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Featured Article
Cancer
el Featured articles are freely available to all readers
NSAID Sulindac and Its Analog Bind RXRa and Inhibit RXRa-Dependent AKT
Signaling

Hu Zhou, Wen Liu, Ying Su, Zhen Wei, Jie Liu, Siva Kumar Kolluri, Hua Wu, Yu Cao, Jiebo Chen,
¥in Wu, Tingdong Yan, Xitua Cao, Weiwei Gao, Andrei Molotkov, Fuguan Jiang, Wen-Gang Li,
Bingzhen Lin, Hai-Ping Zhang, Jinghua Yu, Shi-Peng Luo, Jin-Zhang Zeng, Gregg Duester, Pei-
Qiang Huang, Xiao-Kun Zhang

* 1 Monsteroidal anti-inflammatory drugs (MSAIDs) exert their anticancer

1= ! effects through cyclooxygenase-2 (COX-2)-dependent and independent
15 June, 2010 ) At mechanisms. Here, the authors report that Sulindac, an NSAID, induces

Volume 17, lzgue 6 r apoptosis by binding to retincid X receptor-a (RXRa). They identified an M-

b terminally fruncated R¥XRa ({RXRa) in several cancer cell lines and primary
tumars, which interacted with the p85a subunit of phosphatidylinositol-3-
.' OH kinase (PI3K). Tumor necrosis factor-a (TMFa) promoted tRXRa
Quick Links interaction with the p85a, activating PI3KIAKT signaling. When combined
Information for with THFa, Sulindac inhibited TMFa-induced tRXRa/p85a interaction, leading to activation of the
Authors death receptor-mediated apoptotic pathway. The authors designed and synthesized a Sulindac
analog K-80003, which has increased affinity to RXRa but lacks COX inhibitory activity. K-80003
Submit Manuscript displayed enhanced efficacy in inhibiting tR¥Ra-dependent AKT activation and tRXRa tumar
Annotated growth in animals.
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2010567, KRR IzP| A fLCancer Cel | M3k & W &9 4EERE L,

TRERI IR X TR B AR I, BT 2010556 7, PERMRT 0 B PRI AT g i)
(Cancer Cell) Z&i& b, DAF# & (featured article) MR KT I &L BEHSE. XEBL T
JNNSAID sulindac and its analog bind RXRalpha and inhibit RXRalpha—dependent AKT signaling.
W HIE A ERTLES], ERZ PRk EE I SCRBEWIEE, 2% B Ji JR A SC R LR 5
—AEF, IR RS T mERTTER, BRI T B R R R IR A A A S TS Eljj(%jjﬂfff
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SEE)HE A (ABC) HPf b 7R AR ERE, E AR (BHEHRD 252 SR A Bl R E AR
i,

Kt Ja RN AR () L, GRBE i e W QUBTRT 7T, A7 U BA B SR U ML 5 23R4T 17— R IR )
HIHRR, FIERSS NIRETHI SR, RK-80003 2 25 HE 18] SEFR M -

20114E10 3, FERR 2 E PR AT GEEEED)  (Oncogene) LRFRIRTC, X4 ML HI FIva T 7
M BTRR, A 1 REE I R 4 B A K B e R T B A M 2 M R AL
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2013421, EREFEBRFEAMT (BUE/EMHY (Carcinogenesis) KFEWX, @ EHtRXRa
T PR 0 A AR R, FEATE T tRXR a A S BRI SR A 1 i R B AR

201445 H, 1F (4if) (Cell) Z+EMITTI (tb224EW22)  (Chemical Biology) AR, ¥
R TK-8000340 X 25W) 0 T 45 TH RIB E I tRXR « [, 7SR E T R E/ERBER.

20154E5 A, EMEAEPREAIT (JEREFTFEY (Cancer Research) FRFIL, [EIR TE N
tRXR a VA MR RORE ORI TR S ML, A RE IR YT T e 37 11098 1

BT, SR R ZH AEK-80003 e R 25 1 25 DL A 98 b SCBUAS 7 RA PRt e, I 1 i)
DL e 2 S X — 1T P e SR PR LS, X DR ITe SIS IERE DR T (HAR)Y  (Nature) 2R3
7T (B2A%RA)  (Nature Communications) K. HHIRIMENLHIIE CRIGRIN AASF4 T 1) (A0
(Cell) Z+EFT (4 F4iY (Molecular Cell) bAkZK.
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