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Figure S1: Morphology of strain P. restrictum on 14 different media after 10 days of growth (7 media, 2
salinity).
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Figure 52. PCA of OSMAC data in positive mode of 14 media (7 media, 2 salinity, 4 replicates) with QC
(quality control).



800

600

W Cva ssw
[ DCA SSW
I KMs ssw
[ MEA SSW
I MES SSW
[ PDA SSW
W YES SSW

19.5%
]
m.%n

o]}

-800- l

T T
-800 -600 -400 -200 200 400

0
9.7%

600

054

orn[1]

ple

054

-04

Figure S3. a) OPLS-DA scores-plot of YES-SSW versus the 6 other SSW extracts (positive ionization,
n = 4; R2X cum 0.366 and R2Y cum 0.98, Q2 cum 0.703; CV-ANOVA (p-value = 5.37e-4)); b)
Corresponding S-plot: features highlighted in yellow correspond to discriminatory ions with VIP >

3

Table S1. Identification of representative characteristics ions of OPLS-DA separation YES-SSW media from

others
Vip mlz R, Observed Molecular  Appm UV-Vis Putative annotation
(min) features formula for absorption
(ionic M (Amax M)
species)
8.32 253.1050 6.52 [M+Na]’ C,,H,505 -0.76 238 2’-hydroxy pestalotin and
isomers
269.0807 [M+K]
483.2219 [2M+Na]"
51 4312787 2298 [M+H]" CyeHs4Os -2.43 n.d Simplicissin
438 486.3583 23.87 [M+H] C3HyNO, 0,07 n.d Melearoride A
508.3407 [M+Na]
3.81 231.1239  4.66 [M+H]' C,H O, 195 238 2’-hydroxypestalotin and
isomers
3.69 4723422 2227 [M+H]" CH;sNO, -1.02 nd N-demethylmelearoride A
494.3197 [M+Na]"
3.57 509.3433 2391 [M+Na]" CyH50;, 417 n.d nd
348 5063252 2323  [M+Na] CyHNO, 113 n.d nd

n.d.: not hit from fungal natural product databases.



Table S2: Dereplication from HRMS/MS data sets of the crude extract of P. restrictum MMS417 on MES-SSW

medium
Rt (min) m/z Adduct Molecular Possible Annotations Reference
type Formula
2.13 147.0654 [M+H]* CsH1004 5-Hydroxy-3-methoxy-2-pentenoic acid [1,2]
2.18 129.0549 [M+H]* CsHsOs 5,6-Dihydro-4-methoxy-2H-pyran-2-one [3]
4.65 231.1225 [M+H]* C11H1sOs 2'-Hydroxy pestalotine isomers [4,5]
5.66 229.1047 [M+H]* Ci11H1605 LL-P880y isomers [6]
5.88 185.0845 [M+H]* CoH1204 8-Macommelinol [7]
6.09 229.1048 [M+H]* Ci11H1605 LL-P880y isomers [6]
6.52 231.1237 [M+H]* CuHis0s 2'-Hydroxy pestalotine isomers [4,5]
6.58 211.0581 [M+H]* C10H1005 Pyran-2-one derivative
7.29 229.1049 [M+H]* Ci11H1605 LL-P880y isomers [6]
9.08 215.1281 [M+H]* C11His04 (-)-Pestalotin [4,5]
9.71 235.0963 [M+K]* CuHis0s 6-Pentyl-4-methoxy-2H-pyran-2-one [8]
9.09 213.1132 [M+H]* C11Hi1604 Dehydropestalotin isomers [9,10]
9.82 213.1139 [M+H]* Ci1H1604 Dehydropestalotin isomers [9,10]
10.03 213.1132 [M+H]* CuHi604 Pyran-2-one derivative
13.75 197.1154 [M+H]* CuHisO3 6-Pentyl-4-methoxy-2H-pyran-2-one [8]
15.08 371.2819 [M+H]* C21H3s05 n.d.
19.41 484.2959 [M+Na]* C27H43NO:s PF 1163B [11]
19.62 467.3157 [M+Na]* C28H#4O4 Antibiotic Mer-NF 8054A [12]
20.72 451.3219 [M+NHa]* C25H39NO:s Aspochalasin K [13]
21.96 349.2359 [M+H]* C21H304 Brassicicene C [14]
21.97 393.3115 [M+H]* C2sH100O Ergostatetraen-3-one isomers [15,16]
22.27 472.3422 [M+H]* C,,H,;NO, N-demethylmelearoride A [17]
22.35 441.3029 [M+H]* C22H40N4Os n.d.
22.64 384.3513 [M+H]* C23H4sNO:s n.d.
22.98 431.2796 [M+Nal* C24H400s Simplicissin [18]
23.22 393.3105 [M+H]* C2sH400 Ergostatetraen-3-one isomers [15,16]
23.41 411.3253 [M+H]* C2H1202 3B-Hydroxyergosta-8,14,24(28)-trien-7-one isomers [19]
23.53 393.3104 [M+H]* C2sH400 Ergostatetraen-3-one isomers [15,16]
23.77 375.3014 [M+H]* CasHas Ergostahexaene isomers [20]
23.81 486.3580 [M+H]* C3oH47NOs Melearoride A [21]
23.87 4433115 [M+H]* Ca2sH4204 Paxisterol [22]
23.87 393.3112 [M+H]* C2sH400 Ergostatetraen-3-one isomers [15,16]
23.88 522.3563 [M+Na]* C29H47NOs N-demethyl PF 1163E isomers
24.07 500.3816 [M+H]* CoHw7NO:s N-demethyl PF 1163E isomers
24.07 411.3284 [M+H]* C2sH420:2 3p-Hydroxyergosta-8,14,24(28)-trien-7-one isomers [19]
24.08 433.2983 [M+H]* C26H1005 Curvicollide B [23]
24.2 395.3267 [M+H]+ C2sH#20 Ergostatetraen-3-ol [24]
24.58 391.2879 [M+H]* C24H3804 n.d.
24.78 375.3015 [M+H]* CasHas Ergostahexaene isomers [20]
25.22 514.3834 [M+H]* C32H51NOx4 PF 1163E [25]

