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Supporting Information 1: Fig S1
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Figure S1: Primary activities of artemisinin cholesterol conjugates against Pf NF54 parasites.
Artemisinin cholesterol conjugates 8 and 21 showed >70% inhibition (red dotted line) at 5 uM (black
bars) and 11, 14, 15, 17 showed >70% at 5uM (black bars) and >50% inhibition (red dotted line) at 1
UM and 500- to 100 nM (grey bars) against PfNF54 parasites at 37°C for 96 h using the SYBR green-I

based assay. Data are means of three biological repeats (n=3) performed in technical triplicates,
error bars indicate SEM.
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Supporting Information 2: Cholesteryl Artemisinin Conjugates, Compound Numbering
and Spectra.

Compound 7
13 26', 27"
21"
18'
> 11911 12'18 251
Lo ady
7' 15' . 27I
26
CDCl 12
10
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Y.
| A W ALY
7.0 6.5 6.0 3.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.

f1 (ppm)
'H NMR (600 MHz, CDCl3) & (ppm): 5.41 (s, 1H, H-12), 5.30 (d, 1H, J = 5.1 Hz, H-10), 4.88
(t, 1H, J = 5.1 Hz, H-6'), 3.48 - 3.56 (m, 1H, 3"-H), 2.56 - 2.53 (m, 1H, H-4"), 1.40 (s, 3H, H-
13), 0.96 (s, 3H, H-19'), 0.91 (d, J = 6.5 Hz, 3H, H-14), 0.87 (d, J = 6.5 Hz, 3H, H-15), 0.84
(s, 3H, 21’-H), 0.82 (dd, J = 6.5, 2.7 Hz, 6H, H-26', H-27"), 0.63 (s, 3H, H-18").

12 12a <% ha'

T T T T T T T T T g T ™ T g T T T v T - T T T ' 1 . |

180 17‘"0 léD 150 140 13‘0 léD 110 fljfuo ) 90 80 70 60 50 40 30 20 10
ppm

13C NMR (151 MHz, CDCl): 141.04 (C-5'), 122.21 (C-6"), 104.21 (C-3), 99.84 (C-10), 88.52

(C-12), 81.60 (C-12a), 76.64 (C-3'), 57.05 (C-14), 56.49 (C-17’), 52.97 (C-5a), 50.44 (C-9),

44.87 (C-8a), 42.65 (C-13"), 23.18 (C-26",27"), 14.48 (C-14), 13.56 (C-18).
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Compound 8
15
14 45
p6" 27
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CDCh
10 \,M
\ A" [
kol
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4.0
f1 (ppm)
'H NMR (600 MHz, CDCls) & (ppm): 5.56 (d, J = 9.8 Hz, 1H, H-10), 5.42 (s, 1H, H-12), 5.36
(d, J = 4.8 Hz, 1H, H-6"), 4.46 — 4.51 (m, 1H, H-3"), 2.59 — 2.53 (m, 1H, H-8a), 2.35 (d, J =
2.9 Hz, 2H, H-4"), 1.41 (s, 3H, H-13), 1.40 (s, 3H, H-15), 0.98 (s, 3H, H-14), 0.93 (d, J = 6.1
Hz, 3H, H-19"), 0.88 (d, J = 1.8 Hz, 3H, H-21"), 0.84 (dd, J = 6.6 Hz, 2.6 Hz, 6H, H-26", H-
27"), 0.65 (s, 3H, H-18").
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24" s )
13 18
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21"

T T " T " T " T T — T . | . | . | — —_—
180 170 160 150 140 130 120 110 100 0 80 70 60 50 40 30 20 10 1]

f1 (ppm)

3C NMR (151 MHz, CDCl;): 153.56 (C-1’), 139.37 (C-57") , 122.88 (C-6"), 104.43 (C-3),
95.53 (C-10), 91.43 (C-12), 79.90 (C-12a), 78.20 (C-3"), 56.66 (C-14"), 56.08 (C-17"), 51.47
(C-5a), 49.94 (C-9"), 45.19 (C-8a), 42.28 (C-13"), 39.67 (C-24"), 22.80 (C-25", C-26"), 19.25
(C-197), 18.68 (C-21"), 12.09 (C-15), 11.83 (C-18").
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Compound 8 (cont.)

