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Mature B-cell neoplasms

Chronic lymphocytic leukemia/small lymphocytic lymphoma

B-cell prolymphocytic leukemia
Splenic marginal zone lymphoma
Hairy cell leukemia
Splenic lymphoma/leukemia, unclassifiable”
Splenic diffuse red pulp small B-cell lymphoma”
Hairy cell leukemia-variant”
Lymphoplasmacytic lymphoma
Waldenstrom macroglobulinemia
Heavy chain diseases
Alpha heavy chain disease
Gamma heavy chain disease
Mu heavy chain disease
Plasma cell myeloma
Solitary plasmacytoma of bone
Extraosseous plasmacytoma
Extranodal marginal zone lymphoma of mucosa-associated
lymphoidtissue (MALT lymphoma)
Nodal marginal zone lymphoma
Pediatric nodal marginal zone lymphoma”
Follicular lymphoma
Pediatric follicular ymphoma®
Primary cutaneous follicle center lymphoma
Mantle cell lymphoma
Diffuse large B-cell lymphoma (DLBCL), NOS
T-cell/histiocyte rich large B-cell ymphoma
Primary DLBCL of the CNS
Primary cutaneous DLBCL, leg type
EBV* DLBCL of the elderly”
DLBCL associated with chronic inflammation
Lymphomatoid granulomatosis
Primary mediastinal (thymic) large B-cell lymphoma
Intravascular large B-cell lymphoma
ALK* large B-cell lymphoma

Plasmablastic lymphoma
Large B-cell lymphoma arising in HHV8-associated multicentric Castleman

disease

Primary effusion lymphoma
Burkitt lymphoma
B-cell lymphoma, unclassifiable, with features intermediate between

diffuse large B-cell lymphoma and Burkitt lymphoma

B-cell lymphoma, unclassifiable, with features intermediate between

diffuse large B-cell lymphoma and classical Hodgkin lymphoma

Mature T-cell and NK-cell neoplasms

T-cell prolymphocytic leukemia

T-cell large granular lymphocytic leukemia

Chronic lymphoproliferative disorder of NK cells*

Aggressive NK cell leukemia

Systemic EBV* T-cell lymphoproliferative disease of childhood

Hydroa vacciniforme-like lymphoma

Adult T-cell leukemia/lymphoma

Extranodal NK/T-cell lymphoma, nasal type

Enteropathy-associated T-cell lymphoma

Hepatosplenic T-cell ymphoma

Subcutaneous panniculitis-like T-cell ymphoma

Mycosis fungoides

Sézary syndrome

Primary cutaneous CD30* T-cell lymphoproliferative disorders
Lymphomatoid papulosis
Primary cutaneous anaplastic large cell lymphoma

Primary cutaneous gamma-delta T-cell lymphoma

Primary cutaneous CD8* aggressive epidermotropic cytotoxic T-cell

lymphoma*

Primary cutaneous CD4* small/medium T-cell lymphoma*
Peripheral T-cell lymphoma, NOS

Angioimmunoblastic T-cell lymphoma

Anaplastic large cell lymphoma, ALK*

Anaplastic large cell lymphoma, ALK
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Follicular Lymphoma
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CD19 CAR-T (Tisagenlecleucel)

] /
. . A R
Tumor cell
N
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I \
CcD19 V
1

Tisagenlecleucel CAR

% -
X %br,_

i1 L‘f:"“[

4-1BB costimulatory domain
CD3-zeta signaling domain

Patient’s

T cell dié

e,

".:: Wolters Kluwer

Copyright © 2018 the Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the European Hematology

Association.

Chimeric Antigen Receptor-T Cell Therapy:
Practical Considerations for
Implementation in Europe

Buechner, Jochen; Kersten, Marie José;

Fuchs, Miriam; Salmon, Florence; Jager,
Ulrich

HemaSphere2(1):e18, January-February
2018.

doi: 10.1097/HS9.0000000000000018

Structure and mechanism of action of
tisagenlecleucel.
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N
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https://journals.lww.com/hemasphere/Fulltext/2018/02000/Chimeric_Antigen_Receptor_T_Cell_Therapy_.1.aspx

CD19 CAR-T ( Tisagenlecleucel)

CAR-T cell infusion
Leukapheresis
Chimeric Antigen Receptor-T Cell
Therapy: Practical Considerations for
Chemotherapy Implementation in Europe
L4
000 L°° e Buechner, Jochen; Kersten, Marie José;
Antibody-coated 8 Oo % &7 Fuchs, Miriam; Salmon, Florence; Jager,
beads %9 vy ® Ulrich
Bead removal 1= (O HemaSphere2(1):e18, January-February
o O 2018
o - T cell activation/ o
D) e ncdiiction doi: 10.1097/HS9.0000000000000018
vy - CAR-T cell g
K expansion « © _
? - o O‘bo
2 » 00 &' 0
:'\lL 0° ¢ 9
o
[$) - @ o0
’ O
Manufacturing of tisagenlecleucel.
Reprinted with permission from reference
49,
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Axicabtagene ciloleucel

Tisagenlecleucel

Lisocabtagene maraleucel

Study populations DLBCL, TFL, PMBCL R/R DLBCL CORE DL2*
Target antigen CD19 CD19 CD19
Lymphodepletion Flu/Cy Flu/Cy Flu/Cy
Costimulatory domain CD28 4-1BB 4-1BB

T-cell composition Unspecified Unspecified 1:1 CD4:CD8
Cell dose 2 ¥ 10° cells’kg 5x 108 1% 108

OR (best) 82% (N = 108) 53% (N = 81) 81% (N = 27)
OR (6 mo) 41% (N = 101) 37% (N = 46) 50% (N = 14)
CR (best) 58% (N = 108) 40% (N = 81) 63% (N = 27)
CR (6 ma) 36% (N = 101) 30% (N = 46) 50% (N = 14)

Any grade CRS/NTt

94%/87% (N = 108)

58%/21% (N = 99)

24%/17% (N = 29)

=Grade 3 CRSt 12% (N = 108) 23% (N = 99) 0% (N = 29)

=Grade 3 NTYT 31% (N = 108) 12% (N = 99) 7% (N = 29)

Grade 5 AEs 4% (N = 108t MNone —
ATRANILE FLIT JLyvoo
F—=# JINIVTAR )LD —2 (BMS

EREIEIZXT T 5. JIBCMA CAR-T 7R idecabtagene vicleucel 1/20%5%; )
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