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Table S1. Inhibitory effects of crude extracts from the leaves of M. japonica var. kusanoi on

superoxide anion generation and elastase release in fMLP/CB-induced human neutrophils.

o, OH Ry
R,
H;CO. OCH3 H;CO. ~
Ry
HO o o
OCHj3 Ry
'OH o
11 R; =Ry = H, Ry = Ry = Rs = Rg = OCH;
8 10 Re 12R, =R, = H, R, + Ry = -OCH,0-, Rs = Rg = OCHj

I13R, =Ry = H, Ry = Rs =OH, Ry = Rs = OCH;
Re 14R, =Ry = R, = R, = OCHy, R, = Rs =OH

Figure S1. Structures of known compounds 7-20.

MILE-3-10-2-15-3-6

Pulse Sequence: s2pul
Mercury-400B8_ "MerPlus400"
Date: Mar 11 2020

Solvent: cdc13

Ambient temperature

Total 160 repetitions

7.260

3

—0.067

IR
% L LA

o b PPm

10.16 £
10.12 1

Figure S2. 'TH NMR spectrum of (400 MHz, CDCls) spectrum of 1



MILE-3-10-2-15-3-6

Pulse Sequence: s2pul
Mercury-400BB "MerPlus400"
Date: Mar 11 2020

3

Anbient temperature
Total 2608 repetitions

177.547

78.798

71.926
37.187
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180

160

T
140

T T T
120 100 80

60 40 20 ppm

Figure S3. 3C NMR spectrum of (100 MHz, CDCls) spectrum of 1

MILE-3-10-2-15-3-6

Pulse Sequence: DEPT
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[
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Figure S4. DEPT spectrum of 1



MILE-3-10-2-15-3-6

expld  gCOSY
SAMPLE

date Mar 11 2020
solvent cdcl
sample

ACQUISITION
sw §410.3
at 0.150
np 192
b not used
ss 3
d1 1.000
nt 20

20 ACQUISITION
swi 6410.3
ni 160
a2

PRESATURATION
satmode
wet,

TRANSMITTER
tn
sfrq 400.401
tof 366.0
tpwr
W 1.900

GRADIENTS
9ZIVIE 1
gte 0.001000
Edratio 1.000
gstab 0.000500
DECOUPLER

dn c1.
dm nnn

Pulse Sequence: gHSQC

FLAGS.
hs
sspul
hsgivl 12
SPECIAL
temy not used
gain
spin
F2 PROCESSING
sb -0.075
sbs not used
i

n 4096
F1 PROCESSING
sbl -0.020

sbs1 not used
proci 1
1 4095
DISPLAY
» -82.4
p 4081.5
sp1 -82.4
wpl 40815
el 802.3
p 0
rfi1 802.3
fp1 0
PLOT
we 0.0
sc 5.0
we2 140.0
sc2 5.0
vs 100
7

l

F2 7 L
(ppm)|
o - 3
1 . i »
- ] o “
] .
_ ° 8
) L T T T T ’V T T T T T i
9 8 7 6 5 4 3 2 1 0
F1 (ppm)
Figure S5. COSY spectrum of 1
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9-]
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F1 (ppm)

Figure S6. HSQC spectrum of 1



Pulse Sequence: gHMBC

MILE-3-10-2-15-3-6
expl5 NOESY

nt 16
2D ACQUISITION
swi 6410.3
i 160
TRANSMITTER

n

sfrq 400.401
tof 366.0
tpwr

x .
PRESATURATION
satmode
wet
DECOUPLER

dm nnn

FLAGS
hs n
sspul y
FGflg

hsglvl 1212

SPECIAL
temp not used
gain 24
spin 0
F2 PROCESSING

of 0.069
afs not used

n 4096
F1 PROCESSING
9f1 8

gfs1 not used
proci 1
f 4095
DISPLAY
-82.4
wp 4081.5
p1 -82.4
wpl 4081.5
1 802.3
rfp 0
rfl1 802.3
rfpl 0
pLOT
we 140.0
sc 5.0
we2 140.0
sc2 5.0
vs 2852
th 5
ai cdc ph

T
100 80 60 40
F1 (ppm)

T T T T T
180 160 140 120

Figure S7. HMBC spectrum of 1

20

] rd -
&
1 ,‘?’ - %
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&
-

] e

T - T | T & I T - T

9 8 7 6 5 4 3 1

F1 (ppm)

Figure S8. NOESY spectrum of 1




[ Mass Spectrum ]

Data:3081  Date : 11-Mar-2020 1529
Instrument : MStation

Sample : MJLE-3-10-2-15-3-6

Note : -

Inlet : Reservoir fon Mode : EI+

Spectrum Type : Normal lon [MF-Linear]
RT:142min  Scant: 18

BP:m/z57  Int : 1009.33 (10583552)

Output m/z range : 50 t0 350 Cut Level : 250 %

%]
10583552 57
100

129
80
60
215
10 - 217
11
123
69
197
20
95
81 169
i 164
152 254
0 m/z
50 100 150 200 250 300 350
Figure S9. EIMS spectrum of 1
LM-2664-test-MJLE-3-10-2-15-3-6 97 (37.603) Cm (97:98) 1: Scan ES+
1004 273.20 2.17e7
B
256.17
274.20
256.20
25717 275.20 28723 305.19
22998 22 172374024092 2*%%7 24935 2T 26395 26731 27131] | [ 2380 29026 29819 50950 30625 31114 3189131939

