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Mijn eerste benoeming
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https://doi.org/ 10.1038,/541591-022-01843-x

M Check tor updates

Redefining critical illness

2022



Precision
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2019

* Woman 65 yo
* Fever, cough, dyspnea
* Hypoxemia

Treatment:

- Antibiotics, OK.

- Any other thoughts....?
How much fluid?
Steroids?
Anti-biologicals?




2021

* Woman 65 yo
* Fever, cough, dyspnea
* Hypoxemia

COVID +

Steroids
Anti-IL6

No remdesivir
No heparin




Acceleration Precision
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First description of First definition of Berlin definition
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Definitions
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Continuous vital signs monitoring

Organ supports (assisted breathing, volume repletion, circulatory support) Translational critical
Advanced hemodynamic monitoring (Swan-Ganz catheter, CVP, cardiac output) care research
Routine laboratory measurements (blood gases, electrolytes, lactate)
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Pancreatitis heeft dezelfde endotypes als ARDS
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N I e u W m O d e ‘ Pancreatitis
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Recruitment into trials
based on
treatable trait...

Infection
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Surgery

Nat Med 2022
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{SARS-COVQ pathogenesis REVIEWS

Mart M. Lamers{ and Bart L. Haagmans( = MICROBIOLOGY

Nat Rev 2022



Pathogens

Physical & Innate immunity
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T helper cells

Y

intracellular pathggens
IL-12, IL-

CpG DNA Motifs

IFN-y ‘\E
IL-2 ‘
essential for cell mediated immunity

mediates autoimmune disease
mediates transplant rejection

uncommitted CD4+ cell |

racellular pathogens
allergens
IL-4

IL-4
IL-5

exacerbates infection with viruses, and
intracellular pathogens



Defective interferon response in COVID is detrimental

Mild or symptomatic case

IFN response

Viral replication

—_ disease Auto-Abs to IFN
o Mutations in IFN receptor

Delayed/poor IFN response

Magnitude

Time

Severe COVID-19

disease

kViral replication
Nat Rev 2022
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Anti auto-Abs against |FN

COVID: Influenza: Dissemin TB
Found in ~20% Found in ~“5% Salmonella
Mortality ~80%

ICM 2021 JEM 2022 JEM, Sci Rep 2022



Higher age comes with slow |FN response in COVID
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Endotypes have distinct survival patterns
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Severe endotype 1.
‘defective’ response in sepsis

* Low IFNq, 3 response
* High neutrophil count, with degranulation -> dysfunctional ?
* Reduced phagocytosis



IFN therapy improves host response in sepsis
(case series)
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Neutrophil degranulation

Expression
ICAM,
VCAM



Look out for work on these potential
treatable traits

* MPO as biomarker (PoC device already trialled in cardiology)

* Treatments:
PAD inhibitors
Aspirin
DNAse
Heparin



Severe endotype 2:
poro-inflammatory response

e High IL-1

* High IL-6

* High IFNy

* JAK/STAT pathway

Transcription



Endotypes trajectory ?

Sepsis Progression > Recovery

Hyper-lnﬂamﬂlatnry Hypo-inflammatory (Immune Paralysis)
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The end of ‘pragmatic’ trials ?!!

- we lump patients together
....because blood sampling is too difficult’
....the intervention is aimed to be widely applicable..

- we compare strategies we dont understand...
...'because it is standard of care’

- we taken 90D mortality as an outcome
..’ because it is relevant’



The end of ‘patient centered’” outcomes ?!!

‘welke treatable trait vind u belangrijk...’

‘heeft u liever een interventie gericht op stimulatie of op suppressie
van uw immuunsysteem °



De toekomst

* We gaan gerichte therapie krijgen voor
endotypes/traits/‘profielen’

* We gebruiken syndromen niet meer om te behandelen
* Het zal snel gaan
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