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Table S1: 16S rDNA Sequence of Labrenzia sp. strain 011
>CGCATGCTCCGGCCGCCATGGCCGCGGGATTAAGGAGGTGATCCAGCCCCAGGTTCCCCTAGGGCT
ACCTTGTTACGACTTCACCCCAGTCGCTGAGCCTACCGTGGTCAGCTGCCTCCTTGCGGTTAGCGCACT
GCCTTCGGGTAAACCCAACTCCCATGGTGTGACGGGCGGTGTGTACAAGGCCCGGGAACGTATTCAC
CGCGTCATGCTGTTACGCGATTACTAGCGATTCCAACTTCATGCTCTCGAGTTGCAGAGAACAATCCG
AACTGAGACGGCTTTTGGAGATTAGCTCCCTCTCGCGAGTTCGCTGCCCACTGTCACCGCCATTGTAG
CACGTGTGTAGCCCAGCCCGTAAGGGCCATGAGGACTTGACGTCATCCCCACCTTCCTCTCGGCTITAT
CACCGGCAGTCCCCCTAGAGTGCCCAACTTAATGCTGGCAACTAAGGGCGAGGGTTGCGCTCGTTGC
GGGACTTAACCCAACATCTCACGACACGAGCTGACGACAGCCATGCAGCACCTGTCCTGGCGTCCCC
GAAGGGAACAATCGGTCTCCCGATCTAGCACCAAATGTCAAGGGCTGGTAAGGTTCTGCGCGTTGCT
TCGAATTAAACCACATGCTCCACCGCTTGTGCGGGCCCCCGTCAATTCCTTTGAGTTTTAATCTTGCGA
CCGTACTCCCCAGGCGGGAAGCTITAATGCGTTAGCTGCGCCACCAAATAGCATGCTACCTGACGGCT
AGCTTCCATCGTTTACGGCGTGGACTACCAGGGTATCTAATCCTGTTTGCTCCCCACGCTTTCGCACCT
CAGCGTCAGTACCGAGCCAGTGAGCCGCCTTCGCCACTGGTGTTCTTCCGAATATCTACGAATTTCGC
CTCTACACTCGGAGTTCCACTCACCTCTCTCGGTCTCAAGACTGACAGTATCAAAGGCAGTTCCGGGG
TTGAGCCCCGGGATTTCACCCCTGACTGATCAGTCCGCCTACGTGCGCTTTACGCCCAGTGATTCCGA
ACAACGCTAGCCCCCTITCGTATTACCGCGGCTGCTGGCACGAAGTTAGCCGGGGCTTCTTCTGCGAGT
AACGTCATTATCCTCCTCGCTGAAAGAGCTTTACAACCCTAGGGCCTITCATCACTCACGCGGCATGGC
TGGATCAGGGTTGCCCCCATTGTCCAATATTCCCCACTGCTGCCTCCCGTAGGAGTCTGGGCCGTGTCT
CAGTCCCAGTGTGGCTGATCATCCTCTCAGACCAGCTATGGATCGTCGCCTTGGTAGGCCATTACCCC
ACCAACTAGCTAATCCAACGCGGGCCCATCCTTAGGCGATAAATCTTCCCCCCATAGGGCACATACG
GTATTAGCAGTCGTTTCCAACTGTTGTTCCGTACCTAAAGGTAGGTTCCCACGCGTTACTCACCCGTCT
GCCACTAACTCCGAAGAGTTCGTTCGACTTGCATGTGTTAAGCCTGCCGCCAGCGTTCGTTCTGAGCC
AGGATCAAACTCTAATCACTAGTGCGGCCGCCTGCAGGTCGACCATATGGGAGAGCTCCCAACGCGT
GA
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Figure S1: 'H (300 MHz) Spectrum of compound 1 in CDCls
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Figure S2: °C (300 MHz) Spectrum of compound 1 in CDCls
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Figure S3: DEPT-135 (300 MHz) Spectrum of compound 1 in CDCls
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Figure S4: COSY (300 MHz) Spectrum of compound 1 in CDCls
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Figure S6: HMBC (300 MHz) Spectrum of compound 1 in CDCls
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Table S2. 1D and 2D NMR spectroscopic data (300 MHz, CDCls) of compound 1

13 H!
Hed3, o
1W
1 OH
Pos. dc, mult [ppm] 8u (J in Hz) COSY HMBC
[ppm]
1 178.1, C - - -
2 33.5, CH: 2.40, t (7.6) 3 1,3,4
3 25.2, CH: 1.75, p (7.6) 2,4 1,2,4,5
a:1.46, m 3,4b, 5 5
4 28.0, CH b:1.22, m 3 4a,5 5
5 15.2, CH 0.66, m 4a/b, 13a/b -
6 15.7, CH 0.68, m 7 -
7 28.7, CH: 1.35, m - -
8 29.3, CH: 1.25, m - -
9 30.1, CH: 1.35, m - -
10 31.9, CH: 1.27, m - -
11 22.7, CH: 1.28, m 12 -
12 14.1, CHs 0.88, t (6.8) 11 10, 11
at 0.63, m 5,6,13b 4,5,6,7
13 105, CH. be: -0.30, q (4.6) 5,6, 13a 45,67

ccis-configured proton; ttrans-configured proton




Table S3. 1D and 2D NMR spectroscopic data (300 MHz, CDCls) of compound 2.

