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Table 1: 'H and °C NMR data of ancistrocyclinone A (5) and B (6) in MeOD (400 MHz and

150 MHz).*
5 6
Position S oc On oc
1 148.6 148.8
3 5.98 (m) 55.3 5.94 (m) 55.1
4 3.21 (dd, 16.9,1.7) 34.3 3.13 (dd, 16.7,1.7) 34.2
3.56 (dd, 16.6, 5.6) 3.51 (dd, 15.6, 5.1)
5 6.80 (d, 2.2) 108.4 6.60 (s) 108.5
6 168.2 167.2
7 6.82 (d, 2.2) 99.5 6.68 (d, 2.2) 100.2
8 162.9 162.9
9 109.7 110.3
10 139.4 139.5
I 141.0 141.1
2' 146.0 146.0
3! 6.91 (d, 1.3) 136.7 6.90 (d, 1.4) 136.6
4 184.2 184.3
5' 163.9 163.7
6' 8.15 (d, 10.0) 122.5 8.12 (d, 10.0) 122.2
7' 8.93 (d, 10.0) 127.4 8.90 (d, 10.1) 127.3
8! 132.8 132.8
9' 126.4 126.2
10’ 115.1 115.2
11 9.19 (s) 125.0 9.17 (s) 125.0
3-CH; 1.50 (d, 6.9) 16.7 1.49 (d, 6.9) 16.6
6-OCH3 4.01 (s) 56.7
8-OCH; 4.12 (s) 57.2 4.08 (s) 57.0
2'-CH; 2.64 (d, 1.4) 18.7 2.63 (d, 1.4) 18.7
5'-OCH; 4.26 (s) 57.9 4.25 (s) 57.9

*Multiplicities and coupling constants J (Hz) are shown in parentheses, & values are given in
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Figure 1: "H NMR spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 2: *C NMR spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 3: DEPT NMR spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 4: "H,"H-COSY spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 5: NOESY spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 6: HSQC spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 7: HMBC spectrum of ancistrocyclinone A (5) in MeOD.
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Figure 8: HRESI mass spectrum of ancistrocyclinone A (5).
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Figure 12: "H NMR spectrum of ancistrocyclinone B (6) in MeOD.
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Figure 17: HSQC spectrum of ancistrocyclinone B (6) in MeOD.
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Table 2: Oxidation of 4’-O-demethylancistrocladinium A (8) to 5.

Entry Oxidizing agent Yield 11 [%] Yield 5 [%0]

1 Fremy salt - -
0)) - -
Pb(OAc)4 23 36
Ag,O - -
MnO, - -
H,0, - -
KyCr04 - -
K;[Fe(CN)s] - -
KCIO4 - -

O 0 3 N N Bk~ W N




Figure 23: Selected NMR data of chinones 11a and 11b: (A) 'H and >C NMR data (8 in
ppm) of 11a, and (b) of 11b, (c) NOESY (double red arrows) correlations indicative of the

relative configurations at the biaryl axes in 11a, and (d) in 11b.

- LC-ECD
20 peak peak 20
1 A B
5 =
(7] [9)
el ©
E & = E
8 1 8
-101  peak A/
] 23 25
1 : o A —
200 300 400  s500| f(min) 200 300 400 500

wavelength A [nm] HPLC-UV wavelength A [nm]
u A =348 nm @

MeO ~Me Me MeO N
3 O A TFA® S TEA®
/N@p s /N®M
MeO Me Q © MeO Me© ‘
OMe ) oMe
Me (o)

11b 11a
Figure 24: Assignment of the absolute axial configuration of the two atropo-diastereomers of

11 by LC-ECD coupling and by comparison of the LC-ECD spectra of peak A (left) and peak
B (right) with the ECD curve of 4'-O-demethylancistrocladinium A (8a).
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Figure 26: '"H NMR spectrum of chinone 11b (minor compound) in MeOD.
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Figure 27: *C NMR spectrum of chinone 11a (major compound) in MeOD.
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Figure 28: *C NMR spectrum of chinone 11b (minor compound) in MeOD.
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Figure 29: DEPT NMR spectrum of chinone 11 in MeOD.
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Figure 35: "H NMR spectrum of synthetic ancistrocyclinone A (5) in MeOD.

5.5

5

9.0

39



L99T~—
CLBT

6Ibe—

05’55+
2695~
6TLS-7
mmmmkw

o6 —

b B0~
Of'E0T-"

st —

8622,
66 HTT
(£ —
ol

ST
0T —
SEET—
TH TeT~"
00'SRT
£9'8F T~

£6'70T—
geea1”
ZZEaT—

BT —

80 70 60 50 40 30 20 10

El]

f1 (ppm)

Figure 36: °C NMR spectrum of synthetic ancistrocyclinone A (5) in MeOD.

150 140 130 120 110 100

160

170

180

190

40



BT
05T

PO
P9
0c'e
0c'E
0c'E

,

EC'E
TE'E
¥S'E
55
95'E
£5'E
o't
T’y
9’

B e e Y-

L

96'S
L6'S
86'S
BE'S
009
og9
a9
a9
g9
Te'9
Te'9

b L

FT'8~
sr's””

ce'a
0’8
6T'6—

I

1.0 0.5 0.0

1.5

2.0

2.5

3.0

3.5

4.0

4.5
f1 (ppm)

2.0

2.5

9.0 8.5 8.0 7.5 7.0 6.5 6.0

9.5

G T~
ched

R

T

GI'E
=18 _m/
EC'E

s

ES'E

mm_muv
mm.m*
E5'E

T —
2l
S —

¥'S
203

B3'S
€3] _mw
a9
[nchel
a9
|9
39
39
059
0a'9

0a9

0.0

0.5

1.0

1.5

2.0

2.5

3.0

3.5

4.0

4.5

5.0

2.5

6.0

6.5

7.0

75

8.0

8.5

9.0

9.5

f1 (ppm}

Figure 37: Comparison of the 'H NMR spectra of isolated (top) and synthetic (bottom) ancistrocyclinone A (5).
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Figure 38: Comparison of the B3C NMR spectra of isolated (top) and synthetic (bottom) ancistrocyclinone A (5).
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Figure 39: Cytotoxic activities of ancistrocladinium A (7a/b) and ancistrocyclinone A (5)
against parental drug-sensitive CCRF-CEM leukemia cells and their multi-drug resistant
subline, CEM/ADRS5000. The compounds were dissolved in DMSO (< 1%) and cell culture
medium at concentrations of 0.001, 0.003, 0.01, 0.03, 0.1, 0.3, 1, 3, 10, and 100 uM. Cell
viability was assessed by the resazurin assay. Mean values and standard deviation of three

independent experiments with each six parallel measurements are shown.



