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T-Cell Gene Therapy in Cancer Immunotherapy: Why
It Is No Longer Just CARs on The Road
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CART cell manufaeturlng process differs
of the productiop’ of conventional drug
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CAR Io?ell manufacturing process: ﬂ Conventional manufacture?
\\)
,Q\’bo Personalised to each patient? I Raw starting materials 8\@
® )
,'b\%e e Inherent variability of starting é§\°
& 1 GMP manufacture O
((@0 product N
Q’}-@ o\ . ] In-process and lot —
& . Limited batch size? , A
I release testing '_0@
©
A . Complex manufacturing process!? : 06\
Q ), O
° Distributio e e e @ ﬁ e o o o o
e Specialised facility with highly trained T n S ‘ﬂ‘%‘ -T-ﬂ‘-ﬂ‘-'ﬁ‘-ﬂ‘
personnel® CART cell ﬂ *ﬂ ﬂ‘ 'ﬂ‘ 'H‘ ﬂ‘ ﬂ‘ ’H‘
>
product <0

0O0S production?

CAR: chimeric antigen receptor;
GMP: good manufacturing practice;
0OS: out of specification

1. Bersenev A & Kili S. Cell Gene Ther Insights 2018; 4:1051-1058. 2. Guidelines on G
Products (Jun 2017; available at https://ec.europa.eu/health/sites/health/fk
3. Yescarta SmPC (May 2019; available at www.ema.europa.eu). 4. Adapted from Sci
(Nov 2017; available at https:l/pharm.ucsf.edu/snes/pharm.ucsf.edu/flIesgm/medla»browserleraeme%ZOPrice%ZOand%ZOKristin%ZOBaird.pdf).

%
&

anufacturlng Practice specific to Advanced Therapy Medicinal
files/eudralex/vol4/2017_11_22_guidelines_gmp_for_atmps.pdf).

ic and Regulatory Considerations for Gene Modified T Cell Therapy.
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Figure 1. Centralized CD19 CAR T Cell
Manufacturing (@@
CD19CART cell products are manufactured Gentr%l,ﬂj
from shipped patient apheresis units. Clmma@g?ade

products are then cryo-shipped back to uae respec-
five patients’ institutions fDFIﬂfUSIDﬂ @%
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CAR-T Cells approved mgzﬁcatlons for hematological

malignancies 5~
&QJ\
Date of MA in Indications Targeted tumor
Europe antigen
tisagenlecleucel oeNovartls August 2018 r/r ALL (< 26 CD19
o years old)
@00 r/r NHL
axmabtqg"ene Kite / Gilead August 2018 r/r NHL & PMBCL Cp‘.g[9
aloleg%el Q,e‘\(\
Y
b@éxucabtagene Kite / Gilead December 2020 r/r MCL @&“ CD19
%©%autoleucel r/r ALL Qé?'&
Q
K lisocabtagene Celgene /BMS  not yet r/r NHQLob" CD19
maraleucel approved &@
)
idecabtagene Celgene /BMS  August 2021 gdv Multiple BCMA
vicleucel <9 myeloma
KO
ciltacabtagene Legend Pharm./ not yet ,\o\*@b adv Multiple BCMA
autoleucel Janssen Pharm. approvegé‘ myeloma
/&) il

Q
o9



ICD (commercial Indication(s) Date MA was Vector type |Co- Registration studies Real-World Data (RWD) CRS / ICANS
name) granted stimulatio incidence (all

n domain grades)