0 T T T i T T T T T T T T T T T T \ m/z
225 230 235 240 245 250 255 260 265 270 275 280 285 290 295 300 305 310 315 320 325

Figure S10. ESIMS spectrum of 1



Data:MJLE-3-10-2-15-3-6
Comment:

Description:

lonization Mode:ESI+
History:Average(MS[1] 0.37..0.38)

Charge number:1 Tolerance:250.00[ppm], 200.00 .. 200....
Element:'2C:15 .. 15, 'H:28 .. 29, 2Na:0 .. 2, 1604 .. 4

Relative Intensity
100

Acquired:2/7/2020 1:58:58 PM
Operator:AccuTOF

m/z Calibration File:20200102-1TFANa...

Created:2/7/2020 2:02:24 PM
Created by:AccuTOF

Unsaturation Number:-100.5 .. 200.0 (...

295.18923
50
| 290.23401
0 T T T T T T T T T T T T T T T T T
280.0 300.0 320.0 340.0
m/z
Mass ‘ Intensity ‘ Calc. Mass Mass Difference | Mass Differance Possible Formula
[mDa] [ppm]

295.18923  13277.94  295.18853] 0.70 2.36/2C15"H2s?3Na1 604

Figure S11. HRESIMS spectrum of 1

MILE-3-10-2-13-4

.260

Pulse Sequence: szpul
UNITYplus-600  "KMUG0O.kmu.edu.tw"

dc13
Temp. 28.0 C / 301.1 K
Total 160 repetitions

_—
g‘ﬂ

—
o

2o

8.98 {
18.60 {91
10.38 {
10.43 {
10.84

10.40 {

Figure S12. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 2
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Figure S13. 3C NMR spectrum of (150 MHz, CDCls) spectrum of 2
:';'E
[ 1 | L
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Figure S14. DEPT spectrum of 2

11



MILE-3-10-2-13-4
expld  gCOSY
date Nov 22 2019
solvent cdc13
sample

ACQUISITION
sw 954

2.0
at 0.15
np 2862
b 4000
ss
d1 1.000

nt
2D ACQUISITION
swi 9542.0

ni
d2
PRESATURATION
satmode
wet
TRANSMITTER
tn
sfrq 597.257
tof 597.2
tpwr 58
12.000
GRADIENTS
9zIv1E 4454
gte 0.001000
EDratio 1.000
gstab 0.000500
DECOUPLER
dm nnn

MILE-3-10-2-13-4

FLAGS
s nn
sspul y
hsgiv1 52
SPECIAL
temp
gain
spin not used
F2 PROCESSING
sb ~0.075
sbs not used
n 96
F1 PROCESSING
sbl -0.017
sbs1 not used
pro
n
DISPLAY
-120.5
wp. 6089.5
sp1 -122.7
wpl 6089.5
el 11921
0
rel1 1194.3
rfpl 0
pLOT
we 140.0
c 5.0
w2 14000
c2 5.0
vs 4000
th 8

Pulse Sequence: gHSQCAD

A
F2
(ppmW
] T '
= : w s
7
9-]
s s e T T : 1
F1 (ppm)
Figure S15. COSY spectrum of 2
. | | i
F2
(ppm]]
1]

. %8
2] :
3]

.
5 '
6]
7]
180 160 140 120 100 80 60 40 20
F1 (ppm)

Figure S16. HSQC spectrum of 2
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MILE-3-10-2-13-4

Pulse Sequence: gHMBCAD

F2
(ppm)|
1]
] . - 5 3
] . :
g o B
2 . . ..
— ] . 8 o s
3]
j 4
= 5 5
= — 3l .
6-
I .
T T T T T T T T T T T T T T T T T
180 160 140 120 100 80 60 40 20
F1 (ppm)
MILE-3-10-2-13-4
expls  NOESY
FLAGS
date Nov 22 2013 h:
so1 sspul y ‘ 1 |
sample FGflg y A
ACQUISITION hsgivi 5352
sw 9542.0 SPECTAL
at 0.150 temp .0
np 2862 gain 5 I
b 4000 spin 0 F2
ss 32 F2 PROCESSING
a1 1.500 gf 0.069 (ppm)|
nt 40 gfs not used 4
20 ACQUISITION  fn ]
swi 542. F1 PROCESSING
ni g1 0.015 B
TRANSHITTER gfs1 not used ] 8
n proci 1p 3 -
sfrq 597.257 fn1 4086
tof 567.2 DISPLAY 1
tpwr 58 sp -113.5 -
12.000 wp 8
NOESY p1 1
mix 5 wpl — ] e
PRESATURATION rfl ]
satmode norfp
norfl1 ]
DECOUPLER rfpl 1
c13 -
dm nnn - we - 1 ; -
s — rd
wez
sc2 ] e
vs 22 — ] = < —-=
th 4 ) ] Es
ai  pn ]
= -
— 4 o ¥
7 -
T T T T T T T T T
9 8 7 6 5 a4 3 2 1
F1 (ppm)

Figure S18. NOESY spectrum of 2
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LM-1080159-(1)-MJLE-3-9-1-12-7 104 (40.340) Cm (103:105) 1: Scan ES+
100 299.02 2.15e7

