdesivir

– COVID-19 Convalescent Plasma (CCP)

17
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COVID-19 Cytokine Storm
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Therapeutic Windows

Vaccination
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Therapeutic Windows

ANTIVIRALS

Hydroxychloroquine

Remdesivir

Lopinavir/Ritonavir

IMMUNE-BASED

Convalescent Plasma

Monoclonal Antibodies

20
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Monoclonal Antibodies

• Want neutralizing antibody
– High titer convalescent 

plasma

– Manufactured monoclonal 
antibodies

• Eli Lilly

• Regeneron

• Non-neutralizing antibody 
may enhance infection or 
inflammation

22
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REGN-COV2

• Combination of 2 monoclonal antibodies (REGN10933 
and REGN10987)

• Antibody Candidates Screened
– Mice genetically modified with a human immune system 

immunized with the spike protein

– Humans recovered from COVID-19

• 2 potent, virus neutralizing antibodies
– Bind non-competitively to the receptor binding domain (RBD) 

of the spike protein

– Decreases chance of escape of spike variants

24
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SARS-CoV-2 

Monoclonal Antibody

Science. 2020 Aug 21;369(6506):1010-1014.

REGN10933

REGN10987
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Regeneron (REGN10933+REGN10987)

• Ongoing Regeneron Trials

– Safety, Tolerability, and Efficacy of Anti-Spike (S) SARS-

CoV-2 Monoclonal Antibodies for the Treatment of 

Ambulatory Adult Patients With COVID-19

– Safety, Tolerability, and Efficacy of Anti-Spike (S) SARS-

CoV-2 Monoclonal Antibodies for Hospitalized Adult 

Patients With COVID-19
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RGEN-COV2 Antibody Cocktail

• Phase 1/2/3 Trial
– Non-Hospitalized COVID-19 patients

• Reduced viral load

• Faster alleviation of symptoms

• Decreased need for medical visits

– Ongoing randomized double-blind placebo controlled study

• Greatest benefit in those who did not mount an 
effective immune response (seronegative patients)

• Well tolerated

• Supports further antibody trials and vaccines against 
the SARS-CoV-2 spike protein
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RGEN-COV2 Antibody Cocktail – Initial Data

• 275 patients

• IV High Dose (8g) vs Low Dose (2.4g) vs Placebo

• COVID-19 being treated in the outpatient setting

• Serology prior to treatment
– Seronegative – 41% . . . Inadequate immune response

– Seropositive – 45% . . .  Adequate immune response

– Unknown – 14%

• Viral load measured

30
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RGEN-COV2 Antibody Cocktail - Findings

• Serologic status highly correlated with baseline viral load

– Seropositive patients with much lower levels of virus and cleared 

rapidly

– Seronegative with higher levels of virus and slower to clear without 

treatment

• Serological status at baseline predicted how rapidly patients 

had alleviation of their symptoms

– Untreated (placebo) group – seropositives had a median time to 

resolve symptoms of 7 days vs seronegatives who had a median 

time to resolve symptoms in 13 days
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RGEN-COV2 Antibody Cocktail - Findings

• REGN-COV2 rapidly reduced viral load through Day 7 in 

seronegative pts (key virologic endpoint)
– 0.51-0.60 log10 copies/mL greater reduction vs placebo

• Pts with increasingly higher baseline viral levels had 

correspondingly greater reductions in viral load at Day 7 

with REGN-COV2 treatment
– Load >105 copies/mL = 50-60% reduction

– >106 copies/mL = 95% reduction

– >107 copies/mL = 99% reduction

• Pts who were seronegative and/or had higher baseline viral 

levels also had greater benefits in symptom alleviation
– Placebo – 13d, High Dose – 8d, Low Dose – 6d
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Is that enough data for monoclonal antibodies? 

• Will FDA grant an emergency use authorization (EUA)?

• Narrow target population

– Initial data on those with mild disease

– ”proof of concept”

– Focused use in nursing homes or in those at high risk for 

severe disease?

– Seronegative outpatients at highest risk - Will need point-of-

care testing for antibodies and viral load?

• Phase 3 trial in hospitalized patients ongoing
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Therapeutic Windows

IMMUNE MODULATORS

Dexamethasone

Anakinra (IL-1)

Tocilizumab (IL-6)

Interferons (a or b)

BTK Inbitors

34
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Mild Disease
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Severe Disease
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Dexamethasone – RECOVERY Trial

• 6,425 participants

– Dexamethasone 2,104

– Standard of Care 4,321

• Overall – 23% dex vs 26% in                       

standard of care died within 28 days

– Biggest benefit in mechanical ventilation arm – 29% 

dex arm and 41% of standard of care arm died

– Supplemental O2 – 23% dex arm vs 26% standard of 

care died

– No benefit for those who did not require O2
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Corticosteroids

