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I.TH NMR and *C NMR spectra

'H NMR and C NMR spectra of 24
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'"H NMR and C NMR spectra of 25

1€68°0

LL6S0
16060
LET60

wr't
reer'l
80SH'T

e
Koo
_HTm:

1.0

SEE9Y

0LE9Y
T6E9°t
LTF9'Y

€€99°t

90€T°S W

99rT'S

LS
ST6L'S /
porgs N\
6rE8'S N
8L58'S

[4:1 4 A—

25

or'6
8501
r [sot

—H—Ynom

30

E‘om—

4.0

_H—Yomo

b
O-r10¢

0

A O_HTS,_

o
=

"HNMR, CDCl3, 400 MHz

o

T
10 0
souepunqe

X : parts per Million : Proton

6IE1TT
0L8T'€T
Y6LLYT
ELSEBT

I\I/

18068 —
(04 1 § J—

TEB6'IS

0THLTL
SE89°9L
0000°LL
SOTELL
T6€1°6L

N'd4

8SLTSIT —

6109FET —

THTIST —

Al

T T T T T T T T T T
180.0  170.0 160.0  150.0  140.0 130.0 1200 110.0  100.0 90.0

T
190.0
X : parts per Million : Carbonl3

BocHN

3C NMR, CDClg, 100 MHz

(syipuesnory)

S2



"H NMR and BC NMR spectra of 26
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'"H NMR and C NMR spectra of 27
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"H NMR and BC NMR spectra of 28

@© S ~
g8 8 8 8 8 8 8 8 8 88 8 3 2 8 3 8 8 3 8 3 8 38 38 3 3 3 3 ¥
W & @ & W 9 @ & & d & & @ d 46 & & & & & & & & & & T @
, I PR . B S R R N LT B ¥ 0 R . 9.3 9 9 9 4. 8. 2.0 B,

= 0822
2680 s 9622
£506°0 60'€2
LELE0 SYE
22260 o 89°€Z J
: = S5ve J
mmwmm/ :««W
: 1R
S90G'L s 62.2 —
nﬁm._W ) 9182
6645} :
SE8C M.
1522 o &8990
10922 - oee
0eee
£892C 4
66922 0g'6¢
$8.2¢ “ 19'6¢
e S0'26—
VIEET
66£€T °
LBYET =
185E'T ZVoL
699€C 059
- ;
1618E o %.WM
§528'¢ 9L \
m—anV 25°6.
LL66€ o
£620'Y o 0126,
86201 9626 e
2]
<
vELOS o
2580'G 3
0611'S _ = ;
SOPLS SEOLL~
194G “ 69°LLL"
LLLLS @
168L'G
626LG -
108G = SLYEL
1608°G © ozver” -
£228'
90£8'
]
©
L TTENg
o 1825V —
86€C L— -
e 2 :
N\ S A\ o
& - Q
, © O ] ) <
m Q N Q — o) 2 m
- Puy e [S)
g S s z ¢
@ = @ W
I O
E & @
P

S5



'"H NMR and C NMR spectra of 29
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"H NMR and BC NMR spectra of 30
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'"H NMR and C NMR spectra of 31
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ide B variant (4)

1zenami

"H NMR and C NMR spectra of
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'H NMR and C NMR spectra of izenamide B variant (5)
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ide B variant (6)
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"H NMR and C NMR spectra of
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"H NMR and BC NMR spectra of 20
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'"H NMR and C NMR spectra of 15
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'"H NMR and C NMR spectra of 33
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"H NMR and BC NMR spectra of 34
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"H NMR and BC NMR spectra of the Sta-incoporated izenamide C (7)
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de B (8)
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"H NMR and C NMR spectra of 18
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II. Comparison of 'H, *C NMR spectra of acetonide 24, 27, and 28

'H NMR of (24, 27, and 28), CDCls, 800 MHz; d 7.00-0.60

acetonide 24

acetonide 27

' |

acetonide 28

Ak

89 10

3

J=64Hz
4 5

R

J=52Hz
45

a

T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
6.0 58 56 54 52 50 48 46 44 42 40 38 36 ?.4 32 30 28 26 24 22 20 18 16 14 12 10 08 06
f1 (ppm)

