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COVID-19



Presenter Notes
Presentation Notes
AKA SARS-CoV-2
The spike protein facilitate binding of the virus to the ACE2 receptor of host cells.
Occurs mainly in the alveolar epithelial type 2 cells due to high number of receptors there



CYTOKINE STORM
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Presenter Notes
Presentation Notes
This cytokine storm attracts neutrophils, CD4 helper T cells and CD8 cytotoxic T cells. These get trapped or sequestered in the lung tissue. While these cells are responsible for fighting off the virus there is a downstream consequence of inflammation and lung injury
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Figure 1 Cytokine storm. Figure shows SARS-CoV-2 contacting, invading and releasing genetic material in an alveolar pulmonary type 2 cell. This may
induce cell death, but also leads to exposition of pathogen-associated molecular patterns, which is recognised by leucocyte pattem recognition

receptors, both activate innate immunity and cause interferon (IFN), tumour necrosis factor (TNF)-a and chemokines release. This attracts leukocytes
that release cytokines (notably IL-1, IL-6 and TNF) and induce tissue damage and cell death, which leads to a vicious cycle of inflammation (cytokine
storm) and tissue damage. Some drugs have been studied as therapeutic targets (block to viral entry or to cytokine storm) and are listed in the figure. For
further details, see the text. IL, interleukin; LPV/r, lopinavir and ritonavir; SARS-CoV-2, severe acute respiratory syndrome coronavirus 2.

KALFA G, VENETI S, POLYCHRONOPOULOS G, ET AL. REVIEW OF THE THERAPEUTIC TARGETS FOR COVID-19:

SIGHTS FROM CYTOKINE STORM. POSTGRAD MED J 2021; 97:391-398


Presenter Notes
Presentation Notes
The pathway important as these can be potential targets to treat covid-19 infections.
Covid 19 interacts with the ACE2 receptor in the alveoli specifically alveolar type 2 cells. 
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Presenter Notes
Presentation Notes
Panel members include representatives from federal agencies, health care and academic organizations, and professional societies. Federal agencies and professional societies 
The inclusion of representatives from professional societies does not imply that their societies have endorsed all elements of these Guidelines.


MEDICATIONS THAT ARE

APPROVED, AUTHORIZED OR

UNDER INVESTIGATION FOR THE
TREATMENT OF COVID

* Hépr o

®* Tofacitinib
®* Tocilizumab

® Sarilumab
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Presenter Notes
Presentation Notes
Remdesivir is the only drug that is approved by the FDA for the treatment of COVID 19


PATIENT DISPOSITION PANEL'S RECOMMENDATIONS

All patients should be offered symplomatic management (Al T R E AT M E N T O F T H E

For patients who are at high risk of progressing to severe COVID-19°

(treatments are listed in order of preference based on efficacy and | - .
convenience of use):

Figure 1. Therapeutic Management of Nonhospitalized Adults With COVID-19 N I H G U I D E LI N ES FO R T H E i~ i

Husphh;?tinﬂun :: » Ritonavir-boosted nirmatrelvir (Paxlovid)"* (Alla)
Supplemental Oxygen « Sotrovimab® (Alla)
* Remdesivir* (Blla) -

* Molnupiravir' (Clla)

The Panel recommends against the use of dexamethasong or other
systemic corticosteroids in the absence of another indication (ANI).?

The Panel recommends against continuing the use of remdesivir (Alla),
dexamethasone® (Alla), or baricitinib® (Alla) after hospital discharge.

Discharged From Hospital

Inpatient Setting and Requires

Supplemantal Oxygen There is insufficient evidence to recommend either for or against the
For those who are stable enough for continued use of remdesivir or dexamethasone,
discharge but who still require

axygen’

The Panel recommends using dexamethasone & mg PO once daily for the
Discharged From ED Daspite duration of supplemental oxygen (dexamethasane use should not exceed
New or Increasing Need for 10 days) with careful monitoring for AEs (BINI)

Supplemental Oxygen Since remdesivir is recommended for patients with similar oxygen needs
When haspital resources are limited, who are hospitalized,’ clinicians may consider using it in this setting. Given
inpatient admission is not possible, that remdesivir requires IV infusions for up to 5 consecutive days, there
and close follow-up is ensured may be logistical constraints to administering remdesivir in the outpatient
setting.

