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Les principales indications amenant un patient
avec un cancer en soins intensifs

* Complication médicale du cancer ou de son traitement
* Recouvrance et soins postopératoires
* Traitement anticancéreux intensif, a risque et/ou nouveau

* Affection sévere non liée au cancer ou a son traitement (comorbidités)



TABLE 1. Main Indications for Medical ICU Admission

Cancer-related complications

® Superior vena cava (SVC) obstruction
Alrways obstruction or infiltrations
Hemoptysis
Pleural effusion
Pulmonary embolism

Electrolytes abnormalities
® Neurologic complications
Treatment-related complications
® Radiation pneumonitis
® Chemotherapy induced pulmonary toxicity
® Bronchoscopic or other procedural complications
® Post cancer resection
Infections
® Directly related to the cancer, e.g., obstructive pneumonia
® Suppression of inflammatory response and neutropenia secondary to
chemotherapy
Underlying co-morbid illnesses
® (Cardiovascular diseases
® Pulmonary diseases
® Others

(J Thorac Oncol. 2011:6: 633—638)
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Il faut tenir compte d’un double probleme
souvent intrique

* Probleme chronique (contexte) : cancer
* Projet thérapeutique
* Souhaits du patient

* Probleme nécessitant les soins intensifs : complication le plus souvent

* Traitement spécifique: tres peu de données sur les complications individuelles
amenant a ’USI dans la littérature

* Support USI : surveillance intensive, RCR, VMI, VNI, EER, amines



En évitant les extremes

* En admettant tous les patients cancéreux en état critique

e En refusant d’admettre un patient en état critique sous prétexte du cancer
p S| p

Decisions about Resuscitation: Inequities among Patients

with Different Diseases but Similar Prognoses
Robert M. Wachter, MD; John M. Luce, MD; Norman Hearst, MD, MPH; and Bernard Lo, MD

Annals of Internal Medicine. 1989;111:525-532.



Considérer le projet thérapeutique
antinéoplasique

e Ou en est 'affection cancéreuse?

* Quel est le projet thérapeutiquer



Not-for-resuscitation orders in cancer patients — pnncnples of
decision-making

fan E Haines, John Zalcberg and John D Buchanan

THE MEDICAL JOURNAL OF AUSTRALIA Vol 153 August 20, 1990



* Stade I: diagnostic

e Stade 1I: traitement a visée curative

* Stade III: traitement a visée de controle (existence d’un projet
thérapeutique)

* Stade IV: stade pivot
* Stade V: soins palliatifs

Med J Aust 153: 225; 1990



* Programme de soins

* Détini par tumeurs en Belgique

* Nouvelles thérapeutiques efficaces

* Immunothérapies nouvelles

* Traitement expérimental



Programme de soins oncologiques - IJB
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Cas des patients sans limite thérapeutique



Les caractéristiques du cancer n’atfectent pas le
pronostic du séjour a I’'USI

Scoring systems in cancer patients admitted for an acute
complication in a medical intensive care unit

Jean-Paul Sculier, MD, PhD; Marianne Paesmans, MSc; Eveline Markiewicz, RN; Thierry Berghmans, MD

Objective: To validate and compare two severity scoring sys-
tems, the Acute Physiology and Chronic Health Evaluation
(APACHE) Il and Simplified Acute Physiology Score (SAPS) Il and
to determine their prognostic value for mortality during the hos-
pital stay and after discharge in a specific group of cancer
patients admitted to intensive care unit (ICU) for an acute medical
complication.

Design: Prospective cohort study.

Setting: The medical ICU of a European cancer hospital.

Subjects: A total of 261 consecutive cancer patients admitted
to ICU for an acute medical complication.

Measurements: Variables included into the APACHE Il and
SAPS |l scores, as well as characteristics of the cancer, were
collected during the first 24 hrs of the ICU stay. Hospital and
in-ICU mortalities, overall survival, and survival after day 30 were
measured.

Results: Observed hospital and ICU mortalities were 33% and
23%. Median survival time was 94 days and 1-yr survival rate was
23%. The mean predicted risk of death was 26.5% with APACHE
Il and 26.1% with SAPS II. Correlation between both systems was
excellent. Calibration for mortality prediction ability of both scor-

ing systems was similar. Discrimination between survivors and
nonsurvivors was superior with SAPS Il according to the area
under the receiver operating characteristic curve but was better
with APACHE Il for survivors using thresholds minimizing the
overall misclassification rates. Multivariate prognostic analysis
showed that the scoring systems were the only significant factors
for hospital and in-ICU mortalities, whereas characteristics re-
lated to the cancer (extent, phase) were the factors predicting
survival after discharge.

