université

Hopitaux Universitaires
PARIS

P®  SAINT-LOUIS S
DI LARIBOISIERE & A
ZDIDE ROT b-l FERNAND-WIDAL &

Réanimation au temps des CAR T CeHs
Impact sur Ie

orofil pahent en reanimation

S )
o Michael Darmon
P ; : , . : , 4
Qo}Sgerwce de réanimation médicale

o
o9 CHU Saint-Louis
>
Université Paris 7

www.grrroh.com _I




Conflits d’intéréts

Research grants: MSD, Astute medical <& R
& o
c‘}\ L
6

Q
Speaker fees: MSD, A&”cellas Bristol I\gﬁ?ers Squibb, Gllé d

( \)(J
Q S
?5’ ©

O & &R
Support in org@mzmg educatlgsfhal meetings: M§D Astellas, JazzPharma

@ /
S ,\o

-+
<Q/

Adwsog‘y board: Sanofw\ventls Gilead-Kite




ey <

CAR-T: a potential « game changer »
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CAR-T: A limited experience
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CAR-T: an exponential progression
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* CAR-T Anti-CD19
» 133 patients (47 ALL, 24 CLL, 62 NHL)
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Hay et al. Blood 2017



* Early CRS = severe CRS
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* Cumulative rate of infection ~40-50%
* High rate of viral and fungal infection
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Expect CRS but assume Sepsis

* No reporting of adjusted risk (colllnearltyef”
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Expect CRS but assume Sepsis

* Some patients misleadingly classified as\\;éfQRS”

Hill et al. Blood 2018



Expect CRS but assume Sepsis

* Some patients misleadingly classified as\\;ét\QRS”
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CAR-T cells as source of MOF

Neurologic:
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Anticipation of ICU admission
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&

S\&@
¢
\
$
&
@6
S O
& &
o N

& @6 @
* ICU involved in older pétential recipiepfs / Comorbid pétients
& &0\5 S

0‘6\ L 06‘)0
&Q/ ‘cgé\\z ﬁzQK
* Grade 2 CRS/NFrequires ICU agmission o
N\ /O
.Q/gbz &(’
$ & :
* Grade 2.€RS/NT should Se treated as sepsis
Q> ¥

Vv Q{QJ
0(\

@)
* Specific therapi%ﬁAnti—lL6/Steroids) are validated collegially

SOP Saint-Louis



l[dentification of high risk patients
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First 36 hours after CAR-T
cell infusion
Gr0—-3 CRS 123 patients
Gr4.5CRS 10 patients

Température <38.9 °C 4 Temperature 238.9°C®< i Sensitivity 1.00
Gr 0 —&CRS 103 patients o JGr0—-3CRS 20 patig\g% Specificity 0.84
Gr 455 CRS 0 patients S Gr 4 — 5 CRS 10 patients

o MCP-1 <1343.5 pg/mL
~ Sensitivity 1.00 @6691—» 3 CRS 14 patients

Specificity 0-9500 BGr 4 — 5 CRS 0 patients

Hay et al. Blood 2017

MCP-1 =1343.5 pg/mL
Gr 0 —3 CRS 6 patients

Gr 4 —5 CRS 10 patients



Early ICU Admission
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Early ICU Admission
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* Poor reliability of severity assessment, increased n,gzortallty of Iate admission

Lack of severdy

mortallty 8"3/
r@é‘

&
(\

ICbU“admlssmn
@fnortallty 45.7%

<°
/

late ICU admission
mortality 61.5%

Futility
Mortality 75%
© T T T
o Y5 10 15 20 25 30  Days

Thiery et al. J Clin Oncol 2007






6\
(
The Effect of Multidisciplinary Care Teams <&
on Intensive Care Unit Mortality 5 .
& S
& [
Michelle M. Kim, MSc; Amber E. Barnato, MD, MPH; Derck C. Angus, MD, MPH; ° \,Q}
: Q &
Lee F. Fleisher, MD; Jeremy M. Kahn, MD, M5« & A\
. & 5
] & @
ARCH INTERN MED/VOL 170 (NO. 4), FEB 22, 2010 WW ARCHINTERNMED. CO%
V V
4@6 <0E> Q
C { 471112 Total patients Q « @
6& ¢ Q
o‘\" &0 >| 135923 Survey nonmséﬁge
O( 4 6\3
9
/ (4
O < 7699 Hosptals »&mgh -intensity
& \ @6 » statting, 58 o multidisciplinary
o @ cate{e%(ns
N & <Q"
é( Y ,
N [ A rr—
S o
& [ - 1
(g @0 Y Y
C/O 113623 Patients. & 96449 Patients. 117 448 Pathents:
Low-Intensity staffing (9 Low-intensity stafting High-intensily stalfing
No multigisciplinary care teams \0 Multidiscipdinary care teams Multidisciplinary care teams
b@
,ao (@kcluned 62101 Excluded 84021 Excluded
& 35760 Surgical =] 34901 Surgical { 56 189 Surgical
el (}O 30366 C:lrgl.:ca <3 19001 Calrgi:ca 16054 C:rlgi&c
6171 Neuro 5587 Neuro 9157 Neuro
@ 10508 70308 14308
,3) 1612 Trauma 1819 Trauma 2478 Trauma
Q
Y v Y Y
39549 Meadical patlents included ‘ \ 34 348 Medical patients included ’ \ 33427 Medical patients included
in analysis In analysis in analysis