tisagenlecleucel Novartis r/r B-cell ALL ": 6ﬁust 2017 (FDA) lentiviral 4-1BB ELIANA Pasquini MC et al. 81% 77% /40%
%@’ August 2018 (EMA) Maude SL et al. N EnglJ  Blood Adv. 2020 Nov
&8\“ Med. 2018 Feb 10;4(21):5414-5424.
\}% 1;378(5):439-448. doi: doi:
<0 10.1056/NEJM0a170986 10.1182/bloodadvances
& 6 2020003092
(bQQ r/r DLBCL October 2017 JULIET lacoboni G et al. Cancer 52% 58%/21%
Qo (FDA) Schster SJ etal. NEngl) Med. 2021
® August 2018 (EMA) Med. 2017 Dec May;10(10):3214-3223.
fbﬂ\é 28;377(26):2545-2554.  doi: .
doi: 10.1002/cam4.3881. N
10.1056/NEJM0al70856 Epub 2021 May 1. | \(\‘Q’
¥ 6. Epub 2017 Dec 10 &
axicabtag:=ne Kite / Gilead r/r DLBCL October 2017 retroviral CD28 ZUMA-01 Jacobson CA et al. Nin 82% 93%/64%
cilolewucel r/r PMBCL (FDA) Neelapu SS et al. N EnglJ Oncol. 2020 Se%(\\
August 2018 (EMA) Med. 2017 Dec 20;38(27):3(83&3106.
28;377(26):2531-2544. doi: )
doi: 10.1‘3\80/JCO.19.02103.
10.1056/NEJMoal70744 E&&') 2020 Jul 15
7.Epub 2017 Dec 10. O
relmacabtagene [\ r/r DLBCL September 2021 RELIANCE \Q@ Zhu J, et al. ASH 2020.
autoleucel Therapeutics (National Medical &00 Abstracts 1186
Products ‘e,%'
Administration (N Q:é
MPA) of China) &
&
S
9

»
Inter-trial comparisoﬁghould not be made due to differences in study design, patient populations, treatment
interventions, andduration of follow-up, among others. We cannot make direct comparisons or draw conclusions from
one trial to ant&(}r. For descriptive purposes, efficacy results for each of the studies mentioned are listed.

® o

Chabannon C et al. Bull Cancer. 2021. in press



ICD (commercial

name)

brexucabtagene
autoleucel

lisocabtagene
maraleucel

idecabtagers
vicleucel

ciltacabtagene
autoleucel

Kite / Gilead

BMS
(Celgene) O
g fbo

BMS
(Celgene)

Janssen (J&J /
Legend
Therapeutics)

Indication(s)

with one agent
from the three
major classes

Date MA was
granted

Vector type |Co- Registration studies Real-World Data (RWD)
stimulation

domain

r/r MCL e’Iy 2020 (FDA) retroviral CD28 ZUMA-02 NA 85%
{06 December 2020 Wang M et al. N Engl J
&6\’@’ (EMA) Med. 2020 Apr
RS 2;382(14):1331-1342. doi:
<0 10.1056/NEJM0a1914347
.@@FDLBCL February 2021 lentiviral 4-1BB TRANSCEND NA 73%
(FDA) Abramson JS et al. Lancet.
2020 Sep
19;396(10254):839-852.
doi: 10.1016/5S0140-
6736(20)31366-0. Epub é§?'
2020 Sep 1 &
MM March 2021 (FDA) / lentiviral 4-1BB KARMMA NA 9\\ 73%
progression August 2021 (EMA) Munshi NC et al. N Engl J \\06
after treatment Med. 2021 Feb 'b\z
with one agent 25;384(8):705-716. doi: Q,Q
from the three 10.1056/NEJM0a2024850 6@6\
major classes &
MM lentiviral 4-1BB CARTITUDE 5@ 97%
progression Berdeja JG et al. Lancet.&Ob
after treatment 2021 Jul @

<
24;398(10297):%@3\324.
doi: 10.1016/50140-
6736(21)09893-8. Epub
2021 )y
@
&O

Inter-trial comparisons should not be made due to ces in study design, patient , treatment inter , and duration of follow-up, among
others. We cannot make direct comparisons or dr: clusions from one trial to another. For descriptive purposes, efficacy results for each of the studies
mentioned are listed. N

US FDA has approved liso-cel for the treatme! R/R DLBCL . Liso-cel is not approved by EMA in Europe.

Cilta-cel is not approved by any regulatory@ cy.

@Q

Chabannon C et al. Bull Cancer. 2021. In press
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CRS / ICANS
incidence (all
grades)

91% / 63%

42% / 30%

84% / 18%

95% / 21%



Registration of patients treated
with CAR-T Cells in France

Newsletter 2 novembre 2021 N

DESCAR-T

Registre francais des patients souffrant d'une hémop=zthie,
éligibles a un traitement par cellules CAR-?

