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New guideline recommendation on COVID-19 treatment

-COVID-19 Spectrum
About 80% mild-mod illness. Some may have abnormal imaging, even in asymptomatic or mild patients who are oxygenating fine might have abnormal imaging.
 ***Pre-symptomatic patients likely drive the spread (time when lots of viral replication takes place), possibly not asymptomatic driving spread as much but  questionaiooible- WHO person misspoke and the media ran away w it. (Why everyone should wear a face covering to reduce transmission- data coming in to prove this, lots of misinformation about masks-does not increase CO2 or viral replication- that is false/ fake “science”, etc)
15% Severe illness
5% Critical illness
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Before exposure: Pre exposure ppx being looked at
Incubation period: Post exposure ppx. Being looked at. 
During illness: Treat disease to prevent progression/ complications/ death. Early treatment may prevent transmission: go from viral replication to inflammation. 
Potential Intervention: Antivirals, immune modulators. 
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Remdesivir:
-No recommendation for mild or moderate COVID-19. 
Median recovery times Remdesivir 11 days vs 15 days placebo
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Remdesivir: Implications for Practice
-Shortens time to clinical improvement in patients requiring O2 therapy.
-Possibly no utility in patients requiring HFNC, mechanical ventilator, or ECMO.
-5 Day courses of therapy for most patients.
-Effects on mortality still unknown.
-Shortages are likely.
-Included in the next phase of ACTT trial.















Corticosteroids
-Mech ventilated/ or supplemental O2: Dexamethasone is recommended at 6 mg daily for up to 10 days
-No supplemental O2: Recommends no dexamethasone.
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Dexamethasone: Implications for Practice
-First recommended therapy thus far w a mortality benefit.
-Benefits shown only w severe COVID-19 w a trend towards harm in patients not requiring O2
-NOT an outpatient therapy!!!!
-Substitution not preferred, but shortages may necessitate.
-Duration of therapy, 10 days or less.













Famotidine: IDSA Recommendation- Not recommended outside of a clinical trial. Is a randomized trial that is underway.
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Famotidine: Implications for Practice
-Famotidine should not be used to treat or prevent COVID-19 outside of a clinical trial (randomized trial underway).
-If there is a clinical indication for famotidine, the medication should be given for that indication. 
Hydroxychloroquine: Only be used in context of clinical trial
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Not recommended  AZ and HCQ unless in a clinical trial-low recommendation, very low certainty of evidence. 
CQ high dose- NIH recommends against its use.
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Orchid clinical trial on HCQ was halted. 
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Coadmin of remdisevir and HCQ or CQ not recommended- may result in reduced antiviral activity of remdesivir. 

Hydroxychloroquine: Implications for Practice
-For hospitalized patients w COVID-19 use HCQ only in the context of a clinical trial. Awaiting results from randomized controlled trials (RECOVERY, ORCHID)
-For people exposed to COVID-19, one published post-exposure ppx trial does not support use of HCQ (other post-exposure ppx trials ongoing).
-Trials of HCQ for early treatment and for pre-exposure ppx are ongoing. (HERO-HCQ as of this week >1000 health care workers randomized). 









Convalescent Plasma: Context of clinical trial 
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Convalescent Plasma: Implications for Practice
-CP has been given to tens of thousands of ppl w COVID-19 in the US and appears to be safe (low rate of transfusion related complications). 
-Ongoing trials to assess whether it is efficacious. 

