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Tém tit

Ung thu dai tryc trang (UTDTT) la m6t bénh nghiém trong, va la bénh ung thu phé bién tht ba trén thé gidi. Hop chit MJ-
33 (2-(3-ethoxyphenyl)-6-pyrolidinyl quinazolinon) di duoc chung t6i thiét ké, tong hop héa hoc, va thir tic dung chéng
ung thu. Chiing t6i nhan thiy MJ-33 c6 tac dung chong ting sinh ddi véi té bao UTDTT va tac dung chong di can ddi
v6i té bao ung thu tuyén tién liét. Tuy nhién, hoat tinh chdng di cin ddi véi té bao UTDTT con chua duoc lam rd. Trong
nghién ciru ndy, chiing t6i khao sat cac hoat dong chdng di cu va chéng xam 1an ciia MJ-33 trong dong té bao UTDTT
(HCT116). Hon nira, ching t6i thuc hién sang loc kha ning tuong tac c6 thé ctia phan tir MJ-33 véi céc protein lién quan
dén ung thu dé phan tich vé co ché phén tir cho hoat tinh chdng ung thu cia MJ-33. Két qua thir nghiém in vitro vé di cu
va xam l4n té bao cho thdy, MJ-33 tac dong 1én cac té bao UTDTT (HCT116) lam giam d4ang ké kha ning di cu ciing nhu
kha ning xam lan. St dung phuong phap sang loc a0 nghich dao in silico, chiing t6i nhan thay MJ-33 ¢6 ai luc cao véi
protein Lysine-specific histone demethylase 1 (LSD1). LSD1 gan day dugc coi 1a mot dich ngdm méi cho thudc chdng
ung thu va protein nay c6 biéu hién & mtc cao trong UTDTT. Céc tai liéu gan ddy da ching minh rang, sy trc ché LSD1
¢6 lién quan dén cac hoat dong chng ung thu, bao gdm thiic ddy gy chét té bao theo chu trinh (apoptosis), tu thuc bao
(autophagy), ciing nhu trc ché sy di cu, xam l4n, bam dinh dbi véi cac té bao ung thu. Két qua nay cho phép chung toi dé
xudt LSD1 ¢6 kha ning 1a mét trong nhitng muc tiéu phén tir cia MJ-33, tao nén hoat tinh chéng di cin trong céc té bao
UTDTT. Mic du cic nghién ctru tiép theo 1a can thiét dé xac nhan co ché dé xuat nay, ching toi cho rang MJ-33 1a tmg
vién c6 tiém ning dé phat trién thude bo trg hoa tri ligu cho UTDTT.
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Summary

Colorectal cancer (CRC) is a fatal disease and the third most common cancer in the world. MJ-33 (2-(3-ethoxyphenyl)-
6-pyrrolidinylquinazolinone) was designed and synthesized in our laboratory and examined for the anticancer activity.
We found that MJ-33 induced anti-proliferation in CRC cells and anti-metastases in prostate cancer cells. However, the
anti-metastatic activity in CRC has not been clarified. In this study, we examined the anti-migration and anti-invasion
activities of MJ-33 in HCT116 CRC cell line. Furthermore, we screened the possible interaction of MJ-33 with cancer-
related proteins for dissection of the molecular mechanism underlying MJ-33-induced anti-cancer activities. The results
of in vitro cell migration and invasion assay demonstrated that MJ-33 significantly decreased the migratory ability and
invasiveness of HCT116 CRC cells. Using in silico inverse virtual screening method, we found that MJ-33 had a high
affinity for binding to Lysine-specific histone demethylase 1 (LSD1). Recent studies proved that inhibition of LSD1 is
associated with anti-cancer activities, including promoting apoptosis and autophagy, as well as inhibiting migration,
invasion and adhesion in cancerous cells. In addition, LSD1 was found highly expressed in CRC cells and has emerged
as an important target for anticancer drugs. From these results, we propose that LSD1 is possibly one of the molecular
targets for MJ-33 inducing anti-metastasis activity in CRC cells. Although further experiments are needed to confirm our
proposed mechanism, MJ-33 is potentially a good adjuvant chemotherapeutic candidate for anti-CRC drug development.
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