24 27 28
o | 514(5 05H),512(s,05H), | 513 (s, 0.5H),5.09 (s, 0,5H), | 5.10 (s, 0.5H), 5.08 (s, 0.5H),
5.08 (d, ] = 9.4 Hz, 1H) 5.08 (d, ] = 10.4 Hz, 1H) 5.04 (d, ] = 9.8 Hz, 1H)
5.77 (ddt, ] = 17.2,10.2,
2 5.80-5.76 (m, 1H) 7.0 Hz, 1H) 5.80-5.72 (m, 1H)
o3 | 235(dtJ=141,69 Hz, 1H), 2.40-2.35 (m, 1H), 2.31(dt, ] = 14.3, 7.0 Hz, 1H),
2.27 (dt, ] = 13.2, 6.4 Hz, 1H) 2.30-2.27 (m, 1H) 2.25-2.21 (m, 1H),
c4 4.03 (d, ] =5.2 Hz, 1H) 3.86 (t, ] = 6.4 Hz, 1H) 3.99 (d, ] = 5.2 Hz, 1H)
o5 3.99 (d, ] = 5.0 Hz, 0.5H), 3.76 (s, 0.5H), 3.96 (d, ] = 5.1 Hz, 0.5H),
3.82(d, ] = 5.1 Hz, 0.5H) 3.63 (s, 0.5H) 3.79 (d, ] = 5.2 Hz, 0.5H)
1.43-1.36 (m, 1H), 1.38-1.31 (m, 1H),
6 1.33-1.21 ((m, lH)) 1.50-1.42 (m, 2H) 1.30-1.18 ((m, 1H))
c7 1.65-1.60 (m, 1H) 1.70-1.61 (m, 1H) 1.60-1.56 (m, 1H)
s 1.53 (d, ] = 28.5 Hz, 3H), 1.60-1.53 (m, 3H) 1.50 (d, ] = 28.0 Hz, 3H),
1.50 (d, ] = 13.9 Hz, 3H) 1.50-1.42 (m, 3H) 1.46 (d, ] = 13.2 Hz, 3H)
C9 1.45 (s, 9H) 1.50-1.42 (m, 9H) 1.41 (s, 9H)
C10 0.94-0.89 (m, 6H) 0.90 (d, ] = 6.4 Hz, 6H) 0.91-0.85 (m, 6H)
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3C NMR of (24, 27, and 28), CDCls, 200 MHz; & 200.00-10.0

acetonide 24

acetonide 27

!

A

E E-

acetonide 28

T T
200 190

T
180

T
170

T
140

T
130

T
120

T T
110 100
f1 (opm)
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III. Comparison of NMR spectra of Izenamide B Variants (4-6, 8) and Izenamide B (2)
'"H NMR of (4-6, 8), CDsOD, 800 MHz; 5 6.00-2.70 and 2.60-0.60

Izenamide B variant (4)

L.

Izenamide B variant (5)

MJJ
Izenamide B variant (6)
e Ly

18-epi-lzenamide B (8) I
' 1

= s PR P e R I T T T T T T T R PR e T I T
6.0 5.8 5.6 54 8:2 5.0 4.8 4.6 4.4 4.2 4.0 3.8 3.6 3.4 3.2 3.0 2.8
1 (ppm)

Izenamide B variant (4)

MM JL*%

Izenamide B variant (5)

" b e

Izenamide B variant (6) J

:

et A M L LT

18-epi-lzenamide B (8)

i

T T T T T T T T T
25 24 23 22 2.1 2.0 1.9 1.8 574

T T T T T T T T T T
1.6 1.5 1.4 13 1.2 1.1 1.0 0.9 0.8 0.7
1 (ppom)
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3C NMR of (4-6, 8), CDsOD, 200 MHz; d 190.0-120.0 and 90.0-5.0

Izenamide B variant (4)

! [T . 1|

" v 4 N ' Y Ly

Izenamide B variant (5)
MMMWMM_S
Izenamide B variant (6)
‘ Lo
LJ LU I J I " l
18-epi-lzenamide B (8)
1L e

r T T T
190 185 180 175 170 165 160

T T T T T T 1
155 150 145 140 135 130 125 120
f1 (opm)

Izenamide B variant (4)

L L

Izenamide B variant (5)

L

Izenamide B variant (6)

i

18-epi-lzenamide B (8)

e

T T T T T T T
80 75 70 65 60 55 50

o

T T T T T T T !
45 40 35 30 25 20 15 10 5
f1 (ppm)

S21



'H and C NMR of Izenamide B (2) (ref. Molecules 2019, 24, 3242)
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IV. HRMS spectra of Izenamide Variants (4-8)

HRMS spectra of izenamide B variant (4)

