(Bl 2]
®FE OK R 0O EE

K 4 F B HE R

PRI, (RYVEFTFTIFII v OEK - HBIERE - R 0F A4 P T, UTOWRR
B LE,

RUEAZTFIFBUNL, 48 BENLRBZERATF FEEAMTH Y (Figure 1), P388 = 7 2 B kM
et L CIHERRH I RBEEEZETB0CH=0.008nM), 1 O—&EEIX, SEOEF V7 EERT I
JEEAL, DI, LEOT I VBEREREITIHELRLOTH S, ¥k, HEOFTHEY F ©p*’
~VU w7 AEEE R L (Figure 2a), IEE_ERER, —EIFA 2 BRODF ¥ RV EHR T LR
HEhTWHW3, UMAZTRINETI, ZOBBNLREBEELEBRETZAETDI 1 OREGME. TOFHE
OBEEMTEZZER LTS, FEiX. FRERERTRETHY, MATHERITCERALZERELBER
BATERALAZT F Yy X NVERSFOAIMZENE LTHRIREFR L, AR CHER, Frv
ARV EAFIRII v IQOAREBRBER 2TV, 281 LRAFOAF L FxRLERERKL, M
HMBREEEZETEIELEZALARLE, 610, 2 OGHBEREMEZITO LT, EAFVF xR
NEIDER A FHBAREES T THD 24 2R LT,

ﬁﬁ%@ixrh%ﬁf&%&yayﬁ

MeHN BN S0
HN._O o

-
MeHN N Jl\,n \> J\,n J’\/N Jl\/ Jl\/ NL eonamide B 1: X=Me, ¥ = OH
YI m/\ Y‘ j ey oy e

NH

NHMB NHMe NHMe NHMe

NH dansylated polytheonamide mimie 2
‘ ®0H {Ncap-[1-48F0H): X= Y = H

wff&yir J»ifiyww;&ﬁ%%,

NHMe W= (S}-O0H

N

Figure 1. Structures of polytheonamide B (1) and dansylated polytheonamide mimic (2).
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Figure 2. (2) The BS*-helix structure of 1 (PDBID code 2RQQ), The structures are rotated by 90-degree around the
y-axis. The side chains that potentially participate in a hydrogen bonding network along the helix axis and the side
chain of residue 44 are shown with residue numbers. (b) Substituted component monomers in the synthesis of 2. The
numbers indicated in parentheses are residue numbers. The numbers of synthetic steps are shown under the
corresponding structures.



Scheme 1. Synthesis of dansylated polytheonamide mimic (2).
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Table 1. Cytotoxic

activities of

synthesized peptides against P388 mouse

leukemia cells

compound

1C5o (DM)

I: polytheonamide B
2: Neap-[1-48]-OH
22: H-[10-48]-OH
23: H-[11-48)-OH
24: H-[12-48]-OH
25: H-[13-48]-0H
26: H-[14-48]-OH
27: H-[15-48]-0H
28: H-[16—48]-CH
29: H-[17-48]-CH
30: H-[18-48]-OH
31: H-[19-48]-OH
32: H-[20-48]-OH
33: H-[21-48]-OH
34: H-[22-48]-OH
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Figure 4. Time-course of H'/Na"
exchange across lipid bilayers of
liposomes caused by 1, 2 and 24,
Peptides were added at 60 s.
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