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Introduction

* In December of 2019, several cases * The following respiratory viruses

of pneumonia of unknown were examined with real-time RT-
aetiology were reported in Wuhan, PCR and found not to be the cause
Hubei province, China of the severe pneumonia:

* Most patients worked at or lived * Influenza A virus (H1IN1, H3N2, H7N9)
around the local Huanan seafood * Influenza Bvirus
wholesale market, where live * Respiratory syncytial virus
animals were also on sale * Parainfluenza virus

- : * Adenovirus
Lnngllemej ; !g 5;255?;; g mg * SARS coronavirus (SARS-CoV)
respiratory infection symptoms * MERS coronavirus (MERS-CoV)
occurred, with some patients
rapidly developing acute * A new viral pathogen was
respiratory distress syndrome suspected and finally was identified
(ARDS), acute respiratory failure, as SARS-CoV 2

and other serious complications



Timeline of the key events of the COVID-19 outbreak

Nature Reviews Micrabiology 19, 141-154(2021)

8 December 2019 28 February 2020
Onset of the first recorded case in WHO risk assessment increased to
Wuhan very high on the global level
[ |
31 December 2019 11 February 2020 2 October 2020
First report ot 27 cases of pneumonia ICTV named virus SARS-CoV-2 and >34,000,000 cases and
with unknown cause in Wuhan, China WHO named disease COVID-19 >1,000,000 deaths

11 March 2020

WHO defined COVID-19
as a pandemic

9 January 2020

China announced the identification of
a novel coronavirus as the causative
agent of the pneumonia outbreak

| 29 January 2020
13 January 2020 20 January 2020 The coronavirus
Case of a traveler from | | Human-to-human | | 23 January 2020 | | spread to all 34 30 January 2020
Wuhan was confirmed [—| transmission was [—] Wuhan city was [ pProvinces across | — WHO declared a
in Thailand confirmed locked down China PHEIC alert




MINESTRY OF HEALTH

COVID-15 BITUATION UPDATE: 03 June 2021

Total Cases \\ Male = 104178
=171658 g Female = 67480

1.1 Epidemiology
Since 13 March 2020 when the first case was confirmed in Kenya, a total of 171658 confirmed cases and 3223 deaths giving a case
fatality rate of 1.9% have been line listed. Of these, 165684 cases (97%) were local transmissions and 5973 (3%) are imporied cases.

Figure 1 below shows trends of cases.
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Pathogenic coronaviruses in recent history -, immunol 11:570027

Alphacoronaviruses and related
Human coronavirus HCoV-229E Mid-1960's—5-30% of upper
229E 1,2 respiratory tract infections

Hurman coronavinus HCoV-NLE3 (3) Early

NLB3 2000's —community-acquired
preumnonia of the lower
respiratory tract

Betacoronaviruses

Human coronavinis HCoV-0C43 Mid-1960's-5-30% of upper

0C43 (1,2 respiratory tract infections

Human comonavinis
HKL1

Severe acute
respiratory syndrome
COronavirug

Middle East respiratory

syndrome corcnavirus
CovID-19

HCoV-HKU1 (3)

SARS-CoV (4]

MERS-CoV (4)

SARS-Cov-2

Earty

2000's — community-acquired
prneumonia of the lower
respiratory tract

2002-2003, China

2013, Saudi Arabia

2019, Wuhan, China



Virus species

Individuum
First reported
Current status

Infections

Fatality rate

Preventive/curative
treatment

Middle East respiratory
syndrome-related
coronavirus

MERS-CoV
Saudi-Arabia (2012)
Active
2521+
34%

None

Severe acute respiratory
syndrome-related coronavirus

SARS-CoV SARS-CoV-2
China (2002) China (2019)
No reports since 2004 Active
8098 3,500,000+
10% ~1%
None None



SARS-CoV-2
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BMJ 2020;371:m3862

STEPS IN SARS-COV 2 REPLICATION CYCLE
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Distribution of ACE2 in Human Tissues by Immunohistochemistry (IHC)

LifeSpan BioSciences, Inc.