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Mot active Set Capillary 4500V Set Dry Heater 180 °C
Scan Begin 50 m/iz Set End Plate Offset  -500 V Set Dry Gas 4.0 Umin
Scan End 1500 m/iz Set Collision Cell RF~ 100.0 Vpp Set Divert Valve Waste
Intens. | +MS, 1.2-1.5min #(72-92
x104:
1.5
] 719.4774
1.0
1 1411.0076
0.5
9 267.1557
] 125052 1199.9381
] 508.4069
0‘04 ‘l“ | ’ Ll l. " " I. ||1u N . . Llll 9I35.l64?-6 y Al ) . .
200 400 600 800 1000 1200 1400 miz
HRMS-ESI m/z [M+Na]* 719.4774 (calcd for C43HgsO7Na: 719.4863).
Compound 9
13
19"
18"
6", 271
12
CDCls
10 2., 3 8a
W
o | Iy L
L lL U IR .
T T T T T T T T T T T T T T T T
75 7.0 6.5 6.0 5.5 5.0 4.5 4. 5 3.0 2.5 2.0 1.5 1.0 0.5 0

0 3.
f1 (ppm)
'H NMR (600 MHz, CDCl;) & (ppm): 5.77 (d, J = 9.9 Hz, 1H, H-10), 5.41 (s, 1H, H-12), 5.34
(d, J = 4.1 Hz, 1H, H-6"), 4.62 - 4.57 (m, 1H, H-3"), 2.74 — 2.50 (m, 4H, H-2, H-3), 2.37 -
2.32 (m, J = 3.2 Hz, 1H, H-14"), 2.29 - 2.28 (m, J = 7.1 Hz, 1H, H-8a), 1.41 (s, 3H, H-13),
0.98 (s, 3H, H-19"), 0.94 (d, J = 6.1 Hz, 3H, H-14), 0.88 (d, J = 6.5 Hz, 3H, H-15), 0.85 (d, J

= 1.8 Hz, 3H, H-21"), 0.82 (dd, J = 2.6, 2.9 Hz, 6H, H-26", H-27"), 0.65 (s, 1H, H-18").
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Compound 9 (cont.)

21" 18
24"
Sa ggld" 6
3 1012 12a 9"
6 3||
T T g T g T T T T T T T g T g T T T T T T T T T T T T T T T T T g T
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 C

f1 (ppm)
3C NMR (151 MHz, CDCl;): 171.47 (C-4’), 171.19 (C-1), 139.57 (C-5"), 122.65 (C-6"),
104.44 (C-3), 92.08 (C-10), 91.47 (C-12), 80.10 (C-12a), 74.33 (C-3"), 51.53 (C-5a), 49.97
(C-9), 45.20 (C-8a), 42.27 (C-13"), 39.69 (C-24"), 31.86 (C-6), 18.68 (C-21"), 12.06 (C-15),
11.82 (C18").

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500 V Set Dry Heater 180 °C
Scan Begin 50 miz Set End Plate Offset =500 v Set Dry Gas 4.0 Ifmin
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. 1 +MS, 9.8-10.1min #(586-600)
x10%1
1.257
1.007
0.75] 775.5192
0.507
0.25] 634.3364
] 000770 150987 226.9546 4252943
) 158. 4
0.00 L —Lpspnnr g .+.l'.*:. - .A,uf‘l.L‘ asosscINNNOUEY WESE—. et
100 200 300 400 500 600 700 800 mfz

HRMS-ESI m/z [M+Na]* 775.5192 (calcd for C4H7,0gNa: 775.5125).
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Artemisinin-piperazine cholesterol conjugates: Compound 10.

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500 vV Set Dry Heater 180 °C
Scan Begin 50 miz Set End Plate Offset 500V Set Dry Gas 4.0 /min
Scan End 1500 miz Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens_] +MS, 6.1-6.3min #(365-375)
x1064
157
1 353.2469
1 .D:
0.5
e — T
50 100 150 200 250 300 350 400 miz

HRMS ESI m/z [M+H]" 353.2469 (calcd for C195H33N,0,4": 353.2440).