Conclusion: The prognosis of cancer patients admitted to ICU
for a medical problem is first determined by the acute physiologic
changes induced by the complication, as evaluated by the severity
scores. There is no major difference between the two assessed
scoring systems. They are, however, not accurate enough to be
used in the routine management of these patients. After recovery
from complications, characteristics related to the neoplastic dis-
ease, however, retrieve their independent influence on the further
survival. (Crit Care Med 2000; 28:2786-2792)

Key Worps: scoring; cancer; critical care; neoplasm; Acute
Physiology and Chronic Health Evaluation Il; Simplified Acute
Physiology Score I



Table 1. Principal patient characteristics

No. of Patients %
Total number of patients 261 100
Median age (yrs) 63 —_
Range 15-86 —_
Type of cancer
Hematologic 61 23
Lymphoma 17 7
Acute leukemia 12 5
Chronic leukemia 8 3
Myeloma 8 3
Myelodysplastic syndromes 14 5
Other 2 1
Solid tumors 200 77
Organ
Lung cancer 67 23
Breast cancer 41 20
Head and neck cancer 18 9
Brain tumor 16 8
Digestive cancer 14 7
Gynecologic cancer 10 5
Other 34 17
Extent
Locoregional 65 33
Metastatic 124 62
Unknown 11 6
Neoplastic disease phase
Diagnostic 17 7
Curative 63 24
Controllable 143 55
Pivotal 35 13
Palliative 3 1
Cancer status
Induction treatment 110 42
Complete remission
Off therapy 29 11
Under therapy 6 2
Partial remission 23 9
No change 8 3
Progression 69 26
Unknown 22 8
Causes of admission
Cardiac complications 73 28
Respiratory complications 64 25
Hematologic and infections complications 54 21
Metabolic complications 34 13
Neurologic complications 31 12
Digestive complications 15 6

—, not applicable.



Table 3. Comparison of the scoring systems performances to predict intensive care unit (ICU) and hospital mortalities

ICU Mortality

Hospital Mortality

Mortality
APACHE II predicted, 26.5%
SAPS 1II predicted, 26.1%
Goodness-of-fit
Calibration curves
Lemeshow-Hosmer method

Discrimination
Area under the ROC curve

Classification tables

Correct classification rate at best
threshold

Prediction in survivors

Prediction in nonsurvivors

Prognostic factor analysis

Observed, 23%

SAPS I1 = APACHE II
SAPS Il = APACHE II (p = .25 vs. == .05 for

APACHE II)

SAPS II (area = 0.70) = APACHE II (area = 0.63)

APACHE II, 81% at 70% SAPS II, 78% at 60%

APACHE 1II = SAPS II (Correct prediction, 99% vs.
94%; p = .006)

APACHE II = SAPS II (Correct prediction, 20% vs.
25%; NS)

SAPS 1T = APACHE II (p =< .001)

Observed, 33%

SAPS II — APACHE II
SAPS 11 = APACHE II (both p <= .001)

SAPS II (area = 0.67) = APACHE 1l (area =
0.60)

APACHE II, 70% at 70% SAPS II, 70% at 60%

APACHE II = SAPS II (Correct prediction, 99%
vs. 95%; p = .04)

APACHE II = SAPS II (Correct prediction, 14%
vs. 21%; NS)

SAPS II = APACHE II (p < .001)

APACHE, Acute Physiology and Chronic Health Evaluation; SAPS, Simplified Acute Physiology Score; ROC, receiver operating characteristic.



Table 4. Univariate prognostic factors for intensive care unit (ICU) and hospital mortality

ICU Hospital
Mortality Mortality
Variables RR p Value RR p Value
APACHE 1I score (continuously assessed) 1.1 =.001 1.07 0003
SAPS 1II score (continuously assessed) 1.05 =.001 1.05 =<.001
Mean blood pressure (continuously assessed) 1.03 .02 1.02 .02
Pulse 1.02 .001 1.01 .02
Arterial pH 37.1 .005 51. .04
Hematocrit 0.96 .06 0.96 .02
Glasgow Coma Scale score 0.22 .006 0.32 .009
Platelet count 0.99 .005 0.98 .02
Leukocytosis 0.82 .003 0.86 .06
Acute renal failure 2.84 .002 1.9 .04

RR, relative risk; APACHE, Acute Physiology and Chronic Health Ewvaluation; SAPS, Simplified
Acute Physiology Score.

In multivari-
ate analysis, the only hazard ratio signif-
icant variable was SAPS II (HR = 1.02;
p = .001).