Figure 2 iy Mark Bunmes



Chronology of events during SARS-CoV-2 infection

Nature Reviews Immunology 20, 363-374(2020)




Classification of COVID-19 disease states and potential therapeutic targets

The Journal of Heart and Lung Transplantation, Vol 39, No 5, May 2020

Stage | Stage Il Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)
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I Time course :
1
Mild consttutional symptoms 1 Shortness of Breath without I ARDS
Clintcal Faunr 330 6°F I HAY and with Hvoaxia (i8] | s
2 gt Fever »99.6 {11A] and with Fypoxia [I1E] I SRS/ Shock
ymp Dry Cough I (Pa02/FO2<300mmHg] ; Cardiac Fallure
[
[ |
| Abnormal chest imaging ] Elevated inflammatory markers
Clinical Signs Lymphopenia 1 Transaminrtis 1 (CRP. LDH, IL-6, D-dirmer, herritin]
| Low-normal procalcitonin | Treponin, NT-proBNP elevation
I i
e, 3
I Patential [ Remdesivir, chloroguine, hydroxychloroguine, convalescent plasma transfusions L
| Theraples | Reduce immunosuppression Careful use of Corticosteroids; statins; human immunoglobulin,

| |avoid excess steroids) IL-1/IL-2fIL-6/IAK inhibitars/GM-CSF Inhibito
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Table 1 Clinical spectrum of COVID-19 disease’ *~*'

Severity of
disease Presentation
Asymptomatic P No clinical symptoms
P Positive nasal swab test
» Normal chest X-ray
Mild illness P Fever, sore throat, dry cough, malaise and body aches or
» Nausea, vomiting, abdominal pain, loose stools
Moderate » Symptoms of pneumonia (persistent fever and cough)
illness without hypoxemia
P Significant lesions on high-resolution CT chest
Severe iliness P Pneumonia with hypoxemia (SpO; < 92%)
Critical state P Acute respiratory distress syndrome, along with shock,

coagulation defects, encephalopathy, heart failure and
acute kidney injury




Clinical features of COVID-19.

Age as major risk factor

Nature Reviews Microbiology 19, 141-154(2021)

plt®

<10 years <50 years

| mm |

|
COVID-19 cases (percentage of all cases)

% 1%) Critical and deceased (5%)

* ARDS
* Acute cardiac injury
* Multi-organ failure

Incubation period * Fever, fatigue and dry cough
* Ground-glass opacities
* Pneumonia

» Coexisting illness
* |CU needed

5\ AN AN J

ol w W
~5 days — ~8 days ~16 days
(VIR Disease onset (7-14) (12-20)




Box 1: Risk factors associated with the development of severe disease,
admission to intensive care unit, and mortality

Underlying condition

* Olderage

* Hypertension

* Cardiovascular disease
* Chronic obstructive pulmonary disease

* [Diabetes

* QObesity

* Malignancy

Presentation

* Higher fever (39°C on admission)

* Dyspnoea on admission

* Higher gSOFA score

Labaratory markers

* Neutrophilia/lymphopenia

* Raised lactate and lactate dehydrogenase
* Raised C reactive protein

* Raised ferritin

* RaisedIL-6

* Raised ACE2

* D-dimer» pg/mL

BMJ 2020;371:m3862



Figure 3

Respiratory tract manifestations s~ SARS-CoV-2
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Occurrence and outcome of severe acute respiratory syndrome coronavirus 2 viral sepsis

Lancet 2020; 395: 1517-20




Extrapulmonary Manifestations of COVID-19:

Which of These Return or Last?

Dermatologic

= Petechaie

* Livedo reticularis
* Erythematous rash

= Urticaria
= Vesicles
= Pernio-like lesions

Cardiac

* Takotsubo cardiomyopathy =
*  Myocardial injury/myocarditis =
= (Cardiac arrhythmias .