Treatment Across the COVID-19 Infection Spectrum: May be better to treat early and prevent transmission, See more for at risk, exposed and infected.
-IDSA has more suggestions now in their guidelines. 
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Discussion, Q&A: 
· D-dimer on these patients? Gallagher and Gandhi have not seen these reported in the above mentioned studies. 
· Mechanically ventilated patients: Combination of dexamethasone and remdesivir? Gallagher, haven’t been studied together but he would give together in the appropriate patient.  Gandhi- remdesivir was not part of the recovery trial, don't have data on that. ACTT study didn’t see clear info on co-administered meds. People not yet intubated and on O2 would choose to use both and hope studies will be done of combinations. Because there is no data on combo, they both feel it shouldn’t exclude the use of the combo. Time of symptom onset is really hard to get pinned down. 
· Ongoing Placebo RCT studies be stopped since the data has come out on dex? Should both arms be getting dex? Gandhi- mechanically ventilated does not support placebo only at this time. People not on O2- dex could be neutral or potentially harmful, so placebo groups would be best in those people. Gallagher now looks at reviewing data differently now, especially preprint data. 
· Use of dex in immunocompromised pts who have been on prednisone, would you use lower doses of dex? Gallagher would use the same doses as in the studies. 
· Cytokine storm? Steroid data for ARDS is all over the place, influenza data in steroids are not good. COVID-19 appears to be different, COVID may have a more inflammatory nature than other viral infections like influenza. COVID-19 not a classical respiratory virus, it starts there and causes a whole bunch of other issues throughout the body, affects the cardiovascular system, inflammatory etc. ***COVID-19 is a different beast***
· Betamethasone and methylprednisolone? Makes sense to give the therapy that was studied, get as close to glucocorticoid therapy as studied, but if you can't, use the other options. Why equivalent doses are included by IDSA. Recovery study used methylpred in pg and bf women. 
· Assessing for adrenal insuff before using dex? Dr. Janet Lowe who gave a talk on this. Limited course of dexamethasone, risk of adrenal insuff is lower, unless other conditions that can predispose. If know pt has other conditions may want to consider some type of taper. But consensus is would not worry about up to 10 days (in studies average 6 days). 
· Major CI for using dex? Uncontrolled fungal infection. DM does not preclude use of dex but monitor closely, COVID itself has effect on glucose control, this can be managed. Look at risk vs benefit, there was mortality benefit, want to use the steroids. 
· Convalescent plasma and combo w remdisvir and dex? Convalescent most effective per Gandhi if used early on, boosting the immune clearance of the virus. Eventually like HIV, combinations will be the way to go w COVID. 
· Other questions about other meds, will be on future calls. 
· Focus on trials treating earlier and preventing people from needing hospitalization is now happening. Antibodies are an exciting new area, monoclonal antibodies specifically against the COVID virus could be in the future. 
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Remdesivir: Duration of Therapy

RCT of patients to receive 5 vs. 10 days of remdesivir (200mg 1007 g 5
: 90 4
day 1, then 100mg daily for severe COVID-19 - 8 )
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Goldman JD et al. New Engl J Med 2020; DOI: 10.1056/NEJM0a2015301
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Corticosteroids
Patient Population Recommendation
NIH IDSA
Mechanically ventilated Dexamethasone is recommended at 6 | Dexamethasone is recommended at 6
mg daily for up to 10 days (Al) daily for 10 days (or until discharge if

earlier)*
(conditional recommendation,
moderate certainty of evidence)
Supplemental oxygen but 'Dexamethasone is recommended at 6 Dexamethasone is recommended at 6
mg daily for up to 10 days (Bl) mg daily for 10 days (or until discharge
if earlier)*
(conditional recommendation,
moderate certainty of evidence)
No supplemental oxygen 'Recommends against the use of Recommends against the use of
dexamethasone (Al) glucocorticoidsx
(conditional recommendation, low
certainty of evidence)

not mechanically ventilated

*IDSA states equivalent glucocorticoid dose may be substituted if dexamethasone unavailable. @
S il

COVID-19 Treatment Guidelines Panel. Coronavirus Disease 2019 (COVID-19) Treatment Guidelines. National Institutes of Health. Available at ht
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RECOVERY — Dexamethasone vs.

a) All participants (n=6425)
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RECOVERY Collaborative Group (preprint). https://doi.org/10.1101/2020.06.22.20137273
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Usual Care
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b) No oxygen received (n=1535)
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RECOVERY — Dexamethasone vs. Usual Care

Dexamethasone
decreased mortality
overall, but was due
to effects in patients
on ventilators and
on O,