Rating of Recommendations; A Optional
Rating of Evidance: One of more randomized trials withoul major limitations: lla = Dther randomized trials o subgroup analyses of randomized
trials: Wb = Monrandomiied trals or obsarvationsl cohon studies; Il = Expart opinion

Strong; B = Moderate; C




Does Not Require
Hospitalization or
Supplemental Oxygen

NIH GUIDELINES

All patents should be offered symptomatic management (AIN)

For patients who are at high risk of progressing to severe COVID-19°
(treatments are listed in order of preference based on efficacy and
convenience of use);

* Ritonavir-boosted nirmatrelvir (Paxlovid)® (Alla)
« Sotrovimab’ (Alla)

* Remdesivir* (Blla)

* Molnupiravir' (Clla)

The Panel recommends against the use of dexamethasone or other
systemic corticosteroids in the absence of another indication (ANI).°




HIGH RISK PATIENTS
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https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html

SYMPTOM MANAGEMENT
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_astructions for patients with cough or trouble breathing:

Please try to not spend a lot of time lying flat on your back! Laying on your stomach and in different positions
will help your body to get air into all areas of your lung. You may notice improvement in breathing
immediately or several minutes after positioning change. Please do not stay in any position that causes
discomfort or pain; skip such positions in the rotation. It is most important you do not just lay flat in bed and
this guide is designed to help you change positions in bed.
Your healthcare team recommends trying to change your position every 30 minutes to 2 hours and even
sitting up is better than laying on your back. If you are able to, please try this:

. 30 minutes — 2 hours: lying on your belly

30 minutes — 2 hours: lying on your right side
30 minutes — 2 hours: sitting up
30 minutes — 2 hours: lying on your left side; then back to position #1.

O PHOTOS BELOW TO DEMONSTRATE THIS:
® These instructions were developed in

1. 30 minutes — 2 hours: laying on your belly 4. 30 minutes — 2 hours: laying on your left side

New York City during the beginning of

the pandemic.

®* They have been utilized at many

facilities in the United States.

Self- positioning Guide/instructions by Suzanne Bentley MD MPH, Laura lavicoli MD, David Cherkas MD, Rikki Lane MD. Illustrated by;
Sarah Lin. New York City Health + Hospital/ EImhurst. English, Last updated May 8, 2020.



Presenter Notes
Presentation Notes
This is the proning and positioning instructions developed at New York City Health +Hospitals/Elmhurst, a large, inner-city, tertiary public hospital in the epicenter of the COVID-19 pandemic in New York City and later adapted and utilized at facilities across the United States


DRUGS AND DOSING REGIMENS RECOMMENDED
FOR HIGH-RISK NONHOSPITALIZED PATIENTS

Ritonavir-Boosted Nirmatrelvir
(Paxlovid)

Sotrovimab

Remdesivir

Molnupiravir

GFR =60 Within 5 days
Nirmatrelvir 300 mg with Ritonavir

100 mg po BID for 5 days

GFR 30-59

Nirmatrelvir 150 mg with Ritonavir

100 mg BID for 5 days

Not recommended
GFR < 30
Severe hepatic impairment

500 mg as a single |V infusion Within 10 days

200 mg IV the first day and 100 mg Within 7 days
IV on days 2 and 3

800 mg po BID for 5 days

Within 5 days


Presenter Notes
Presentation Notes
These are listed in the order of preference in the guideline

Paxlovid has lots of drug-drug interactions

Sotrovimab is the only anti-SARS-CoV2-mAB that is active against omicron variant

Molnupiravir has lower efficacy and should only be used if other options not available or contraindicated


RITONAVIR-BOOSTED NIRMATRELVIR

COVID-19 iChart (7
COVID-19 drug interactions
Liverpool Drug Interactions Group

interactions.

OV ' reduced risk of

by 88% compared to placebo.

expected to be effective against the

Omicron variant.
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Presenter Notes
Presentation Notes
Nirmatrelvir is a protease inhibitor and is active against Mpro which is a viral protease that plays an essential role in viral replication

It has demonstrated activity against all coronaviruses that are known to infect humans

The ritonavir is need to increase nirmatrelvir concentrations

Lots and lots of drug interactions. But is interactions are manageable should use

There is a free app you can use to check these interactions.