We also performed the same analysis
considering only those patients alive after
hospital discharge to determine the prog-
nosis after intensive care. A total of 174
patients were available for this analysis
with a median follow-up of 703 days
(range, 0—-1,295 days). The scoring sys-
tems, APACHE II and SAPS II, were not
more significant factors for survival, but
the variables related to the neoplastic dis-
ease were the explanatory selected covari-
ates, namely locoregional cancer (p =
.008) and diagnostic or curative disease

phase (p = .0002).



hen a cancer

patient is ad-

mitted to an
intensive care unit for an
acute problem, the short-
term prognosis essentially
depends on the acute physi-
ologic changes induced by
the complication, as re-
flected by the identification
of the severity of illness
scores in the multivariate
analysis as the only signifi-
cant factor. The severity
scores, however, are not ac-
curate enough to be used in
the routine management of

these patients.




Confirmé par une étude avec le score spécitique

Support Care Cancer (2004) 12:234-2309 _
DOT 10.1007/500520-003-0580-3 ORIGINAL ARTICLE

g peorghmans Is a specific oncological scoring system better
J. P. Sculier at predicting the prognosis

of cancer patients admitted

for an acute medical complication
in an intensive care unit

than general gravity scores?



En résumeé

Variable

Mortalité

Survie apres la sortie

APACHE II

1IGS 11

Extension du cancer
Phase du cancer

hospitaliere
< (0,001
< 0,001
NS
NS

d’hospitalisation
NS
NS
0,008
0,0002



Les patients cancéreux avec une complication
sévere requérant les soins intensifs

* Souvent compliqué !



Caractéristiques

* Spectre différent des complications et problemes rencontrés
* Spécificité propre de certaines pathologies

* Existence d’une maladie sévere sous-jacente



Le cancer sous-jacent

* Source de fragilité (« terrain »):
- Immunosuppression

- neutropénite

- troubles de ’hémostase

- dissémination métastatique

- syndromes paranéoplasiques

* A la base du pronostic a moyen et long termes



[’abord thérapeutique

Le traitement devra intégrer:

1. les soins intensifs de support et le traitement spécifique pour la
complication

2. le traitement anticancéreux de fond, parfois nécessaire au controle de la
complication

3. le traitement de support des complications du traitement anticancéreux

(! mauvais indice de performance du patient de réanimation)



Intensive Care Med (2006) 32:93-99
DOI 10.1007/s00134-005-2836-5 ORIGINAL

pominique D. Lenoit Outcome in severely ill patients

ieter . Depuydt - . . -

Koenraad I1. Vandewoude with hematological malignancies

ritez C. ner - -

Tom Boterberg who received intravenous chemotherapy
Carole A. De Cock = - - -

Locien A Nogns in the intensive care unit

Ann M. Janssens
Johan M. Decruyvenaere

Clinical Investigations

Intensive care in patients with newly diagnosed malignancies and a
need for cancer chemotherapy*

Michael Darmon, MD; Guillaume Thiery, MD; Magali Ciroldi, MD; Sandra de Miranda, MD;
Lionel Galicier, MD; Emmanuel Raffoux, MD; Jean-Roger Le Gall, MD; Benoit Schlemmer, MD;
Elie Azoulay, MD, PhD
[Crit Care Med 2005: 33:2488—2493)



Urgent chemotherapy in hematological patients iIn
the ICU

Ine Moors®, Frédéric Péne®, Etienne Lengline®, and Dominique Benoit®

Purpose of review
Over the past decades, survival of critically ill hematological patients has dramatically improved, and these

patients are more frequently referred to the ICU for intensive treatment, including a rising need for
administering anticancer-therapy in this setting.

Curr Opin Crit Care 2015, 21:559-568



Darmon et al. [4%]

Benoit et al. [3]

Song et al. [5]

Wohlfarth et al. [6]

1997-2003

1997-2005

2002-2008

2006-2013

Prospective

Retrospective

Retrospective

Retrospective

80 (HM)
12 (ST)

8 (miscellaneous)

37 (HM)

49 (HM) 13 (ST)

49 (HM) 7 (ST)

Table 1. Outcome of cancer patients receiving chemoﬂ-lercpy in the intensive care unit

47 (median)

46 (mean)

50 (median)

47 (median)