Cardiogenic shock
Myocardial ischemia
Acute cor pulmonale

Endocrine

* Hyperglycemia
= Diabetic ketoacidosis

Gastrointestinal
= Diarrhea ]

* Mauseafvomiting *

Neurologic

* Headaches =  Ageusia

* Dizziness = Myalgia

*  Encephalopathy =  Aposmia

= Guillain-Barré =  Stroke
Thromboembolism

Deep vein thrombosis
Pulmonary embolism
Catheter-related thrombosis

Hepatic

Elevated ALT/AST
Elevated bilirubin

Abdominal pain
Anorexia

Gupta. Nat Med. 2020:26:1017.

Renal

=  Acute kidney injury
=  Proteinuria

*  Hematuria

Slide credit: clinicaloptions.com




Intensive Care Med (2020) 46:1897-1900

No disease/mild disease

Lung chronology of events

Host/SARS-CoV-2 interaction in lungs

Immunosupprassive
therapy

Intensity

Low but efficient
immunea responsa

Asymptomatic or
pauci-symptomatic

Virus load

Lung Immune
response

v Symploms

T Tima

Replication with mild immune evasion

Alveolar macrophage

(phagocytosis of apoptotic
epithalial calls)

Inflammatory mediators
(low production)

N\

Surfactant

.

. Alveolar epithelial cell
{infected and destroyed by SARS-CoV-2)
T cell

(CDB+ T cell: elimination of infected cells;
CD4+ T cell: orchestration of immune responses)

may prevent the worsening
of the sympiloms

and/or

may facilitate viral replicator



Table 2 Complications seen in patients with COVID-1

942

Frequency

Complication

Commonly seen

Rare

VVVVVYV VYVYYYY

Acute respiratory distress syndrome
Acute respiratory failure

Sepsis

Disseminated intravascular coagulation
Acute liver and kidney injury
Pulmonary embolism

Rhabdomyolysis

Multisystem inflammatory syndrome
Aspergillosis

Pancreatitis

Autoimmune haemolytic anaemia
Neurological complications




SARS-COV 2 Diagnosis with Rt-PCR Clin Chem Lab Med 2020; 58(7): 1070-1076

= Symptom onset Symptom relief
o Infection
=
L=
c
m
-
o rRT-PCR diagnostic
c window
.|
[17]
i)
Jc
S
rRT-PCR threshold

e e T T R

-10 -5 0 9 10 15 20 25
Days from symptom onset

False negative False negative



Table 3 Investigations for COVID-19

Investigation Remarks

Basic blood work P Decreased WBC count as well as lymphopenia
Increased levels of AST and ALT, LDH and CRP

>
P Increased D-dimer
P Increased PT/INR
B

Molecular testing via Techniques employed are RT-PCR and rRT-PCR
RT-PCR which amplify viral genetic material obtained via
nasal swab

Poor sensitivity

Repeat testing required for verification of viral
clearance

Yy

Chest X-ray No significant findings early in the disease

Bilateral patchy opaciries in advanced disease

vy

HRCT chest

v

Multifocal bilateral ‘ground or ground-glass’ areas
associated with consolidation areas with patchy
distriburion

‘Reverse halo’ sign

Cavitation, calcification and lymphadenopathy
High sensitivity for COVID-19 diagnosis

Serology/antibody Further research still required for a proper/sensi-
testing tive antibody test

yvYyVvyvy




Nature Reviews Microbiology 19, 141-154(2021)



COVID-19 Therapies Predicted to Provide Benefit at
Different Stages

Stage | Stage ll Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)
' na ! B
I

Host Inflam

Severity of lliness
-

Benefit

Time Course .de monstrated
Clinical Mild constitutional symptoms Shortness of breath without ARDS
il el Dry cough (PaD,/Fi0, < 300 mm Hg) Cardiac failure .. Benefit unclear

Abnormal chest imaging
Transaminitis
Low-normal procalcitonin

Elevated inflammatory markers

l
]
I
I
Fever > 99.6°F I (I1A) and with hypoxia (IIB)
|
I
| (CRP, LDH, IL-6, D-dimer, ferritin)
|

Troponin, NT-proBNP elevation

Clinical L h .
signs ymphopenia

~ Dexamethasone
S oxygen 0

Siddigi. ) Heart Lung Transplant. 2020:39:405. Slide credit: clinicaloptions.com




RECOVERY Trial: Mortality at Day 28
(Primary Outcome)
= Addition of dexamethasone to usual care associated with lower

mortality among subsets receiving invasive mechanical ventilation or
oxygen alone but not in those receiving no baseline respiratory support

