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Simplified Representation of Severe Acute Respiratory

Syndrome Coronavirus 2 (SARS-CoV-2) Viral Lifecycle and
Potential Driin Taraets

PN 4

:

o
.'.'. W

’ M IAG] & ‘.'_.,c

Y L\ | Tocitizumab

Sarilumab

.7 o | Binds 1L-6 receptor

- Prevents IL-6 receptor
o *|_ activation

'L;s : .' Inhibits IL-6 signaling
ACE2 receptor '. Rt

0% 4 4y TMPRSS2 v
ALVEOLUS ISP . &) Soluble IL-6 receptor

™ H0ST CELL Camostat mesylate

4 Inhibits TMPRSS2
Arbidol | Prevents viral cellentry |

Targets S protein/ACE2 .
interaction Membrane fusion |_

= ) and endocytosis Chloroquine
Inhibits membrane fusion y Hydroxychloroquine
of the viral envelope

Inhibits viral entry and endocytosis
by multiple mechanisms as well as
host immunomodulatory effects

Lopinavir
Darunavir

Ribavirin
Remdesivir
Inhibits 3- Favipiravir
chymotrypsin-
like protease Inhibits viral RdRp

JAMA.2020;323(18):1824-
1836.doi:10.1001/jama.2020.
6019



Interaction between SARS-CoV-2 and
the Renin—Angiotensin—-Aldosterone

System.
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Stage | Stage Il Stage Il
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)
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Viral response phase
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Host inflammatory response phase

Severity of lliness

Time course

Mild constitutional symptoms
Fever >99.6'F

Shortness of Breath ARDS

Hypoxia (Pa02/Fi02<300mmHg)

gt SIRS/Shock

Cardiac Failure

Symptoms Dry Cough, diarrhea, headache

Elevated inflammatory markers
(CRP, LDH, IL-6, D-dimer, ferritin)
Troponin, NT-proBNP elevation

Lymphopenia, increased
prothrombin time, increased D-
Dimer and LDH (mild)

Abnormal chest imaging
Transaminitis
Low-normal procalcitonin

Therapies Corticosteroids, human immunoglobulin,

Potential J [ Remdesivir, chloroquine, hydroxychloroquine, convalescent plasma transfusions

feuctimmaRosIpphssion ] [ IL-6 inhibitors, IL-2 inhibitors, JAK inhibitors
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Clinical manifestations of the disease —
COVID-19

* Mild disease: non-pneumonia and
mild pneumonia - 81% of cases.

» Severe disease - in 14% of cases
e dyspnea,
respiratory frequency > 30/min
blood oxygen saturation (Sp0O2) £ 93%
Pa0O2/FiO2 ratio or P/F < 300

lung infiltrates > 50% within 24 to 48
hours

* Critical disease -5% of cases
* respiratory failure
* septic shock

* multiple organ dysfunction (MOD) or
failure (MOF)




Cardiac complications

arrhythmias, acute cardiac injury, and shock

Complications of
COVI D' 19 thromboembolic complications

e pulmonary embolism
e acute stroke

exuberant inflammatory response - cytokine

release syndrome




Own perspective — from 12.02.2020

e 957 children tested — SARS-CoV- ¢ Severe disease -3 cases

2 PCR from nasopharyngeal * Severe pneumonia — coinfection
swabs with invasive pneumococcal
- disease
* 12 positive - age 4-18 years .
* Macrophage activation syndrome
* Mild disease — 9 children like disease with lung involvement
* Fever y * Bone-marrow supression
* Caugh e 8
* Anosmia — e
* Dysgeusia v
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Remdesivir

COVID-19-
SPECIFIC
THERAPY

Hydroxychloroquine/chloroquine



Pediatric
Inflammato

ry
multisyste

1
syndrome
PIMS

Fever >38.0°C for 224 hours, or report of subjective fever lasting >24
hours

Laboratory evidence of inflammation (eg, elevated CRP, ESR,
fibrinogen, procalcitonin, D-dimer, ferritin, LDH, or interleukin-6 [IL-6]
level; neutrophilia; lymphocytopenia; and/or hypoalbuminemia)

Severe illness requiring hospitalization

>2 organ systems involved (cardiac, renal, respiratory, hematologic,
gastrointestinal, dermatologic, and/or neurologic)

No alternative plausible diagnoses

Recent or current SARS-CoV-2 infection or exposure:
* Positive SARS-CoV-2 polymerase chain reaction (PCR)
* Positive serology for SARS-CoV-2
* Positive antigen test
e COVID-19 exposure within the four weeks prior to the onset of

symptom /
4
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4-year old child
with fever,
diarhorea on
admission

Developed rash and cracked lips during hospital stay
Laboartory findings : elevated WBC, CRP, hsTnl, BNP,
SARS-CoV-2 — PCR — negative 2 x; SARS-Ab — pending
Responded well to IVIG




Thank you very much for
your attention

| will be delighted to answer your questions