30-day mortality: 36% 41%
Vasopressor therapy
Mechanical ventilation
Hepatic failure
Hospital mortality: 32% 43%
Mechanical ventilation
(univariate)
ICU mortality: 40% NA
Mechanical ventilation
[multivariate)
SOFA = 10 at start of
CT (multivariate)
Significant lower ICU
mortality in case of
first presentation
(univariate)
Heospital mortality: 25% 41%
CCl
Age
SAPS Il
Vasopressor therapy
RRT
Severe
thrombocytopenia

and need for platelet
transfusion

Septic shock
Clinical TLS

40%

NA

50%

NA

51%

67%

77%

64%

68%



Urgent Chemotherapy for Life-Threatening
Complications Related to Solid Neoplasms

Yoann Zerbib, MD'; Antoine Rabbat, MD?; Muriel Fartoukh, MD?; Naike Bigé, M D%;

Claire Andréjak, M D?; Julien Mayaux, MD®°; Nicolas De Prost, MD7; Benoit Misset, M D?;

Virginie Lemiale, M D?; Fabrice Bruneel, MD'’; Julien Maizel, MD'!; Sylvie Ricome, MD!?;
Frédéric Jacobs, MD'?*; Caroline Bornstain, MD'*; Hervé Dupont, MD'?; Francois Baudin, MD'¢;
Elie Azoulay, MD?; Frédéric Pene, MD'; on behalf of the Groupe de Recherche sur la Réanimation
Respiratoire en Onco-Hématologie (GRRR-OH)

e640 www.ccmjournal.org July 2017 » Volume 45 « Number 7



151 patients received
chemotherapy in the ICU

136 patients included
in the study

15 without organ failure

- 11 allergic reactions

- 2 minor hemoptysis

- 1 post-operative monitoring
- 1 iatrogenic pneumothorax

86 discharged from ICU
(6354)

50 died in ICU

29 died in hospital

57 discharged from hospital
{42%)

17 died at 6 months
3 lost to follow-up
3 followed up < 6 months

34 survived at 6 months
(26%)

12 died at 1 year
4 lost to follow up
3 followed up < 1 year

15 survived at one year
(1294)

Figure 1. Flowchart of the study.

2001-2015




TABLE 3. Characteristics of the 15 One-Year Survivors

W~ O a = W KN =

(o]

10
11
12
13
14
15

54
57
32
65
53
50
36
55
31

34
20
33
22
68
65

Female
Male
Male
Female
Male
Female
Female
Male
Male
Female
Male
Female
Male
Female

Female

Type of Cancer

Adrenocortical carcinoma
SCLC

Gastric adenocarcinoma
SCLC

SCLC

Lung adenocarcinoma
Thymic neurocendocrine carcinoma
SCLC

Lung adenocarcinoma
Breast carcinoma
Mediastinal choriocarcinoma
Sarcoma

Germinal non-seminomatous
SCLC

Breast carcinoma

First
Presentation

Yes

Metastatic

Reason
for ICU Admission

Acute respiratory failure
Acute respiratory failure
Thrombotic microangiopathy
Acute respiratory failure
Opsonus myoclonus syndrome
Acute respiratory failure
Acute respiratory failure
Acute respiratory failure
Acute respiratory failure
Severe sepsis

Acute respiratory failure
Acute respiratory failure
Acute respiratory failure
Acute respiratory failure

Acute respiratory failure

IMV = invasive mechanical ventilation, NIV = noninvasive ventilation, SCLC = small cell lung cancer.



Chemotherapy

Instrumental
Procedures

Admission Sequential

Organ Failure
Assessement Score

Life-Supporting
Therapy

Carboplatine, etoposide
Carboplatine, etoposide
5-Fluorouracil, oxaliplatine
Carboplatine, etoposide

Cisplatine, etoposide
Cyclophosphamide, cisplatine, etoposide
Paclitaxel, carboplatine

Cisplatine, etoposide, ifosfamide
Carboplatine, paclitaxel, bevacizumab
Doxorubicine, cyclophosphamide
Cisplatine, etoposide

Doxorubicine, ifosfamide

Cisplatine, etoposide, bleomycine
Carboplatine, etoposide

Paclitaxel

Arterial embolization
O
O
Pleural draining
Pleural draining
Fleural draining
O

Pleural draining

R = = = = = O W = W Ww w w o




Cas des patients limites sans projet
thérapeutique

* Stades pivots

* Discussion multidisciplinaire nécessaire



Le probleme pratique = le stade pivot

Frontiére d’admission a ’USI

Frontiere des soins pallretits



[.a réanimation d’attente

Intensive Care Med (2006) 32:1560—-1568
DOI 10.1007/500134-006-0286-3 ORIGINAL

§; Lamia Changes in severity and organ failure scores
C. Girault as prognostic factors in onco-hematological
F. Tamion - - -

F. Dachraoui malignancy patients admitted to the ICU

P. Lenain

G. Bonmarchand

Une application pratique pour les scores de gravité :

* Les patients qui avaient amélioré leur score a 72 heures voyaient leur chance de survivre augmenter, au
contraire de ceux dont le score s’aggravait.

