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- COVID-19 Treatments:
Be Skeptical

Sean Moore Ken Milne
FRCPC CCFP-EM
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EBM

Conscientious
Explicit

Judicious

Best Evidence
Shared Decisions
Care

Individual Patients

Dr. David Sackett



Sackett et al BMJ 1996



5 Step of Critical Appraisal

e Patient
e Intervention

* Comparison

e Qutcome
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Chloroquine /
Hydroxychloroquine




Gautret et al

e N=80

 Mild Disease

e No Comparator
e Natural History

Dr. Didier Raoult
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Academic Emergency Medicine

~

Chowdhury et al. A Rapid Systematic Review
AEM May 2nd, 2020.



Chloroquine
or HCQ



Steroids

Stage | Stage ll Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)

Severity of lliness

Time course

Mild constitutionatl symptoms
Fever »39.6°F
Dry Cough, diarrhea, headache

ARDS
SIRS/Shock
Cardiac Fallure

Shortness of Breath
Hypoxia {(PaO2Z/FI0Z2<300mmEHg)

Lymghopenia, Increased
prothrombin time, increased D-
Osmer and LOH (mild)

Elevated inflammatory markers
{CRP, LDH, IL-5, D-dimaer, ferritin)
Troponin, NT-proaNP elevation

Abnormal chest imaging
Transaminitis
Low-normal procaloitonin

, | Remdasivir, chloroquine, hydroxychloroquine, convalescent plasma transfusions \

Corticosterolds, human immunogiobulin, '
IL-6 Inhibitors, IL-2 Inhibitors, JAK Inhibitors J

Reduce immunosuppression ] [



- Steroids

* Analysis of patients with COVID-19 who developed
ARDS (n=84) noted that methylprednisolone
treatment was associated with a decreased risk of
death

e 26 patients with severe COVID-19 reports that
the use of methylprednisolone at 1-2mg/kg/day for 5
to 7 days was associated with shorter duration of
supplemental oxygen use (8.2 days vs. 13.5 days;
P<0.001) and improved radiographic findings

https://www.ncbi.nim.nih.gov/pubmed/32222812 https://www.thoracic.org/covid/covid-19-guidance.pdf

Villar et a, Lancet Resp Med, 2020 e Wu et al, JAMA Int Med, 2020


http://www.ncbi.nlm.nih.gov/pubmed/32167524
https://www.ncbi.nlm.nih.gov/pubmed/32043986

Steroids:



Remdesivir

e Nucleotide Analog
e Inhibits RNA Polymerase
e Develop for Ebola

e Activity in vitro & in vivo



Remdesivir

e Grein et al. April 2020

e More authors than
patients (n=53)

* No control group

e Heavy pharma
involvement

e Dr. Farkas @PulmCrit




Remdesivir

THE LANCET

e Wang et al. April 29th, 2020
e RCT (N=237)
e Time to improvement 28d

e No statistical benefit for a
patient-oriented outcome
(POO)

Press Release
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Dr. Fauci April 29th, 2020

RCT (N=1,063)

Changed the primary outcome
“significant positive effect”
Standard of care?

P-value g"' _—




Remdesivir
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| ' Negative for -
2 \'“ | HBsAg/ Anti-HIV/ A
b / Negative for | Syphilis
| HBsAg/ Anti-HIV . |
| Syphilis . NAT non-reac | £
| / | - HIV-1 RNA (group |
- NAT non-re | ‘il HIV-2 RNA/ HBV -
HIV-1RNA (gro' o

HIV-2 RNA/ HE No unexpected
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No unexpecte. "



B Concor-1 Trial

Across the country, from
Victoria to PEI

Started collecting plasma
April, 2020

Donald Arnold - Hamilton
Philippe Begin CHUM

Jeannie Callum - Sunnybrook

ClinicalTrials.gov

Please direct your questions to: infc@CONCORl.ca



Vaccine?
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ISSUES.ORG
Pandemic Science Qut of Control

Poor-quality research, media hype, lax regulatory oversight, and vicious..



Randomized Trial in 1809

o W W o v e v O DISSERTATIO MEDICA
. v INAUGURALILS

| SYNOCHO CASTRENSI;
" Blood Letting | No Blood Letting
Alive | 87/122 (71%) | 238/244 (97%)

35/122 (29%) 6/244 (3%) o5

SUMMISQUE IN MEDICINA MOXORINUS AC PRIVILEGIS,
RITE EI LEGITIMYE CONSRQUENDIS |

ERULITOREM RXANINGI R ICIY

ALEXANDER HAMILTON,
Sotus,

AL EXPRCITUM BRITANNICUN
CINRURGUS,

-

NNH (Death) 4



Those who
cannot remember
the past are
condemned to
repeat it.

George Santayana



A Reminder to Reason
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lvry Zagury-Orly &
Richard M.
Schwartzstein

April 28th, 2020 NEJM
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