Mortality, %

No effect in pts not
requiring respiratory
support

Number at risk:
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c) Oxygen only (n=3883)
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RECOVERY Collaborative Group (preprint). https://doi.org/10.1101/2020.06.22.20137273
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d) Invasive mechanical ventilation (n=1007)
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Famotidine

IDSA Recommendation:

* Among hospitalized patients with
severe COVID-19, the IDSA panel
suggests against famotidine use for the
sole purpose of treating COVID-19
outside of the context of a clinical trial.
(Conditional recommendation, very low
certainty of evidence)

Wu C, LiuY, Yang Y, et al. Analysis of therapeutic targets for SARS-CoV-2 and
discovery of potential drugs by computational methods. Acta Pharm Sin B 2020.

Bhimraj A et al. Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19. Available at: www.idsociety.org/COVID19guidelines.
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Famotidine

Proposed mechanism: binding and inhibition of coronavirus 3C-like protease

Anecdotal reports from China suggesting that people receiving famotidine had improved survival
compared to those receiving proton pump inhibitors (PPI)

Cohort study with 84 patients who received famotidine compared to 1536 patients not receiving
famotidine: adjusted hazard ratio for intubation or death: 0.42 (0.21 to 0.85)

Log-rank p <0 01 B Log rank p < 0.0

70
114

=== Famoliding = No Famolidine

* Certainty of evidence very low: critically ill patients may be more likely to receive PPl than
famotidine; unmeasured confounders

Wu C, Liu Y, Yang Y, et al. Acta Pharm Sin B 2020; Freedberg DE et al, Gastroenterology, 2020
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Hydroxychloroquine (HCQ) and Chloroquine (CQ)

Recommendation
NIH Guideline IDSA Guideline
HCQ/CQ Recommends against Only in context of a clinical
except in a clinical trial (All) trial (knowledge gap)

HCQ + Azithromycin Recommends against HCQ  Suggests against HCQ/CQ +
+ AZ except in context of a  AZ outside of a clinical trial
clinical trial (Alll) (Conditional

recommendation, very low
certainty of evidence)

High-Dose CQ Recommends against its ---
use (Al)

COVID 19 Treatment Guidelines Panel. Coronavirus Disease 2019 (COVID-19) Treatment Guidelines. National Institutes of Health. Available
vid 19treatmentquidelines.nih.gov/.
*ecnous Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19. Available at: www.idsociety.org/COVID 19guidelines.

inflammatory effects, we know that from it's used in autoimm

conditions.

Dana Wollins

Rajesh Gandhi, MD's screen




image14.png
12:27 PM  Sat Jun 27

6 ® g

Raise Hand Chat QA

Case of HCQ: From single arm studies and observational cohorts ...

International Journal of Antimicrobial
 Agents R Observational Study of Hydroxychloroquine
in Hospitalized Patients with Covid-19

Hydroxychloroquine and azithromycin as a
treatment of COVID-19: results of an open-
label non-randomized clinical trial

Clinical efficacy of hydroxychloroquine in patients with covid-19
pneumonia who require oxygen: observational comparative
study using routine care data
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HCQ: To randomized controlled trials...

Post-exposure prophylaxis Hospitalized patients

\ /[C[D\/ Statement from the Chief Investigators of the Randomised
V EI Y evaluation of COVid-19 thERapY (RECOVERY) Trial on
hydroxychloroguine, 5 June 2020

Hydroxychloroquine ~ ® Placebo REC
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Hydroxychloroquine — RECOVERY Trial

‘We have concluded that there is no beneficial effect of hydroxychloroquine in patients
hospitalised with COVID-19. We have therefore decided to stop enrolling participants to the
hydroxychloroquine arm of the RECOVERY trial with immediate effect. We are now releasing the
preliminary results as they have important implications for patient care and public health.

‘A total of 1542 patients were randomised to hydroxychloroquine and compared with 3132
patients randomised to usual care alone. There was no significant difference in the primary
endpoint of 28-day mortality (25.7% hydroxychloroquine vs. 23.5% usual care; hazard ratio 1.11
[95% confidence interval 0.98-1.26]; p=0.10). There was also no evidence of beneficial effects on
hospital stay duration or other outcomes.