If a patient is hospitalized before completing a course, can be completed at the discretion of the treating physician

Has EUA for covid

EPIC-HR study
We conducted a phase 2–3 double-blind, randomized, controlled trial in which symptomatic, unvaccinated, nonhospitalized adults at high risk for progression to severe coronavirus disease 2019 (Covid-19) were assigned in a 1:1 ratio to receive either 300 mg of nirmatrelvir plus 100 mg of ritonavir (a pharmacokinetic enhancer) or placebo every 12 hours for 5 days. Covid-19–related hospitalization or death from any cause through day 28, viral load, and safety were evaluated.

Treatment of symptomatic Covid-19 with nirmatrelvir plus ritonavir resulted in a risk of progression to severe Covid-19 that was 89% lower than the risk with placebo, without evident safety concerns. (Supported by Pfizer; ClinicalTrials.gov number, NCT04960202. opens in new tab.)


ANTI-SARS-CoV-2 mAB PRODUCTS

, 70-85%

e b and casirivimab +
imdevimab a:s is currently the dominant variant.

Sotrovimab has in vitro studies that e it is effective against Omicron.

® the Panel recommends Sotrovimab with level Alla evidence
O
NIH GUIDELINES



Presenter Notes
Presentation Notes
Data to support the use of Sotrovimab comes from the COMET-ICE trial 
In this ongoing, multicenter, double-blind, phase 3 trial, we randomly assigned, in a 1:1 ratio, nonhospitalized patients with symptomatic Covid-19 (≤5 days after the onset of symptoms) and at least one risk factor for disease progression to receive a single infusion of sotrovimab at a dose of 500 mg or placebo. The primary efficacy outcome was hospitalization (for >24 hours) for any cause or death within 29 days after randomization.

Among high-risk patients with mild-to-moderate Covid-19, sotrovimab reduced the risk of disease progression. No safety signals were identified. (Funded by Vir Biotechnology and GlaxoSmithKline; COMET-ICE ClinicalTrials.gov number, NCT04545060.).


REMDESIVIR
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Presenter Notes
Presentation Notes
PINETREE showed that 3 consecutive days of remdesivir resulted in an 87% relative reduction in the risk of hospitalization or death when compared to placebo. 

This could have logistical issues as requires IV infusion 3 days in a row. 

It is to be expected to be active against Omicron


MOLNUPIRAVIR
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Presenter Notes
Presentation Notes
Oral prodrug of beta-D-N4-hydroxycytidine (NHC) a ribonucleoside that has broad antiviral activity against RNA viruses

Has FDA EUA for high risk of progression of outpatients with covid 19 for whom alternative therapies are not available or clinically appropriate.

If cannot get/use ritonavir-boosted nirmatrelvir, sotrovimab or remdesivir

Not recommended for use in pregnant patients

The trials done in unvaccinated people. There is no data on its use in vaccinated patients. The risk/benefit ratio possibly less favorable in this patient population.

MOVe-OUT trial
Reduced the rate of hospitalization or death by 30%
We conducted a phase 3, double-blind, randomized, placebo-controlled trial to evaluate the efficacy and safety of treatment with molnupiravir started within 5 days after the onset of signs or symptoms in nonhospitalized, unvaccinated adults with mild-to-moderate, laboratory-confirmed Covid-19 and at least one risk factor for severe Covid-19 illness. Participants in the trial were randomly assigned to receive 800 mg of molnupiravir or placebo twice daily for 5 days. The primary efficacy end point was the incidence hospitalization or death at day 29; the incidence of adverse events was the primary safety end point. A planned interim analysis was performed when 50% of 1550 participants (target enrollment) had been followed through day 29.


DEXAMETHASONE
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Presenter Notes
Presentation Notes
Level of evidence is AIII

There really is not a lot of safety or efficacy data in this patient population. 

If patients are already receiving these for another diagnosis should continue this medication.