281.00

300.01

321.00
282.00
oo 32200 33101
313.01 . 33493
252.96 263.07  2689327%%7 7806 287028306  207%° 30208 316.07 33298 344.06 347.14le

250 255 260 265 270 275 280 285 290 295 300 305 310 315 320 325 330 335 340 345

255.06

Figure 519. ESIMS spectrum of 2

Mass Spectrum SmartFormula Report

Analysis Info

Analysis Name  D:\Data\f7\MJLE3102134_000005.d 12/31/2019 3:14:11 PM
Method broadband first signal Operator: YU HSIAO-CHING
Sample Name MJLE-3-10-2-13-4 Instrument: BRUKER FT-MS solariX
Comment ESI Positive
Intens, | 321.20370
x108

0.84

0.6

0.4

0.2

0.0 T T T T Y T r 7

321.14 321.16 321.18 321.20 321.22 321.24 321.26 321.28 m/z

|7 MJLE3102134_000005.d: +MS

Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
32120370 1 C17H30NaO4 100.00 321.20363 -0.07 -0.23 18.8 25 even ok

Figure 520. HRESIMS spectrum of 2
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MJLE-3-10-2-15-3-2
g 3
Pulse Sequence: s2pul ~ 1
UNITYplus-600 “KMU600.kmu.edu.tw" -
Date: Feb 14 2020 E
Solvent: cdc13 @
Temp. 28.0 C / 301.1 K
Total 64 repetitions
2
2 i
<
I | AJ ‘ A“J |.
T T T T T T T T T T
9 8 7 6 5 4 3 2 1 ppm
e w W ] e
o s s 2z 2 2
. s g A

Figure S21. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 3

MILE-3-10-2-15-3-2

Pulse Sequence: s2pul
UNITYplus-600 "KMUGOO.kmu.edu.tw"

77.212
76.788

Temp. 28.0 C / 301.1 K
Total 16000 repetitions

2 s 2
b bl Sonuve s
2 a5 g L9588 . 29
g %= g s
2 8% e
. 5
H
| J ' l
T T T T T T T T T T T T T =T T T T T T T
180 160 140 120 100 80 60 40 20 ppm

Figure 522. 13C NMR spectrum of (150 MHz, CDCls) spectrum of 3
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MILE-3-10-2-15-3-2 B3 .
L SSeng
gsfies jEsER g
Pulse Sequence: DEPT - s5 Soneg S
a7 ° 2 s 2%
5 ~ o =8 S <
E3 s s 5
i 25 °
< B3
8
T T T T T T T T T T T T T T T T T T
180 160 140 120 100 80 60 40 20 ppm
I
MILE-3-10-2-15-3-2
expas  gCoSY
SAMPLE FLAGS
date Feb 14 2020 hs nn
solv cdc1s  sspul y “ l ‘
sample hsg1v1 5304 A
ACQUISITION SPECTAL
sw 9542.0 te 28.0
at 0.150 gain 0
np 2862 spin not used
b 4000 F2 PROCESSING F2
ss 2 sb -0.
a1 1.000 sbs not used (ppm]]
nt 32 fn 40 R
20 ACQUISITION F1 PROCESSING i P
swi 9542.0 sbl 0.0 _—
ni 160 sbs1 not used 1
a2 proct ] 9 e
PRESATURATION fn1 5 ] b 8
satmode DISPLAY .
wet -121.1 =
TRANSMITTER 6089.5
tn sp1 12111 — 9 .
sfrq 597.251 wpl 6089.5 -+
tof 597.2 rfl 1192.7 — 1 o s
tpwr » ]
11.900 rfi1 1192.7 3
GRADIENTS rfpt ]
9ZIVIE 4424 pLOT
gt 0.001000 we 140.0 1 .
EDratio 1.000 sc ) = ] N =
gstab 0.000500 wcz 14000 b
DECOUPLER sc2 5.0 4-
vs 14973 i
dm ann - th 8 == 3 2 %
ai cdc av ]
5-]
T T T T T T T T
9 8 4 6 5 4 3 2 1
F1 (ppm)

Figure 524. COSY spectrum of 3
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MILE-3-10-2-15-3-2

Pulse Sequence: gHSQCAD

MJLE-3-10-2-15-3-2

Pulse Sequence: gHMBCAD

1

i

oo %I 2 -
°

T T T T T T T T T T T T

T
200 180 160 140 120 100 80 60
F1 (ppm)

Figure 525. HSQC spectrum of 3

40 20

Amana: IBaane T
0 180 160 140 120 100 80 60
F1 (ppm)

Figure 526. HMBC spectrum of 3
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MILE-3-10-2-15-3-2
expS0  NOESY

SAMPLE FLAGS
date Feb 14 2020 hs
solven cdc13  sspul y
sample PFGf1g y
ACQUISITION hsgivi 5304
sw 9542, SPECIAL
at 0.150 temp 28.0
np 2862 gain 0
b 4000 spin not used
ss 32 F2 PROCESSING
d1 1.500 gf 0.069
nt 32 gfs not used
2D ACQUISITION n
swi 9542.0  F1 PROCESSING
i 1 0.014
TRANSMITTER gfs1 not used
proci
sfrq 597.251 fnl
tof 597.2 DISPLAY
tpwr 58 s -121.1
11.300 wp 6089.5
NOESY sp1 -121.1
mixN 0.500 wpl 6089.5
PRESATURATION rfl 1182.7
satmode norfp 0
norfi1 1192.7
DECOUPLER rfpl 0
c13 pLOT
dm nnn - wo 0.0
sc 5.0
we2 140.0
scz 5.0
vs 350
th 2

