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1 Instruments and materials
The melting points were determined by RY-1G melting point meter. 1H NMR spectra and 13C NMR spectra were recorded on Brucker Avance NEO 400/600 using CDCl3, DMSO-d6 as solvent and tetramethylsilane as the internal standard, and chemical shift values (δ) were given in parts per million (ppm). High-resolution mass spectrometry (HRMS) data were obtained on Xevo G2-S Tof Mass Spectrometer (Waters). The crystal structure was recorded by a Rigaku XtaLAB P200 diffractometer. Column chromatography silica gel H type (Qingdao Ocean Chemical Plant, 200-300 mesh). Commercial reagents were analytically pure and used without further purification. All solvents were dried by standard methods in advance and distilled before use.
2 General synthetic method and characterization for intermediates

2.1 Synthesis of intermediates 4a-4h
Take intermediate 4b as an example. Dissolve 3,4-dimethoxyphenethylamine (1.81 g, 10 mmol, 1.0 eq.) and o-fluorobenzaldehyde (1.49 g, 12 mmol, 1.2 eq.) in 20 mL of anhydrous toluene, heat to reflux, and monitor by TLC until complete. Cool to room temperature, without post-treatment, add 10 mL of trifluoroacetic acid, heat to reflux, and monitor by TLC. Add water to quench the reaction, adjust the pH to 8-9 with sodium hydroxide, wash with saturated saline (15 mL × 3), collect the organic phase, dry with anhydrous sodium sulfate, concentrate under reduced pressure, and isolate by column chromatography (DCM: MeOH) to obtain 4b. The synthesis method of intermediates 4a-4h as same as that of 4b.

2.2 Synthesis of intermediates 5a-5h
Take intermediate 5b as an example, 4b (2.86 g, 10 mmol, 1.0 eq.), EDCI (2.88 g, 15 mmol, 1.5 eq.), DMAP (0.25 g, 2 mmol, 0.2 eq.), and Boc-glycine (1.75 g, 10 mmol, 1.0 eq.) were dissolved in 20 mL of DMF solution and stirred at room temperature. TLC monitoring was performed until the reaction was complete. The reaction solution was diluted with 200 mL of ethyl acetate, washed with distilled water (20 mL × 3) and saturated saline (15 mL × 3) in sequence, and the organic phase was collected. It was dried over anhydrous sodium sulfate, concentrated under reduced pressure, and separated by column chromatography (PE: EA) to obtain 5b. The synthesis methods of intermediates 5a-5h are the same as those of 5b.

2.3 Synthesis of intermediates 6a-6h
Taking intermediate 6b as an example, 5b (0.44g, 10 mmol, 1.0 eq.) was dissolved in 20 mL of dichloromethane, followed by the addition of trifluoroacetic acid (TFA) (5 mL), and the mixture was stirred at room temperature for 2 hours. The reaction progress was monitored by TLC until completion. The pH of the mixture was adjusted to 7-8 with a sodium hydroxide solution, and the organic phase was washed with saturated brine (15 mL × 3). The organic phase was collected, dried over anhydrous sodium sulfate, concentrated under reduced pressure, and then purified by column chromatography (DCM: MeOH) to obtain 6b. The synthesis method for intermediates 6a-6h followed the same procedure as for 6b.
3 Antifungal activity of title compound A13
Figure S1 depicts the in vitro inhibitory activity of compound A13 against A. alternata at concentrations of 100 mg/L, 50 mg/L, 25 mg/L, 12.5 mg/L, and 6.25 mg/L.
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Figure S1  Antifungal effects of title compound A13
4 Calculation of molecular properties and drug-likeness evaluation
Molinspiration was used to calculate the main physical and chemical properties of the target compounds. According to Lipinski rule states, that most "drug-like" molecules have logP <= 5, molecular weight <= 500, number of hydrogen bond acceptors <= 10, number of hydrogen bond donors <= 5 and number of rotatable bonds<= 10 [4]. ADMET lap was used to calculate the drug-likeness of the target compounds [5]. The calculation results are shown in the Table S1.
Table S1  Physicochemical properties of compounds and drug-likeness model score

