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Prior to apheresis Trials/SPC EBMT recommendations Comment
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Hemoglobin %rz?g Hemoglobin >80 g/L To establish a good interface during collection
& Hematocrit >0.24
Absolute neuigﬁ(ﬁil count >1.0x10L Consistent with recovery from
<&@ prior chemotherapy &
Absoluts3ymphocyte count > 0.2x107.* Higher count required in small chjlc@%.
Q}%@ Of note, 0.2x10%1 CD3* count is the minjsd%im threshold
‘&Cﬁelet count > 30x107L Transfuse as requ;&a{a
.‘é@ Full blood count To be repeated at the end of Apheresis can remoyTnore than
%00‘ apheresis procedure 30% of circul%tja? platelets
,\© SPC:summary of product characteristics; EBMT European Society for Blood and Marrow Transplantation; ECOG PS: Eastern Cooperative Oncology G@Tp Performance Status; HIV: human
Q"l/ immunodeficiency virus; HTLV: human Tlymphotropic virus. *This threshold specifically applies to count recovery following corticosteroid the where an absolute lymphocyte count
Vv >{0.2 is a surrogate marker of corticosteroid washout. 6\)0
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Cell collection efficiency
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cell collection efficiency = leukapheresis (cells/ul x product volume) /
pre leuka WB (cells/ul x processed blood volume)

data represents median and interquartile range
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Quality of Ieu@a‘ﬁheresis product
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Quality of mfus&d CAR-T cell product

Novel finding: &
CART cell polyfunctionality associated with outco%@
Single cell CART 9
polyfunctional strength ind
50 —
&> 40 = Eﬁector
% = B Stimulatory Clmucal response
P M Chemoattracti .
52 Re;:?:;,;a Grade 2 3 CRS and Rossi J et al, Blood 2018
3 10 neurologic toxicity
m Inﬂammatory
Donor Donor
1 2
%’b
| . _J
' CART al\&andon in blood @
Condlﬁonhgd@ — — -xQ
serum Il.aﬁ @ @ \b\
xQ
&
X
)
- <
Q\tb o - N . " <Q§s \
2 SOC CART patients Single cell RNA sequencing & CaplD+
{é\‘ Sample o:l % .
00 Cell Q’ Hybnd-cap_ture seq
52) Empty T, B _' lw' L;"" Transcnpmme ,Qé\ of 10X library
\© infusion > collection & W
N bag ==
v CAR-T
therapy / C||n|ca| parameters KO% Marker gene exp.
Q)
) ’ ’ il @rrelatlon with Transcriptome
r’)“(:AR T phenotype
\ 3 month PET/CT  Toxicity grading AAQ' Cell type and state ] Capture Seq
= OISl
< -.7\ -
cfDNA sequencmg N . SNN clustenng
> 5 I ™ Signatures " "P f‘ ﬁ-
Serial plasma {4 2
S— i i i i Deep targeted molecular i 2 "§:' '-*’
J \__ sequencing (\\) esponse 3 @ /S ol Ny
A ———— % “
INSTITUT PAOLI-CALMETTES CRCM AIX Marsellle 5}
@(ancer Marseille (N‘;;t,“;‘;" ‘é’\OQ Deng Q et al, Nat MEd 2020




Patient

CD3+ count (pre-
leukapheresis), PB and
marrow disease
burden, LDH, PLT count

Selim AG, Pathology 2021
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TLS — PLDH, 1K, L Ca%,
Mg+, PPO4-

CRS - T CRP/ferritin/cytokines

- coagulation studies ? DIC>
Jfibrinogen, TPT/APTT/D-dimer

* Delayed/prolonged

* Bone marrow hypoplasia

* Hypogammaglobulinaemiz
* B cell aplasia

* CD4 lymphopenia

* Direct CAR+ detection (qPCR,
- CSF - 1 protein, lymphocytic
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flow cytometr)

r 140

120

~ 100

T
(o2}
o

T
(=2
o

T
S
o

20

Neelapu SS, Nat Rev Clin Oncol 2017

()/bw) uiezoud aAnoeas-)
(9) uoneinyes uabAxQ
(BHww) ainssaid poo)q 2110154
(wdq) @1e1 11ROH



a

CAR-T cell QéfSlstence N
circulation’ (IPC experience)
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Harmonisation gf biological monitorin
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CART-cells

Sur poche aprés déperfusion

Patient

Dans le sang périphérique ou autre tissus quand précisé

Analyses
Fortement

v Quantification des cellules CAR-T par CMF (% et VA):
-a J0, 2 & 3x/sem jusqu’é 121, J128=M1, M2, M3, M6 puis/6 mois (errét en cas de
disparition du signal)
v Quantification des Lymphocytes T (CD3, 4, 8), B et NK:
-G chaque point d’analyse des CAR-T
v" EPP et gammaglobulines:
-0 M1, M2, M3, M6 puis / 6 mois

@

(%)
oé\‘?.’knalyses
%" | Recommandées

v Phénotypage des lymphocytes:

-T CD3, CD4, CD8
-B, NK
-T naifs/meémoires

v' Congélation de sérum

v Phénotypage des CAR-T:

-viabilité et %

v PhénotypageT:
-CD3/4/8

4]

v' Quantification des cellules CAR-T par P@:

-Aprés disparitiondu signal en CMF puis @, M3, M6 puis / 6 mois
v" Quantification des cellules CARgﬂms laMOetleLCR:

-lors de prélévements dans ces {(@s
O

v Congélation de sérum: &
- Pour dosage de cytog ou sBCMA & JO et a chaque pointde suivi des CAR-T

r&4

Analyses
Optionnelles

@
v Phénotypagp\g}:rgl des lymphocytesT:
-G J0 et I‘I‘QK par semaine tant que CAR-T > 1% des T CD3
-T naifsf@emoires, marqueurs d’activation {{CD25, HLA-DR) et d’épuisement
(P im3/ LAG3)
(]
v A c\@"que point de suivi des CAR-T :
& ~reconstitution des populations immunes non CAR (T, NK, monocytes...)

00.: -dosages de cytokines ou congélation de sérum (protocoles recherche)

£0°
v Quantification des cellules CAR-T et phénotypage étendu dans d’autres

prélevements que le sang (PL, MO, ganglion..)
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Take homeshessages
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- Biologicaf monltorlng can complement
C|InIC§°f ‘and routine laboratory follow-up

. Premature point to use In decision-
maklng

“e |f to be undertaken, harmonlsatlﬁﬁ of
practices is key
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