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Recurrent activating FYN kinase mutations in PTCL
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(Palomero, Couronne et al., Nat Genet 2014)



Mechanisms of FYN constitutive activation in PTCL
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(Palomero, Couronne et al., Nat Genet 2014)



Inhibition of oncogenic mutant FYN activity by Dasatinib
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(Palomero, Couronne et al., Nat Genet 2014)



Identification of frequent alterations in VAV1 in

PTCL
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(Abate, da Silva Almeida et al., PNAS 2017)



C-terminal VAV1 gene fusions in PTCL
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VAV1 splice site deletions induce alternative splicing
by eliminating an exonic silencer

2 778del VGSTKYFGT
H
H
VAV1 NH2{ CcH [TAc] [ T PH J[ct] PBadTsH2] TsH3[)845
Splice: Exonic splicing tic alternative
Wild type acceptor site silencer (ESS) ice acceptor site
ctcacttctgttctctctccac@'GGGAAGC@:CAMGCCCGCTATGACTI’CTGCGCC
BCN25
ctcacttctgttctctctccacﬂq h e e ‘ n E:cumcccecrzn‘mn’cr@cccc
Cu4a4
ctcacttctgttctctctccac@q e maaaaan ATGGCA @:cumcccecrarmmr@cecc
Ccu49
ctcacttctgttcteteteo. . |:| B, .I:}::Ac@:cmsccccc-rm'mﬂc'mcecc
29T
ctcacttctgttctctctccacEl., B, .@:cmsccccc-rm'sncn'c'mcecc
sSp747
ctcacttctgttco. ... .. .. I:l B, .@:cmsccccc-rm'sncn'c'mcecc
TP45

ctcacttctgttctectcte. . D wa e maaaa

l:l Ac@:cumcccecmrrmn’cr@cccc

~
~
T\
N Exon26

AGTATTTTG CGC...
Y F &G K A R.

Exonic sglicin Cryoti
Splice silencer Essg dte?nugtive splice
acceptor acceptor
site site

(Abate, da Silva Almeida et al

., PNAS 2017)



Deletions affecting the c-terminal SH3 domain of VAV1
iInduce an open active conformation of the protein
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Recurrent mutations in RHOA In PTCL
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RHOA G17V impairs RHOA activation by
interfering with RHOA pathway activation
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Tamoxifen-induced expression of Rhoa G17V
In CD4+ cells leads to TFH differentiation
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(Cortes et al., Cancer Cell 2018)



Rhoa G17V CD4+ T-cells show increased
expression of Tfh markers
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Rhoa G17V increases the activity of ICOS-regulated
signaling pathways in vitro

a

Control Rhoa G17V
M11.1 3.78/°57.9

80 *k

1.7 g

g
+ 50
T
e 20
10
]
- N
O
N
b S (&
P
Q“(\
iAPCs +
a-CD3 (mg/mL): 0 0.06 0.25 0.5 1 *
. 1 i 1000 Control .
i : T Rhoa G17V *
£ 800 Ny
@ 600
O 400{ ,,
200 7
a-CD3 (mgimL) © P & 2o ~
> iARCs e
— Control — Rhoa G17V
a-CD3 + a-ICOS
c [ d a-CD3 +a1COS
2 min o 3h
Control 670 78
/f\ 1237 | 135
I"\
II
: \
Rhoa G17V A NY .
pErk1/2 >
— Control — Rhoa G17V
e f
a-CD3 + a-IC0S
'EControl " Rhoa G17V 1000 35 * 700 kK 20 *
: j 2 s0] *TF 530 g 50 2
1374 842 N E £ 25 E 500 g 15
] ] A S 600 = 20 D 400 =)
i - =] 215 £ 300 & 10
: A o 400 & P o
J i | £ 200 o 10 = 200 © 5
: £ 5 = 100
] SRV 0 Y 0 NP 0 Y
cTV > & @ & & & & S
& & o & o & ©
o o (SN (A o e
o @ «©
& & ¢

<€L‘\(Cortes et al., Cancer Cell 2018)



Expression of RHOA G17V in a Tet2 null
background leads to AITL development
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(Cortes et al., Cancer Cell 2018)



Inhibition of ICOS signaling blocks AITL growth in vivo
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RHO GTPases pathways play a key role in PTCL
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