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Undifferentiated pleomorphic sarcoma (UPS) is the second most common soft
tissue sarcoma. We investigated the effects of Histone deacetylases (HDAC) inhibitor, LBH589,.
LBH589 exhibits antitumor activities in UPS cell. Microarray identified the FOS-like antigen 1
(FOSL1) gene as a downregulated gene in response to LBH589. Knockdown of FOSL1 decreased UPS cell
proliferation Next, we focused on neurotensin receptor 1 (NTSR1), which expression was changed by
FOSL1 knockdown. Expression of NTSR1 messenger RNA was increased in UPS cells. Expression of NTSR1
protein is upregulated in UPS cell lines. Knockdown of NTSR1 prevented UPS cell proliferation.
SR48692, an inhibitor of NTSR1, exhibited antitumor activities in UPS cells. The combination index
showed that SR48692 and standard chemotherapeutic drugs prevented UPS cell proliferation
synergistically. Mouse models showed that SR48692 enhanced the response to standard chemotherapeutic

drugs. These drugs may be a new drug for UPS therapy.
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pene symbol  pgene name control  sample logfFE
1 EMF1 epithelal membrane proten 1 4144530 101818 -5 RT92E
2 CiborfB2 chromosome 15 open reading frame 52 13067.07 504.05 -4 B4R
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11  PRRX1 paired relsted homeobox 1 2655.4 205.64 -3.6585577
12 FOXQ1 forkhead box Q1 2555.01 200 -2.6R03E21
12 IRX4 iroguois homeobox 4 102311.84 §2271 -3.64385682
14 SERPINH1 ﬁ_{ﬁ:gﬁf Wzse inhibitor, clade H (hest shock protein 47), 5731.01 46116 -2.6438562
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1% BCAR3 breast cancer anti-estrogen resistance 3 323953 30214 -3.4286255
20 1GFZEP1 insulinlike growth factor 2 mRNA binding protein 1 21422 200 -3.4266255
21 LRFMN4 leucine rich repeat and fibronectin type 111 domain contzining 4 TED1.25 TIZH -2.41115954
ZZ  NTSR1 newrotensin receptor 1 378961 37352 -3.3364277
23 FOXCZ-AST FOMCZ antisense RMA 1 2127.35 21288 3331828
24 I1GFZEF2 insulin-like growth factor 2 mRNA binding protein 3 19448 3 Z015.58 -2.2453446
25 CDC42ZEPT CDC42 effector protein {Rho GTPase binding) 1 10229.02 100,03 -3.2243173
26 HPDL 4-hydrosyphenylpyruvate dioxygenase-like GBD4.34 T35 -3.2708568
2T 4R interleukin 4 receptor T208 35 3484 -3.1576
28 TRIPE thyroid hormaone receptor interactor & 253477 27656 -3.1576
25 LOC100128242 uncharacterzed LOC 100128242 5425 32415 -3.1B44245
230 PHF1% PHD finger protein 13 SET1.44 654,26 -3.1544245
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