[ Mass Spectrum ]
Data:3082  Date : 11-Mar-2020 15:43
Instrument : MStation
Sample : MJLE-3-10-2-15-3-2
ote : ~
Inlet : Reservoir lon Mode : El+
Spectrum Type : Normal lon [MF-Linear]
RT:217min  Secant:27
BP:m/z57  Int.: 129751 (13605376)
Output m/z range : 50 t0 320 Cut Level : 200 %

(%]
13605376 57
100

80

60

40

20

67
81

= ] = -
o]
L T T T T T T T T
9 8 7 6 5 4 3 2
F1 (ppm)
Figure S27. NOESY spectrum of 3
129
229
116
211
111 200
99
137
164 183 215
254
100 150 200 250
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Figure S28. EIMS spectrum of 1

LM-1080170-(2)-MJLE-3-10-2-15-3-2 95 (36.821) Cm (95:97)

1: Scan ES+
2.47e7

100 273.13
=
255.14

27416

256.14
275.20 30519

257.18 28747 200.19

o 229,08230'8821§§27 24218 24750 25334 | 7o 26114 26909 57 oy 28419 N N1V 29813596 15 30414 | 30621 31515 3182131926 32‘[‘"318
: : : : | ; ! - : : : | y | . : :
225 230 255 240 245 250 255 260 265 270 275 280 285 290 285 300 305 310 315 320 335

Data:MJLE-3-10-2-15-3-2
Comment:

Description:

lonization Mode:ESI+
History:Average(MS[1] 0.38..0.39)

Charge number:1
Element:'2C:15 .. 15, 'H:28 .. 29, 23

Relative Intensity
100

Figure S29. ESIMS spectrum of 3

Acquired:12:00:00 AM
Operator:AccuTOF

m/z Calibration File:20200102-1TFANa...
Created:2/7/2020 2:00:40 PM

Created by:AccuTOF

Tolerance:250.00[ppm], 200.00 .. 200....
Na:0 .. 2, %0:4 .. 4

Unsaturation Number:-100.5 .. 200.0 (...

295.18927
50 290.23419
1 273.20656
0 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 T T
260.0 280.0 300.0
m/z
Mass Intensity ‘ Calc. Mass Mass[g:;f:]rence Mass[g‘i’frf:le]rence Possible Formula
273.20656  1360.64  273.20658 -0.02) -0.07]"2C15"Hz0'®04
295.18927  8664.71  295.18853 0.74 2.52/2C15'H26%3Na1'604

Figure S30. HRESIMS spectrum of 3
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MILE-3-10-2-4-2

Pulse Sequence: szpul
UNITYp1us-600 "KMUGOO.Kmu.edu. tw"
D

e: Jun 2
Solvent: cd ~
Temp. 28.0 C / 301.1 K P
Total 64 repetitions
—~ =
[ s
g, | 23
"l.q'
T T T T T T T T T
9 8 7 6 5 4 3 2 1 ppm
L ke — — S o
sie = & ] g d g
Figure S31. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 4
MILE-3-10-2-4-2
Pulse Sequence: szpul s
UNITYplus-600  "KMUG00.kmu. edu. tw" N0
Date: Jun 5 2020
Solvent: cdc13
Temp. 28.0 C / 301.1 K
Total 12800 repetitions
. P
3rma. o EEREEER
5 $5 8825880 o P¥Tigiiacd
2 oS e <1588 082258" 287777
& aR3F < @98any I
~ aNeY @ N8y
[ 2R 33 &
5 S <
J 2 Ss
° N |
= s |
! ’
LU
T T T T T T T T T L T T T T T T T T T
200 180 160 140 120 100 80 60 40 20 ppm

Figure S32. 3C NMR spectrum of (150 MHz, CDCls) spectrum of 4
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MILE-3-10-2-4-2 Sg3 N
snfe 2 3 8
SkERa, 8 efet o9
Pulse Sequence: DEPT ; | 2% & s :_":::’ 2
I % > 57 832 g2
o 5 K]
L} J 3 o =
| ’ i
" [
| J | UL Jl 4
L | T T T T T T T T T T T T T T T T T T
200 180 160 140 120 100 80 60 40 20 ppm
T
n ™ L I