HelLWHY
1W
1 OH
8c, mult .
Pos. ou (J in Hz) [ppm] COSY HMBC NOESY
[ppm]

1 180.2, C - - - -

a:2.42, dd (6.9, 16.0) 2b, 3 1,3, 4,11 2b, 3
2 337, CHe 1y 509, dd (78,160) | 2a,3 1,3,4,11 2a,3
3 11.1, CH 1.10, m 2,4, 11a/b - 1la
4 15.5, CH 0.81, m 3, 11a/b - -
5 29.8, CH> 1.37, m - - -
6 28.8, CH> 1.35, m - - -
7 29.2, CH> 1.29, m - - -
8 31.9, CH: 1.26, m - - -
9 22.6, CHz 1.29, m 10 - 10
10 14.1, CHs 0.88, t (7.3) 9 8,9 9

at:0.75,dq (8.4,5.0) | 3,4,11b 2,3,4,5 3, 11b
11 10.8, CH:

be: -0.13, q (5.0) 3,4, 11a 2,3,4,5 I1a

ccis-configured proton; ttrans-configured proton




Figure S7: 'H (300 MHz) Spectrum of compound 2 in CDCls
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Figure S8: 1°C (300 MHz) Spectrum of compound 2 in CDCls
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Figure $9: DEPT-135 (300 MHz) Spectrum of compound 2 in CDCls
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Figure $10: COSY (300 MHz) Spectrum of compound 2 in CDCls
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Figure S11: HSQC (300 MHz) Spectrum of compound 2 in CDCls

~-0.5

4
& Loo

£0.5

L20

£3.0

L35

o f a
|

L6.0

6.0 55 5.0 45 40 35 3.0 25 20 15 1.0 05 0.0 05
f2 (ppm)

Figure S12: NOESY (300 MHz) Spectrum of compound 2 in CDCls
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Figure $13: HMBC (300 MHz) Spectrum of compound 2 in CDCls

0.0

f1 (ppm)



Intens.
Al
x10

Compoundi_BA8_01_29232.d: EIC 211.1700£0.01 -AlMS

; - - - R
Intens.

Time [min]

x10

1.5 1

1.0

0.5

211.1677

212.1702

-MS, 14.5-15. 1min #2581-2685

0.0 T T
190 195 200

205

220 225 miz

Figure S14: EIC and (-) HRMS spectrum of compound 1, calculated m/z for CisH202:
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of compound 2, calculated m/z for CuH290Oz:
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Figure S16. Concentration-response curve of 2 determined in [-arrestin assays using the
B-galactosidase complementation technology. The maximal luminescence induced by the
full agonist embelin (10 uM) was defined as 100 %. The buffer control was defined as 0 %.
An ECso value of 114 + 135 nM was calculated for 2. Mean values + SD from 5 independent
experiments performed in duplicates are shown.
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Figure S17. Average amino acid identity (ANI) heat map of the Labrenzia strains.



1. : QCYMO1000001 Labrenzia sp. 011 NODE_1_length 650667 cov_25.3047

orf5 orf4(CFAS1) orf2 orfl
K

2. ! PPCNO1000009 Labrenzia marina strain DSM 17023 Ga0181000 109  Total score: 15.0  Cumulative Blast bit score: 4739

K
3. : JSEP01000008 Labrenzia sp. OB1 scaffold8.1  Total score: 15.0  Cumulative Blast bit score: 4721

i

K
4. CP022529 Labrenzia sp. VG12 chromosome  Total score: 15.0  Cumulative Blast bit score: 4325

K
5. : CP019630 Labrenzia aggregata strain RMAR6-6 chromosome  Total score: 15.0  Cumulative Blast bit score: 4323

K
6. - DGNLOI0000I0 TPA_asm. Labrenzia sp. UBA4493 UBA4493 contig_166  Total score: 15.0  Cumuiative Blast bit score: 4319

!

— [ [ < 1<
7. : CP011927 Labrenzia sp. CP4  Total score: 15.0  Cumulative Blast bit score: 4319
— (| [T < 1<

8. AXCE01000034 Labrenzia sp. C1B70 contig4  Total score: 15.0  Cumulative Blast bit score: 4317

24
9. AXBY01000005 Labrenzia sp. C1B810 contigl3  Total score: 15.0  Cumulative Blast bit score: 4317

i

K
10. : CXWED1000012 Labrenzia alba genome assembly L.albaCECT5095 Spades Prokka, scaffold 0012  Total score; 15.0  Cumulative Blast bit score: 4253

H
11. : EQ973121 Labrenzia alexandrii DFL-11 scf 1101159010753 genomic scaffold  Total score: 15.0  Cumulative Blast bit score: 4129

K
12. : KI1928940 Labrenzia sp. DG1229 genomic scaffold scaffold00025  Total score; 15.0  Cumulative Blast bit score: 3944

<
13. : FRBW01000002 Labrenzia suaedae strain DSM 22153 genome assembly, contig: Ga0131142_102  Total score: 15.0  Cumulative Blast bit score: 3649

!
|

1<

I

Figure S18. CAFSI1 gene cluster alignment in Labrenzia strains, orf2: FAD-dependent
oxidoreductase, orf4: Cyclopropane fatty acyl-phospholipid synthase (CFAS1), and orf5:
short-chain dehydrogenase/reductase SDR. Same colors represent the same annotation.



