ARTICLE

https://doi.org/10.1038/541586-018-0342-5

Leukaemia hijacks a neural mechanism
to invade the central nervous system
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PI3K6 blockade reduces CNS disease burden
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PI3K& blockade reduces CNS disease burden
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PI3Kd blockade reduces CNS disease burden
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PI3K modulates the motility of ALL cells

> PI3KId. RhoXoFAKEERERZJTL . ActomyosinlZ4ER,

>l el 0D 3tz 7 2 Il 12D .

> HHREEEEAssay £ T, PI3BKSFEE [Z K AHALLKH R i EZBITE o

dk

b 20 c 2,000, NS .
E N ok ° = ._i-.. :
E} E 1.54 NS g ‘5’ 1,500 ".'i':' '::.E:::-,
= - | - ¥ : 'E'""
E10 i i
= ° % 1,000 .
= o O C " "
2Z05 -l- 50 X
8§56 = 5001 ' %_
0.0l —e-oe . : . : 2= P
Control Vehicle AZD5363 ldelalisib GS-649443 0 " y
4 Vehicle (GS-649443
_/\

InvitroTlE. PIBKSPEZ Iz &Y. || AL = A DlEE

ALLH AR O iz ZE (B MEEE S, CNSIZ
FETEGLN?

in vivoCld. BEERN TOALLMAE
DEEITEHLEMN ST,




PI3K regulates a6 integrin in ALL cells
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PI3K regulates a6 integrin in ALL cells
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ALL cells fail to breach blood-brain barrier
> HERZOLaminin+fBUNIMEZF| AL TCONSIZ 2B T 5Hh % ET,

> FI  NEREBOMERNSRET DD

Nalm-6

Primary ALL

Vessels Nalm-6 Vessels Nalm-6
125- (101) ® Within vessels
_ 100 % ¥ Parenchymal
=i
| 4
S 75
E E 501
zZ2 8.67)
< 25 (8.

1 (0) @! @ G

Day 0 Day 3 Day 10

=]

]
(=]

n T (21) ® Within vessels
5 8 ¥ Parenchymal
e
g ? ° [4 33)
< E 10-

= ( ) ) i

0 (O
0 tv—'
Day D Day 3 Day 10

Day 0

Vessels Primary ALL Vessels Primary ALV\

B EE IS M/NNLE DS IR Mo EEREIC
=9 A0, ALLMIRA TIXH b gahot=,




ALL cells fail to breach blood-brain barrier
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ALL cells enter the CNS along emissary vessels
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ALL cells enter the CNS along emissary vessels
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a6 integrin enables abluminal invasion
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a6 integrin enables abluminal invasion
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