Figure S33. DEPT spectrum of 4

HILE-3-10-2-4-2
expld  gCOSY
SAMPLE FLAGS
date Jun 5 2020 hs nn
solvent cdc13  sspul y ‘
s hsgiv1 5304 o |

ample
ACQUISITION SPECIAL
sw 9542.0 temp 0
at 0.150 gai
np 2862 ed
b 4000 F2 PROCESSING +
ss &
d1 1.000 sbs not used
nt 32 fn 4086
20 ACQUISITION F1 PROCESSING
swl 85 sb1 ~0.013 &
ni 160 sbs1 not used ]
daz 0 proct 1p ] "
PRESATURATION fnl 4096 ] oy o
satmode DISPLAY » H
we n -120.6 1 ' b
TRANSMITTER wp 6089.5
tn Hi sp1 12006 8 0
sfrq 597.251 wpl 6089.5 i
tof 597.2 rfl 118715 ] . & a
tpwr 58 rfp 0 ]
11,800 rfl1 1187.5
GRADIENTS rfpl 0 ]
9zIVIE 4424 pLOT
gtE 0.001000 we 140.0 1
EDratio 1.000 sc 5.0 1
gstab 0.000500 w2 14020 B
DECOUPLER sc2 5.0
13 vs 165 = i -
dm nan th 8 = ] - s
ai cdc av ]
5-]
| L
T T T T T T T T
9 8 74 6 5 4 3 2 1 0

F1 (ppm)

Figure S34. COSY spectrum of 4
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mLE-$-1U-z-d-2

Pulse Sequence: gHSQCAD

| L H H”J

o

T A B R

o

N

T T T T LR RERAE R LA AR A R AN AR |
200 180 160 140 120 100 80 60 40 20
F1 (ppm)

Figure S35. HSQC spectrum of 4

MULE-$-1U-2-4-2

Pulse Sequence: gHMBCAD

’E

L
-
¢
£
@

1

T T T T T T ERREN|
180 160 140 100 80 60 40 20

F1 (ppm)

T T
200 120

Figure S36. HMBC spectrum of 4
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MILE-3-10-2-4-2

expl5 NOESY

SAMPLE
date Jun 5 2020
solvent cdc13
sample
ACQUISITION

sw 9542.0
at 0.150
np 2862
b 4000
ss 32
a1 1.500

nt 32
2D ACQUISITION
swi 9542.0

i 160
TRANSHITTER

n
sfrg 597.251
tof 597.2
tpwr 58
11.800

NOESY

xN 0.
PRESATURATION
satmode

t
DECOUPLER

LM-1090073-(1)-MJLE-3-10-2-4-2 76 (29.391) Cm (76)

FLAGS

hs nn

sspul %

PFGf1g y

hsglvl 5304
SPECIAL

temp 28.0

gain a2

spin not used
F2 PROCESSING

of 0.069

gfs not used

n
F1 PROCESSING
gf1 0.013

gfs1 not used
procl v
1 4036
DISPLAY
-120.5
wp 6089.5
sp1 -120.6
wpl 6083.5
rfl 1187.5
rfp 0
rfl1 1187.5
ript 0
PLOT
we 140.0
sc 5.0
wez 140.0
sc2 5.0
vs 350
th

I

L

@

~

[

i

Figure S37. NOESY spectrum of 4

F1 (ppm)

1004 287.14
B
288.18
269.15

270.12 289.22 31947
24056 54303 2459 264.08265.12__| | 27519 7857 28519 20123 3010 30426 31120 31813 | .320213

) | , \ i ! ! : | ; i . | ) ) ;
235 240 245 250 255 260 265 270 275 280 285 280 205 300 305 310 315 320 32

Figure S38. ESIMS spectrum of 4
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2.19e7

2. 63

3.98 332.1! 33m2]Z
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Mass Spectrum SmartFormula Report

Analysis Info
Analysis Name  D:\Data\f7\MJE310242_000003.d 6/30/2020 2:47:28 PM
Method broadband first signal Operator: YU HSIAO-CHING
Sample Name MJLE-3-10-2-4-2 Instrument: BRUKER FT-MS solariX
Comment ESI Positive
Intens. 309.16726
x1011
1.04
0.8
0.6
0.4
0.2
0.0 T T T T 7 T T T T
309.10 309.12 309.14 309.16 309.18 309.20 309.22 309.24 m/z
‘— MJE310242_000003.d: +MS

rdb e Conf N-Rule

Score m/z err[mDa] err[ppm] mSigma
25 even ok

Meas. m/z # Formula
309.16726 1 C15H26NaO5 100.00 309.16725 -0.02 -0.06 11.5

Figure S39. HRESIMS spectrum of 4

MILE-3-10-2-7-2

2.260.

Pulse Sequence: s2pul

Mercury-40088  "MerPlus400"

Date: Apr 24 2020 |

Solvent: cdcl3

Ambient temperature e

Total 112 repetitions s
l

1.430

,—1.598
1.594
\_1.a26

Figure S40. 'TH NMR spectrum of (400 MHz, CDCls) spectrum of 5
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MILE-3-10-2-7-2

equence: s2pul

24 2020
dc13

mbient temperature
otal 20480 repetitions

rcury-40088  "MerPlusa00"

77.317
77.202
76.683

| L L)

L L [ '

<<<<< ORI B B B L LR | LI L L N L B L BLBLEL BN B L S B IUR L T
200 180 160 140 120 100 80 60 40 20 ppm

Figure S41. 3C NMR spectrum of (100 MHz, CDCls) spectrum of 5

MILE-3-10-2-7-2

{ | |

* J | |
é&ﬂ léﬂ léﬂ 150 o léD ' iﬂn ' B% Eh ‘ 4h Zh ' DD%

Figure S42. DEPT spectrum of 5
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MILE-3-10-2-7-2
expla  gCOSY