	Compound
	MW
	LogP
	nOHNH
	nON
	nRotb
	DL

	A1
	360.44
	1.40
	1
	5
	5
	0.336

	A5
	454.52
	3.29
	1
	6
	6
	0.246

	A9
	454.52
	3.31
	1
	6
	6
	0.244

	A13
	454.52
	3.34
	1
	6
	6
	0.252

	A14
	502.49
	2.59
	1
	8
	7
	0.224

	A15
	520.48
	2.95
	1
	8
	7
	0.202

	A16
	537.53
	3.46
	1
	7
	7
	0.174

	A17
	470.89
	3.80
	1
	6
	6
	0.266

	A21
	470.89
	3.83
	1
	6
	6
	0.244

	A25
	470.89
	3.83
	1
	6
	6
	0.244

	A26
	518.95
	3.11
	1
	8
	7
	0.196

	A27
	536.94
	3.46
	1
	8
	7
	0.182

	A28
	553.99
	3.97
	1
	7
	7
	0.172

	A29
	505.42
	4.46
	1
	6
	6
	0.248

	Boscalid
	343.21
	4.98
	1
	3
	3
	0.456

	Chlorot-

halonil

	265.91
	3.87
	0
	2
	0
	0.792


MW: molecular weight; LogP: octanol/water partition coefficient; nOHNH: number of hydrogen bond acceptors; nON: number of hydrogen bond donors; nRotb: number of rotatable bonds; DL: drug-likeness evaluation.
5 Structural analysis of title compound A5
Taking compound A5 (Figure S2) as an example, perform structural analysis on the target molecule.

As shown in Figure S3, the 1H NMR spectrum can be analyzed to determine that δ 8.07 (s, 1H), 7.69 (s, 1H), 7.64 (s, 1H), 7.28 (s, 1H), 6.80 (d, J = 4.4 Hz, 1H), 6.65 (d, J = 4.3 Hz, 1H), and 6.57 (s, 1H) correspond to the hydrogen atoms at N19, C22, C24, C23, C8, C5, and C1 positions, respectively. δ 7.14 – 7.08 (m, 4H) corresponds to the four hydrogen atoms at C14, C13, C15, and C23 positions. δ 4.22 (s, 2H) corresponds to the methylene group at C18 position. δ 3.75 (d, J = 4.3 Hz, 3H) and 3.63 (d, J = 4.3 Hz, 3H) correspond to the methoxy peak signals at C6 and C7 positions. δ 3.99 (s, 1H) and 3.48 (s, 1H), δ 2.93 – 2.89 (m, 1H) and 2.79 (d, J = 4.2 Hz, 1H) correspond to the two methylene signals at C3 and C4 positions on the tetrahydroisoquinoline ring, respectively.
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Figure S2  The structural formula of compound A5
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Figure S3  1H NMR spectrum of title compound A5 at 120℃
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Figure S4  19F NMR spectrum of title compound A5

6 X-ray diffraction data of compound A5

	Deposition Number
	2355518

	Formula
	C24 H23 F N2 O4 S

	Temperature(K)
	138 K

	Wavelength
	1.54184

	Crystal system
	monoclinic

	Space group
	I 2/a

	a,b,c/Å
	a = 37.2957(4), b = 10.20830(10), c = 12.63840(10)

	V, Å3
	4744.03(8)

	Cell angles
	α = 90°, β = 99.625(1)°, γ = 90°

	Z
	8


7 NMR spectra of title compounds A1-A32
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Figure S5  1H NMR spectrum of title compound A1
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Figure S6  13C NMR spectrum of title compound A1
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Figure S7  1H NMR spectrum of title compound A2
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Figure S8  13C NMR spectrum of title compound A2
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Figure S9  1H NMR spectrum of title compound A3
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Figure S10  13C NMR spectrum of title compound A3
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Figure S11  1H NMR spectrum of title compound A4
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Figure S12  13C NMR spectrum of title compound A4
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Figure S13  1H NMR spectrum of title compound A5
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Figure S14  13C NMR spectrum of title compound A5
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Figure S15  1H NMR spectrum of title compound A6
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Figure S16  13C NMR spectrum of title compound A6
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Figure S17  1H NMR spectrum of title compound A7