Respiratory Support at Dexamethasone + 28-Day Mortality RR
Randomization Usual Care Usual Care Only (95% CI) P Value
Invasive mechanical ventilation 95/324 (29.3%) 283/683 (41.4%) —— 0.64 (0.51-0.81)
Oxygen only 298/1279 (23.3%) 682/2604 (26.2%) - 0.82 (0.72-0.94)
No oxygen received 89/501 (17.8%) 145/1034 (14.0%) ——— 1.19 (0.91-1.55)
All patients 482/2104 (22.9%) 1110/4321 (25.7%) - 0.83 (0.75-0.93) < .001
Chi-square trend across 3 categories: 11.5
2 0.5 075 1 15 2
Dexamethasone Usual Care
Better Better
[e]

RECOVERY Collaborative Group. NE/M. 2020:[Epub) Slide credit: clinicaloptions.com




Systemic Corticosteroids and 28-Day All-Cause
Mortality in Critically Ill Patients With COVID-19

Favors Favors No Weight, %

Drog/iiiel S Em:“"::imﬂ "ﬁfﬂﬂ" —— Steruidsé Steroids
Desamethasone : 1
DEXA-COVID 19 High: 20 mg/day IV 27 2/12 2.00 (0.21-18.69) - = 0.92
CoDEX High: 20 mg/day IV 69/128 76/128  0.80(0.49-1.31) : 18.69
RECOVERY Low: & mg/day PO or IV 95/324 283/683 (.59 [0.44-0.78) 57.00
Subgroup fixed effect 166/459  361/B23  0.64(050-0.82)  <.001 76.60
Hydrocortisone : ;
CAPE COVID Low: 200 mg/day IV 11/75 20/73 i 6.80
COVID STERDID Low: 200 mg/day IV 8/15 2/14 = 1.39
REMAP-COVID Low: 50 mg every & hrs IV 26/105 26/92 i 11.75
Subgroup fixed effect 437185 51/179  0.69(0.43-1.12) 13 R a2 19.94
Methylprednisolone § i
Steraids-SARI High: 40 mg every 12 hrs IV 13/24 13/23 0.91 (0.29-2.87) &7 ' 3.46
Overall* i 3
Overall (fined effects) 223/678  425/1025  0.66(0.53-0.82)  <.001 * 100.00
Overall {[random effects) 222/678  425/1025  0.70 (0.48-1.01) 053 :
*p = 31 for heterogeneity; <= 15.6%. D:2 G i ‘i ) 3 lll

Odds Ratio (95% Cl) {s]

WHO REACT Working Group. JAMA. 2020: [Epub]. Slide credit: clinicalaptinns.com
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Patient Triage and Case Definition

Suspected case of SARS-CoV-2 infection

o A person who meets the clinical AND epidemiological criteria:
Clinical Criteria.

* Acute onset of fever AND cough; OR

* Acute onset of ANY THREE OR MORE of the following signs or symptoms:
Fever, cough, general weakness/fatigue!, headache, myalgia, sore throat,
coryza, dyspnoea, anorexia/nausea/vomiting!, diarrhoea, altered mental
status.

AND

Epidemiological Criteria:

* Residing or working in an area with high risk of transmission of virus: closed
residential settings, humanitarian settings such as camp and camp-like settings
for displaced persons; anytime within the 14 days prior to symptom onset; or

* Residing or travel to an area with community transmission anytime within the
14 days prior to symptom onset; or

«  Working in any health care setting, including within health facilities or within
the community; any time within the 14 days prior of symptom onset.



Case Definition Il

o A patient with severe acute respiratory illness:
(SARI: acute respiratory infection with history of fever or measured fever of = 38
C°; and cough; with onset within the last 10 days; and requires hospitalization).

o Asymptomatic person not meeting epidemiologic criteria with a positive
SARS-CoV-2 Antigen-RDT?