• RECOVERY Trial – COVID-19 Treatment 

Guidelines Panel 

– For using dexamethasone 6mg/d for up to 10 days or 

until hospital discharge if hospitalized and mechanically 

ventilated or on supplemental O2

– Against using dexamethasone for the treatment of 

COVID-19 in patients not on supplemental O2

– Can use other corticosteroids if dexamethasone not 

available

39
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Tocilizumab (IL-6)

40
CREATING A HEALTHIER HAWAI ʻ I



Tocilizumab
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EMPACTA Study - Tocilizumab

• COVID-19 associated pneumonia who received 
tocilizumab plus standard of care were 44% less likely 
to progress to mechanical ventilation or death

• 12.2% of patients in the tocilizumab arm vs 19.3% in 
placebo arm progressed

• No difference in time to discharge

• No difference in time to improvement

• No difference in mortality
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Tocilizumab Thoughts

• Serum IL-6 levels – hard to get, but superior predictor 

of clinical outcomes than CRP, ferritin, LFTs, etc.

• Mild to moderate disease may not increase IL-6 

• Severe disease + cytokine storm syndrome may 

increase IL-6 to over 1000x normal (100-10,000pg/mL)

• IL-1, IL-10 and TNF-a can be elevated 2-100x normal

• In general IL-6 levels > 80pg/mL predict increased risk 

of respiratory failure and death
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Therapeutic Windows

Coagulopathy

Complement
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Complement Activation and COVID-19

• Complement activation is a feature of ARDS
– C5a elevation in peripheral blood

• SARS-CoV-2 S protein may activate lectin pathways 
and lead to complement activation with inflammation
and increased coagulation

• Inhibit Complement C3 and C5
– C5-specific antibody eculizumab has been used off-label in 4 

pts with severe COVID-19 – all recovered

– C3-specific antibody broader anti-inflammatory

• Ongoing trials of eculizumab and ravulizumab
(available expanded access)
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COVID-19 Treatments

VACCINES

ANTIVIRALS

Remdesivir

Lopinavir/Ritonavir

IMMUNE-BASED

Convalescent Plasma

Monoclonal Antibodies

IMMUNE 

MODULATORS

Dexamethasone

Anakinra (IL-1)

Tocilizumab (IL-6)

Interferons (a or b)

BTK Inbitors

COAGULOPATHY

COMPLEMENT

AMY-101 (C3)

Eculizumab/ 

Ravulizumab (C5)
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COVID-19 in Pregnancy

CREATING A HEALTHIER HAWAIʻI

Dena Towner, MD

Endowed Professor and Associate Chair for Clinical Affairs

Program Director, Maternal Fetal-Medicine Program

Department of Obstetrics, Gynecology, and Women's Health

Division of Maternal-Fetal Medicine

John A. Burns School of Medicine, University of Hawai‘i at Mānoa
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Prevalence in Pregnancy

COVID-19-Associated 

Hospitalization Surveillance 

Network (COVID-NET)

14 states encompassing 99 

counties

March1-August 22, 2020

CDC MMRW Sept 25, 2020
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SARS-Cov-2 Infection Among Hospitalized 

Pregnant Women

• Vaccine Safety Datalink 

surveillance of COVID-19 

hospitalization (March1-

May 30, 2020)

• CDC MMWR 9/25/20

105 hospitalized 
pregnant women

Reasons for 
Admission:

62 (59%) 

Obstetric 
reasons

50 (81%) of 62 
were 

asymptomatic

43 (41%) 

COVID-19 illness 
without obstetric 

reason

13 (30%) 
required ICU 

admission

6 (14%) 
required 

mechanical 
ventilation

1 death

Obesity

GDM

93 Delivered:

15% PTB

3% Stillbirth
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COVID-NET: Signs and Symptoms of 

Hospitalized Pregnancy Women with COVID-19

CDC MMRW Sept 25, 2020

51
CREATING A HEALTHIER HAWAI ʻ I



Screening and Testing

• Asymptomatic women with positive SARs-CoV-2

• New York-Presbyterian Allen Hospital and Columbia 

University

– 215 tested

– 4 febrile  all 4 +SARs-Cov-2

– 211 asymptomatic on admission  29 +SARs-Cov-2 

(13.7%)

– 29/33 +SARs-Cov-2 (87.9%) were asymptomatic

• NYU Winthrop Hospital

– 161 tested

– 32 (19.9%) +SARs-Cov-2

– 21/32 +SARs-Cov-2 (66%) were asymptomatic

KMWCW

• Pre-admission testing for L&D 

implemented 4/7/20 

• Universal admission testing 

implemented 6/29/20

• Rapid Abbott testing (only 

selected cases) 8/26/30

KMCWC 

(Pregnant and Postpartum)

September Testing Results:

• SARS-CoV-2 Molecular Testing 10 

positive/376 total tests (2.66%)

• Rapid Testing 1 positive/3 total test
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Severity: Risk of Complications