Compound 11
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4.0

f1 (ppm)
'H NMR (600 MHz, CDCl3) & (ppm): 5.34 (d, J = 2.3 Hz, 1H, H-6"), 5.25 (s, 1H, H-12), 4.45 —
4.48 (m, 1H, H-3"), 4.00 (d, J = 8.5 Hz, 1H, H-10), 3.44 - 3.40 (m, 2H, H-5"), 2.88 — 2.96 (m,
2H, H-3), 2.63 — 2.52 (m, 4H, H-6’, H-2'), 1.62 (s, 3H, H-13), 1.36 (s, 3H, H-15), 0.99 (s, 3H,
H-197), 0.92 (d, J = 6.1 Hz, 3H, H-14), 0.89 (d, J = 6.5 Hz, 3H, H-21"), 0.84 (dd, J = 6.6, 2.8
Hz, 6H, H-26", H-27"), 0.65 (s, 3H, H-18").
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Compound 11 (cont.)

14"

léD ‘ l}I’D I léD ' 1;0 1‘10 130 120 110 fll(DD ) a0 80 70 60 50 40 30
ppm

13C NMR (151 MHz, CDCl3) § (ppm): 154.97 (C-7"), 140.07 (C-5"), 122.36 (C-6"), 103.84 (C-

3), 91.79 (C-10), 90.75 (C-12), 80.26 (C-12a), 74.64 (C-3"), 56.65 (C-14"), 56.08 (C-17"),

45.80 (C-5', C-3'), 44.05 (C-8a), 42.28 (C-13"), 20.25 (C-14), 19.34 (C-19”), 18.68 (C-21"),

13.46 (C-15), 11.82 (C-18").

T " T T T v T v T T T v T N T T T " T T T

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer
Focus Mot active Set Capillary 4500 vV Set Dry Heater
Scan Begin 50 m/z Set End Plate Offset  -500V Set Dry Gas
Scan End 1500 m/z Set Collision Cell RF  100.0 Vpp Set Divert Valve

0.4 Bar
180 °C
4.0 Vmin
Waste

18"

T

Intens. - +MS, 3.5-4.5min #(209-269)

x10%]
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2.0
15 765.5678
1.0

0.5

: 787.5493 |
00 e B3RM9

HRMS-ESI m/z [M+H]" 765.5678 (calcd for C47H76N,OgH: 765.5782).
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Compound 14

19"
18"
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4.0 3.5
f1 (ppm)

'H NMR (600 MHz, CDCl3) & (ppm): 5.34 (d, J = 3.7 Hz, 1H, H-6"), 5.24 (s, 1H, H-12), 4.64
(s, 1H, H-3"), 4.03 (d, J = 9.9 Hz, 1H, H-10), 3.29 (s, 2H, H-6"), 3.21 (s, 2H, H-7"), 3.15-3.05
(m, 2H, H-5', H-3"), 2.90 — 2.73 (m, 2H, H-2"), 1.34 (s, 3H, H-13), 0.98 (s, 3H, H-19”), 0.91 (d,
J = 6.2 Hz, 3H, H-14), 0.88 (d, J = 6.5 Hz, 3H, H-15), 0.83 (dd, J = 6.6, 2.7 Hz, 6H, H-26", H-

27", 0.79 (d, J = 6.6 Hz, 3H, H-21"), 0.64 (s, 3H, H-18").

T T T T T T T T T v T - T v T T T T T T T T T v T v T

180 170 160 150 140 130 120 110 100 90 80 70 60 50
f1 (ppm)
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40
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20 10 0

13C NMR (151 MHz, CDCl3) § (ppm): 139.37 (C-5"), 122.84 (C-6"), 103.94 (C-3), 91.51 (C-
10), 90.41 (C-12), 80.25 (C-12a), 74.82 (C-3"), 56.63 (C-14"), 56.08 (C-17"), 51.62 (C-5a),
49.94 (C-6', C-2'), 45.79 (C-13"), 23.79 (C-23”), 22.79 (C-26", C-27"), 20.26 (C-14), 19.27

(C-19”), 18.68 (C-21"), 13.39 (C-15), 11.82 (C-18").
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Compound 14 (cont.)

