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Table S1. In vitro microsomal stability of BIPPO analogs. Diclofenac was used as a reference compound.

% 23 % 28 % 29 % 30 % 47a % 47b .
Phase I/1I Time remaining remaining remaining remaining remaining remaining Diclofenac
(min) Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean

0 100 - 100 - 100 - 100 - 100 - 100 - 100

CYP- 15 81 2.0 94 8.4 68 31 48 24 104 121 16 4.2 77
NADPH 30 61 1.3 88 2.4 50 0.8 21 0.59 90 11.7 3 0.002 66

qg’ 60 38 2.9 68 5.7 26 1.6 10 0.31 38 9.7 2 13 49
§ 0 100 - 100 - 100 - 100 - 100 - 100 - 100
UGT 15 92 4.7 100 1.8 101 0.5 106 0.6 92 16.6 101 12.2 33
Enzymes 30 77 3.6 97 1.1 89 7.0 98 0.5 85 19.3 109 10.2 34

60 57 0.4 99 6.5 87 5.5 106 35 98 144 112 7.9 32
0 100 - 100 - 100 - 100 - 100 - 100 - 100

CYP- 15 97 3.9 92 0.6 102 15.4 100 23.2 113 2.5 98 4.3 28

NADPH 30 93 3.3 85 2.3 89 14.5 88 109 113 4.2 89 1.1 7

é 60 81 5.5 75 1.3 93 19.7 66 7.7 116 2.6 51 131 1
2 0 100 - 100 - 100 - 100 - 100 - 100 - 100
UGT 15 97 1.5 106 2.2 104 11.2 88 2.6 112 33 104 9.3 11
Enzymes 30 96 4.3 102 2.7 104 104 88 10.5 97 18.1 106 16.4 10

60 89 5.7 106 5.6 84 8.5 81 0.5 108 8.4 110 7.7 9
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Figure S1. LCMS spectrum of compound 3.
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Figure S2. 'H NMR spectrum of compound 3.
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13C NMR (151 MHz, DMSO) 8 152.4 (confirmed by HMBC), 150.3 (confirmed by HMBC),
137.1,128.7, 128.4, 126.6, 40.3, 25.8 (confirmed by HSQC), 21.8.

1221
w 4

—25.83
—21.81

30 170 160 150 140 130 120 110 100 90 80 70 60 50 40
f1 (ppm)

Figure S3. 3C NMR spectrum of compound 3.
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Acquired by : Admin
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Mass Peaks:11 Base Peak:270.05(167629) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m/z AbsInten. Rellnten. Charge Polarity Monoisotopic
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Figure S4. LCMS spectrum of compound 4.
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Figure S5. *H NMR spectrum of compound 4.
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Figure S6. 13C NMR spectrum of compound 4.
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Figure S7. LCMS spectrum of compound 5.