‘These data convincingly rule out any meaningful mortality benefit of hydroxychloroquine in
patients hospitalised with COVID-19. Full results will be made available as soon as possible.

https://www.recoverytrial.net/news/statement-from-the-chief-investigators-of-the-randomised-evaluation-of-covid-19-therapy-recovery-trial-on-hydroxychloroquine-5-
june-2020-no-clinical-benefit-from-use-of-hydroxychloroquine-in-hospitalised-patients-with-covid-19

A little over four 1500 people randomized hydroxychloroquine

compared to 3000 people who bought usual care and again no ‘
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FDA Revokes CQ/HCQ EUA: June 15, 2020

We now believe that the suggested dosing regimens for CQ and HCQ as detailed
in the Fact Sheets are unlikely to produce an antiviral effect.

Earlier observations of decreased viral shedding with HCQ or CQ treatment have
not been consistently replicated and recent data from a randomized controlled trial
assessing probability of negative conversion showed no difference between HCQ
and standard of care alone.

Current U.S. treatment guidelines do not recommend the use of CQ or HCQ in
hospitalized patients with COVID-19 outside of a clinical trial, and the NIH
guidelines now recommend against such use outside of a clinical trial.

Recent data from a large randomized controlled trial showed no evidence of
benefit for mortality or other outcomes such as hospital length of stay or need for
mechanical ventilation of HCQ treatment in hospitalized patients with COVID-
19.

Slide courtesy of Alice Pau https://www.fda.gov/media/138945/download

day stay duration on other outcomes.
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MedWatch - The FDA Safety Information and Adverse Event Reporting Program

A MedWatch Safety Alert was added to the FDA MedWatch webpage.

TOPIC: Remdesivir by Gilead Sciences: FDA Warns of Newly Discovered Potential Drug
Interaction That May Reduce Effectiveness of Treatment

AUDIENCE: Patient, Health Professional, Pharmacy

ISSUE: FDA is warning health care providers that co-administration of remdesivir and
chloroquine phosphate or hydroxychloroquine sulfate is not recommended as it may result in
reduced antiviral activity of remdesivir.

The agency is not aware of instances of this reduced activity occurring in the clinical setting
but, is continuing to evaluate all data related to remdesivir.

Slide courtesy of Alice Pau

data that had been coming in over the previous weeks in monf ,."\
1 interesting potential drug interaction to be aware of is \ (‘_'{’ \
b
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Convalescent Plasma

IDSA Recommendation:

Among patients who have been admitted to the hospital with COVID-19,
the IDSA guideline panel recommends COVID-19 convalescent plasma
only in the context of a clinical trial. (Knowledge gap)

NIH Recommendation:

There are insufficient data to recommend either for or against the use of
COVID-19 convalescent plasma for the treatment of COVID-19. (Alll)

Bhimraj A et al. Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19. Available at: www.idsociety.org/COVID19guidelines.
COVID-19 Treatment Guidelines Panel. Coronavirus Disease 2019 (COVID-19) Treatment Guidelines. National Institutes of Health. Available at_https://www.covid19treatmentguidelines.nih.gov/.

Closer data to keep your eye out for.
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Effect of Convalescent Plasma Therapy on Time to Clinical Improvement
in Patients With Severe and Life-threatening COVID-19

A Randomized Clinical Trial

* Open label randomized trial in Wuhan: CP + standard care vs standard care

* N=103 participants with severe or critical Covid-19 (stopped before target enroliment of 200
reached). Median interval between symptom onset and randomization: 30 days

Clinical improvement rate at 28 days:

Alpatents 51.9 vs 43.1% [8] severedisease 91.3 vs 68.2% Ufethreatening disease. 20.7 vs. 24.1%
100
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plasma

* SARS CoV-2 clearance at 72 hours: 87.2 vs. 37.5%
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Convalescent Plasma: Safety