* La réanimation d’attente s’adresse au patient a qui on désire donner une chance mais sans s’acharner s’il n’y

a pas d’amélioration apres 72 heures, celle étant évaluée par des scores de gravité comme I'IGS 11, le SOFA,
ODIN, le LODS



/ HHS Public Access
(C Author manuscript
e JAMA Oncol. Author manuscript; available in PMC 2017 January 01.

Published m final edited form as:
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Time-Limited Trials of Intensive Care for Critically lll Patients
With Cancer:

How Long Is Long Enough?

Mark G. Shrime, MD, MPH, PhD, Bart S. Ferket, MD, PhD, Daniel J. Scott, PhD, Joon Lee,
PhD, Diana Barragan-Bradford, MD, Tom Pollard, PhD, Yaseen M. Arabi, MD, Hasan M. Al-
Dorzi, MD, Rebecca M. Baron, MD, M. G. Myriam Hunink, MD, PhD, Leo A. Celi, MD, MS,
MPH, and Peggy S. Lai, MD, MPH



Trial durations of 1 to 4 days appeared sufficient in patients with poor-prognosis
solid tumors. whereas patients with hematologic malignant neoplasms or with
less severe illness required trials of up to 2 weeks.

In patients with poor-prognosis solid tumors. short. time-limited trials of ICU
treatment may be sufficient. but in all other critically 11l patients with cancer.
longer ICU trials are necessary to achieve optimal survival benefit.



Les traitements expérimentaux

VOLUME 29 - NUMBER 26 - SEPTEMBER 10 2011

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Outcome Analyses After the First Admission to an Intensive
Care Unit in Patients With Advanced Cancer Referred to a

Phase I Clinical Trials Program

Siging Fu, David S. Hong, Aung Naing, Jennifer Wheler, Gerald Falchook, Sijin Wen, Adrienne Howard,
Diane Barber, Joseph Nates, Kristen Price, and Razelle Kurzrock



Table 1. Patient Demographics and Clinical Characteristics

No. of
Patients
Demographic or Clinical Characteristic (N = 212) %
Age, years
Median 52
Range 18-84
Sex
Women 102 48
Men 110 52
Race distribution
White 148 70
African American 35 16
Hispanic 21 10
Others 8 4
APACHE Il score at the initial ICU admission
Median 18
Range 2-43
Best ECOG performance status before the
initial ICU admission
Qor1 137 64
2 63 30
=3 12
Received status of phase | therapy before
the initial ICU admission 166 78
Presence of advance directives before the
initial ICU admission 87 41
Presence of out-of-hospital orders for DNR 8 4
Presence of inpatient orders for DNR at the
initial ICU admission 19 )
Interventional modality
Surgical intervention 51 24
Nonsurgical intervention 161 76
Noninvasive critical care 114
Mechanical ventilation only 40
Cardiopulmonary resuscitation 7

Abbreviations: APACHE Il , Acute Physiology and Chronic Health Evaluation
II; DNR, do not resuscitate; ECOG, Eastern Cooperative Oncology Group; ICU,

intensive care unit.
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Fig 1. Kaplan-Meier curves indicating survival in patients with advanced cancer
referred to phase | care from the initial admission for critical care to death. (A)
Overall survival for 212 patients from the first admission to an intensive care unit
to death. A total of 190 deaths were observed with median survival of 3.2 weeks.
95% Cl for the median survival ranged from 2.5 to 4.9 weeks. (B) Kaplan-Meier
survival curve showing a significant difference among four groups of patients with phase
| cancer (P << .0001, log-rank test): patients admitted for postsurgical intervention with
median survival of 21.5 weeks; patients admitted for medical care without mechanical
ventilation with median survival of 2.5 weeks; patients admitted for mechanical ventila-
tion without cardiopulmonary resuscitation with median survival of 6 days; and patients
admitted for cardiopulmonary resuscitation with median survival of 1 day. The 12-week
survival rates were 72% (surgical), 17% (medical care without mechanical ventilation),
5% (mechanical ventilation only), and 0% (cardiopulmonary resuscitation).