S7



VUF14762/1 & NN ARARRR38888533888555888] g 58
"T’ ﬁ‘ NN NN NNNNNNNNNN R R R R R R R s = 3200
-3000
'HNMR (600 MHz, DMSO-ds) 8 13.73 (brs, 1H), 12.40 (brs, 1H), 7.33 — 7.28 (m, 2H), 7.08 —
7.03 (m, 2H), 6.99 — 6.95 (m, 1H), 4.95 (s, 2H), 3.26 (brs, 1H), 1.33 (d,J = 7.0 Hz, 6H). 12800
S / ] 1 I f / e
2400
2200
2000
E (m) 1800
7.05
G (brs) H (brs) D (m) B {brs) Ay(d) 1600
13.73 12.40 731 3.26 1133
1400
F (m)
6.97 1200
-1000
800
‘ 600
. 400
I
l 200
| - -0
- T e T iy i
8 & 858 3 & 8 [-200
S S NN ~ S I
L0 13.0 12.0 11.0 10.0 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)
Figure S8. 'H NMR spectrum of compound 5.
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Figure S9. 13C NMR spectrum of compound 5.
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Figure S10. LCMS spectrum of compound 6.
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Figure S11. *H NMR spectrum of compound 6.
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Figure S12. *3C NMR spectrum of compound 6.
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Figure S13. LCMS spectrum of compound 7.
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Figure S14. *H NMR spectrum of compound 7.
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Figure S15. *3C NMR spectrum of compound 7.
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Figure S16. LCMS spectrum of compound 8.
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Figure S17. *H NMR spectrum of compound 8.
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Figure S18. 3C NMR spectrum of compound 8.
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Date Acquired :5/17/2016 12:43:55 PM
Sample Name : YAZH-131
Sample ID K
Tray# 1
Vial# 120
Injection Volume 01
Data File : C:\LabSolutions\Data'2016 - wk20'YAZH-131.1cd
Backsground File : blanco 17052016.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.lar
Tuning File : C:\LabSolutions\ Tuning Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 5/17/2016 2:59:15 PM
PDA Graph
uv
75000+
50000+
25000+
0,%-_\/\_4;
T T T T T T T T T T T T T T T
0.0 0.5 1.0 1.5 2.0 205 3.0 3.5 4.0 4.5 50 55 6.0 6.5 7.0 7.5
min
PDA Chl 254nm 4nm
| Peak# | Name [ Ret.Time | Area [ Area% |
[ 1] | 3.399] 307369 100.000 |
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.470-3.490(Scan#:348-350)
Mass Peaks:11 Base Peak:262.00(1359271) Polarity:Pos Segmentl - Eventl
100 S
90-
80-
70-
60-
50
404
30
20- 243 545
e 24 35
‘ 300
T T T ] - T T T T by
150 200 250 300 350 400 450 500 550
m/z
MS Spectrum Table
#1 Ret.Time:
BG Mode:Calc 3.370<-=3.640(338=<->365)
Mass Peaks:11 Base Peak:262.00(159271) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m/z AbsInten. Rellnten. Charge Polarity Monoisotopic
1 262.00 159271 100.00 7 325.00 12159 7.63
2 263.05 24117 1514 8 326.10 2444 153
3 264.00 11613 729 9 545.05 23434 14.71
4 283.95 15021 9.43 10 546.10 5129 3.22
5 285.05 2316 145 11 547.20 2333 147
6 300.05 6172 3.88

Figure $19. LCMS spectrum of compound 9.
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YAZH-131/2
group far
YAZH-131+D20

'HNMR (500 MHz, DMSO-d¢) 8 9.26 (s, 1H), 8.50 (s, 1H), 3.33 (brs, 1H), 1.38 (d,/= 6.8 Hz,

6H).

8.50

3.33

1.38
137

B (brs)
3.33

095 ———mn-
4094 ———

1.09-T

6.001

.0 105 10.0 9.5

YAZH-131/8

—155.43

3C NMR (126 MHz, DMSO) 8 155.4 (confirmed by HSQC), 149.1, 149.0 (confirmed by
HMBC), 144.5, 135.8 (confirmed by HMBC), 121.9, 25.8, 22.0.

I

3.5

149.11

149.02
~144.54
—13577
—121.88

<

Figure S20. *H NMR spectrum of compound 9.
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Figure S21. *3C NMR spectrum of compound 9.
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Acquired by : Admin