DESCAR-T

Inclus dans Inclus
le mois cumulés




Registration of patients treated
with CAR-T Cells in Europe

Countries reporting CAR-T cell treated patients
to the EBMT Registry

B Reporting countries

Patients treated with

I I | | | ‘ ‘ investigational CAR-T cells
_-=nnll | I I I

July Aug Sept Oct Nov Dec Jan Feb Mar Apr MayJune July Aug Sept Oct Nov Dec Jan Feb Mar Apr Maylune

2018 2020 2021

Source: EBMT Registry, June 2021

Q
Source: EBMT. Regﬁ% /, September 2020
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The European Iandscapé for CAR-T Cells

©

development S

"oQ
» Participation of EU Q;énters and
investigators to ||3ﬁustry -sponsored
clinical trials §

» The EBMT G?ellular Therapy &
Immun@blology Working Party (CTIWP)
surv&V 2018 (A Urbano-Ispizua et al;
ugzpubllshed)

><<Z>°I'he EBMT CTIWP Workshops

%00‘?’ » Newly designed CAR-T Cells and
o IECs
P

» Targeting other tumor
antigens, new CAR design ...

» “biosimilars”
» Covering indications that are
not covered by approved and

. . GEAR-T treated patients Countries that have treated patients Centres that have treated patients
commercially available CAR-T <« el O o
() » y : . y .
& Counties that start treating paients @ (Cenires that starttreating patients with
cells 003)\ e @ O ~ with CARs during the next 6 months CARs during the next 6 months °
>
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 Uses apgéress as a mean for extracorporeal separation
of blogﬁ components and selective collection or depletlon
of cme component Q\Q,@
Aﬁf)here&s has many applications in medlcmes

eao Many hematopoietic cellular therapies that arg Currently

approved use peripheral blood mononucle@? cells as the
starting material for the manufacturing chess

&0



Introduction

&QJ\
Centrifugal force sepéftates the

1. Collect port
blood in the congector into layers 2 Plasma port
based on th%@peuf c gravity of 3. RBC port
the ceIIs(\

go 4. Skimmer dam

,g@PIateIets 1.04 o0 1.08
eﬁ MNC: 1.06 to 1.09
< @RBC:1.08t01.11
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Collection of blood m@nonuclear cells (2)

«O

« The disg@sables and programs used for the collection of
autolqg"ous mononuclear cells with the intention to
magﬁfacture CAR-T Cells are similar to those used m the

g@ntext of hematopoietic cell transplantation (¢
£ &
Vv O
Unmobilized Source of immune  ATMPs 0Q@° DLI
effector cells off-line ECP ,\os@
&
After mobilization  Source of stem auto-l;l,@“l’ allo-HCT
treatment with cells ATOM‘F%
rhG-CSF o



Factors that affect aphgreas efficiency

«0

/\0"%

- Patient r%ﬁ"ted factors
- Clrgﬁﬂatlng blood counts, including absolute lymphocyte counts

— Medlcal history, prior treatments Qe,@‘
Bﬂ‘bcedural aspects {b&e\\&*
©% — Total blood volume to be processed @"’Q
& — inlet flow rate, collect flow rate, AC ratio ... canbb‘ﬁ adjusted by the
operator &

— [Number of sessions]
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. Publishg@’ reports suggest close to 100% success rates In
adultgy‘éven when severely lymphopenic

. Adyerse events are usually mild and similar in natt,w% to
'I;h“ose encountered when blood mononuclear ceué are
s collected for other purposes than manufacturus?g of CAR-T

@

(,9“'\ Cells »;\°°

« Management of low-weight pediatric paf\génts require
specific measures ©



Factors that affect T-@é”]\l functionality

«0

* Prior tre@?ments

. Ongogﬁg treatments

- Many treatments must be discontinued several days befcatre
aphereS|s Is performed, including steroids, other i |mmuﬂe-

@goéé‘ suppressive drugs, immune modulators . @oﬂ

+ ¢« Contaminants in the mononuclear ceII fracgmn

— Stroncek DF et al. Myeloid cells in peripheral blood mononuclea@@ell concentrates inhibit the
expansion of chimeric antigen receptorT cells. Cytotherapy, 2\9&‘6 18: 893-901.
http://dx.doi.org/10.1016/j.jcyt.2016.04.003 &
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EBMT/EHA recommendations | Comments

Type of therapy &6\\”

Allo-HCT o
NS

Patients should be off
immunosuppression and GvHD-

A minimum of one month is recommended with the
requirement to be GvHD-free and off

