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Lapatinib—induced NF-kappaB activation sensitizes triple-negative breast cancer

cells to proteasome inhibitors.
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Off-target induction of NF-«xB by lapatinib involves rapid IkxBa turnover.
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involved Src family kinase (SFK)-dependent p65 and IxBa phosphorylations, and " ,,

rendered these cells more vulnerable to NF-xB inhibition by p65 shRNA. Lapatinib but SFK activation contributes to off-target induction of NF-xB by lapatinib.

not other EGFR Inhibitors synergized the anti-tumor activity of proteasome inhibitors | A
. . . - - - - o O mn O B
both In vitro and In vivo. Our results suggest that treatment of TNBCs with lapatinib EFE I Iy SKBrs _ SKBrilLap#e  BT47é_BTATALap#) 231 _ 23\Lapt?
may enhance their oncogene addiction to NF-xB, and thus augment the anti-tumor S 5ES & I Sy | I R ~»-¢5 (Ser5%)
activity of proteasome inhibitors. | [ | [ s e e <-SFK(Y416) — — - — e
o [ | [ | ~ U000 —— — — | ————| [ —— o—— | ~T,in

Conclusions D £ F_

. . . . . ay . . - . SkBr3 MDA-MB-231
These findings suggest that combination therapy of proteasome inhibitor with lapatinib . & -
Lapatnib 0 05 1 2 3 0 05 1 2 3 hr o VY oo o W
. . R R X
e — P <p-SFK (Y416) & Q g ¥ & 3
may benefit TNBC patients. — _ 1| $ s KGN
: B - 0 | <p-kBa (Tyra2) [ #=]<p-SFK (v416) S &L O
- -
| (e e o oo esn |<IkBa [ & <p-Ba (Tyra2) [ <p-IkBa (Tyrd2)
- . . . . - - — — - _ - |kBa
S[[g-HN Lapatinib induces NF-kB activation in an off-target manner. L e —— T [z [ 4 4 . | [———— po
B <Tubulin A S S s | = Tubulin npu I! B - Bo
o X i
£ & & - - " —— —
7 7 R MDA-MB-231 MDA-MB-468 S[V[g=R0 NF-kB functions as a critical regulator for cell survival in response to lapatinib treatment.
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