ORIGINAL INVESTIGATION

HEALTH CARE REFORM




ORIGINAL INVESTIGATION

HEALTH CARE REFORM

6\
&
The Effect of Multidisciplinary Care Teams <&
on Intensive Care Unit Mortality 5 °
S S
Michelle M. Kim, MSc; Amber E. Barnato, MD, MPH; Derck C. Angus, MD, MPH; Q’é \,Q}
Lee F. Fleisher, MD; Jeremy M. Kahn, MD, MS: e »
(2 &
E— < &
ARCH INTERN MED/VOL 170 (NO. 4), FEB 22, 2010 WARCHINTERNMED.CO%@
&
N 2
\QJ@ (06 eQ

1

%

[ \‘

Table 4. Planned Subgroup Analyse&ffor Association Between lntensuws@l‘hysnclan Staffing and 30-Day Morlgﬁ?y“

C#

Subgrou N
9 | & group Ql\ob |
% ¢t Top Quartile of MediQue¥
0' Ventilated &?lents Atlas Score \5@ Patients With Sepsis
9‘3\ (nz28177) (n=2159K0 (n=11321)
Variahle @ 'OR(35%C)  PValue  OR(95%C)  PValue  OR(95%CI) P Value
Model 1: mgscmhnary care staffing alone NG
&' isciplinary care @(Reterence] 1 [Reference] 1 [Reference]
sciplinary care (OQQ\O 81(0.71-0.92) 001 0.83 (0.74-0.93) .001 0.80 (0.70-0.92) .002
M@I 2: intensivist physician staffing alone
»\,‘bLow intensity b?’ 1 [Reference] 1 [Reference] 1 [Reference]
High intensity 2 0.83 (0.71-0.96) 02 0.82 (0.73-0.91) <.001 0.81 (0.70-0.94) 005
Model 3: interaction between intens ﬂ
physician staffing and multidisgilinary care
Low intensity + no multid@iplinary care 1 [Reference) 1 [Reference] 1 [Reference]
Low intensity + mul&g&iplinary care 0.85 (0.74-0.96) .01 0.88 (0.78-0.99) .03 0.85 (0.73-0.98) 03
High intensity + mdWdisciplinary care 0.74 (0.63-0.88) .001 0.76 (0.67-0.85) <.001 0.74 (0.63-0.87) <.001







Beware limits of current CRS staging

Penn grading scale [16] CTCAE v4.0 [35] 201®‘Eee et al. [36]
Grade 1 Mild reaction: treated with supportive Mild reaction; infusion interruption not @mptoms are not life-threatening x@
care such as antipyretics, antiemetics indicated; intervention not indicated {"and require symptomatic treatment ((}
@Q only, e.g, fever, nausea, fatigue, .6@
‘_Q}(\ headache, myalgias, malaise é'\
Grade 2 Moderate reaction: some signs of organ Therapy or infusion interruption indjc&ed Symptoms require and resp n\d,%
dysfunction (e.g., grade 2 creatinine or but responds promptly to sympt Satic moderate intervention. Oxy&e
grade 3 LFTs) related to CRS and not treatment (e, antihistamines,\&DS, requirement < 40% or hygotension
attributable to any other conditioé? narcotics, IV fluids); prophyla responsive to fluids og8w-dose
Hospitalization for managemeg{of medications indicated fob 24 h pressors or grade %@gan toxicity
CRS-related symptoms, inclgPng fevers P, &
with associated neutroQ@% need for N oo
IV therapies (not incl g fluid <0 (‘,0
resuscitation for hyﬁatenyon) ‘o/ t)o
6 (0

* Example: CTCAE ge?lnltlon of AKI Jess stringent tf’gaen consensus definition
* CTCAE kldneygdf%/sfunctlon stage 2 = severe AKI (KDIGO stage 3)

* To reach A&‘Iﬂstage 1 (+26p4&ﬁo| sCreat or +50%):
« 5to 1Y hours with > 4024?decrease in GFR
e AKl stage 1 = +50% sb%rt term mortality
* AKl stage 1 = mcre%sed risk in readmission, long term mortality, and CKD

Porter et al. ] Hematol Oncol 2018
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Our experience
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Our experience

* ALL-B = 9 Pts/13
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* Anti-IL6 systematically required & &
e Steroids required in 2/}%f ICU CAR-T pafi’lents @@@Qﬁ
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Before CAR-T
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Day of CAR-T infusion

* Be available & &
f@?“ 55
7
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* Record day of infusion / anticipate ICU adﬁilssmn &
(469 (@Q ézé@Q
* Early evaluation by Quqtreach team if ever &
>
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6 O(O 7
* High rlskp%\tlents ,\c/
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* CRS stage 2 or mogcé Assume sepsis and ICU admission
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After ICU admission

* Antibiotics systematically

¥ >
. . < 54
* Antifungal therapy if needed & &
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e Adjust accordlng@tfb trials



Conclusion

* Potential game changer & ©
< &
* A high number of potential recipients &
& &
] L. @6 R
* A high rate of ICU adrryﬁsmn & &
/\°° &
¥
* A high rate of SEQSIS to be expecteﬁl &

* CRS stage 2: 56% chances of Fhfectlon
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* Early I%U adm|55|on smoég predlctmg ‘clinical worsening” is unreliable
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* Multidisciplinary g@ﬁnds because we care for our patients
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Merci de votre attention
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