A.\o@" free immunosuppression
DLI %@Q’ At least 4 weeks 6-8 weeks may be safer to rule out any GvHD
-dose chemotherapy -4 weeks Recovery from cytopenias is require
ioh-d h h 3 k f ias i ired
2N
lntrathecal therapy One week
<@ . — — ' 2
@ Short-acting cytotoxic/anti- | 3 days Recovery from cytopenias is required 0@)
2 proliferative drugs \\f\\
NS
@QC? Systemic corticosteroids Minimum of 3 days ALC >0.2x10°/L is recommended R &
< .
‘Q,)\"QQ but ideally 7 days o(b(\\e
AN
%Oc’ Table 4. Washout period before leukapheresis [adapted from Kansangra et al, BBMT 2019%9] K@@’AIIO—&ZT:
\© allogeneic stem cell transplantation; GvHD: graft versushost disease; DLI: donor lymphocyte infusi om\QALC Absolute
q/Qq' Lymphocyte Count. c»;\\o(\
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Guidance for Therapy and Drug P
Washout Prior to Leukapheres&cfi)r
Tisagenlecleucel Manufactuge
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O

Washout Prior, t‘b Leukapheresis:
Recommengl%tmns“

>
If patient’s condition ar@ ‘disease status allow: 7 days ———
* Intrathecal methotrexate® 3 days
4 weeks * Therapeutic doses of + Shortaciin
+ Donor lymphocyte e feopocal ytoloxicantproleratve

infusion completed
+ Pegylated asparaginase?

« Lenalidomide drugs (eg, HU)

14 days Leukapheresis
<&, : + Systemic chemotherapy 5days NE
R Allogeneic cell therapy * GVHD therapies (eg, calcineurin inhibitors)
o . * Short-acting growth @@ors
& Special considerations: ' lLO"?'?‘t‘;t'”g growth factors + Nilotinib &
* Imatini
Q@Q * Bendamustine and fludarabine: + Dasainib -e}\e'
P NN
& Washout 212 weeks* + Ponatinib Q,o(\
S + Alemtuzumab and ATG: + Blinatumomab® N
d %)
\© Washout 6 months' &
N
Q,Qq/ “In the CASSIOPEIA frial (NCT03876769) for pALL, the recommended washout period is 14 days.’ \O

bif indicated, intrathecal cytarabine can be given up to a day prior to leukapheresis. For an intravenous cytarabine dose <100 ma/m?, a washm 7 days is recommended;
for a dose =100 mg/m?, a washout of 14 days is recommended.

“For bendamustine and fludarabine, allow adequate washout and avoid use for =12 weeks prior to leukapheresis due to the potential log@Yerm effects on T cells; however,
there are limited data in the conte;d of CAR-T cell therapy for these agents. Please refer o the 12-week washout section for furtherg@ormation.

dAlemtuzumab and ATG (T-cell Iytic agents): Allow adequate washout and avoid use for =6 months prior to leukapheresis and fler the potential prolonged effects of T
cells. Please refer fo the G-month washout section for further information.

#Although blinatumomab half-life is short (~2 hours), it is recommendad o washout 1 to 2 weeks prior to leukapheresis. Q,?’

ATG, anti-thymocyte globulin; CAR, chimeric antigen receptor; GVHD, graft-vs-host disease; HU, hydroxyurea, pALL, pidiatric acute lymphoblastic leukemia.

1. Yakoub-Agha |, et al. Haematologica. 2020;105(2)297-316; 2. Jain T, et al. Biol Blood Marrow Transplant 201%&1 2)2305-2321; 3. Data on file. CCTLO19G2201)
Protocol v00. Movartis Pharmaceuticals Corp; February 11, 2020; 4. Data on file. Novartis Pharmaceuticals Co[@,

\?& NOVARTIS ‘ Reimagining Medicine
«0
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* RossiJ et al oPrelnfusmn polyfunctional anti-CD19 chimeric antigen receptor T
cells are a&%ouated with clinical outcomes in NHL. Blood. 2018;132:804-14. DOI
10. 1182@>Tood 2018-01-828343.