Outcome
Pregnant women

(n=8,207)

Nonpregnant 

women (n=83,205)

Adjusted risk ratio 

(95%CI)

Hospitalization 2,587 (31.5%) 4,840 (5.8%) 5.4 (5.1-5.6)

ICU Admission 120 (1.5%) 757 (0.9%) 1.5 (1.2-1.8)

Mechanical 

Ventilation
42 (0.5%) 225 (0.3%) 1.7 (1.2-2.4)

Death 16 (0.2%) 208 (0.2%) 0.9 (0.5-1.5)

CDC COVID-19 Surveillance Report: Jan 22-June 7, 2020

COVID-NET: 

598 hospitalized pregnant women

16.2% admitted to ICU

8.5% required invasive mechanical 
ventilation

CDC MMRW June 26, 2020
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Risk of Complications

CDC COVID-19 Surveillance Report: Jan 22-June 7, 2020

ICU Admission

Race/Ethnicity
Pregnant women

(n=8,207)

Non-Pregnant women

(n=83,205)

Hispanic or Latino 49 (1.6%) 194 (0.9%)

Asian 9 (3.5%) 25 (1.3%)

Black 28 (1.9%) 194 (1.3%)

White 12 (0.8%) 158 (0.9%)

CDC MMRW June 26, 2020

Juusela et al, AJOG 2020
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Treatment Options

• Oxygen saturation in 

pregnancy is 95% or 

greater

• Prone positioning is 

feasible in pregnant and 

postpartum women

• Anti-coagulation

• Pregnancy remains an 

exclusion criterion for many 

clinical trials on COVID 

treatment

• Proposed therapies are 

not contraindicated in 

pregnancy
SMFM COVID Management July 2020 
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REMDESIVIR

• No known fetal 

toxicity

• Multiple case 

reports 

• Compassionate 

use protocol

• SMFM recommends 

that remdesivir be 

offered to pregnant 

patients meeting 

criteria for 

compassionate use

12 US Institutions 3/5/20-4/20/20

Pierce-Williams et al, AJOG 2020
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Steroid Use

RECOVERY trial 

only included 6 

pregnant women 

Saad el al, Obstet Gynecol 2020

58
CREATING A HEALTHIER HAWAI ʻ I



Vertical/Perinatal Transmission Risk

Possible

1 confirmed 

published 

caseRare

Systemic Review of 30 case reports 

and 38 cohort/case series

936 neonates

• 3.2% neonates NP+

• 2.9% cord blood+

• 7.7% placenta+

• 9.7% fetal/rectal sample+

Kotlyar et al, AJOG 2020Lamouroux et al, AJOG 2020
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Figure 2 

Visualization of severe acute 

respiratory syndrome coronavirus 

2 invading the human placenta 

using electron microscopy

Gabriela N. Algarroba, MD, Patricia 

Rekawek, MD, Sevan A. Vahanian, MD, 

Poonam Khullar, MD, Thomas Palaia, MS, 

Morgan R. Peltier, PhD, Martin R. Chavez, 

MD, Anthony M. Vintzileos, MD

American Journal of Obstetrics & Gynecology

Volume 223 Issue 2 Pages 275-278 (August 2020) 
DOI: 10.1016/j.ajog.2020.05.023
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Changes to Patient Experience

• Increased rates of perinatal depression and anxiety 

• Visitor policy (both inpatient and outpatient)

• Decrease in hospital visits 

• Decreased diagnosis of hypertension

• Decreased rates of preterm birth (Ireland, Denmark)

• Decreased NICU admission

• Increased incidence of stillbirth in U.K. (not in patients with COVID-19)
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Rates of Preterm Birth

PTB Rates KMCWC
Possible reasons:

• Reduced physical 

activity

• Decreased 

infections

• Reduced air 

pollution
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HMSA Commercial LOBs
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Source: HMSA commercial claims data (Jan 2019 – July 2020)

Begin of Stay-at-

Home Order:

March 25, 2020
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HMSA Members @ HPH Hospitals
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Monthly Average of 

NICU Admissions

Prior to COVID-19 301

During COVID-19 258
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Thank You
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Q&A
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Save the Date! HHP 7th Annual Membership Meeting 

89

• Saturday, November 7, 2020
– 8:00 a.m. to 12:30 p.m.

• Physician Planning Committee

• Virtual meeting

• Community giveback project
– Blood Bank of Hawai‘i

– Hawai‘i Food Bank

– Aloha United Way

– Child & Family Services

• Details & updates forthcoming:
– HHP website under “For Providers/Events Calendar”

– HPH eConnect, “Hawai‘i Health Partners” channel

– Emailed via Info@hawaiihealthpartners.org
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Thank you!

• A recording of the meeting will be available afterwards. 

• Unanswered question? 

• Contact us at Covid19Bulletin@hawaiipacifichealth.org
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