Date Acquired : 4/5/2016 8:23:28 AM
Sample Name : YAZH-127-1
Sample ID 5
Tray# 01
Vial# %33
Injection Volume i
Data File : C:\LabSolutions\Data\2016 - wk18\YAZH-127-1.1cd
Background File : blanco04052016.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS .lcr
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :17/11/2020 2:46:39 PM
PDA Graph
mAU
100+
50+ ‘
] ) \ _
[ I
e B L L B A e o B i o L e o e
0.0 0.5
min
PeakTable
PDA Chl 254nm 4nm
[ Peak# Name | Ret. Time | Area [ Area% |
[ 1 [ 2.909] 417185] 100.000]
MS Chromatogram
YAZH-127-1 C:\LabSolutions\Data\2016\2016 - wk11-wk2012016 - wk18\YAZH-127-1.1cd
(x100,000)
1.007]102,687 '\5 TIC@1
0 R 2. S )
I e e A e e e e e e A
0.0 0.5 1.0 1.5 2.0 25 3.0 3.5 4.0 45 5.0 555 6.0 6.5 7.0 75 8.
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.030-3.050(Scan#:304-306)
BG Mode:Calc 2.940<->3.170(295<->318)
Mass Peaks:15 Base Peak:286.05(56359) Polarity:Pos Segment] - Eventl
100 %5
50
J 327
1 242 ‘ 308 | ) 451 571 594
T T I [ I [ [ T I | I |
50 100 150 200 250 300 350 400 450 500 550 600
n/
MS Spectrum Table
#1 Ret.Time:
BG Mode:Calc 2.940<->3.170(295<->318)
Mass Peaks:15 Base Peak:286.05(56359) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 241.90 759 1.35 9 451.00
2 286.05 56359 100.00 10 570.70 1990 3.53
3 287.15 11052 19.61 11 571.70 1742 3.09
4 308.25 1162 2.06 12 592.70 1462 2.59
] 327.05 14987 26.59 13 593.70 1612 2.86
6 328.10 2223 3.94 14 594.65 771 1.37
7 349.10 1884 3.34 15 597.70 810 1.44
8 350.10 731 1.30

Figure S22. LCMS spectrum of compound 10.
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LABI-076-2f4

I Vo

12.03
58
7
12
11
08
08

8

8

8

8

8

8
653
X 6.49

'HNMR (300 MHz, DMSO-dy) 8 13.73 (s, 1H), 12.03 (s, 1H), 8.57 (d,J/ — 2.6 Hz, 1H), 8.10 (dd,/ — 9.6, 2.6 Hz, 1H),

6.51(d,J=9.6 Hz, 1H), 3.51 (s, 3H), 3.33 (1H, confirmed by HSQC)1.38 (d, J = 7.0 Hz, 6H).

e - [ [

G (dd)
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3.20=
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6.00-T
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Figure S23. *H NMR spectrum of compound 10.

LABI_076/2

—162.41
151.48
_~142.68
—140.98
~-138.94
119.17
112,17

15C NMR (126 MHz, DMSO) 5 162.4, 151.5 (confirmed byHMBC), 142.7 (confirmed by
HMBC), 141.0, 138.9, 119.2, 112.2,38.1,26.5 (confirmed by 11SQC), 22.3.
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Figure 24. 3C NMR spectrum of compound 10.

S18

30

20

10

850
800
750
700
650
600
550
500
450
400
350
300
250
200
F150
100

-8000

7000

6000

F5000

4000

-3000

2000

1000

F-1000

[-2000

F-3000

-4000

-5000

-6000

--7000



Acquired by : Admin
Date Acquired : 5/13/2016 6:30:07 PM
Sample Name : YAZH-124
Sample ID 4
Tray# 01
Vial# 130
Injection Volume = |
Data File : C:\LabSolutions'\Data\2016 - wk19\YAZH-124.1cd
Background File : blanco 13052016.1cd
Method File : Method SCAN ACID standard.lem
Report Format : Default LCMS.ler
Tuning File : C:\LabSolutions\Tuning! Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date 1 5/17/2016 8:53:23 AM
PDA Graph
uv
100000—
50000
O
T L B L L e e e A A s e A BN I o o R
0.0 0.5 1.0 1.5 2.0 25 3.0 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 75
min
PDA Chl 254nm 4nm
Peak# | Name | Ret. Time | Area | Area %
| | 2.861] 435212 100.000
MS Spectrum Graph
#:1 Ret. Time:Averaged 2.940-2.960(Scan#:295-297)
Mass Peaks:12 Base Peak:286.05(345547) Polarity:Pos Segmentl - Eventl
100 5%
90
80
70
607
50
40-
30-
20- 287
1&7 38 37 i smo 0
150 200 250 300 350 400 450 500 550
m'z
MS Spectrum Table
#1 Ret.Time:
BG Mode:Calc 2.840<->3.140(285<->315)
Mass Peaks:12 Base Peak:286.05(345547) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic
1 286.05 345547 100.00 7 349.10 10212 2.96
2 287.05 55580 16.08 8 450.65 8293 2.40
3 288.05 5645 1.63 9 571.30 18483 5.35
4 308.00 15951 4.62 10 572:25 8141 2.36
5 327.10 22082 6.39 11 593.20 27933 8.08
6 328.05 4597 1.33 12 594.15 10147 2.94