The Panel recommends using dexamethasone 6 mg PU once daily for the
Discharged From ED Despite duration of supplemental oxygen (dexamethasone use should not exceed

New or Increasing Need for 10 days) with careful monitoring for AEs (BIN)

Supplemental Oxygen Since remdesivir is recommended for patients with similar oxygen needs

When hospital resources are limited, who are hospitalized | clinicians may consider using it in this sething. Given
inpatient admission is not possible, that remdesivir requires IV infusions for up to 5 consecutive days, there
and close follow-up is ensured may be logistical constraints o administering remdesivir in the outpatient

setting.
A
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DEXAMETHASONE
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Presenter Notes
Presentation Notes
Need careful monitoring for adverse events
Level of evidence is BIII

The RECOVERY trial showed benefit for dexamethasone in hospitalized patients requiring oxygen, really was not studied in the outpatient setting


OTHER AGENTS

an’rlplq’re et

_._.Lopinqvir/ri’ronqvir and other protease

prevention of VTE T —
inhibitors
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Presenter Notes
Presentation Notes
As of February 24, 2022


Disease
Severity

Hospitalized
but Does Not
Require
Supplemental
Oxygen

Hospitalized
and Requires

Oxygen Through
a High-Flow
Device or NIV

Hospitalized
and Requires
MV or ECMO

Recommendations for Antiviral or
Immunomodulator Therapy

The Panel recommends against the use of
dexamethasone (Alla) or other corticosteroids (Alll).?

There is insufficient evidence to recommend either for or
against the routine use of remdesivir. For patients who are
at high risk of disease progression, remdesivir may be
appropriate.

Recommendations for
Anticoagulation Therapy

For patients without evidence of VTE:

* Prophylactic dose of heparin, unless
contraindicated (Al)

" I

Use 1 of the following options:

* Remdesivir'* (e.g., for patients who require minimal
supplemental oxygen) (Blla)

¢ Dexamethasone plus remdesivir (Bllb)

¢ Dexamethasone (BI)

For patients on dexamethasone with rapidly increasing
oxygen needs and systemic inflammation, add a second
immunomodulatory drug® (e.g., baricitinib® or tocilizumab®)

_ (Cla). Y,

r N

For nonpregnant patients with D-dimer
levels >ULN who are not at increased
bleeding risk:’

* Therapeutic dose of heparin® (Clla)
For other patients:

* Prophylactic dose of heparin, unless
contraindicated (Al)

\ J

=
Use 1 of the following options:

* Dexamethasone (Al)

» Dexamethasone plus remdesivir® (Bll)

For patients with rapidly increasing oxygen needs and
systemic inflammation, add either baricitinib® (Blla) or
IV tocilizumab® (Blla) to 1 of the options above.5"

- J

- “

For patients without evidence of VTE:

* Prophylactic dose of heparin,? unless
contraindicated (Al)

. /

(" ™

Dexamethasone' (Al)

For patients who are within 24 hours of admission to the
ICU:

¢ Dexamethasone plus IV tocilizumab (Blla)
If IV tocilizumab is not available or not feasible to use,

(" For patients without evidence of VTE: )

* Prophylactic dose of heparin,? unless
contraindicated (Al)

If patient is started on therapeutic
heparin before transfer to the ICU,
switch to a prophylactic dose of
heparin, unless there is a non-COVID-19

IV sarilumab can be used (Blla).

\indication (BIW). J

Rating of Recommendations: A = Strong; B = Moderate; C = Optional

Rating of Evidence: | = One or more randomized trials without major limitations; lla = Other randomized trials or subgroup analyses of randomized trials;
lIb = Nonrandomized trials or observational cohort studies; il = Expert opinion

NIH GUIDELINES



Presenter Notes
Presentation Notes
NIH guidelines as of February 24, 2022


Remdesivir

Dexamethasone

Barcitinib

200 mg IV once daily then 100 mg IV
daily for 4 additional days or until
discharge

6 mg IV or po once daily for up to 10
days or until hospital discharge

Depends on GFR

GFR > 60 4 mg once daily

GFR 30-59 2 mg once daily

GFR 15-29 1 mg daily

GFR <15 not recommended

All regimens are 14 days or until hospital
discharge

Recommended to check GFR, LFT’s and PT
prior to starting therapy

May need to be d/c'd if ALT >10x ULN
Should be d/c'd if ALT increasing and
there is evidence of liver inflammation