Data:F37580  Date : 29-Dec-2020 1004
Instrument - MStation
Sample £1Z By

A

Inlet : Direct  fon Mode ¢ FABY
RT:000min  Scan : {1,126)
Ele € 50/0, H 100/0, N 7/0, 0 15/0
Mass Toleranc Oppen, Smmu if m/z < 500, 10mmu if m/z > 1000
Unsaturation (US) : -05 - 150

Observed m/z Int% Erclppm / mmu]  U.S. Composition
| 846.5220, 100,00 1.0/ -0.8 11.5 4 H72 N5 011
2 -2.6 / =2.2 11.0 GCA46 H74 N2 012
3 +3.8 / +3.2 7.5 ©39 H72 N7 013
4 +2.2 / +1.8 7.0 C41 H14 N4 O14
5 +0.6 / +0.5 6.5 C43 H76 N O15

Te—b—W\, ald Beb 5239

" C44 Hna Ny On
(M)

HRMS spectra of izenamide B variant (5)

Dots - FI8305  Date : 14-May-2021 17:30 e~ Canal
Instrument : MStation

Nota : m-NBA
Inlet : Direct  fon Mode ; FAB®
RT:663min  Scant : (180202)

Eloments : G 50/0, H 100/0, N 7/0, 0 15/0
Mass Tolers 10ppm, Smenu if m/z < 500, 10mmu if m/z > 1000
Unsaturation (US) : <05 - 150 k“
Observed m/z Int% Erclppm / mmu]  U.S. Composition MA-C
1 846.5224 27.41 -0.5 / -0.4 11.5 ©44 H72 N5 O11
2 =2,% £ =18 11.0 C46 H74 N2 012
3 +4.2 / +3.6 7.5 ©39 H72 N7 013
4 +2.7 7 +2.2 7.0 G4l H74 N4 O14
5 +1.1 / +0.9 6.5 GC43 H76 N O15

HRMS spectra of izenamide B variant (6)

Data:F37582  Date : 20-Dec-2020 1152
Instrument : MStation
Sample ‘12 B-dd
Note : m-NBA
Inlet - Direct lon Mode * FABS
00 min  Scant : (1,59)
Elements : G 50/0, H 100/0, N 10/0. 0 15/0
Mass Tolerance - 10ppm, Smenu if m/z < 500, 10mmu i m/z > 1000
Unsaturation (U.S) : -05 - 150

Observed m/z Int% Errlppm / mmu] U.S. Composition
1 846.5230 100.00 +1.8 / +1.§6 12.0 C42 H70 N8 010
2 +0.2 / +0.2 11.5 ©44 H7Z N5 O11
: Nk E i
4 -8.3 / -7.0 7.5 €38 H72 N9 012
: o L
6 9.9 / 8.4 7.0 C40 H74 N6 013
7 +4.9 / +4.2 7.5 €39 H72 N7 013
8 +3.4 / v2.8 7.0 C41 H74 N4 014
9 +1.8 / +1.5 6.5 C43 HI6 N O15
10 ~NE -4.4 3.0 C35 H74 NB 015
" w5 g an 1L oainimeen
T2-8 au/ (adk Cqq MqzNs Oy

(vt oty
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HRMS spectra of Sta-incoporated izenamide C (7)

Qualitative Compound Report

Data File SI1Z-04_8.d Sample Name SIZ-04
Sample Type Sample Position P1-F1
Instrument Name Instrument 1 User Name
Acq Method DIP method-2.m Acquired Time  7/14/2019 3:52:56 PM
IRM Calibration Status EiE==S oA Method Default.m
Comment
Sample Group Info.
Stream Name IC1
Compound Table
Diff |
Compound Label RT Mass Abund Formula Tgt Mass | (ppm)
Cpd 1: C43H69N5011 0.21 831.5005 54036 C43H69N5011 831.4994 1.32]
Compound Label RT Algorithm Mass
Cpd 1: C43H69N5011 0.21 Find By Formula 831.5005
x10 5 |Cpd 1: C43HE69N5011: +ESI EIC(406.7438, 407.2454, 407.7517, 408.2533 ...) Scan Frag=100.0V...
841 1
7,
6
5
4
3,
2
1
0 - - - - - - - : - - - - - - - - - - -
05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95
Counts vs. Acquisition Time (min)
MS Spectrum
x10 4 |Cpd 1: C43H69N5011: +ESI Scan (0.160, 0.260-0.310 min, 5 scans) Frag=100.0V SIZ-04_8.d Su...
443.7165 832.5079
51 (M+H)+
5
4
3
2
Ll | |
old .yJA.IlI 'llllIT ‘u.l;l‘lul.il.“‘LLI._lJ‘l.Lll | - l. .‘h. L |l.+
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950
Counts vs. Mass-to-Charge (m/z)
- Agilent Technologies Page 1 of 2 Printed at: 11:36 AM on:7/16/2019
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Qualitative Compound Report

MS Zoomed Spectrum

x10 4 |Cpd 1: C43H69N5011: +ESI Scan (0.160, 0.260-0.310 min, 5 scans) Frag=100.0V SIZ-04_8.d Su...