Figure $25. LCMS spectrum of compound 11.
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YAZH-1248  o8588 eRRANARY
group far X gLys LR 22T
'H NMR (500 MHz, DMSO-de) § 7.78 (d,J = 7.1 Hz, 1H), 7.11 (s, 1H), 6.87 (dd, J = 7.1, 1.7
Hz, 1H), 3.45 (s, 3H), 3.32 (hept, J = 7.0 Hz, 1H), 1.37 (d,J = 6.9 Hz, 6H).
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Figure S26. *H NMR spectrum of compound 11.
YAZH-124/4 & ] 0 hg & <+ w0
group far - & S S o g 5 g N
[ [ [ \ I
BCNMR (126 MHz, DMSO) 3 162.2, 144.0, 140.2, 117.5, 103.7, 37.2, 26.2 (confirmed by HSQC), 22.1.
]
1
30 170 160 150 140 130 120 110 100 9 8 70 60 50 40 30 20 10

f1 (ppm)

Figure S27. 3C NMR spectrum of compound 11.
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Acquired by Admin
Date Acquired 13/12/2017 1:15:35 PM
Sample Name YAZHO1-177-2
Sample ID
Tray# 1
Vial# 14
Inj ection Volume 3
Data File C\LabSoluti ons\Datah20 174201 7-whks0VYAZHO 1-177-2 1ed
Background File blanco 13122017 1cd
Method File Method SCAN ACID standard locm
Report Format Default LCMS lor
Tuning File C\LahSoluti onstTum ngh Tuning -E SI-pos-neg 107201 5alct
Processed by Admin
Modified Date 13/12/2017 3:51:58 FM
Chromatogram
Y4AZHO1-177-2 C:\LabSolutions\Data\20 1 201 7-whk50W YAZHO 1-177-2 1cd
mAll ~
1 &
250+
] -
0 1PDA Multt 1
—T——— T T T[T
1 2 3 4 5 [ 7 g
fuattel
1 PDs Multi 1/ 254nm 4nm
PL4 Chl 254nm 4nm
Peaks# Mame Ret. Time Area Ateath
1 3515 10083 0.690
3 3372 1451224 90,310
M5 Chromatogram
YAZHOL-177-2 C\Lh Solutions\Datd 201 2017w SOV VAZHOL-177-2.1cd
(1,000,000)
43,361,212 &
210~ <
& TIC@1* 1.00
kb
=t T T T e T T T T
1 2 3 4 5 i 7
min
M S Spectrum Graph
#1 RetTime: Averaged 3.920-3 940(Scan# 393-395)
Mass Peaks9 Base Peak233.10(2292484) Polarity: Pos Segmentl - Eventl
100 -
504
et ]
=7
—_— .
200 300 400 500 a00 Fon 500 s00
miz
M5 Spectrum Table
#1 RetTime
BG Mode Calc 3.520<-»4.200(383<->421)
Mass Peaks:9 Base Pedr 283.10(2292434) Polarity: Pos Segment] - Eventl
# mfz AhbsInten  RelInten Charge Polarity Monoisotopic # mfz AbsInten  RelInten Charge Polarity Monoisotopic
1 283.10 2292454 100.00 [ 346.15 72424 3.16
2 284.10 46681 20.36 7 587.30 112077 4.89
3 28515 56524 147 8 588.30 42963 1.87
4 30510 128110 559 El 59240 30587 1233
5 306.10 23597 1.03

Figure $28. LCMS spectrum of compound 12.
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i S S RRRLREEEERLE gpass 55 4000
a ) NNNNNNNNNNNNN ISR SESESEN] —
| | e -
'HNMR (600 MHz, DMSO-di) & 13.52 (s, 1H), 12.11 (s, 1H), 7.29 — 7.25 (m, 4H), 7.20
7.16 (m, 1H), 3.26 (s, 1H), 3.07 — 2.97 (m, 2H), 2.88 (s, 2H), 1.34 (d,/ = 6.9 Hz, 6H). 3500
J S | / ] / 13000
2500
F [m) C(m)
727 3.02
2000
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Figure S29. 'H NMR spectrum of compound 12.
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N T N /2NN
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Figure $30. 3C NMR spectrum of compound 12.
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Acquired by : Admin
Date Acquired /28/2016 1:32:12 PM