1. : QCYMO1000010 Labrenzia sp. 011 NODE._10_length_176902._cov_26.0086
orfl orf2 orf6(CFAS2) orf8

2. PPCNO1000001 Labrenzia marina strain DSM 17023 Ga0181000 101  Total score: 13.0  Cumulative Blast bit score: 3576

|

3. : JSEPO1000004 Labrenzia sp. OB1 scaffold4.1  Total score: 13.0  Cumulative Blast bit score: 3556

4. : CXWEO1000007 Labrenzia alba genome assembly L.albaCECT5095_Spades Prokka, scaffold 0007  Total score: 13.0  Cumulative Blast bit score: 3302

5. KI928930 Labrenzia sp. DG1229 genomic scaffold scaffold00015  Total score: 13.0  Cumulative Blast bit score: 3296

6. ! CP019630 Labrenzia aggregata strain RMAR6-6 chromosome  Total score: 13.0  Cumulative Blast bit score: 3262

7. . DGNLOI000008 TPA_asm: Labrenzia sp. UBA4493 UBA4493 contig 164  Total score: 13.0  Cumulative Blast bit score: 3259

8. ! CP011927 Labrenzia sp. CP4  Total score: 13.0  Cumulative Blast bit score: 3259

9. AXCE01000002 Labrenzia sp. C1B70 contigl0  Total score: 13.0  Cumulative Blast bit score: 3259

10. : AXBY01000006 Labrenzia sp. C1B810 contigl4 ~ Total score: 13.0  Cumulative Blast bit score: 3259

11. : CP022529 Labrenzia sp. VVG12 chromosome  Total score: 13.0  Cumulative Blast bit score: 3113

12, : EQ973121 Labrenzia alexandrii DFL-11 scf 1101159010753 genomic scaffold  Total score: 10.0  Cumulative Blast bit score: 3054

Figure S19. CAFS2 gene cluster alignment in Labrenzia strains, orf2: Sensor histidine
kinase, orf4: Cyclopropane fatty acyl-phospholipid synthase (CFAS2), and orf8:
Adenosylhomocysteinase. Same colors represent the same annotation.



1. : QCYM01000011 Labrenzia sp. 011 NODE_11_length_ 154726 cov_25.624  Total score: 19.0  Cumulative Blast bit score: 6193
orfl orf2  orf3 orf4 orf5 orf6 orf7 orf8 orf9(CFAS7)  orf10(CFAS3)
|

2. : CP011927 Labrenzia sp. CP4  Total score: 19.0  Cumulative Blast bit score: 5343

3. : AXCE01000004 Labrenzia sp. C1B70 contigl2  Total score: 19.0  Cumulative Blast bit score: 5342

4. : AXBY01000056 Labrenzia sp. C1B10 contig6  Total score: 19.0  Cumulative Blast bit score: 5342

5. : CP019630 Labrenzia aggregata strain RMAR6-6 chromosome  Total score: 19.0  Cumulative Blast bit score: 5340

6. : KI928921 Labrenzia sp. DG1229 genomic scaffold scaffold00006  Total score: 19.0 ~ Cumulative Blast bit score: 4986

1
7. : PPCN01000002 Labrenzia marina strain DSM 17023 Ga0181000_102  Total score: 18.0  Cumulative Blast bit score: 5660

8. : JISEP01000003 Labrenzia sp. OB1 scaffold3.1  Total score: 18.0  Cumulative Blast bit score: 5570

9. : DGNL01000006 TPA_asm. Labrenzia sp. UBA4493 UBA4493 _contig 650  Total score: 18.0  Cumulative Blast bit score: 5343

10. : CXWE01000003 Labrenzia alba genome assembly L.albaCECT5095_Spades_Prokka, scaffold 0003  Total score: 18.0 ~ Cumulative Blast bit score: 5153

1
11. : EQ973121 Labrenzia alexandrii DFL-11 scf 1101159010753 genomic scaffold  Total score: 14.0 ~ Cumulative Blast bit score: 3948

1
Figure S20. CAFS3 gene cluster alignment in Labrenzia strains, orfl: metallo-beta-
lactamase, orf2: methyltransferase, orf3: methyltransferase, orf4: homoserine_O-
acetyltransferase, orf5: Chorismate mutase, orf6: aminotransferase, orf7: 3-
hydroxyisobutyrate dehydrogenase, orf8: Polyprenyl synthetase, orf9: Cyclopropane fatty
acyl-phospholipid synthase (CFAS7), and orfl0: Cyclopropane fatty acyl-phospholipid
synthase (CFAS3). Same colors represent the same annotation.



Figure S21. Colonies of Labrenzia sp. 011 on marine agar (Difco 2216).