n.d.: not hit from fungal natural product databases.
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Figure S4. Annotation of cluster 3. Light blue nodes represent features with values VIP > 1
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Figure S7: LC-(+)-ESIHRMS spectrum and UV-Vis spectrum of compound 3 with corresponding structure.
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Figure 58: LC-(+)-ESIHRMS spectrum and UV-Vis spectrum of compound 4 with corresponding structure.
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Figure S9: LC-(+)-ESIHRMS spectrum and UV-Vis spectrum of compound 5 with corresponding structure.
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Figure 510: LC-(+)-ESIHRMS spectrum and UV-Vis spectrum of compound 6 with corresponding structure.
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Figure S12: '"H-NMR spectrum (500 MHz, CDCls) for 1
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Figure 513: ®C-NMR spectrum (125 MHz, CDCls) for 1
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Figure 514: HSQC spectrum (CDCls) for 1
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Figure 515: COSY spectrum (CDCls) for 1
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Figure 516: HMBC spectrum (CDCls) for 1
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Figure 517: NOESY spectrum (CDCls) for 1
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Figure 518: 'TH-NMR spectrum (500 MHz, CDCls) for 2
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Figure 519: 3C-NMR spectrum (125 MHz, CDCls) of 2
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Figure 520: HSQC spectrum (CDCls) for 2
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Figure 521: HMBC spectrum (CDCls) for 2
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Figure 522: COSY spectrum (CDCls) for 2
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Figure 523: NOESY spectrum (CDCls) for 2
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Figure 524: 'TH-NMR spectrum (500 MHz, CDCls) for 3
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Figure 525: 3C-NMR spectrum (125 MHz, CDCls) for 3
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Figure 526: HSQC spectrum (CDCls) for 3
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Figure 527: HMBC spectrum (CDCls) for 3
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Figure 528: COSY spectrum (CDCls) for 3

F1 Chemical Shift (ppm)

25



6.5 6.0 55 5.0 4.5

Figure 529: NOESY spectrum (CDCls) for 3
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Figure 530: 'TH-NMR spectrum (500 MHz, CDCls) for 4
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Figure S31: 3C-NMR spectrum (125 MHz, CDCls) for 4
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Figure 532: COSY spectrum (CDCls) for 4
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Figure S34:

HMBC spectrum (CDCls) for 4

5

4
F2 Chemical Shift (ppm)

3

o9

&)

-~ 20

30

40

~ 50

60

— 70

80

a0

- 100

110

120

130

140

150

= 160

=170

180

— 190

=200

F1 Chemical Shift (ppm)

30



7.5 70 65 6.0 5.5 5.0 45 40 3.5 3.0
F2 Chemical Shift (ppm)

Figure 535: NOESY spectrum (CDCls) for 4
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Figure 537: 3C-NMR spectrum (125 MHz, CDCls) for 5
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Figure 538: HSQC spectrum (CDCls) for 5
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Figure 539: HMBC spectrum (CDCls) for 5
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Figure 540: COSY spectrum (CDCls) for 5
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Figure 542: 'TH-NMR spectrum (500 MHz, CDCls) for 6
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Figure 546: HSQC spectrum (CDCls) for 6
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Figure 547: HMBC spectrum (CDCls) for 6
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Figure 548: 'TH-NMR spectrum (500 MHz, CDCls) for 7-8
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Figure 550: HSQC spectrum (CDCls) for 7-8
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