Not studied in patients with GFR <50
Recommend not using in patients with GFR

<30

If dexamethasone is not available can use
the equivalent dose of another
corticosteroid



Tofacitinib

Tocilizumab

Sarilumab

10 mg po twice daily for 14 days or until
discharge

8 mg/kg IBW up to 800 mg as a one
time IV dose

Single-dose prefilled syringe for SQ
injection

This is to be used if Barcitinib is not
available

If GFR < 60 dose is reduced to 5 mg po
bid

Some clinical trials gave a second dose 8
hours later if no improvement

This is used as an alternative if
Tocilizumab is not available



Disease
Severity

Recommendations for Antiviral or
Immunomodulator Therapy

The Panel recommends against the use of
dexamethasone (Alla) or other corticosteroids (Alll).?

There is insufficient evidence to recommend either for or
against the routine use of remdesivir. For patients who are
at high risk of disease progression, remdesivir may be
apg{opriate.

NIH GUIDELINES. HTTPS://WWW.COVID19TREATMENTGUIDELINES.NIH.GOV /

Recommendations for
Anticoagulation Therapy

T e

B

For patients without evidence of VTE:

* Prophylactic dose of heparin, unless
contraindicated (Al)

e ~’?~WWW/




MILD DISEASE - REMDESIVIR

qal.

enough
% Mo . -'l. .
| " or agdinst
in this patient population

ysed on the conflicting data of these

trials.
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Presenter Notes
Presentation Notes
ACTT-1 this was a multinational randomized controlled trial that compared IV remdesivir to placebo in hospitalized patients with covid 19. Remdesivir showed no significant benefit in patients with mild to moderate disease. This was defines as sats >94% on RA or RR < 24 without supplemental oxygen

Solidarity large multinational open label randomized controlled trial that compared a 10 day course of Remdesivir ro standard of care. Looked at mortality. This was 2% in the remdesivir arm and 2.1% in the placebo

In a trial sponsored by manufacturer looked at patients with moderate covid that got 5 days of covid had higher odds of a better clinical status on day 11

PINETREE showed clinical benefit for early treatment in nonhospitalized patients with a high risk of clinical progression


»

MILD DISEASE - STEROIDS
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Presenter Notes
Presentation Notes
Level of evidence dex AIIa strong with other randomized trials or subgroup analysis of randomized trials
Other steroids AIII – strong, expert opinion
RECOVERY trial. A mulitcenter, open-label trial in the UK.
Hospitalized patients were randomized to received dexamethasone plus standard of care or standard of care alone(control arm)
17.8% of patients in the dexamethasone arm and 14% in the control arm died within 28 days of enrollment



ANTICOAGULATION
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Use 1 of the following options:

* Remdesivir’* (e.g., for patients who require minimal
supplemental oxygen) (Blla)

For nonpregnant patients with D-dimer
levels >ULN who are not at increased

Hospitalized o Dexamethasone plus remdesivir>c (Bllb) bleeding risk:
and Requires » Dexamethasone (BI) * Therapeutic dose of heparin? (Clla)
Supplemental : : e : 2
Oxygen For patients on dexamethqsqne with rqp|dly increasing For other patients:
oxygen needs and systemic inflammation, add a second * Prophylactic dose of heparin,® unless
immunomodulatory drug? (e.g., baricitinib® or tocilizumah®) contraindicated (Al)

(Clla).

NIH GUIDELINES. HTTPS://WWW.COVID19TREATMENTGUIDELINES.NIH.GOV /



MILD HYPOXEMIA - REMDESIVIR

eR “did not
ofit, but ACTT-1

* A5 day cot TREE and ACTT-1

comparable to 10 days. —— -..-a' that Remsedivir would

have the most impact given early.
&
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Presenter Notes
Presentation Notes
Recommended with BII a level of evidence. Moderate, other randomized trials of subgroup analysis of randomized trials. 