SAMPLE
date Apr 24 2020

solvent cdc13
sample
ACQUISITION
sw 6410.3
at 0.150
np 1920
b not used
ss 32
d1 1.000
nt a
2D ACQUISITION
swl 6410
ni 1
2
PRESATURATION
satmode
we
TRANSMITTER
n H1
sfrq 400.401
tof 366.0
tpwr 56
pw 11.900
GRADIENTS
921v1E 1012
gtE 0.001000
EDratio 1.000
stab 0.000500
DECOUPLER
c13
dm nnn

Pulse Sequence: gHSQC

FLAGS
hs n
sspul
hsgivl 1212
SPECTAL
temp not used
gain
spin
F2 PROCESSING
sb 0.
sbs not used
n
F1 PROCESSING
sb1 -0.020
sbs1 not used
proc i
n1 086
DISPLAY
-82.4
wp 40815
sp1 -82.4
wp1 40815
rfl 802.3
f
i1 802.3
rfpl
PLOT
we 140.0
sc 5
we2 14000
sc2 5.0
vs 100
th 7

'

26

Figure S44. HSQC spectrum of 5

] . ® .
herg
] . s
= & =75
- 5 a
o ]
5]
74
8|
9|
s s 5 3 1
F1 (ppm)
Figure 543. COSY spectrum of 5
|
|
| L |
_
o ©
e
Zéﬂ 1éﬂ 1é0 ll]lll 12‘0 ‘ ll‘ll! 8‘0 S‘I! ' 4‘0 Zlﬂ.
F1 (ppm)




Pulse Sequence: gHMBC

MILE-3-10-2-7-2
expls NOESY

SAMPLE
date  Apr 24 2020

solvent cdc13
sample
ACQUISITION
sw §410.3
at 0.150
np 1920
b not used
ss 3
d1 1.000
nt 4
2D ACQUISITION
swi §410.3
1 160
TRANSHITTER
sfraq 400.401
tof 366.0
tpwr
11.900
NOESY

mixN 0.
PRESATURATION
satmode
DECOUPLER

dm nnn

FLAGS
hs

sspul y
PFGflg

hsglvl 12

SPECIAL

emp not used
gai

spin 0
F2 PROCESSING
T 0.06

ofs not used

gfst not used
proc 1p
i 096
DISPLAY
-82.4
wp 4081.5
sp1 -82.4
wpl 4081.5
rfl 802.3
rfp
rfi1 802.3
rfpl
pLOT
we 140.0
sc 5.
we2 140.0
scz 5.
vs 713
th

@
P

o

Loy on 1

[ ~
Loy

T T T
120 100 80 60
F1 (ppm)

T T T T T T
200 180 160 140

Figure 545. HMBC spectrum of 5

a0

| O S—

1 ° 9
=3 1 ;f‘ > =
- ] - @
e ] o » .
] - i
] 4 i
1 H
] @
] !
1. i
T T T T T T T T a T T
9 8 7 6 5 4 3 2 1 0
F1 (ppm)

Figure 546. NOESY spectrum of 5
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LM-1090051-(1)-MJLE-3-10-2-7-2 88 (34.084) Cm (88:89) 1: Scan ES+

1004 313.28 =i
S
314.31
295.24
287.30
288.27 296.28 31528 330.27 345.30
29918 27142 ‘277\'2&7‘3 31 285.00] (. L[ 20034 s0420  sir0| | [ ate2s 2oz ‘\ 131 39520 34428, “ r3463‘3 355_2? 358 32‘350.33 Pz
265 270 275 280 285 290 295 300 305 310 315 320 325 330 335 340 345 350 355 360 365

Figure 547. ESIMS spectrum of 5

Mass Spectrum SmartFormula Report

Analysis Info

Analysis Name  D:\Data\f7\MJLE310272_000002.d 5/14/2020 4:18:37 PM

Method broadband first signal Operator: YU HSIAO-CHING

Sample Name MJLE-3-10-2-7-2 Instrument: BRUKER FT-MS solariX
Comment ESI Positive

Intenss,' 335.18295
x10f

0.8

0.6

0.4+

0.2

335.16379

0.0-r T T T T T ) T T T
335.10 335.12 335.14 335.16 335.18 335.20 335.22 335.24 335.26 m/z

[— MJLE310272_000002.d: +MS |

Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
335.18295 1 C17H28NaO5 100.00 335.18290 -0.05 -0.16 172 35 even ok

Figure 548. HRESIMS spectrum of 5
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MILE 8-9-1-11-4

Pulse Sequence: s2pul
Mercury-400BB  "MerPlus400"
019

Ambient temperature
Total 48 repetitions

[l
J11 J
(T WYY,
T T T T T T T T T T
9 8 4 6 5 4 3 & 1 ppm
ey e e T
Figure 549. 'TH NMR spectrum of (400 MHz, CDCls) spectrum of 6
MILE 3-9-1-11-4
Mercury-400BB  "MerPlus400"
Date: Sep 11 2019
Solvent: cdc13
Ambient temperature
Total 400 repetitions
L" [
T T T T T T T T T T T T T T T T T T T
200 180 160 140 120 100 80 60 40 20 ppm

Figure S50. 3C NMR spectrum of (100 MHz, CDCls) spectrum of 6
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MILE 3-9-1-11-4

