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Figure S1. Proposed structures of the side products generated in the deprotection of the linear macrocyclization precursor 5. When using
morpholine, N-methylaniline, dimedone as allyl group scavengers, upon treating with Pd(PPhs)4 for 2 h we detected molecular ion peaks
1299.8 and 1233.8 as major peaks by ESI-LRMS (positive mode). Peak 1299.8 was considered as a side product of which the Alloc group was still
attached ([M+Na]* 1276.7+23=1299.7). Peak 1233.8 was suspected as the compound with allyl group still attached or a decarboxylative
rearrangement side product ([M+H]* 1232.7+1=1233.7).
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'H NMR Spectrum of Natural Lyngbyastatin 7 in (CD3),SO (600 MHz) at
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'H NMR Spectrum of Synthetic Lyngbyastatin 7 (1) in (CD3),SO (600 MHz) at 27

|
|
N VU U L U 8 J___,MMJL/J_ML_/}

p7 °C

I

giu N

1

] -*-'Iu'N'. /

LJ“I._\__J AL

o

|

[
U S

I8

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
9.5 9.0 8.5 8.0 73 %0 6.2 6.0 3.9 5.0 4.5 4.0 3.5
f1 (ppm)

T
3.0

2.5 2.0 1.

Figure S2. Comparison of *H NMR spectrum of natural lyngbyastatin 7 and synthetic lyngbyastatin 7 (1).
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13C NMR Spectrum of Natural Lyngbvastatin 7 in/(CD;),SO (150 MHz) at 27 °C “
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Figure S3. Comparison of 3C NMR spectrum of natural lyngbyastatin 7 and synthetic lyngbyastatin 7 (1).
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Figure S4. HPLC profile of natural lyngbyastatin 7 (column, Phenomenex Synergi 4 pn Hydro-RP 80 A column 250 x 4.68 mm, 4 pum;
flow rate, 1.0 mL/min; elution method, H.O/MeOH=50/50-20/80 linear gradient (0.0-36.0 min), H.O/MeOH=0/100 isocratic (36.0—
46.0 min)). Retention time = 19.40 min.
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Time: 21,8215 Mnutes, Wavelength: 220 nm
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Figure S5. HPLC profile of synthetic lyngbyastatin 7 (1) (column, Phenomenex Synergi 4 1 Hydro-RP 80 A column 250 x 4.68 mm, 4
um; flow rate, 1.0 mL/min; elution method, H,O/MeOH=50/50-20/80 linear gradient (0.0-36.0 min), H.O/MeOH=0/100 isocratic
(36.0-46.0 min)). Retention time = 21.82 min.
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Figure S6. HPLC profile of coinjection of natural lyngbyastatin 7 and synthetic lyngbyastatin 7 (1) (column, Phenomenex Synergi 4 u
Hydro-RP 80 A column 250 x 4.68 mm, 4 um; flow rate, 1.0 mL/min; elution method, H,O/MeOH=50/50-20/80 linear gradient (0.0—
36.0 min), H,O/MeOH=0/100 isocratic (36.0-46.0 min)). Retention time = 19.48 min.
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Figure S7. HPLC profile of synthetic lyngbyastatin 7 (1) (column, Phenomenex Synergi 4 1 Hydro-RP 80 A column 250 x 4.68 mm, 4
um; flow rate, 1.0 mL/min; elution method, H,O/MeCN=80/20-50/50 linear gradient (0.0-30.0 min), H.O/MeCN=50/50-0/100 linear
gradient (30.0—45.0 min), H-O/MeCN =0/100 isocratic (45.0-55.0 min)). Retention time = 20.21 min.
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'H NMR Spectrum of 9 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 9 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 10 in CDCl; (400 MHz) at 25 °C
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'H NMR Spectrum of 11 in CDCL; (400 MHz) at 25 °C
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'H NMR Spectrum of 6 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 6 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 12 in CDCl; (400 MHz) at 25 °C

BzI0 OTce

Boch_

12

A R T T T T T

o = =7 g 4 Z = 2 &

L B P = = - et
T T T T T T T T T T T I T T T T T T T T T T T T T T T
8.5 8.0 75 7.0 6.5 6.0 35 5.0 4 3.5 3.0 25 2.0 1.5 1.0 0.5 0.0

.5 4.0
f1 (ppm)

517



BC NMR Spectrum of 12 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 13 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 13 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 7 in CDCl; (400 MHz) at 25 °C
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B3C NMR Spectrum of 7 in CDCl; (100 MHz) at 25 °C

OTce

TBDPSO

MHFmoc

www&@m

— 56T

58 6L
BE'EE

AN

50° 6E

— 0E'fk

- EL 5

— £E'19
— s
L\- L9PL

B AL

m 9L
a2k L

Tl |

TroLr
FESET

EEAETA N

BIEET
BTEET
LEEET

TYRET [

1) Tt
TEBET

FOSRED |

FOTOET

EEET
|\ﬁmm.mmﬂ

99SET |

“-pzagt
T
9 1T

J?mm.m,& i

L 95 ERT

_~99psT |

T—B555T

= gEaa
—ESTLT

90

QE'bE |

-10

200 190 180 170 160 150 140 130 120 110 100 a0 80 70 60 50 40 30 20 10
f1 (ppm)

210

S22



'H NMR Spectrum of 14 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 14 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 8 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 8 in CDCl; (100 MHz) at 25 °C

0
MHAloC
Bzlo
TESO
—
| ¢ &N AN I\ I AR | I
o = BESEn = 223 =s% @ 28 @ 5
T T T T T T T T T T T N T T T T T N T T T T T N T T T T T T T T T
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 -10
f1 (ppm)

S26



'H NMR Spectrum of 15 in CDCl; (400 MHz) at 25 °C
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BC NMR Spectrum of 15 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 4 in (CD3),SO (400 MHz) at 25 °C
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BC NMR Spectrum of 4 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 16 in CDCl; (600 MHz) at 27 °C
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B3C NMR Spectrum of 16 in CDCl; (150 MHz) at 27 °C
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'H NMR Spectrum of 5 in CDCl; (600 MHz) at 25 °C
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"H NMR Spectrum of 3 in CDCl; (400 MHz) at 25 °C

TBEDPZO

e

= 169

— Al

= 111

— 855

— o't

= fRE

82’0

[4rs
= AT'T

= et

PE'T
98’0

3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0

4.0
f1 (ppm)

73 Z0 6.3 6.0 2.5 3.0 4.5

8.0

S35



B3C NMR Spectrum of 3 in CDCl; (100 MHz) at 25 °C
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'H NMR Spectrum of 17 in (CD3),SO (600 MHz) at 27 °C
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BC NMR Spectrum of 17 in (CD3)2S0 (150 MHz) at 25 °C
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'H NMR Spectrum of 2 in (CD:)2SO (600 MHz) at 25 °C
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'H NMR Spectrum of Lyngbyastatin 7 (1) in (CD3),S0 (600 MHz) at 27 °C
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