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Improved Synthesis of Antitumor Compounds, M-COPA and Its Structure—Activity
Relationships (Faculty of Science, Tokyo University of Science)

Takatsugu Murata, Hisazumi Tsutsui, Shintaro Hiraishi, ODaiki Usukura, Hiroki Okano,
Saki Kato, Motoyuki Shimonaka, Isamu Shiina

M-COPA is an antitumor compound that has a new method of action. We had already
reported the total synthesis of M-COPA. Therefore, we researched the improved synthesis of
M-COPA to investigate cytotoxicity against various cancer cells. Moreover, we conducted an
investigation for the analogs and compared the bioactivities.

Keywords : M-COPA; Improved Synthesis; Structure—activity Relationship

M-COPA(WIZHTRUER T 26 T 2 PUEEHtEMTH 5, Fix
FREICZ DA ERE LT D, AllFkaid, B 72 hs AHIRukE
& T2 invitro 38 X OV invivo 35k % FEfi 3 5 72912, M-COPA D
BEKEI T T2, £, 7T/La—LQ)Dmb, 25N ETH ;
H7N0T e R@)EHWZmILIAR T )V R— VSO WE T, £ MEoP )

7. 5 @ DIBAL &y, FEAETH L7 LT RO Wittig i, BEL N 6 D+
Diels—Alder UG D AR 21TV, ARG RIRIZ I DINEROUEE - #ik LTz,

B LTz 1 OFfA O MBI 5 B ETE 2 A L=, 72, BEICARL
TWDHERIR L LT 5 Z & T, 1 O & SR & OMBEBRIZ OV TOIEHR %
AF LT, RBETIH 1 OWRARKE , RADvRE & LTciiig & iEMEO M BIRfR

= =MLY
DOMADFEMZ DN THRET S, o o
N)LO
Bn
o "Bu,BOTf or TiCl, oH @ JOL
IR oH /W\)J\H /WN o
Parikh-Doering H Stereoselective Mukaiyama—type : H ) /
Oxidation Aldol Reaction B
2 3 4

TBSO O DIBAL Reduction
- . H R
- NN N,OMe
Me Wittig Reaction
5
Oy OEt
H —_—
TBSO,, —  ~  M-COPA(I)

Intermoleculer Diels-Alder >
Reaction

1) L. Shiina, Y. Umezaki, Y. Ohashi, Y. Yamazaki, S. Dan, T. Yamori, J. Med. Chem. 2013, 56, 150—159.
2) I. Shiina, Y. Umezaki, T. Murata, K. Suzuki, T. Tonoi, Synthesis, 2018, 50, 1301-1306.

© The Chemical Society of Japan - K704-1am-12 -