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Mot active Set Capillary 4500 vV Set Dry Heater 180 °C
Scan Begin 50 m/z Set End Plate Offset  -500 V Set Dry Gas 4.0 Vmin
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. ] +MS, 3.0-3.1min #(178-182)|
X105
2.5
2.0
1.0
057 261.1453
1 909765 1589633 | | 413.2650
V[VR SRRSO SOV U SRVEN HEHT G AR ESED SV D SIS VUMD SN RS R
100 200 300 400 500 600 700 800 m/z
HRMS-ESI m/z [M+H]" 779.5897 (calcd for C4sH7sN,OgH: 779.5938).
Compound 15
13
15
18
26"
o7
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CDCls
8 211
12
g

|
MJ M‘k U MUL

T
0 1.5 1.0 0.5

?'.ID ‘ 6.[5 ‘ 6.[0 ‘ 5.r5 I SiD 4.?1( ]4.0 3.5 310 '
ppm
'H NMR (600 MHz, CDCl3) § (ppm): 5.34 (d, J = 4.0 Hz, 1H, H-6"), 5.24 (s, 1H, H-12), 4.61
— 454 (m, 1H, H-3"), 4.06 (d, J = 9.4 Hz, 1H, H-10), 2.54 — 2.51 (M, 2H, H-1"), 2.33 — 2.24
(m, 2H, H-5"), 1.33 (s, 3H, H-13), 1.25 — 1.20 (m, 2H, H-8), 0.99 (s, 3H, H-15), 0.92 (d, J =
6.3 Hz, 3H, H-14), 0.88 (d, J = 6.5 Hz, 3H, H-19""), 0.83 (dd, J = 6.6, 2.7 Hz, 6H, H-26"", H-

27", 0.76 (d, J = 7.1 Hz, 3H, H-21""), 0.65 (s, 3H, H-18").

[ T
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Compound 15 (cont.)

8a

T T T T T T T T T T T T
145 140 135 130 125 120 115 110 105 100 95 90

8‘5 80 f (?pspm] 70 65 60 5‘5 S‘U 4‘5 4‘0 3‘5 3ID 2‘5 2‘0 1‘5 1‘0 g
13C NMR (151 MHz, CDCl3) § (ppm): 139.64 (C-5™), 122.59 (C-6""), 103.95 (C-3), 91.40 (C-
10), 80.28 (C-12a), 73.83 (C-3"), 56.65 (C-1’), 56.08 (C-17""), 51.58 (C-5a), 49.98 (C-5),

45.72 (C-8a), 42.27 (C-13"), 22.53 (C-26"", C-27""), 20.25 (C-14), 19.29 (C-19""), 18.68 (C-
15), 13.39 (C-21""), 11.82 (C-18").

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 180 °C
Scan Begin 50 miz Set End Plate Offset  -500V Set Dry Gas 4.0 Vmin
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. 3 +MS, 0.7-0.9min #(44-52)
x106+
2.0
1.5
] 8356573
1.0
057
e v T e S e e L
100 200 300 400 500

HRMS-ESI m/z [M+H]" 835.6573 (calcd for Cs,HgsN,OgH: 835.6564).
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Compound 17

18"
26" 27"
CDCly 14
19"
13
1"
2.6 I‘J‘ |
.. el
10,9 . | Mﬁ '
| 3 w 3 8a IJ‘\/ { g
N JU L /\_‘__}'M’*L\—l' I‘ W J /\U Vol L U -
' ?.IU ‘ 6.’5 I GjU ' 5.‘5 ‘ 5:0 ' 4.‘5 ‘ 4.[0 I 3?5 ' 3.ID ‘ 2.’5 I ZjD - l.IS I l:D ' D.IS ‘ U.[D
f1 (ppm)

'H NMR (600 MHz, CDCl3) § (ppm): 5.33 (d, J = 4.8 Hz, 1H, H-6"), 5.25 (s, 1H, H-12), 4.45
(s, 1H, H-3"), 4.09 (d, J = 7.2 Hz, 1H, H-10), 3.52 — 3.43 (m, 2H, H-8"), 2.55 — 2.49 (m, 1H,
H-8a), 2.35 — 2.28 (m, 4H, H-6’, H-2"), 1.35 (s, 3H, H-13), 0.92 (d, J = 6.3 Hz, 3H, H-15),
0.89 (d, J = 6.5 Hz, 3H, H-14), 0.84 (dd, J = 6.6, 2.7 Hz, 6H, H-26"", H-27"), 0.76 (d, J = 7.1
Hz, 3H, H-21"), 0.65 (s, 3H, H-18")