5583
anSens 2NSo2Rg o
Pulse Sequence: DEPT NS ] EET SRS 2
Rinsie T - Sgnsnsa I 2o
T gl o SN Ve 29
2 @ Y o
< - | ‘\{ 7 F [
2 <
T T T T T T T T R R Bt T ; i - :
200 180 160 140 120 100 80 60 40 20 ppm
|
|
J P f
MILE 3-9-1-11-4
expld gCOSY
SAMPLE FLAGS —
date Sep 11 2019 hs
solvent cdcl sspul Y
sample hsgivl 1200 e
ACQUISITION SPECIAL
sw 6410.3 temp not used
at 0.150 gain 16
np 0 spin
fb not used F2 PROCESSING
ss sb -0.075 B @
d1 1.000 sbs not used =
nt fn 96
2D ACQUISITION F1 PROCESSING b a ]
swl 6410.3 sbl =0.020 1 '
ni 160 sbsl not used 1 . = PR
a2 procl 1p
PRESATURATION fnl 4096 -4 L]
satmode DISPLAY -
e -a2.4 = . 5 &
TRANSMITTER wi 4081.5 ]
tn spl -82.4
sfrq 400.401 wpl 4081.5
tof 366.0 rfl 802.3 @ |
tpwr 55 g
13.600 rfi1 802.3 i
GRADIENTS rfpl |
9ZIVIE 1005 PLOT
gtE 0.001000 wc 140.0 - . o=
EDratio 1.000 sc 5 o | | L
gstab 0.000500 wc2 140.0 -9 ] L]
DECOUPLER sc2 5.0
1 vs 80 1
dn nnn 2
ai cdc av 5 |
T T T T T T T T T
9 8 7 6 5 3 2 1 0
F1 (ppm)

Figure S52. COSY spectrum of 6
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Pulse Sequence: gHSQC

%{ TN

Mt

R LA Eamnaana
200 180 160 140 120 100 80 60
F1 (ppm)

Figure S53. HSQC spectrum of 6

Pulse Sequence: gHMBC

T
40 20

Hiin

T T T T e e
200 180 160 140 120 100 80 60
F1 (ppm)

Figure S54. HMBC spectrum of 6
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MILE 3-9-1-11-4

expl5 NOESY
SAMPLE FLAGS

date Sep 11 2019 hs nn

solvent cdc13  sspul %

sample PFGflg
ACQUISITION hsgivi 00

sw §410.3 SPECTAL

at 0.150 tem not used

np 1920 gain

b not used spin 0

ss 3 F2 PROCESSING

d1 1.000 of 0.069

nt gfs not used

2D ACQUISITION  fn 4096
swi 6410.3  F1 PROCESSING
1

ni £
TRANSMITTER gfs1 not used
tn H1 proc.
sfrq 400.401 fnl
tof 366.0 DISPLAY
tpwr 55 sp -82.4
W 13.600 wp 4081.5
NOESY sp1 -82.4
mixn 0.600 wpl 4081.5
PRESATURATION rfl 802.3
satmode norfp 0
wet norfil 802.3
DECOUPLER rfpl 0
c13 PLOT
dm nnn e 140.0
sc 5.0
we2 1400
scz 5.0
vs 80
th
ai cdc ph

F2 7
(ppm
. ]
_J 4
= - - P - --
. .
4 s
4- g
= 1 — = SIS
= = s 2
5]
6]
" i | |
| ]
o]
1 T T ey T T T T T T T
9 8 7 6 5 4 3 2 1 0

F1 (ppm)

Figure S55. HMBC spectrum of 6

LM-1080131-(9)-MJLE-3-0-1-11-4 95 (36.821) Cm (94:95) 1: Scan ES+
1004 314.99 4.92e7
<
315.99
296.93
297.99 316.99
33203

268.77 2‘71.04272"87 279.14 28390 29031 29532 ( 299.06 305,67>*%2 313.00 31948 32895 B00055506 aa7.05340.85 1G98 3490235260 550 64 36392

i | ) ) | ) ; : | | 150 23

365

265 270 275 280 285 290

305 |
205 300 305 310 315 320 325 330 335 340 345 350 355 360

Figure S56. ESIMS spectrum of 6
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Mass Spectrum SmartFormula Report

Analysis Info

Analysis Name  D:\Data\f7\MJLE391114_000004.d
Method broadband first signal

Sample Name  MJLE-3-9-1-11-4

Comment ESI Positive

12/31/2019 2:44:51 PM

Operator: YU HSIAO-CHING
Instrument: BRUKER FT-MS solariX

lnt%sg, 337.19849
X

0.5

337100  337.25  337.150 337175  337.200

337225  337.250 337,300
[—— MJLE391114_000004.d: +MS
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
337.19849 1 C17H30NaO5 100.00 337.19855 0.05 0.16 159 25 even

Figure S57. HRESIMS spectrum of 6

dried leaves of M. japonica var. kusanoi (5.8 kg)

MeOH

3 days/time, 3 times

*1MeOH extract (730 g)

EtOAc: H,0(1:1)

H,0 layer (264.5 g) EtOACc layer (390 g) Precipitate (72 g)

take 100 g

C.C. (silica gel)

solvent system:

H/E 100/0 to 0/100
Fr.1 HFr.2 HFr.3 tFr.4 HFr.5 tFr.6
100/0 75/25 50/50 25/75 0/100 M
(10g) (283g) (151g) 70g) (558) (388g)

l l

9 (152 mg) *1(59mg) 10(0.3mg)

|

18 (19mg) *2(2.3mg) '11(10.7 mg)
20(1.6g) *3 (2.8mg) 12 (4.6 mg)
*4 (53mg) 113 (0.5 mg)
Hin hexans *5 (0.9mg) 15 (0.2 mg)

E: ethyl acetate

M: methanol *6 (140 mg) 16 (25 mg)
+: Superoxide anion Inhibitory activity 7 (305 mg) 17 (29 mg)
: Elastase release Inhibitory activity 8 (05 mg) 19 (1.0 mg)

C.C.: column chromatography
*: new compounds

14 (1.6 mg)

Figure S58. Extraction and isolation of the leaves from M. japonica var. kusanoi.
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MILE-3-10-2-4-2-S-B-A

7.428

Pulse Sequence: s2pul
UNITYp1us-600  “KMUS00.kmu. edu. tw"
ate: Jul 16 2020

Temp. 28.0 C / 301.1 K
Total 320 repetitions

I / If {
MLL | | J \ A
T T T T T T T 1 T ?
9 8 wEne 7 6 3 5 =y 4 e 3 2, l_r) ppm
Figure 559. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 4a
MJILE 3-10-4-2-4-R-B-A
Pulse Sequence: s2pul Ef
UNITYplus-600 “KMUS0O.kmu.edu.tw"
Date: Jul 20 2020
Solvent dc13
Temp. 28.0 C / 301.1 K 2
Total 160 repetitions -
] /
¢ 2

-
-
—
—
« —
\‘\
S
%—v\‘

9 8 7 6 5 4 3 3 ppm
Ll - b Ly —_— e s e e ol
=z 2 532 %3 3 2235 8
S o ~ N on s W oW o 0 N
29 an 3 882¢R 5

Figure S60. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 4b
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MILE-3-10-2-7-2-S-B

7.418
0.892

Pulse Sequence: s2pul

UNITYplus-600 "KMUG0O.kmu.edu.tw"
Date: Jul § 2020

Solvent: cdcl13

Temp. 28.0 C / 301.1 K

Total 256 repetitions

—

~1.244

3.651
3.648

7.430
3.654

S

-

|-
L™
N
&
&
N
S~
—

T L T T
9 8 7 5 5 a 3 2 1 ppm
iy — e Er] ey e e T
g H EE 33 g2 8 888 3§33 % 5
o < ~ ® w LY NS © ves ® S o < s
S s s 2% 223 I 8
g ¢ =

MILE-3-10-2-7-2-R-B

Pulse Sequence: s2pul

UNITYplus-600  “KMUG0O.kmu.edu.tw"
Date: Jul 13 2020
cdc13

.0 C /301.1K
Total 320 repetitions

7.434

S
—
~—

/]

%L

-
-
~-

o

T
5 4 1 ppm
oy o e iy e T
o o s o w e s = ~
o S = i 5 i e S e b
ws o s oo oo @ < <
=8 H S B g3 5
o8 o

Figure S62. 'TH NMR spectrum of (600 MHz, CDCls) spectrum of 5b
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MILE-3-9-1-11-4-S-B /

Pulse Sequence: s2pul
Mercury-400BB  "MerPlus400"

\_7.421
7.260
—
1.254

Date: Jun 24 2020 @
Solvent: cdci3 N
Ambient temperature @
Total 408 repetitions -
|
o I
. o |
3
22
t o
o
s
© -
8 23
2 23
~ LT
"(
Ir S S / / 1
Ny iy ‘ !
| A
T T T T T T T T
9 8 & 6 5 4 3 2 L ppm
e - i v o e T
ro o s s @ oo w © o oo o
2t & s B net S G
N o oo oo o 5w o -
E ] 89 22 & g &3 2
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Figure S63. 'TH NMR spectrum of (400 MHz, CDCls) spectrum of 6a
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Figure S64. 'TH NMR spectrum of (400 MHz, CDCls) spectrum of 6b
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Table S1.Inhibitory effects of crude extracts from the leaves of M. japonica var. kusanoi on

superoxide anion generation and elastase release in fMLP/CB-induced human

neutrophils.
Extract Superoxide anion Elastase release
(10 ug/mL) Inh % Inh %
MJLW-1 36.25+5.65 89.86 +4.77
MJLW-2 75.35+5.12 95.00 +3.86
MJLW-3 71.13 +6.98 64.26 +2.58
MJLW-4 94.32+0.89 128.43 +£5.95
MJLW-5 108.63 +1.86 121.81 +4.24
MJLE-1 8.88 +7.27 17.92 +2.03
MJLE-2 103.05 +0.80 128.41£0.78
MJLE-3 101.85 +1.92 120.57 + 6.06
MJLE-4 (1 pg/mL) 102.45 +0.41 118.19 £ 5.59
MJLE-5 98.28 +2.92 117.61 + 4.35
MJLE-6 110.84 +2.02 119.78 £ 5.15

Percentage of inhibition (Inh %) at 10 ug/ml concentration. MJLW: water layer from the leaves of M. japonica var.

kusanoi, MJLE: ethyl acetate layer from the leaves of M. japonica var. kusanoi.
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