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During our search for active ingredients from medicinal plants, we have isolated
various kinds of polycyclic alkaloids, and terpenoids with various bioactivities as new drug discovery
seeds. Chemical modification and SAR studies were conducted by using a tricyclic alkaloid, cassiarin A
from Cassia siamea. Ceramicines, a series of limonoids from Chisocheton ceramicus, were evaluated for
lipid-droplets accumulation inhibitory and anti-melanin deposition activities and several ceramicines
were found to be active.

In our continuous quest to identify novel polycyclic active compounds of plant origin, bisleuconothine A,
a novel bisindole alkaloid from Leuconotis griffithii, showed cytostatic activity iIn several cell lines.
The cytostatic activity may be attributed to its induction of autophagosomes formation. Indole alkaloids
from Tabernaemontana phymata was identified as active compounds in inhibiting lipid droplets
accumulation.



cassia siamea

Plasmodium falciparum
cassiarinA

Chisocheton ceramicus

ceramicine B

cassiarin A ceramicine B

(Y) cassiarinA F

alasmontamine A  ceramicine B

@

®

NO( )

(Y) cassiarinA

cassiarin A

Sonogashira
6-endo-dig
biomimetic cassiarin A

cassiarin
A
cassiarin A
HO N
_N
o
cassirin A

() Chisocheton ceramicus

ceramicine B

ceramicine B



ceramicine

ceranicine B

tyrosinase

ceramicine B

®

Leuconotis griffithii

bisleuconothine A

MCF7
A549
LC3-11
bisleuconothine
A
AKT-mTOR
bisleuconothine A
4

Tabernaemontana phymata

(MC-3T3-G2/PA6)
PPARY

PPAR

y C/EBP
B
(RAW264.7)
LPS C/EBPB
C/EBPB
(IL-6 TNF-a  MCP-1 COX-2)

1. Chin Piow Wong, Ari Seki, Kaori Horiguchi,
Tomokazu Shoji, Takashi Arai, Alfarius
Eko Nugroho, Yusuke Hirasawa, Toshio
Kaneda, Fumiaki Sato and Hiroshi Morita,
Bisleuconothine A Exclusively Induces

Autophagy by Interfering  with
AKT-mTOR Signaling Pathway, J. Nat.
Prod. , 2015, 78(7), 1656-1662.

2. Alfarius E. Nugroho, Takanori Momota, Rio
Sugiura, Marina Hanzawa, Erika Ygima,
Yuta Nagakura, Naoki Yasuda, Yusuke
Hirasawa, Chin Piow Wong, Toshio
Kaneda, A. Hamid A. Hadi, Haruhiko

Hiroshi

Dysatriflorins A — M, Triterpenoids from

Fukaya, and Morita,

Dysoxylum densiflorum, Tetrahedron,
, 2014, 70, 9661-9667.

3. Hiroshi Morita, Alfarius Eko Nugroho, Yuta
Nagakura, Yusuke Hirasawa, Haruka
Yoshida, Toshio Kaneda, Osamu Shirota
and Intan Safinar Ismail, Chrotacumines
G - 1],
Dysoxylum acutangulum with osteoclast

chromone alkaloids from

differentiation inhibitory activity, Bioorg.



Med. Chem. Lett.
2437-2439.

, 2014, 1,

4. Yusuke Hirasawa, Yuri Kato, Chin Piow
Wong, Nahoko Uchiyama, Yukihiro Goda,
A. Hamid A. Hadi, Hapipah Mohd Alj,
and Hiroshi Morita, Hupermine A, a novel
CigNy-type Lycopodium alkaloid from
Huperzia phlegmaria, Tetrahedron Lett.
2014, , 55, 1902-1904.

5.Jun Deguchi, Tadahiro Sasaki, Yusuke
Hirasawa, Toshio Kaneda, Idha

Kusumawati, Osamu Shirota, and Hiroshi

Morita, Two  Novel  Tetracycles,
Cassibiphenols A and B from the Flowers
of Cassia siamea, Tetrahedron Lett.

, 2014, 55, 1362-1365.

6. Chin Piow Wong, Toshio Kaneda, A. Hamid
A. Hadi, and Hiroshi Morita, Ceramicine
B, A Limonoid with Anti-Lipid Droplets
Accumulation Activity from Chisocheton
ceramicus, J. Nat. Med. , 2014, 68,
22-30.

7. Yusuke Hirasawa, Hiroko Arai, Abdul
Rahman, Idha Kusumawati, Noor Cholies
Zaini, Osamu Shirota, and Hiroshi Morita,
Voacalgines A — E, New Indole Alkaloids
from Moacanga grandifolia, Tetrahedron

, 2013, 69, 10869-10875.

8. Yusuke Hirasawa, Yuri Kato, Chin Piow
Wong, Nahoko Uchiyama, Yukihiro Goda,
A. Hamid A. Hadi, and Hiroshi Morita,
Huperminone A, a novel Ci¢N-type
Lycopodium alkaloid from Huperzia
phlegmaria, Tetrahedron Lett. ,
2013, 54, 1593-1595.