26", 27"

25

T v T v T v T T T T T T T T T g T

T T . v . T . T . .
180 170 160 1350 140 130 120 110 100 90 a0 70 60 50 40 30 20 10 (
f1 (ppm)

13C NMR (151 MHz, CDCls) & (ppm): 156.49 (C-10"), 122.39 (C-6"), 103.86 (C-3), 91.42 (C-
12), 80.27 (C-12a), 74.53 (C-3™), 56.69 (C-7"), 56.10 (C-17""), 50.00 (C-2’), 42.28 (C-13"),
27.98 (C-97), 22.80 (C-26, C-27™), 20.24 (C-14), 19.29 (C-19"), 18.68 (C-15), 13.39 (C-
21™), 11.82 (C-18™)
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Compound 17 (cont.)
Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 180 °C
Scan Begin 50 m/z Set End Plate Offset -500 V Set Dry Gas 4.0 /min
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. ] +MS, 0.2-0.3min #(10-17)
x10
4
3]
. 808.6201
2]
1
o 413.2654 598.4207
" 100 200 300 400 500 600 700 800 = mz
HRMS-ESI m/z [M+H]" 808.6201 (calcd for C49Hg; N3OgH: 808.6204)
Carbamates
Compound 18
Compound 19
13
19"
18"
21"

126“ i g 8,4 i A
N N GO

4.0 3.5
f1 (ppm)

'H NMR (600 MHz, CDCl3) & (ppm): 5.41 (s, 1H, H-12), 5.35 (t, J = 4.8 Hz, 1H, H-
6”), 4.78 (d, J = 3.3 Hz, 1H, H-10), 4.52 — 4.46 (m, 1H, H-3"), 4.00 (s, 2H, H-1'), 3.64
—3.45 (m, 4H, H-7", H-5'), 2.65 — 2.57 (m, 4H, H-8', H-4"), 2.36 — 2.25 (m, 2H, H-4"),
1.40 (s, 3H, H-13), 0.99 (s, 3H, H-19"), 0.93 (d, J = 6.3 Hz, 3H, H-15), 0.88 (d, J =
7.0 Hz, 3H, H-14), 0.86 (s, 3H, H-21"), 0.83 (dd, J = 6.6, 2.7 Hz, 6H, H-26",H-27"),

0.65 (s, 3H, H-18").
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Compound 19 (cont.)

T T T T T T T T v T T T - T T T T T
180 170 160 150 140 130 120 110 100

f1 (ppm)
13C NMR (151 MHz, CDCl3) & (ppm): 139.89 (C-5"), 122.55 (C-6"), 104.10 (C-3),
102.00 (C-10), 87.90 (C-12), 80.99 (C-12a), 56.63 (C-23), 56.08 (C-17"), 52.96 (C-
2’, C-8'), 52.50 (C-5a), 49.95 (C-1’, C-7"), 44.27 (C-8a), 42.27 (C-13"), 31.87 (C-6),

28.17 (C-16"), 24.67 (C-13), 22.79 (C-26", C-27"), 20.34 (C-14), 19.33 (C-19”),
18.68 (C-21"), 13.06 (C-15), 11.82 (C-18").

