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Des révolutions thérapeutiques

La cellule transformée Le micro-environnement
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Chirurgie Immunothérapie (inh. checkpoints)
Radiothérapie Anti-angiogéniques
Chimiothérapie Composés microbiens

Thérapies ciblées (inhTK)
Thérapies cellulaires
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Toxicities of immune checkpoint inhibitors
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Immune-related adverse events:
a retrospective look into the future
of oncology in the ICU

Reason for admission
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Addictions oncogéniques: thérapies ciblées

ADK EGFR-muté Aprés 2 mois (afatinib)

Pinsolle, Méd. Intensive Réa (2019) 28:290-299



Inh. TK dans ’insuffisance respiratoire aigueé du NSCLC
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Cancer cell therapies in hematological malignancies
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CAR T Cell Therapy
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Complications des CAR-T cells
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@ CRS: cytokine release syndrome

ICANS: immune effector cell-associated neurotoxicity syndrome
HLH: hemophagocytic lymphohistiocytosis
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Chimeric Antigen Receptor—Modified T Cells

for Acute Lymphoid Leukemia

Stephan A. Grupp, M.D., Ph.D., Michael Kalos, Ph.D., David Barrett, M.D., Ph.D.,

N Engl ] Med 2013;368:1509-18.
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CRS: une tempeéte cytokinique
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ASTCT Consensus Grading for Cytokine Release Syndrome and
Neurologic Toxicity Associated with Immune Effector Cells
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Outcomes in patients treated with chimeric antigen receptor
T-cell therapy who were admitted to intensive care
(CARTTAS): an international, multicentre, observational
cohort study
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CAR-T cells

N
241 admissions en 1 patient sur 4
réanimation en réa!

ICANS CRS + ICANS n=101 CRS sepsis
n=7 (3%) (42%) n=94 (39%) n=39 (16%)

):> Mortalité a 90 j = 22.4%

Azoulay, Lancet Haematol 2021



CRS / ICANS: quel impact sur le pronostic de la

maladie maligne?
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Transfert en réanimation ?
Un changement de paradigme

Maladie
réfractaire
—> chronique
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CONFERENCE REPORTS AND EXPERT PANEL
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Critically ill cancer patient’s resuscitation:a =~ ===
Belgian/French societies’ consensus conference

4 Y

41 recommendations (37 strong + 4 low)
* GradeA:1 |
e GradeB:6 1
e GradeC: 16

* Expert advice: 18
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Evaluer le pronostic

s

En réanimation

Défaillances d’organes
Performance status
+/- caractéristiques du cancer

A long terme (6 mois-1 an)

Caractéristiques néoplasiques
Performance status

—

Heo. Support Care Cancer 2015; Xia. BMC Cancer 2016; Vincent. Annals Intensive Care 2018;
Kingah. J Crit Care Med 2018; Vigneron. Annals Intensive Care 2021



Performance status: un élément pronostique essentiel

Mechanical ventilation Mechanical ventilation + vasopressors
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FG. Zampieri et al. Intensive Care Med. 2021 Feb;47(2):170-179



Critical iliness in patients with hematologic ==
malignancy: a population-based cohort study

Intensive Care Med (2021) 47:1104-1114
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Type of Hematologic Malignancy
— Aggressive NHL
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— Multiple Myeloma
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~ Hodgkin Lymphoma
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®
Critical illness in patients with hematologic ===
malignancy: a population-based cohort study

Bruno L. Ferreyro'*'%'®, Damon C. Scales' 2458, Hannah Wunsch'24%, Matthew C. Cheung®’%, Vikas Gupta®®,

Refik Saskin®, Santhosh Thyagu®® and Laveena Munshi'**
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Expérience monocentrique 2007-2018 IR

OCHI
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Mortality (%)

Pronostic a court terme
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Mortality (%)

Pronostic a long terme
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A long terme : la poursuite du traitement
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C American Association
for Cancer Research’

Hallmarks of Cancer: New Dimensions

Emerging hallmarks &
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Hanahan, Cancer Discov. 2022;12(1):31-46. doi:10.1158/2159-8290.CD-21-1059



i Sepsis and Cancer: An Interplay of Friends and Foes

CRITICAL CARE MEDICINE®
o Adrien Mirouse'?®, Clara Vigneron'?*, Jean-Frangois Llitjos'?*, Jean-Daniel Chiche'#*, Jean-Paul Mira'?*,

Djamel Mokart®, Elie Azoulay™®, and Frédéric Péne"?*

How does cancer impact on the susceptibility and outcome to sepsis?

Does sepsis impact on the susceptibility to cancer?

Am J Respir Crit Care Med Vol 202, Iss 12, pp 1625-1635, Dec 15, 2020
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Cancer Site

Thyroid*

Sepsis and Risk of Cancer Among Elderly Adults in the ~ Zjeas

United States

Zhiwei Li, Parag Mahale, and Eric A. Engels

Division of Cancer Epidemiology and Genetics, National Cancer Institute, Rockville, Maryland
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Determinants of cancer in a life-time

Environmental factors

Tobacco smoking

Alcohol intake
Diet
Sun exposure

Intrinsic factors

22: i Chemicals / ionizing radiation
Ethnicity Physical inactivity / obesity

Genetic background / familial history
Inherited immune deficiency

A Alleged sepsis-related mechanisms
Poly- or oligo-clonal immune stimulation

Accelerated cell aging

Defective epithelial healing

Acquired medical conditions Microbiota disruption
Sustained immune exhaustion

Immunosuppressive conditions
Chronic infections

Am J Respir Crit Care Med Vol 202, Iss 12, pp 1625-1635, Dec 15, 2020



Conclusions

Traitement du cancer: une iatrogénie consentie et
assumeée

Des thérapies innovantes...
... Et de nouvelles toxicités
Des indications de réanimation évolutives
Back to basics: le performance status
Impact de la complication aigué sur la maladie maligne?



