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Longest Linear Sequence: 47 (-13)

Total Yield: ooe%( 100)

Proc. Natl. Acad. Sci. U.S.A. 2004, 101, 12013.
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2004

Longest Linear Sequence: 60
Total Yield: 5 x 10406
Science 2001, 294, 1904.
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Total Syntheses of Ciguatoxins & Antibodies

Me

synthesized

synthesized
M_?

HO

synthesized, be improved
H H =\

FEERL - BABREA L2 T v A LR

CTX3C (2001)
antibodies
left & right wings

51-hydroxyCTX3C (2005)
antibodies
left & right wings

F(8)-pseudo-
51-hydroxyCTX3C (2006)
Positive control for ELISA
non-toxic !

CTX (CTX1B) (2006)
be improved

antibody
right wing

C-CTX-1
antibody
left wing
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Preparation of Anti-ciguatoxin Monoclonal Antibodies

10C9
= 2.8 1M (CTX3C)

=y

3D11

51-OH-CTX3C: X = OH

Detection limit

* CTX3C (10C9 + 3D11)
10-100 pg/mL

NaO< /l

Na® Mo * 51-OH-CTX3C (10C9 + 8H4)

/©/ 1-10 pg/mL

K, = 122 nM (CTX3C)
Specific and non-cross-reactive

immunization \\(/
—_—
o oha ‘ TV preoppmmpm—
Ky =108 nM (51-OH-CTX3C) oI CTX-H A S EOXERIT HEARR BRET RERE

Me

Me
1JKLM ring fragment of CTX3C
Me

KLH

Neutralization of Ciguatoxin CTX3C by Anti-CTX Antibodie8
2. Mouse Acute Toxicity

Pre-exposure of Antibodies Post-exposure of Antibodies
oo _ammomes e v/, CTX3C (20 yghks) e CTXCCOMg) —— g anibodies
R e R e S
@y 1= L
X Bays o
6 - 6

T HG HnUo

Number of surviving mice
w
|

Number of surviving mice
w
|
i

-BSAKLH j
R =H or ABCD fragments

Oligomerization of ABCD fragment 7 %o 20 40 60 80 100 o 20 40 60 80 100
Time Time
(min) (min)

Antibody mixture (>10 equiv) is effective for pre- and post- neutralization of CTX3C toxicity.

vAFrarval— FOMNEBERIRPEK
51-hydroxyCTX3C @ B Bg & MER/KEEHE 2 BRI AL 2B A9 5 J7 152 BR%E L=,

Activity Profiles of 51-hydroxyCTX3C Analogues Chemoselective Bioprobe Synthesis

SMiBack,

Compound competitive binding assay cylotoxicity Mouse acule toxicity
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X 2000
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