T T T T T - T v T - v '
a0 80 70 60 50 40 30 20 10 C

Acquisition Parameter
Source Type ESI

lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 180 °C
Scan Begin 50 miz Set End Plate Offset -500 v Set Dry Gas 4.0 V/min
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. +MS, 0.5-0.6min #(27-38)
x10%
3]
] 809.6034
24
1]
ol 413.2661
S 00 0 200 300 400 500 €0 700 800  mz

HRMS-ESI m/z [M+H]" 809.6034 (calcd for C49HgoN,O7H: 809.6044).
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Compound 20

Compound 21

19"

18"

pe", 27(

CDCl:

12

) J ILM%W'"\H —

T T T T T T T T T T T T T
7.0 6.5 6.0 5.5 5.0 4.5

—
“
o
Q
@
{r""oq
[
—_—

4.0 35

f1 (ppm)
'H NMR (600 MHz, CDCl3) & (ppm): 5.34 (s, 1H, H-6"), 5.27 (s, 1H, H-12), 4.74 (d, J = 3.3
Hz, 1H, H-10), 4.52 — 4.46 (m, 1H, H-3"), 3.88 (dd, J = 15.9, 5.9 Hz, 2H, H-8’), 3.62 (s, 2H,
H-1"), 3.40 (dd, J =16.0, 6.1 Hz, 2H, H-6"), 2.63 — 2.58 (m, 4H, H-9’, H-5’), 2.31 - 2.25 (m,
5H, H-8a, H-3', H-4"), 1.40 (s, 3H, H-13), 0.99 (s, 3H, H-19"), 0.93 (d, J = 6.3 Hz, 3H, H-14),
0.88 (d, J = 6.5 Hz, 3H, H-15), 0.86 (d, J = 7.4 Hz, 3H, H-21"), 0.83 (dd, J = 6.6, 2.7 Hz, 6H,
H-26", H-27’), 0.65 (s, 3H, H-18").
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Compound 21 (cont.)

L80 17I’U 1(;0 1!’;0 14IU 13ID 12ID 11ID lrglln(ppm] DID BID 7ID GID SID 4ID 3ID ZID 1ID 6
Compound 21

3C NMR (151 MHz, CDCl;) & (ppm): 139.68 (C-5"), 122.62 (C-6"), 104.12 (C-3), 102.06 (C-

10), 87.88 (C-12), 80.99 (C-12a), 75.32 (C-3"), 66.02 (C-1’), 53.41 (C-9’, C-5"), 52.48 (C-5a,

C-37), 44.29 (C-8a, C-8, C-6’), 30.81 (C-2’), 24.64 (C-13), 22.80 (C-26", C-27"), 20.32 (C-

14), 19.32 (C-197), 18.68 (C-21"), 13.02 (C-15), 11.82 (C-18").

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 180 °C
Scan Begin 50 m/z Set End Plate Offset  -500V Set Dry Gas 4.0 Vmin
Scan End 1500 miz Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. ] +MS, 5.4-5.6min #(322-334)
1105:
3
] 823.6207
2]
1
05 125.0561 241.0303 a4 3.??66 529.3752 ~ N
" 100 200 = 300 400  s00 600 700 800 = mz

HRMS-ESI m/z [M+H]* 823.6207 (calcd for CsoHg,N,O7H: 823.6200).

Compound 22




S16

Compound 23

1g"
18"
12,8
CDCh
10 '| f‘|
Wil
3" 17 g 4 6',ﬂ|10') 'I‘] Ml 'l |M \'Jl H"O ‘
) I L

4.0
f1 (ppm)

'H NMR (600 MHz, CDCl3) & (ppm): 5.35 (s, 1H, H-12), 5.28 (s, 1H, H-6"), 4.74 (d, J = 3.3
Hz, 1H, H-10), 4.49 (s, 1H, H-3"), 3.83 (dt, J = 9.9, 6.1 Hz, 4H, H-1', H-7"), 3.65 (s, 2H, H-9"),
3.37 (t, J = 6.2 Hz, 2H, H-4’), 2.63 — 2.58 (m, 4H, H-10’, H-6’), 2.31 (dq, J = 26.5, 13.8 Hz,
1H, H-8"), 1.41 (s, 3H, H-13), 0.99 (s, 3H, H-19"), 0.93 (d, J = 6.3 Hz, 3H, H-14), 0.88 (d, J =
7.2 Hz, 3H, H-15), 0.87 (d, J = 7.4 Hz, 3H, H-21"), 0.84 (dd, J = 6.6, 2.8 Hz, 6H, H-26", H-
27"), 0.65 (s, 3H, H-18").

