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Initiation Progression
¥ f :

| | | |
Gorminal centre  e— Bona marmos Parplheral blood

. . Fla=sma cell
leukasmia

Secondary genstic events

Copy number abnormalities
DA hypomethylation
Acquired mutations

COMPETITION AHD SELECTIVE PRESSURE MIGRATION AHD
FOUHDER EFFECT

Clonal advantage ¥

hyeloma
progenitor
cell

Morgan G, et al. Mat Revy Cancer, 201212 335-45.
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Myeloma Cell NK Cell
® Surface Marker [
& & & eg ?038. SLAMF7 )
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Monoclonal
Antibody S
eg Daratumumab, 7]

Elotuzumab

Fc Reéepior
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A. Ineffective presentation

of tumour antigens to

the immune system

B. Recruitment of
immunosuppressive cells
(Treqgs, MOSCs, others)

CTLAJI
FD- L1.

y

s ® TGF-p
“ .TGFE IL1III ‘_E"HG1
[1]u INOS

C. Secretion of
immunosuppressive
factors

°L 10
D.T cell inhibitory
checkpoints
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A B =
Activated T cell Exhausted T cell
immune Response Iimmune Response
*m
Cytokines
(IFN-y)
*w




7910NN 7Y [I0'NN NDYN 'NN NIX N'0IA 0TIN7
NNIZR™M 'KN NIX 197N'Y D

Tumour cell

Tumour-specific
T cell either

:(xu.‘na\rjuxxxxm‘
naturally i A
occurring or SRAERARSERARORS
from a transgenic o
mouse TE €3¢

CD3 complex

Kochenderfer. J. N. & Rosenberg, S. A. (2013) Treating B-cell ca
expressing anti-CD19 chimeric antigen receptors:
Nat. Rev. Clin. Oncol. do1:10.1038/nrclinonc.2013.
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a Hinge
and Antibody-derived
transmembrane recognition moiety

region r !
[Tell activation domain —| Co-stimulatory domair 5 m—m

CAR genes inserted
into T cell via vector

b
CD19
CAR-
expressing
T cell

Cancer cell

Anti-CD19
CAR
protein

Kochenderfer, J. N. & Rosenberg, S. A. (2013) Treating B-cell cancer with T cells
expressing anti-CD19 chimeric antigen receptors nature
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Patient with
relapsed/refractory
B cell malignancy

NNIZRM 'RN DX I97N'Y D
Preconditioning i
chemotherapy

Anti-CD19 , Anti-CD19

Retroviral o CAR T-cell
transduction with infusion
anti-CD19 CAR
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The Allogeneic Transplant Process

n Collection Processing
Stem cells are collected Bone marrow or
from the patients bone periferal blood is taken
marrowy or blood. to the processing
laboratory where the

stem cells are
concentrated and
prepared forthe
fieezing process

. B2
Patient | Cryopreservation
~/ Bone marrow or blood is
Infusion n Chemotherapy pre served by freezing
Thawed stem celis High dose chemotherapy {ctysprasarvaion ¥
are Infused Into andfor radiation therapy keep stem Ce-ﬂs alive
the patient. is given to the patient. uniil they are infused Into

the patient's bloodstream
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