Regression Model

Table 4. Multivariate Analyses of Overall Survival by the Cox

Potential Risk Factor for Worse Hazard
Survival Effect SE Ratio P
Men 0.0317 0.152 1.031 .840
Nonwhite 0.308 0.166  1.361 .064
Nonsurgical interverﬂD 1254 0222 3504 < .000]
Best ECOG performance (> 2) 0.585 0.320 1.795 .067
@ 0411 0160 1508  .010
Hypoalbuminemia 0.408 0.187 1.504 029
Hyperbilirubinemia 0.075 0.205 1.078 710
High lactate dehydrogenase 0.151 0.181 1.163 400
Thrombocytosis 0.199 0.289 1.221 490
Thromboembolism 0.225 0.163 1.252 170
Intermediate- or high-grade histology 0.288 0.204 1.334 160
Brain metastasis 0.131 0.193 1.140 500
Liver metastasis —0.119 0.162 0.888 460
Phase | therapy not received 0.268 0.184 1.308 140
Code status (full code) 0.434 0.277 1.543 120

ECOG, Eastern Cooperative Oncology Group.

Abbreviations: APACHE II, Acute Physiology and Chronic Health Evaluation Il;




Cas des patients avec limite thérapeutique avant
’admission



Le probleme du statut des patients

« DNR
« NTBR (DNI ...)
« NT



Institut Jules Bordet — Octobre 2017

Définition du code NTBR :

Le code NTBR signifie « Not To Be Resuscitated ». |l correspond au code DNR, signifiant « Do Not

Resuscitate » plus largement utilisé dans la littérature anglo-saxonne.

Il signifie qu’aucune manceuvre ne sera tentée en cas d’arrét cardio-respiratoire : pas de massage
cardiaque ni d’intubation endo-trachéale. Il est |la traduction d’une décision partagée entre le
meédecin et le patient, visant a éviter qu’il ne traverse des traitements inutilement lourds et n"ayant
aucun impact significatif en termes de durée ou de qualité de vie.

L'application de ce code doit étre décidée par un médecin senior , et dans tous les cas ou c’est
possible, en concertation avec le médecin traitant et les médecins cliniciens de |'Institut Bordet
principalement impliqués dans la prise en charge. Elle sera notifiee dans le dossier meédical

électronique par un médecin.

Le code NTBR n’exclut pas les techniques de support vital y compris la ventilation invasive, en cas de
choc septique ou hémodynamique, d’hypotension, d’arythmie cardiaque, d’embolie pulmonaire,

d’épanchement pleural ou péricardique, etc.

Un patient « NTBR » peut étre admis dans une unité de soins intensifs selon les circonstances.




|l faut savoir gerer cette phase

Le mieux = prise en charge intégrant
oncologie et réanimation



Suppont Care Cancer (2006) 14: 167-171 i i
DOIT 10.1007/500520-005-0845-0 ORIGINAL ARTICLE

Jpume-Pascale Meert Non-invasive ventilation for cancer patients
Michel Hardy with life-support techniques limitation

Eveline Markiewicz
Jean-Paul Sculier



Noninvasive Ventilation in Patients With
Do-Not-Intubate and Comfort-Measures-Only

Orders: A Systematic Review and Meta-Analysis

*

Michael E. Wilson, MD'?; Abdul M. Majzoub, MD'; Claudia C. Dobler, MDD, PhDY;

J. Randall Curtis, MD, MPH%; Tarek Nayfeh, MD¥; Bjorg Thorsteinsdottin, MD275;

Amelia K. Barwise, MB, BCh, BAO"; Jon C. Tilburt, M}, MPH?%; Ognjen Gajic, ML}, MSc’;
Victor M. Montori, MD, M3c*; M. Hassan Murad, MD, MPH*

Dibjectives: To assess the effsctivensss of noninvasive ventlation
in patients with acude respiratory failure and do-nod-intubabe o
comfort-measures-only crdem.

Deks Smwees: MEDLIME, EMBASE, CINAHL, Scopus, ond Web
of Science from inception to Jamesry 1, 2017

Sty Seleclion: Shefies of all design types that =nrolled patients
in the ICU or hospital ward who recefved nonimasie ventiabon
and had preset do-naol-intubabe or comion-meesures-only orders.
Boks Ewlrechion: Catn asbsiraction followed betn-anafyss of
Observational Studies in Epidemiclogy guidsines. Data guality
wis assssned using & modified Mewomstle-Otiawn Soale.

Doin Sywkhesis: Twenty-seven studies svaluating 2,000 patients
with do-not-intubate crdesms and thres studies svaluating B00
palients with comion-messures-only orden were induded. In
pafients with do-nof-intubale orders, the pooled surdval was

“&oa also p. 1367,

"‘Division of Pulmaonary and Cribcal Care Madicing, Departmant of Medi-
ana, Mayo Clinic, Rochestor, MM,

3Hobart 0. and Pafria E. Kem Cenlar for the Soienoe of Haalh Cam
Dialwary, Mayo: Clinic, Rochester, MH.