ACTT-1 this was a multinational randomized controlled trial that compared IV remdesivir to placebo in hospitalized patients with covid 19. Remdesivir showed no significant benefit in patients with mild to moderate disease. This was defines as sats >94% on RA or RR < 24 without supplemental oxygen

Solidarity large multinational open label randomized controlled trial that compared a 10 day course of Remdesivir ro standard of care. Looked at mortality. This was 2% in the remdesivir arm and 2.1% in the placebo

DisCoVeRy trial – multinational, open-label randomized control trial that compared up to 10 days of remdesivir plus standard of care to standard of care alone in hospitalized patients with moderate to severe COVID 19. There was no significant difference in the odds of improved clinical status by day 15. No difference in mortality.



MILD HYPOXEMIA — REMDESIVIR PLUS
DEXAMETHASONE

s.-l l
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Presenter Notes
Presentation Notes
LEVEL BIIb evidence
Moderate, non randomized trials or observational cohort studies


MILD HYPOXEMIA - DEXAMETHASONE

| oxygen

nor odulatory
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ADDITIONAL IMMUNOMODULATORY THERAPY

requirements anc

n @
systemic inflammation — level Clla
@
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Presenter Notes
Presentation Notes
Several of the major trial that evaluated the use of IL-6 inhibitors or JAK inhibitors with or without corticosteroids have included patients only requiring low flow oxygen

Direct comparison really impossible as lots of differences in studies including background therapies and inclusion criteria

Tociluzimab is IL-6 inhibitor (Actemra)
Tofacitinib inhibits JAK 1, 2 and 3 (Xeljanz)
Barcitinib –inhibits JAK 1,,2 and 3(Olumiant)

The RECOVERY trial had a subgroup of patients on tocilizumab plus dexamethasone that had lower mortality at 28 days than standard care including patients on dexamethasone alone. 

The COV-BARRIER trial did not find a statistically significant benefit for barcitinib patients

STOP-COVID trial (placebo controlled) demonstrated a reduction in the incidence of respiratory failure or death in the subgroup of patients on low-flow oxygen and got tofacitinib



ADDITIONAL THOUGHTS ON
IMMUNOMODULATORY THERAPIES

lrlsk of el Bll a.

he panel recommends against using

these drug in combination.
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Presenter Notes
Presentation Notes
Treatment decisions will often be made but what drugs are available, patients comorbidities and contraindications



ANTICOAGULATION

O . i
s of anticoagulation.
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Presenter Notes
Presentation Notes
3 open label randomized controlled trials compared the use of therapeutic doses of heparin to prophylactic or intermediate doses of heparin in hospitalized patients who did not require ICU care
ATTACC/ACTIV-4a/REMAP-CAP – largest multiplatform trial. Showed an increase in the number of organ support-free days in the therapeutic arm, but no difference in mortality or length of hospitalation
In noncritically ill patients with Covid-19, an initial strategy of therapeutic-dose anticoagulation with heparin increased the probability of survival to hospital discharge with reduced use of cardiovascular or respiratory organ support as compared with usual-care thromboprophylaxis. (ATTACC, ACTIV-4a, and REMAP-CAP ClinicalTrials.gov numbers, NCT04372589. opens in new tab, NCT04505774. opens in new tab, NCT04359277. opens in new tab, and NCT02735707. opens in new tab.)

RAPID trial enrolled patients with elevated d-dimers and hypoxemia. Patients randomized to receive therapeutic or prophylactic doses of heparin. No statistically significant difference between the arms
Objective To evaluate the effects of therapeutic heparin compared with prophylactic heparin among moderately ill patients with covid-19 admitted to hospital wards.
Design Randomised controlled, adaptive, open label clinical trial.
Setting 28 hospitals in Brazil, Canada, Ireland, Saudi Arabia, United Arab Emirates, and US.
Participants 465 adults admitted to hospital wards with covid-19 and increased D-dimer levels were recruited between 29 May 2020 and 12 April 2021 and were randomly assigned to therapeutic dose heparin (n=228) or prophylactic dose heparin (n=237).
Interventions Therapeutic dose or prophylactic dose heparin (low molecular weight or unfractionated heparin), to be continued until hospital discharge, day 28, or death.

Conclusions In moderately ill patients with covid-19 and increased D-dimer levels admitted to hospital wards, therapeutic heparin was not significantly associated with a reduction in the primary outcome but the odds of death at 28 days was decreased. The risk of major bleeding appeared low in this trial.