. Flnneﬁy OC et al. CD19 CAR T cell product and disease attributes predlng
Iegikemla remission durability. J Clin Invest. 2019; 129:2123-32. \@e%
ehttps //doi.org/10.1172/3C1125423 &8



https://doi.org/10.1172/JCI125423

 From the g@éll processing facility teaming up with the collection
facili |ty,\\¢o

* In cgi‘npllance with the manufacturer’s instructions Q,@\
. Tﬁ’e collected cell product is handled to a courier marLd*ated by
c,\e“the manufacturer e&

+~ Depending on manufacturer’s instructions, the ge“lls may be
shipped “fresh” or following on-site cryopresgei’vatlon

— Cryopreservation allows for more flexibility 9
— Cryopreservation raises the issue of precautlogéry collection of blood MNC

&@
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Change of statugfdurmg the
manufactu rlngﬁ‘?process
* The aphgrf\‘%esis

produ@:‘f qualifies as

human cells ) NOVARTIS

&%
e}
@‘C A R-T Cells qua | |fy AN CERTIFICATEBF ANALYSIS
& S Batch m\ber STAFRS1
c}Q’ Switzerland " 0Q
< as a Medicinal oW o &
(1/'\ GMP certificate no.. GMP-CH-1000750 o
(]/Q Product Name: CTLO19 tisagenlecleucel aul tlo%@-cell spension in Infusion bag
P rO d u Ct Indication: DLBCL ©
&0
'@"O
@%Q’é
. "o\
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Cell Collection & CellProcessing Facilities act as
suppliers of the meﬁﬁcinal product manufacturer

« Audits &ﬁe-audits of Cell Collection & Cell Processing
faC|I|tLe%
- Bocument control (SOPs) &
Tour of facilities
©c35\ — Training / habilitation of personnel ...

N
v
P

« Same approach than for
FACT-JACIE Accreditation

FACT-JACIE Intemational Standards
orHEMATOPOIETIC
CELLULAR THERAPY

Product Collection, Processing, and Administraion

fadt mms JACE®D




Published Ahead of Print on November 21, 2018, as doi: 10.3324heematol 2018.220781.
Copyright 2018 Ferrata Storti Foundation. ’

¢ baematolog@&

Joumal of The =eriata Slcm‘Qundalon
Management of adults and chlldre<®.|<r\|dergomg CAR t-cell
therapy: best practice recomrrke%datlons of the European
Society for Blood and Mar;\g"w Transplantation (EBMT)
and the Joint Accredlti(é\n Committee of ISCT and EBMT
(JACIE) 060

by Ibrahim Yakouh-A,
Halvard Bonig, Fabj
Michael Hudeceky
Mohamad M,
Fermin Sany
Patrick

%\%hnsuan Chabannon, Peter Bader, Crzegorz W. Basak,
eri, Selim Corbacioglu, Rafael E Duarte, Hermann Einsele,
rie José Kersten, Ulrike Kéhl, Jirgen Kubaﬂ Stephan Mielke,
ohn Murray, Amon Nagler, Stephen Robinson, Riccardo Saccardj,
~Cuijo, John A. Snowden, Micha Srour, Jan Styczynski, Alvaro Urbano-Ispizua,
den, and Nicolaus Kriger

Ha '}mlogica 2019 [Epub ahead of print]
N4

%arr’on: Tbrahim Yakoub-Agha, Christian Chabawmon, Peter Bader, Grzegorz W. Basak,

Halvard Bonig, Fabio Ciceri, Selim Corbaciogly, Rafael F. Duarte, Hennasm Einsele, Michael Hudecek,
Marie José Kersten, Ulrike Kohl, Jiirgen Kuball, Stephan Mielke, Mohamad Mohty, Joln Muray,
Armon Nagler, Stephen Robinson, Riccardo Saccardi, Fermin Sanchez-Guijo, Jolm A. Snowden,

Micha Srour, Jan Styczynski, Alvaro Urbano-Ispizua, Parrick |. Hayden, and Nicolaus Kriger.
Management of adults and children undergoing CAR t-cell therapy: best practice recommendations

of the European Society for Blood and Marrow Transplamation (EBMT) and the Joint Accreditation
Committee of ISCT and EBMT (JACIE).

Haematologica. 2049; 104:xxx

doiz10.3324/haematol 2049229784

GUIDELINE ARTICLE

Management of adults and children
undergoing chimeric antigen receptor T-cell
therapy: best practice recommendations of
the European Society for Blood and Marrow
Transplantation (EBMT) and the Joint
Accreditation Committee of ISCT

and EBMT (JACIE)