[image: image18.png]wee
SE8T
0L°9¢-
LT6E
LST6E
LSTP
PIIS
rTes
F6'SS
66°SS
9011
06°011
6€°ITE
ELTIT
wsu
€6°STI
w9t
08911
EP6IT
mwzn
I18°€T1
LorTL
S6°FT1
20971
orozTr
9€E°LTT
29821
9L'8TI
£5°6T1
19°621
19°0€T1
08°0€T
TUPEL
wrer V
£5°6€T~
06°6e17
r6LYT
or'srI
SST8FIL
16°8F1
64°6ST
w091
9091
96'191
18991
or'Lot

170 160 150 140 130 120 110 100 90 80 70 60
11 (ppm)

180




Figure S18  13C NMR spectrum of title compound A7
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Figure S19  1H NMR spectrum of title compound A8
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Figure S20  13C NMR spectrum of title compound A8
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Figure S21  1H NMR spectrum of title compound A9
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Figure S22  13C NMR spectrum of title compound A9
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Figure S23  1H NMR spectrum of title compound A10
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Figure S24  13C NMR spectrum of title compound A10
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Figure S25  1H NMR spectrum of title compound A11
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Figure S26  13C NMR spectrum of title compound A11
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Figure S27  1H NMR spectrum of title compound A12
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Figure S28  13C NMR spectrum of title compound A12
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Figure S29  1H NMR spectrum of title compound A13
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Figure S30  13C NMR spectrum of title compound A13
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Figure S31  1H NMR spectrum of title compound A14
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Figure S32  13C NMR spectrum of title compound A14
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Figure S33  1H NMR spectrum of title compound A15
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Figure S34  13C NMR spectrum of title compound A15
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Figure S35  1H NMR spectrum of title compound A16
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Figure S36  13C NMR spectrum of title compound A16
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Figure S37  1H NMR spectrum of title compound A17
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Figure S38  13C NMR spectrum of title compound A17
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Figure S39  1H NMR spectrum of title compound A18
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Figure S40  13C NMR spectrum of title compound A18
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Figure S41  1H NMR spectrum of title compound A19
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Figure S42  13C NMR spectrum of title compound A19
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Figure S43  1H NMR spectrum of title compound A20
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Figure S44  13C NMR spectrum of title compound A20
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Figure S45  1H NMR spectrum of title compound A21
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Figure S46  13C NMR spectrum of title compound A21
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Figure S47  1H NMR spectrum of title compound A22
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Figure S48  13C NMR spectrum of title compound A22
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Figure S49  1H NMR spectrum of title compound A23
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Figure S50  13C NMR spectrum of title compound A23
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Figure S51  1H NMR spectrum of title compound A24
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Figure S52  13C NMR spectrum of title compound A24
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Figure S53  1H NMR spectrum of title compound A25
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Figure S54  13C NMR spectrum of title compound A25
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Figure S55  1H NMR spectrum of title compound A26
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Figure S56  13C NMR spectrum of title compound A26
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Figure S57  1H NMR spectrum of title compound A27
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Figure S58  13C NMR spectrum of title compound A27
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Figure S59  1H NMR spectrum of title compound A28
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Figure S60  13C NMR spectrum of title compound A28
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Figure S61  1H NMR spectrum of title compound A29
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Figure S62  13C NMR spectrum of title compound A29
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Figure S63  1H NMR spectrum of title compound A30
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Figure S64  13C NMR spectrum of title compound A30
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Figure S65  1H NMR spectrum of title compound A31
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Figure S66  13C NMR spectrum of title compound A31
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Figure S67  1H NMR spectrum of title compound A32
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Figure S68  13C NMR spectrum of title compound A32
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