*¥nosiodgo and Evaluation Rosaarch Unit, Maypo Clinic, Rochosion, MK
Divisicn of Pulmanary and Critical Care Madicing, of | Madi-
ana, Harbarsiow ani-ra.l Cantor, Univarsity o Washinglon, Soattle, WAL
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SE% (95% CL 48-84%) a1 hospital discherps and 33% (95%
Cl, 21-45%) at 1 ysar. Hospital sunvival was 88% far dhronia
obstructive pulmonary disesse, B3% for pulmonary edema, 41%
for pnewsnonia, and 37% for pabents with malipnanoy. Sunenal
was comparsiis for patients tresied in a hospital ward veses an
ICLL Crunkby of ke of survvwons was not reduced companed with
baseline, althowgh few studiss svaluated this. No shudies evals-
mied quality of dying in nonsurvivors. In patients with comion-
measures-onfy orders, a single sbudy showsd that noninvasive
vertilation was mssocisted with mild reductions in dyspnea and
opioid requirsments.
Conclessions: A lorgs proporion of pafents with do-not-intubate
orders who received noninvmsive ventilalion survived to0 hospital
dischorgs and a1 1 pear, with mited data showing no decrsass in
quality of [ide in survivors. Provision of noninvasive ventilalion in a
wel-equipped hospital werd may be o vinble alemative to the ICU
for selected patisnts. Cruginl questions regarding quality of He in
sunivoms, qualty of death in nonsurvivoms, and the mpact of non-
immsie venslotion in patients with comfort-messures-only orders
resmizini largedy unanswered (Crit Care Mad 2018; 48:1209-1216)
Ery Womds: do-notinbubate; nonimasie ventilation; paliotive
cars; gquakty of life




Cas des patients avec limite thérapeutique
décidée apres admission



L.e statut en réanimation

Meert et al.. J Pallistive Care Med 2072, 2:3
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Causes of Death and Incidence of Life-support Techniques Limitations in
Oncological Patients Dying in the ICU: A Retrospective Study

Anne-Pascale Meert”, Séverine Dept, Thierry Berghmans and Jean-Paul Sculier

Department of Intensive Care and Thoracic Oncology and Jules Bordet Institufe, Centre of tumors of the Free University of Brussels (ULB), Brussels, Belgium



Sex (male/female) 38/33
Median age (min-max) 57 years (19-85)
Median SAPS Il (min-max) 47 (24-98)

Type of cancer

46 solid tumour (64.8%)

— 19 lung cancers (18 NSCLC + 1 SCLC)

— 6 breast cancers
— 6 digestive tumours
— 5 gynaecologic cancers
— 4 urologic cancer
— 4 head and neck cancers
— 1 melanoma
— 1 sarcoma
25 haematological tumours (35.2%)
— 14 acute leukemia
— 7 lymphoma
— 3 chronic leukemia
— 1 myelodysplastic syndrome

Cancer phase

Diagnostic: 3 (4.2%)
Curative: 8 (11.3%)
Control: 52 (73.2%)
Pivotal: 8 (11.3%)

NSCLC= non small cell lung cancer; SCLC=small cell lung cancer

Table 1: Patients characteristics.




Total number of admission 71

21 infectious pneumonia
1 alveolar haemorrhage

1 haemothorax

1 pneumothorax

1 bronchospasme

1 tumoral obstruction

Respiratory 26 (36.6%)

7 septic shock

3 hypovolemic shock
2 severe sepsis

1 obstructive shock

Haemodynamic 13 (18.3%)

Renal 8 (11.3%) 8 acute renal failure

3 arrnythmia
Heart 6 (8.4%) 2 pericardial effusion
1 syncope

2 meningitis

1 coma

Neurological 6 (8.4%) 1 status epilepticus

1 stroke

1 cerebral haemorrhage

3 hepatic failure
Digestive 6 (8.4%) 2 peritonitis
1 bowel perforation

3 tumoural lysis syndrome
Metabolic 5 (7%) 1 hyperkaliemia
1 hypokaliemia

1 complicated disseminated

H 0,
Haematological 1.(1.4%) intravascular coagulation

Infectious causes are in bold

Table 2: Patients admission causes.