26" 27"

310

: e AUCA R LSS AL S B LLLL . h d d . d ! u
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 1]
f1 (ppm)

13C NMR (151 MHz, CDCl3) § (ppm): 122.68 (C-6"), 104.11 (C-3), 102.03 (C-10), 95.27 (C-
12), 87.89 (C-12a), 81.04 (C-3"), 67.74 (C-1), 56.63 (C-4’), 56.08 (C-17"), 49.95 (C-9"),
44.32 (C-7', C-9'), 24.65 (C-13), 22.80 (C-26", C-27"), 22.54 (C-8), 21.01 (C-11"), 20.33 (C-
14), 19.32 (C-19”), 18.68 (C-21"), 13.08 (C-15), 11.82 (C-18").
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Compound 23 (cont.)

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Mot active Set Capillary 4500 v Set Dry Heater 180 °C
Scan Begin 50 m/z Set End Plate Offset -500V Set Dry Gas 4.0 l/min
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens. +MS, 0.2-0.2min #(10-12)
x1 05:
4
3]
] 837.6288
2]
14
e - —_  —————————
100 200 300 400 500 600 700 800 miz

HRMS-ESI m/z [M+H]" 837.6288 (calcd for Cs;HgsN,OH: 837.6357).

Compound 24

Compound 25

13
19°
18
6" 27
12,6
cDCk
- 9 M\
L. UU( ‘”\JM%H'WL “\,L%

f1 (pom)

lH NMR (600 MHz, CDCI3) 8 (ppm) 5.34 (d, J = 6.7 Hz, 1H, H- 12) 5.34 (s 1H, H-6"), 4.74
(d, J = 3.2 Hz, 1H, H-10), 4.52 — 4.45 (m, 1H, H-3"), 3.79 (dd, J = 16.1, 6.5 Hz, 2H, H-1’),
3.58 (s, 2H, H-9"), 3.33 (dd, J = 16.1, 6.5 Hz, 2H, H-11"), 2.61 — 2.56 (m, 2H, H-12’), 2.34 (dt,
J=14.1, 3.8 Hz, 4H, H-6", H-8'), 2.26 (d, J = 12.3 Hz, 2H, H-4"), 2.02 — 1.92 (m, 2H, H-8),
1.41 (s, 3H, H-13), 0.99 (s, 3H, H-19"), 0.93 (d, J = 6.3 Hz, 3H, H-14), 0.88 (d, J = 6.6 Hz,
3H, H-15), 0.86 (d, J = 7.4 Hz, 3H, H-21"), 0.83 (dd, J = 6.6, 2.7 Hz, 6H, H-26", H-27"), 0.64
(s, 3H, H-18").
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Compound 25 (cont.)

180 170 160 150 140 130 120 110 100 90 80 70 60 30 40 30 20 10 0
1 (ppm)

13C NMR (151 MHz, CDCl3) § (ppm): 154.77 (C-13'), 139.72 (C-5"), 122.55 (C-6"), 104.03
(C-3), 101.94 (C-10), 87.87 (C-12), 81.10 (C-12a), 75.05 (C-3"), 68.25 (C-1’), 58.41 (C-14"),
56.63 (C-6"), 52.54 (C-8', C-12"), 49.94 (C-9"), 44.42 (C-9', C-11"), 30.89 (C-2'), 27.98 (C-4’),
27.09 (C-5'), 26.20 (C-3'), 26.03 (C-13), 22.79 (C-26", C-27"), 22.53 (C-11"), 20.36 (C-14),
19.32 (C-19”), 18.68 (C-21"), 13.01 (C-15), 11.82 (C-18").

Acquisition Parameter

Source Type ESI lon Polarity Positive Set Nebulizer 0.4 Bar
Focus Not active Set Capillary 4500 v Set Dry Heater 180 °C
Scan Begin S0 m/z Set End Plate Offset -500 V Set Dry Gas 4.0 l/min
Scan End 1500 m/z Set Collision Cell RF 100.0 Vpp Set Divert Valve Waste
Intens +MS, 0.7-0.8min #(42-46)
x109
6_
865.6639
4_
2_
0 332.1408 1 255).9364
' 200 ’ 400 ' 600 ' 800 " 1000 1200 1400 miz

HRMS-ESI m/z [M+H]" 865.6639 (calcd for Cs3HgsN,O-H: 864.6670).