Confirmed case of SARS-CoV-2 infection

o A person with a positive Nucleic Acid Amplification Test (NAAT)

o A person with a positive SARS-CoV-2 Antigen-RDT AND meeting either the
probable case definition or suspect criteria AORB

o An asymptomatic person with a positive SARS-CoV-2 Antigen-RDT who is a
contact of a probable or confirmed case

3 A group of symptomatic individuals linked by time, geographic location and common exposures,
containing at least one NAAT-confirmed case or at least two epidemiologically linked,
symptomatic (meeting clinical criteria of Suspect case definition A or B) persons with positive Ag-
RDTs (based on 297% specificity of test and desired >99.9% probability of at least one positive
result being a true positive)

% Typical chest imaging findings suggestive of COVID-19 include the following:

* Chest radiography: hazy opacities, often rounded in morphology, with peripheral and
lower lung distribution

*« Chest CT: multiple bilateral ground glass opacities, often rounded in morphology, with
peripheral and lower lung distribution

* Lung ultrasound: thickened pleural lines, B lines (multifocal, discrete, or confluent),
consolidative patterns with or without air bronchograms.



Probable case of SARS-CoV-2 infection

A patient who meets clinical criteria above AND is a contact of a probable or
confirmed case, or linked to a COVID-19 cluster®

A suspect case with chest imaging showing findings suggestive of COVID-19 disease*

A person with recent onset of anosmia (loss of smell) or ageusia (loss of taste) in the
absence of any other identified cause.

2 () () (>

Death, not otherwise explained, in an adult with respiratory distress preceding death
AND was a contact of a probable or confirmed case or linked to a COVID-19 cluster?



Severity of illness |

* Asymptomatic or Presymptomatic Infection: Individuals who test
positive for SARS-CoV-2 by virologic testing using a molecular
diagnostic (e.g., polymerase chain reaction) or antigen test, but have
no symptoms.

* Mild lliness: Individuals who have any of the various signs and
symptoms of COVID 19 (e.g., Fever, cough, sore throat, malaise,
headache, muscle pain) without shortness of breath, dyspnea, or
abnormal chest imaging.



Severity of illness I

* Moderate lliness: Individuals who have evidence of lower respiratory

disease by clinical assessment or imaging and a saturation of oxygen
(Sp02) 294% on room air at sea level.

* Severe llIness: Individuals who have respiratory rate >30 breaths per
minute, Sp0O2 <94% on room air at sea level, ratio of arterial partial
pressure of oxygen to fraction of inspired oxygen (PaO2/FiO2) <300
mmHg, or lung infiltrates >50%.

* Critical lliness: Individuals who have respiratory failure(ARDS), septic
shock, and/or multiple organ dysfunction.



Admission Criteria

* Moderate illness with risk of disease progression to severe disease
(Age and co-morbidities)

* Severe disease

* Critical disease



Risk Factors for Poor Qutcomes

& Underlying 1 Age mOTE than 60 years
noncommunicable (increasing with age).
diseases (NCDs): * Smoking

»diabetes, & .
» hypertension, ObESIty

» cardiac disease,

» chronic lung disease,

» cerebrovascular disease,
» chronic kidney disease,
»immunosuppression and

» cancer have been associated with
higher mortality



Approach to Management

* Oxygen therapy
* Dexamethasone
* Anti-coagulation
* Prone Positioning



Prone Positioning

Blood
rIp Tlow

A prone-positioned patient on a ventilator. The new
study will see if “proning” is effective for COVID-19
patients who do not need ventilation. Image from the
Intensive Care Society's Guidance For: Prone Positioning

in Adult Critical Care, 2019. T e mron




28-day mortality in all patients (panel a) and separately
according to level of respiratory support received at

randomization (panels b-d)
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Rendomised Evaluation of COVID-19 Therapy
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Dexamethasone

» Reduced deaths by one-third in patients receiving
invasive mechanical ventilation (29.0% vs. 40.7%).

¥» Reduced deaths one-fifth in patients receiving oxygen
without invasive mechanical ventilation (21.5% vs.
25.0%).

#» Did not reduce mortality in patients not receiving
respiratory support at randomization (17.0% vs. 13.2%).