N WA o

-

400 425 450 475 500 525

443.7165

MS Spectrum Peak List

832.5079
(M+H)+

550 575 600 625 650 675 700 725 750 775 800 825 850
Counts vs. Mass-to-Charge (m/z)

m/z Calcm/z Diff(ppm) Z [Abund |Formula Ton
415.7504 415.7491 2.96] 2 116|C43 H69 N5 O11 M+2
416.7581 416.757 2.79] 2 60427|C43 H71 N5 O11 (M+2H)+2
417.2587 417.2585 0.45] 2 32100]|C43 H71 N5 O11 (M+2H)+2
443.7165 66157
444.2182 34158
444.7185 22898
446.2639 17948
832.5079 832.5066 1.5 1 54036|/C43 H70 N5 O11 (M+H)+
833.5106 833.5098 1] 1 27134|C43 H70 N5 O11 (M+H)+
854.4874 854.4886 -14] 1 4910|C43 H69 N5 Na O11 (M+Na)+

--- End Of Report -

:i- Agilent Technologies Page 2 of 2 Printed at: 11:36 AM on:7/16/2019
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HRMS spectra of 18-epi-izenamide B (8)

Qualitative Compound Report

Data File SI1Z-05_2.d Sample Name SIZ-05
Sample Type Sample Position P1-F2
Instrument Name Instrument 1 User Name
Acq Method DIP method-Op-1.m Acquired Time  7/13/2019 4:57:47 PM
IRM Calibration Status E==S oA Method Default.m
Comment
Sample Group Info.
Stream Name IC1
Compound Table
Diff |
Compound Label RT Mass Abund Formula Tgt Mass | (ppm)
Cpd 1: C44H71N5011|  0.209 845.516] 17627 C44H71N5011 845515  1.21
Compound Label RT Algorithm Mass
Cpd 1: C44H71N5011 0.209  Find By Formula 845.516
x10 5 |Cpd 1: C44H71N5011: +ESI EIC(413.7517, 414.2533, 414.7595, 415.2611 ...) Scan Frag=80.0V S..
1.641 1
14
1.2
1
0.8
0.6
0.4
0.2
0 > - - - - - - - - - - - - - - - - - -
05 1 15 2 25 3 35 4 45 5 55 6 65 7 75 8 85 9 95
Counts vs. Acquisition Time (min)
MS Spectrum
x10 4 |Cpd 1: C44H71N5011: +ESI Scan (0.159-0.176, 0.226-0.309 min, 8 scans) Frag=80.0V SIZ-05_2...
450.7253
6
5
4
3
2 846.5230
] (M+H)+

150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950
Counts vs. Mass-to-Charge (m/z)

- Agilent Technologies Page 1 of 2 Printed at: 11:35 AM on:7/16/2019
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Qualitative Compound Report

MS Zoomed Spectrum

x10 4 |Cpd 1: C44H71N5011: +ESI Scan (0.159-0.176, 0.226-0.309 min, 8 scans) Frag=80.0V SIZ-05_2...
450.7253
6
54
4
3
2 846.5230
1 (M+H)+
= l 1t s il i b b Llll - I

425 450 475 500 525 550 575 600 625 650 675 700 725 750 775 800 825 850 875
Counts vs. Mass-to-Charge (m/z)

MS Spectrum Peak List

m/z Calcm/z Diff(ppm) Z [Abund |Formula Ton
423.7658| 423.7648 249 2 17627|C44 H73 N5 O11 (M+2H)+2
424.2676) 424.2664 2.94| 2 9040|C44 H73 N5 O11 (M+2H)+2
450.2268 6912
450.7253 64820
451.2268| 34030
451.7266 24693
452.2283 10457
452.7255 8556

846.523 846.5223 0.87] 1 10452|C44 H72 N5 O11 (M+H)+
868.5043 868.5042 0.03] 1 1783|C44 H71 N5 Na O11 (M+Na)+

--- End Of Report -

:i- Agilent Technologies Page 2 of 2 Printed at: 11:35 AM on:7/16/2019
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