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b TET2 allele disrupted by lentiviral integration

Chimaera1 Chimaera 2 Chimaera 3

¥
ot §LTR _ EFia 3 LTR

(4a2e) /7T oPPT
gy Anti-CD19 CAR

Exon

AOCDIOCARODOODODOOOTET2OLOO(MUDODODOO)

OOOOTET2D0O0CAR-TOODOODOODOODOODOODOOsSsRRNADODODOODOODOODOO
OO00oD0OTET200D000D00000000CAR-THOOOO0OODODDODODODOOOOOOO
gobobobobbuoogogoobobobbooooouobboooTeET2UDDODODDOO0O0O0O
OOOCAR-TOOUOOOOODDODOUOUOO0OUOUODbbODbODbDbOU0O000oUbDbDbODbDOCAR
-Tdggdooboobbodgogoobobbbdgooooboboobobboooooon
OO00D00OD0CAR-TOHOUODDODOOOOUOOUooDbDOD

304 @ Control (CD19-stimulated)
4 TET2 (CD19-stimulated)

1 -®- Control (mesothelin-stimulated)
04 & TET2 (mesothelin-stimulated)

)
o
d

-k =k MY
o o O
i i i

95200

(fold increase)

Absolute cell number

a e

L ¥ #
0 7 12

! t t

Day

s
=]

AOOTET20000O0D0OCAR-THOOOO(MUUOUODDOODOO)

guooobbogooo* obbogoagar bbb oooobbbboooooobobn
gobooooo!

4/11



000 00O O Parker Institute

googg

[1] Disruption of TET2 promotes the therapeutic efficacy of CD19-targeted T cells
[2] CLL patient treated at Penn goes into remission thanks to single CAR T cell
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