Effect of allocation to dexamethasone on: a) discharge from hospital within
28 days; and b) invasive mechanical ventilation or death, by level of R E C'ﬁi‘\/ E RY

respiratory support received at randomization Randomised Evaluation of COVID-19 Therapy

a) Discharge from hospital within 28 days

Respiratory support at BR (95% CI
g £ suial i Dexamethasone Usual care { cl)
Mo oxygen received 827501 (76.2%) B2 034 (80.0%) 0.96 (0.85-1.09)
Owygen anly G1TA278 (T1.7%)  173R/2604 (86.7%) [ 1.17 (1.08-1.28)
Invasive mechamical ventilation 1087324 (33.3%) 156/683 [22.8%) —a— 1.52 (1.18=1.85)
All participanis 140772104 (66.9%) 272114321 (63.0%) <> 1.1 I:'I.I::;'Ih‘lﬁﬁi\

Trend across three caleqonies: rf-12.ﬂ?; 0,001

05 075 1 15 2

Usual care  Dexamethasono
batter bettar

b) Invasive mechanical ventilation or death (among those not on invasive mechanical ventilation
at randomization)

Respiratory support at

randomization Dexamethasone Usual care RR (95% CI)

MO oxygen received 7501 (19.4%) 1591034 (15.4%) T 1.20 (0.96=1.50)

D:!.rg&n anly J4BM 279 (2T .2%) B24/2604 (31.6%) -.- 0.86 (0.78-0.95)

Subtaotal 445/1780 (25.0%) SELIEIE (27.0%) P 0.91 (0.83-1.00)
p=0.048

Trand across wo categonies: i = 7.00; ps0.008 05 075 1 15 2

Dexamethasone LUsual care
Dther batiar




hromboembolism

Coagulopathy is common in patients with severe COVID-19, and both venous
and arterial thromboembolism have been reported

* In patients (adults and adolescents) hospitalized with COVID-19, use
pharmacological prophylaxis, such as low molecular weight heparin (such
as enoxaparin), according to local and international standards, to prevent
venous thromboembolism, when not contraindicated

* For those with contraindications, use mechanical prophylaxis
(intermittent pneumatic compression devices)

* Monitor patients with COVID-19, for sighs or sym ﬁtoms suggestive of
thromboembolism, such as stroke, deep venous thrombosis, pulmonary
embolism or acute coronary syndrome. If these are clinically suspected,
proceed immediately with appropriate diagnostic and management
pathways



Guidance on Thromboprophylaxis

Re:nmmendini Dﬁnizatinn* ‘

® Hospitalized adults with COVID-19 should ® All hospitalized adults with COVID-19 should

receive VTE prophylaxis per the SoC for receive thromboprophylaxis with low-
other hospitalized adults molecular-weight heparin over

® Anticoagulant or antiplatelet therapy should unfractionated heparin, unless bleeding risk
not be used to prevent arterial thrombosis outweighs thrombosis risk
outside of the usual SoC for patients without ™ Fondaparinux is recommended in the
COoVID-19 setting of heparin-induced

® Currently insufficient data to recommend for  thrombocytopenia
or against the use of thrombolytics or ® |n patients in whom anticoagulants are
increasing anticoagulant doses for VTE contraindicated or unavailable, use
prophylaxis in hospitalized COVID-19 mechanical thromboprophylaxis (eg,
patients outside of clinical trial pneumatic compression devices)

® Hospitalized patients should not be routinely ™ Encourage participation on clinical trials
discharged on VTE prophylaxis (extended rather than empiric use of therapeutic-dose
VTE prophylaxis can be considered in heparin in COVID-19 patients with no other
patients with low bleeding risk and high VTE indication for therapeutic dose
risk anticoagulation

*Additional recommendations available from the International Society on Thrombosis and Haemostasis™®, and CHEST.[*l

1. NIH. COVID-19 Treatment Guidelines, Updated: May 12, 2020, 2. American Society of Hematology. COVID-19
and VTE/ Anticoagulation: Frequently Asked Questions. 3. Spyropoulos. | Thromb Haemost. 2020;18:1859. 4. O
Moores. Chest. 2020;158:1143. Slide credit: clinicaloptions.com