Ibrahim Yakoub-Agha,* Christian Chabannon,? Peter Bader,® Grzegorz W.
Basak,* Halvard Bonig,® Fabio Ciceri,® Selim Corbacioglu,” Rafael F. Duarte,
Hermann Einsele,® Michael Hudecek,® Marie José Kersten,*® Ulrike Kéhl,**
Jirgen Kuball,*? Stephan Mielke,”* Mohamad Mohty,** John Murray,*® Arnon
Nagler,*® Stephen Robinson,*” Riccardo Saccardi,*®* Fermin Sanchez-Guijo,*®
John A. Snowden,® Micha Srour, Jan Styczynski,? Alvaro Urbano-Ispizua,®®
Patrick J. Hayden® and Nicolaus Kroger™

B

Table 11. Monitoring of patients during medium-term follow-up.
Test Purpose
FBC, biochemistry panel, Standard follow-up
LDH, fibrinogen, CRP
CMV, EBV, adenaovirus

Q
Viral reactivation

oD

®Ferrata Storti Foundation

Haematologica 2018
Volume 105(2):297-316

Comment

At everyvisi@?(d as clinically indicated

S
s clinically indicated

Quantitative immunoglobulins Immune reconstitution &00 Monthly Consider IV immunoglobulins
or serum protein electrophoresis QJQ

Peripheral blood Immune recovery @ Once monthly for first 3 months, Guide to anti-infective prophylaxis
immunophenotyping — <9 three monthly thereafter in first year

CD3/4/8/16+56/19 .

CAR T-cell monitoring where CAR T-cell pex@&tence Peripheral blood flow cytometry or Not recommended by CAR
kits are available for routine %e; transgene by molecular methods as T-cell manufacturers
monitoring of anti-CD19 CAR T cells @ clinically indicated

FBC: full blood count; LDH: lactate dehydrogenase; Cllg@eactive protein; CMV: cytomegalovirus; EBV; Epstein-Barr virus; [V: intravenous; CAR: chimeric antigen receptor.
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TITLE: %eﬁ“

‘Management ofo@\dults and Children receiving CAR T-cell therapy: 2021 Best Practice
Recommenda |§hs of the European Society for Blood and Marrow Transplantation (EBMT) and
the Joint Acis‘?edltatlon Committee of ISCT and EBMT (JACIE) and the European Haematology
Assouatgéh (EHA)

(-ofb
A‘f)THORSAND AFFILIATIONS:

/\@ Patrick J. Hayden'*, Claire Roddie? 3*, Peter Bader?, Grzegorz W. Basak®, Halvard Bonig®, Chiara b@'
Bonini’, Christian Chabannon?, Fablo Ciceri®, Selim Corbacioglu®®, Rose Ellard'?, Fermm&‘z’
Sanchez-Guijo*?, Ulrich Jager!3, Martin Hildebrandt!4, Michael Hudecek!®, Marie José Kersteré?r
Ulrike KshIY, Jiirgen Kuball’, Stefan Mielke'®, Mohamad Mohty?°, John Murray?, &¥hon
Nagler??, Jeremy Rees® 23, Catherine Rioufol?*, Riccardo Saccardi?®, John Snowdeg®®, Jan
Styczynski?’, Marion Subklewe?®, Sophie Terwel?®, Catherine Thieblemont®°, Max 'Il'é§p@5 Alvaro
Urbano Ispizua3!, Daniel Chen® Radovan Vrhovac®?, John G. Gribben33, Nicgoldls Krogers4,
Hermann Einsele®® and Ibrahim Yakoub-Agha3® 600\\

* Participated equally to this work and should be considered as first author. &Q
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We don’t aim to break silos down,
but to connect them @ GoCART
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. Apheresisﬁs a key step in the manufacturing process

* Therejs currently no specific protocol for mononuclear cell
coII@,‘étlon In view of manufacturing autologous CAR-T C@ﬁS

Q@, Proper execution of apheresis relies on the mplemeni;aﬂon of a
& strict Quality Management System (QMS) &

@
X

©

s+ Collection of the required number of MNC / CD3J50%eIIs is
feasible in the vast majority of cases, even in @%verely
lymphopenic patients °

S
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 Beyond r,lomnbers functionality of collected cells likely affects:
- The}s’Success of the manufacturing process

— 'Eéhe functionality of manufactured CAR-T Cells Q\e,«é‘@
The clinical activity of the infused medicinal product, wge“Tudmg In
%oé"} vivo expansion and persistence (@Q

¢+ Importance to discontinue all treatments that afgéct T cell
functions before proceeding to apheresis @Q@

« Biological monitoring of patients and qualn‘y controls on
collected cell products will provide |mp@ftant iInformation
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