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MR R OBE (Fus0) : MilaNESIGEO#ER CH L7 uT A %) —+F C(PKO) 1%,
oy, TIVINA < —iile EOHRMEEBOENERZ DO —D>Th b, AR TIE, AWFZEAERE
MBI L7 PKC D Cl RAA U 2{LFEM LT CL XTI F REHWA7 ) —=2 7
REHNT, HAREZ Y 27 5 b HUES M KIRY) bryostatin $8 6 4 BLEE - [FE 9
% Z L2k L=, Bryostatin 4, 10 72 5 ONZ 14 & AW 7= f&E A BIAFZEIC L v, C20 fif
DEATNIDN PKC ~DFEE 72 5 WNIEEAGICAETH D Z LN LN o7, S HIZAK
A7V —=r TR ERA LT, BAREERK 400 Y TNVDRAT ) —= 0 T E2iTo oG R,
Theonella J&WEHHH )1, bryostatin FHIZ VLT 2 @ PKC fEATEMEEZ A T 26 W OFFAE
ERWE LT,

WFFER R DT (3£30) : Protein kinase C (PKC) involved in cellular signal transduction is
one of the target enzymes for therapeutics of cancer and Alzheimer’s disease. To explore
PKC ligands with novel skeleton, we employed our screening system utilizing synthetic
peptides of PKC C1 domains, to succeed to identify several bryostatins, anti-neoplastic
marine macrolides, from Japanese bryozoan Bugula neritina. Structure-activity studies
of bryostatins 4, 10 and 14 suggested that the ester group at position C20 was not
necessary for binding to and activating PKC. Moreover, we screened novel PKC ligands
from marine sponges, and found that a marine sponge Theonella sp. contains PKC ligands
with high binding affinity comparable to bryostatins.

AT IR EFE
(SHHEAL - M)
R R3S o &
AT E B 2,900,000 870,000 3,770,000

W58 - AR
B Do - M H - BRI - ALY
F—U— R WHERRY, 7VARZTF, TuasA ¥t —8C, BA, TAIYNA~—IH

1. WFZEREAE S 1D 5 DOFRNDAREDEE L TIX, EWHEKD
phorbol ester 28X ingenol ester ZH, iridal

ZuarA r¥F—¥ C (PKOC) 1x, #iaWN B, 7 UBEROMRERRKD teleocidin %,
HREEOHEELE TH Y, FEBAREDE D T AT T b X7 aplysiatoxin 72 K
FERF =Ty hEeLTHMbLBRTNS., KR DHENATEY (K1), ZbiTndndii
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% (G. R. Pettit et al., J. Am. Chem. Soc.
1982, 104, 6846).
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7% PKC§ @ C1B K A A > % Fmoc [EFH{%
WL VAL, WY pH &M FHish A A4
TIF—NT 4T EFBETEHELND.
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(2) Bryostatin 38 O 54 FEAM

& ATz bryostatin FHO K FEAEWIEM &
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Bryo-5 :R'=a,R2=b

Bryo-8 :R'=c,R?=c

Bryo-10 :R'=a,R2=H

Bryo-14 :R'=a,R2=0H

o} o o
a ;\J\’< b;\k c;\Jv\
O O O

4. HARPEZ Y =2/ 5 B. neritina 7O BB L
7= bryostatin FHD i .

(2) Bryostatin 25 20 (71235 1) 5 A ETE AR
B

Bryo-4, 5, 10, 14 %, £ £ A BE(Z pivaroyl
(K40 RE) 2B LTHT LI, £TF
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5. Wender & O#f2212 L - T (P. A. Wender
and K. W. Hinkle, Tetrahedron Lett. 2000,
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R D% < IR AAREIEEZ RT OITK L
T, bryo-1 I% TPA |Z X 2 %0 AEEEH%
M+ 5. =T, bryo-4, 10, 14 DHIFEN
AARHETEME 2 EBV-EA #FEaBRIC X - TR
fliL7=. Bryo-4, 10, 14 % bryo-1 & [Fl#EIZ
EAZIFE A LEFHERET, SHIZTPA1075 M
I2X % EA OFFE (19 30%) % A CHHI L
7=. Zh B ORI, bryo-4, 10, 14 2% bryo-1
ERBRIZHE D AMREEEZ T E A ERE R
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BN IR E 5 XN EERE L
TW5.
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WHERAE L7z T swinhoei f8{& (1.55 kg)
Z¥ - fi L, EtOAc H#iti® (4.84 g %
57, Z® EtOAc it aHIES U B 7
BT hra< NTTT 40—, W75 ONE
8 HPLC T4y L, PKC§-C1B lZxf L THE
B REEORO N T T 7 v a vl
OWNWTHHZ DL 2 A, TL<METITH
L0 3 MEOIEMEE NGO, b %
o K SRSt % D BF 42 SR C i Ad KRR T+ o
WhEST, FhEFEN LC-MS oLz &
A, WY miz 745~773 & 1580~1634
W22 50— BNl S, RERRZ2 S
NZ MS A7 RV &GRS AEAT L 72 A5 5,
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