9. Alfarius E. Nugroho, Maho Okuda, Yukari
Yamamoto, Yusuke Hirasawa, Chin-Piow
Wong, Toshio Kaneda, Osamu Shirota, A.
Hamid A. Hadi and Hiroshi Morita,

Walsogynes B — G, limonoids from

Walsura chrysogyne, Tetrahedron ,
2013, 69, 4139-4145.
10. Chin-Piow Wong, Jun Deguchi, Alfarius
Eko Nugroho, Toshio Kaneda, A. Hamid.
A. Hadi and Hiroshi Morita, Ceramicines
from  Chisocheton  ceramicus as
accumulation inhibitors,

, 2013,

lipid-droplets
Bioorg. Med. Chem. Lett.
23, 1786-1788.

11. Yuta Nagakura, Alfarius Eko Nugroho,
Yusuke Takahiro Hosoya,
Abdul Rahman, Idha Kusumawati, Noor
Cholies and Hiroshi

Hirasawa,

Zaini, Morita,

Sanjecumins A and B, New Limonoids
from Sandoricum koetjape, J. Nat. Med.

, 2013, 67, 381-385.
12. Mineri Ishizuka, Tkumi Koga, Kazumasa
Zaima, Toshio Kaneda, Yusuke Hirasawa,
A. Hamid A. Hadi, and Hiroshi Morita,
Vasorelaxant effects on rat aortic artery by

two types of indole alkaloids, naucline

and cadamine, J. Nat. Med. , 2013,
67, 399-403.

13. Kazumasa Zaima, Ikumi Koga, Nobuhide
Iwasawa, Takahiro Hosoya, Yusuke

Hirasawa, Toshio Kaneda, Intan Safinar

Ismail, Nordin Hj Lajis, and Hiroshi

Morita, Vasorelaxant activity of indole

alkaloids from Tabernaemontana
dichotoma, J. Nat. Med. , 2013, 67,
9-16.

14. Kazumasa Zaima, Jun Deguchi, Yosuke
Matsuno, Toshio Kaneda, Yusuke
Hirasawa, and Hiroshi Morita,

Vasorelaxant effect of FR900359 from
Ardisia crenata on rat aortic artery, J. Nat.
Med. , 2013, 67, 196-201.

15. Jun Deguchi, Yusuke Motegi, Takahiro
Hosoya, and Hiroshi Morita, Cyclic
Diarylheptanoids as inhibitors of NO



production from Acer nikoense, J. Nat.

Med. , 2013, 67, 234-239.

Tabernaemontana phymata

62 2015 9 11
~ 12
£, Alfarius Eko Nugroho

Leuconotis
griffithii
62
2005 9 11 — 12
Chin Piow Wong

Ceramicine

62 2015
9 11 — 12
Alfarius Eko Nugroho Chin Piow
Wong
A. Hamid A. Hadi

Chisocheton ceramicus
ceramicine
62 2005 9 11
~ 12
Chin Piow Wong
Alfarius Eko Nugroho
A.Hamid A.Hadi
2 Ceramicine B

62 2015 9 11 — 12

6.

10.

11.

Chin Piow Wong A. Hamid
A. Hadi

Anti-Adipogenesis Activity of

Ceramicine B 61
2014 9 13 ~ 14

. Alfarius Eko Nugroho

A. Hamid A.

Hadi Indole Alkaloids from
Tabernaemontana corymbosa

61 2014 9 13

~ 14
Alfarius Eko
Nugroho Chin Piow Wong

A. Hamid A.

Hadi Chisocheton
ceramicus

61 2014 9 13 — 14

Chin Piow Wong
Alfarius Eko Nugroho
A. Hamid A. Hadi
Ceramicine B
61 2014 9 13 ~ 14
Chin Piow Wong Jun Deguchi
Alfarius Eko Yusuke

A. Hamid
A. Hadi Hiroshi Morita Structures and

Nugroho
Hirasawa Toshio Kaneda
Anti-Lipid  Droplets Accumulation
Activity  of  Ceramicines  from
Chisocheton ceramicus 55

2013 9 18

~9 20

Cassia
siamea
anhydrobarakol
60 2013 9



7~ 8
12. Alfarius Eko Nugrohol
Wong Chin
Piow .

A. Hamid. A. Hadi
Walsura chrysogyne

60 2013
9 7—~—38
13. Alfarius Eko Nugroho

A. Hamid. A.
Hadi

Tabernaemontana corymbosa

60 2013
9 7 ~38
14. Chin Piow Wong
A. Hamid A. Hadi
Chisocheton ceramicus
ceramicine B
60
2013 9 7~ 8

15. Chin Piow Wong
Alfarius Eko Nugroho

Chisocheton ceramicus

ceramicine B
60 2013 9 7 —~— 8

16. Abdul Rahman
Idha Kusumawati Noor Cholies
Zaini

Voacanga grandifolia

60
2013 9 7~ 8
17_Chin Piow Wong Alfarius

Eko Nugroho

A. Hamid A. Hadi
Structure-Activity Relation-
ship of Ceramicines with
Anti-Adipogenesis Activity
60 2013 9 7
~ 8

http://polaris._hoshi.ac.jp/kyoshitsu/sh
ouyaku/shouyaku. html

@
MORITA, Hlroshi

70220069