COVID-19 Convalescent Plasma in 20,000 Patients

Safety Update: COVID-19 Convalescent Plasma in 20,000

FDA Expanded Access Program Hospitalized Patients

no™, PhD, Stephe assen™, PhD, Katie |
R ad C A

20,000 hospitalized patients with severe or
life-threatening COVID-19

No minimum neutralizing antibody titer
level

Transfusion reactions (n=89, <1%)
+ TRALI: 0.18%; TACO: 0.1%

Thromboembolic or thrombotic events
(<1%) and cardiac events (3%) -- vast
majority unrelated to plasma transfusion

Figure 1. Participation in the US COVID-19 Convalescent Plasma Expanded
Access Program (EAP) including data extracted on June 11, 2020. Choropieth map

expanded access program for use of convalescent plasma Theg

data assembled by a number of investigators led by the
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Recommended Suggested L. X % 4 .
clinical trial only except in clinical trial

Glucocorticoids
Remdesivir for severe Hydroxychloroquine HCQ/CQ + (dexamethasone)
disease or chloroquine azithromycin for people not
requiring oxygen
5 days of remdesivir
in pts requiring O, Lopinavir/ritonavir
not on ventilator

Famotidine

Glucocorticoids
(dexamethasone) for
people on Tocilizumab
supplemental oxygen
or ventilated

Convalescent
plasma

Bhimraj A et al. Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19.
Available at: www.idsociety.org/COVID19guidelines.

This is an ice slide that Jason put together and this really kind ¢

up

Rajesh Gandhi, MD

Rajesh Gandhi, MD's screen




image1.png
<« Safari 12:05 PM Sat Jun 27

Leave w’ . .’

Raise Hand Chat QA

COVID-19 Spectrum

Asymptomatic/

A . = Positive test for SARS-CoV-2 but no symptoms
presymptomatic infection

= Varied symptoms (eg, fever, cough, sore throat,
Mild illness taste/smell disturbance) but no shortness of breath

~80% or abnormal imaging

= Sp0, >94% & lower respiratory disease (clinical or
imaging findings)

* SpO, < 94%, Pa0,/FiO, < 300, respiratory rate
>30/min, or lung infiltrates > 50%

Moderate illness

~15% Severe illness

= Respiratory failure, shock, and/or multiorgan

~5% Critical illness Bvstunttion

Severity NIH COVID-19 Treatment Guidelines. Last updated June 11, 2
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Goals of Treatment Across the COVID-19 Spectrum

Phase: Before After exposure During iliness After illness
exposure
Incubation Mild Moderate Severe Critical
period disease disease disease iliness Recovery
Prevent Prevent
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prophylaxis prophylaxis

Disease Viral replication
Pathogenesis:
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Recommendation

NIH
Recommends (Al)

IDSA
Recommends
(Conditional recommendation,
moderate certainty of evidence)**

- Notintubated

- Mechanical ventilation or ECMO
(NIH includes: or not adequate
improvement after 5 days tx)

Mild or moderate COVID-19

5 days (Al)

'Recommends (BI).

There is Insufficient data on optimal
duration of therapy. Some experts
extend to 10 days (Clll)

Insufficient data to recommend for or
against A

Suggests treatment for 5 days

(Conditional recommendation, low
| certainty of evidence)

Suggests treatment for 10 days

(Conditional recommendation, low

certainty of evidence)

' Not addressed

*Severe illness is defined as patients with SpO, £94% on room air, including patients on supplemental oxygen, on mechanical ventilation and ECMO.

**Consideration when limited remdesivir supply: Remdesivir appears to demonstrate the most benefit in those with severe COVID-19 on supplemental
oxygen rather than in patients on mechanical ventilation or ECMO. _ Q
e -

COVID-19 Treatment Guidelines Panel. Coronavirus Disease 2019 (COVID-19) Treatment Guidelines. National Institutes of Health. Available
covid19treatmentguidelines.nih.gov/.
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Remdesivir vs Placebo: Gilead Study in China
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