Statut

* A admission :
* Non: 59 patients (83,1%)
* Out: 12 (16,9%) par progression du cancer
* Au cours du séjour a 'USI:
* Oui:42
* 9 au cours des 24 14 heures (6 par progtression du cancer)

* 33 patients plus tard (26 par évolution péjorative de la complication aigué)



Patients admis sans statut

* 17 : morts sans statut
* 76% hémopathie maligne et 24% tumeur solide (p<<0,001).

* Tous morts sous ventilation mécanique invasive
* 47% : pas de RCP

e 23 : statut avant intubation
* 19 : statut sous VMI

* 79% par mauvaise évolution de la complication aigué






Evaluer P’état d’avancement du cancer avant de décider de la

réanimation.

Le stade fonctionnel du cancer
(phase selon le projet
thérapeutique) :

* Stade I: diagnostic
e Stade 1I: traitement a visée curative

e Stade 1II: traitement a visée de
controle

* Stade IV: stade pivot
* Stade V: soins palliatifs

Med | Aust 153: 225; 1990

Variable Mortalité
hospitaliere
APACHE 11 < 0,001
1GS |1 < 0,001
Extension du cancer NS
Phase du cancer NS

Avec P’intention de ne pas proposer la
réanimation en cas de d’absence de
projet thérapeutique efficace



Les situations limites

e [.a réanimation d’attente

* [La possibilité d’un nouveau traitement efficace



Les nouvelles immunothérapies

Published OnlineFirst February 1, 2019; DOI: 10.1158/1078-0432.CCR-18-0793

Clinical Trials: Immunotherapy Clinical
Cancer

Research
Long-Term Survival in Patients Responding to

Anti-PD-1/PD-L1 Therapy and Disease Outcome )
upon Treatment Discontinuation s

Marie-Léa Gauci', Emilie Lanoy®?, Stéphane Champiat'?, Caroline Caramella®,

Samy Ammari®, Sandrine Aspeslagh', Andrea Varga', Capucine Baldini', Rastilav Bahleda',
Anas Gazzah', Jean-Marie Michot', Sophie Postel-Vinay', Eric Angevin', Vincent Ribrag',
Antoine Hollebecque', Jean-Charles Soria', Caroline Robert®®, Christophe Massard', and

Aurélien Marabelle™”



306 Patients

enrolled
Excluded:
23:Did not receive treatment
4: No data available
16: Multiple myeloma
1: Myelodysplastic syndrom
262 Treated
patients

..

156: anti- 106: anti-
PD-1 PD-L1
| |
Nivolumab (n=27) Atezolizumab (n = 47)
Pembrolizumab (7n=129) Durvalumab [n=59)

Figure 1.
Population description flow chart.



Solid tumor type

Hematological malignancy

Progressive disease
Stable disease

CRC ADK M5SI

CRC ADK M55
endometrial ADK MS|
endometrial ADK M55
gastric ADK

ovarian ADK M5I
ovarian ADK M55
prostatic ADK
urothelial carcinoma
small cell pancreatic cancer
CErvix carcinoma

HCC

glioblastoma
cholangiocarcinoma
me lanoma

choroidal melanoma
pleural mesothelioma
Merkel

NSCLC

renal carcinoma

SCLC

breast cancer

head and neck

Ewing sarcoma

HL

MNHL

N5 (44)

66 (25)

Treatment discontinuation

8 (3)
3 (11)
1(0.4)
3 (1)
4(15)
1(0.4)
8 (3)

7 (2.7)
25 (9.5)
1(0.4)
10 (4)
8 (3)

5 (19)
2 (0.8)
76 (29)
6(2.3)
1(0.4)
3 (1)
25 (9.5)
13 (5)
3 (1)
8(3)
21(8)
1(0.4)
9 (3.4)
10 (4)

2 (0.8): protocol



OS and PFS of the overall population

100

el O
—— PFS

Median OS: 13 months (IQR = 5-53)
3-year OS: 29.68%, 95% Cl (23.66-35.92), (al-risk subject 43)

- 5-year OS: 24.29% 95% CI1(17.69-31.47); (at-risk subjects 5)
< Median PFS: 3 months (IQR =1-14)
8 3-year PFS: 12 68%; 95% CI (8.58-17 61), (at-risk subjects 24)
3 50 5-year PFS: 10.74%; 95% CI (6.69-15.90); (at-nsk subjects 2)
o
0 T T 1
0 20 40 60 80
Time in months
Al-risk subjects
262 148 81 58 34 21 5 0S
62 76 40 3 17 10 2 PFS

Figure 4.
0OS and PFS of the overall population.



L’expertise en soins intensifs oncologiques

 Double formation

* Equipe multidisciplinaire (centre expert)