HEP-COVID trial enrolled patients who required supplemental oxygen and who had d-domer levels that were >4 times the ULN or a sepsis-induced coagulopathy score of >4. primary endpoint(composite of VTE, arterial thromboembolism and death by day 30) occurred significantly less frequently in patients who received therapeutic LMWH than those that received prophylactic dose LMWH

Findings  In this randomized clinical trial of 253 adults, the incidence of major thromboembolism or death was 28.7% with therapeutic-dose vs 41.9% with prophylactic/intermediate-dose heparins, a significant difference—driven by reduction in thromboembolism—that was not seen in critically ill patients. There was no significant difference in major bleeding between groups.


Hospitalized
and Requires

Oxygen Through
a High-Flow
Device or NIV

Use 1 of the following options:

¢ Dexamethasone (Al)
» Dexamethasone plus remdesivir® (Bll)

For patients with rapidly increasing oxygen needs and
systemic inflammation, add either baricitinib® (Blla) or
IV tocilizumabe (Blla) to 1 of the options above.*"

NIH GUIDELINES. HTTPS://WWW.COVID19TREATMENTGUIDELINES.NIH.GOV /

For patients without evidence of VTE:

¢ Prophylactic dose of heparin,? unless
contraindicated (Al)
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Presenter Notes
Presentation Notes
RECOVERY trial. A mulitcenter, open-label trial in the UK.
Hospitalized patients were randomized to received dexamethasone plus standard of care or standard of care alone(control arm)
17.8% of patients in the dexamethasone arm and 14% in the control arm died within 28 days of enrollment
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Presenter Notes
Presentation Notes
REMAP-CAP

RECOVERY TRAIALS

STOP-COVID


ANTICOAGULATION

( NIH GUIDELINES


Presenter Notes
Presentation Notes
INSPIRATION TRIAL
This compared prophylactic doses of anticoagulation with intermediate doses. There was no significant benefit in using the intermediate dose anticoagulation


REMAP-CAP/ACTIV-4a/ATTACC compared the effectiveness of using therapeutic does of heparin or LMWH to standard of care in critically ill patients with covid19.  the trial was stopped for futility. 


AWAKE PRONE POSITIONING
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* Awake Prone emic respiratory failure: a randomized,

controlled, muI’rina’ri{ open-label meta-trial. Lancet Respir Med:2021:9:1387-95



Presenter Notes
Presentation Notes
This study found that longer seemed to be better
Median daily duration of awake proning was 5 hours
Mexican population seemed to do better outcomes and averaged longer prone, about 6 hours
Should encourage patient to prone as long as can tolerate
The study did exclude hemodynamically unstable patients, severe obesity(BMI >40),pregnant patient s and those with contraindications to prone positioning.


SPECIAL CONSIDERATIONS
COVID IN THE PREGNANT PATIENT
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TREATMENT OF PREGNANT PATIENTS
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Presentation Notes
Most clinical trials have excluded pregnant patients

oxygen supplementation is recommended for pregnant patients when SpO2 falls below 95% on room air at sea level to accommodate physiologic changes in oxygen demand during pregnancy and to ensure adequate oxygen delivery to the fetus.5



Discharged From Hospital
Inpatient Setting in Stable
Condition and Doas Not

Require Supplemental Oxygen

Discharged From Hospital
Inpatient Setting and Requires
Supplemental Oxygen

For those who are stable enough for

discharge but who still require
oxygen’

The Panel recommends against continuing the use of remdesivir (Alla),
dexamethasone® (Alla), or baricitinib® (Alla) after hospital discharge.

There is insufficient evidence to recommend either for or against the
continued use of remdesivir or dexamethasone.

NIH GUIDELINES. HTTPS://WWW.COVID19TREATMENTGUIDELINES.NIH.GOV /
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https://www.covid19treatmentguidelines.nih.gov/
https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-guidance-management-patients.html

'Pneumonia.

ov d-19 — Interim WHO

Solidarity Trial R

* PINETREE inves'rigq'ro.r".. Early Remdesivir to Prevent Progression to Severe Covid-19 in

Outpatients. N Engl J Med 2022; 386:305-15.
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