IDSA Recommendations Cdmtad
FOR Treatment of Patients With COVID-19

= QOverarching goal: recruit patients into ongoing trials to provide needed evidence
regarding efficacy and safety of potential therapies

IDSA Guidance Patient Population Treatment
Recommends * Hospitalized with critical®* COVID-19 = Dexamethasone’ vs none
* Hospitalized with severe* COVID-19 = Dexamethasone' vs none
= Hospitalized with progressive severe® or critical* = Tocilizumab + SoC (ie, steroids) vs SoC
COVID-19, elevated markers of inflammation alone
Suggests = Hospitalized with severe** COVID-19 =  Remdesivirivs no antiviral
=  Ambulatory at high risk for severe disease = Bamlanivimab/etesevimab vs none
= Hospitalized with severe* COVID-19 and = Baricitinib + remdesivir vs remdesivir
corticosteroids contraindicated alone
Recommends only in * Hospitalized with COVID-19 = Convalescent plasma
clinical trial * Hospitalized with COVID-19 = Baricitinib + remdesivir + steroids

*Mechanical ventilation or ECMO. Includes end organ dysfunction (eg, ARDS). *If unavailable, methylprednisolone and prednisone acceptable at
equivalent total daily doses. *Sp0, £ 94% on room air, including those on supplemental oxygen. For patients on supplemental oxygen, 5 days
suggested; for patients on mechanical ventilation or ECMO, 10 days.

IDSA. COVID-19 Guideline, Part 1: Treatment and Management. Version 4.1.0. Slide credit: clinicaloptions.com




Anti-SARS-CoV-2 Treatments

Re-purposed drugs Insufficient evidence
* Lopinavir/Ritonavir * lvermectin

* Hydroxychloroquine
* Interferon



The HEW EMGLAND JOUTRNAL af

MEDICINE

ORIGINAL ARTICLE

Repurposed Antiviral Drugs for Covid-19 —

Interim WHO Solidarity Trial Results

WHC Solidarity Trial Consortium™®
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Other Treatments

* Avoid empiric antibiotics unless there is a clear indication
* All other antiviral therapies to be used in the context of clinical trials
* |F for whatever reason you use other agents - should report to PPB



What has no Clear Evidence but
no Harm

e Vitamin C
* Zinc
* Vitamin D



What does not Work and Should
not be Used

* Hydroxychloroquine
* Azithromycin



Discharge Criteria

* Criteria for discharging patients from isolation (i.e.,
discontinuing transmission-based precautions) without
requiring retesting:

»For symptomatic patients: 10 days after symptom onset,
plus at least 3 additional days without symptoms
(including without fever and without respiratory
symptoms)

»For asymptomatic cases: 10 days after positive test for
SARS-CoV-2



CDC: Discontinuation of Transmission-Based
Precautions for Patients With Confirmed SARS-CoV-2

Symptom-Based Strategy* Test-Based Strategy

2 24 hrs since resolution Not generally recommended because
of fever, last antipyretics “in the majority of cases, it results in
And prolonged isolation of patients who
continue to shed detectable SARS-CoV-2
Improvement in symptoms RNA but are no longer infectious”
(eg, cough, shortness of breath)
And
2 10 days since symptom onset
for mild to moderate illllnes.?, *If patient is asymptomatic, not severely
10-20 dEws fﬂr severe to CrItICEI| |”"E55 i|'|-'||'|"||.||r|.::;||:.~;;||"|'||::||".'|:;|r|-'|i5E(jJI precautions may be
or those severely immunocompromised discontinued 2 10 days after positive viral test.

hitps: fwww.cde gov/coronavirus,/2019-ncovhep/ disposition-hos pitalized-patients. hitmi Slide credit: clinicaloptions.com




Conclusion

* Reviewed the overview of COVID-19 management

* What we now know about the virus, pathogenesis and
immune responses

» Spectrum of Clinical Presentation

* Patient triage and Severity of iliness
* Approach to Management

* Admission and Discharge Criteria

* Therapeutics — What works



* Thank you