Sample Name : YAZH-126-3
Sample ID 3
Tray# 01
Vial# 124
Injection Volume 1A
Data File : C:\LabSolutions\Data\2016 - wk17\YAZH-126-3.1cd
Background File : blanco28042016.1cd
Method File fethod SCAN ACID standard.lcm
Report Format DefaultLCMS.ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 4/28/2016 1:48:32 PM
PDA Graph
uwv B
200000
100000
1 \
) I
T L o e T L B L LA e e e e e o L e e T B N N B
0.0 2. % 3. 5 i 5 .0 5: 6.0 6.5
min
PDA Chl 254nm 4nm
Peak# | Name | Ret. Time | Area [ Area% |
1] [ 4.410] 1049413 100.000]
MS Spectrum Graph
#:1 Ret.Time:Averaged 4.520-4.540(Scan#:453-455)
Mass Peaks:8 Base Peak:283.05(468474) Polarity:Pos Segment] - Eventl
100 =5
90-
80-
70-
60-
50-
407
304
20~ 284
10+
E| 3(‘75 3?6 5T7
T T T T T T T T T T L L T T T T T T T T T T T T T T T
150 200 250 300 350 400 450 500 550
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.400<->4.720(441<->473)
Mass Peaks:8 Base Peak:283.05(468474) Polarity:Pos Segment1 - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic 7t m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 283.05 468474 100.00 5 324.10 7405 1.58
2 284.15 83666 17.86 6 346.10 16760 3.58
3 285.10 8605 1.84 7 587.25 19220 4.10
4 305.10 19181 4.09 8 588.10 6105 1.30

Figure S31. LCMS spectrum of compound 13.
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YAZH-126/6

58g 38 3RRY n @ oo

£ w5 O R GRRK @ R 069
group far R8o ¥ &5 QKRN < [
B Lo 989y 3 SRAS

VA [ N VN

BCNMR (126 MHz, CDCl3) 3 155.9, 155.3,151.3,[141.5,137.6, 129.0, 127.7,127.6,127.2,
45.0,26.8,21.9,21.9,19.7.
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Figure S32. *H NMR spectrum of compound 13.

HARTLZ6/S ¥ 23953899 NRZE58ERS e
group far S NNNRNKKK S FF Mo PR

"HNMR (500 MHz, Chloroform-d) 8 10.48 (brs, 1H), 7.34 (d,.J = 7.2 Hz, 2H), 7.24 (L. J=17.5
Tl, 21), 7.18 (1, J = 7.2 Tlz, 111), 4.20 (q, J = 7.0 Tz, 1T1), 3.51 (hept, J= 7.0 Tl 111, 1.71 (d,
J=17.0 Hz,3H), 1.52 (d,J = 7.0 Hz, 6H). ] / f [
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Figure $33. 3C NMR spectrum of compound 13.
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Acquired by

: Admin

Date Acquired 1 16/7/2019 11:46:50 AM
Sample Name : MOIB_38_final
Sample ID :
Tray# 01
Vial# 122
Injection Volume e
Data File : C:\LabSolutions\Data\201912019-wk29\MOIB_38 final.lcd
Background File : blanco 16072019.1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :16/7/2019 12:01:13 PM
Chromatogram
MOIB_38_final C:\LabSolutions\Data\201912019-wk29\MOIB_38 _final.lcd
mAU
] I PDA Multi
5004 )2
250+
1 . e D O . -
e o e L e e S O o L B e e e e B B w
0.0 0.5
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
Peak#t | Name [ Ret. Time | Area [ Area% |
1] | 4.573] 1918219 100.000]
MS Chromatogram
MOIB_38_final C:\LabSolutions\Data\2019\2019-wk29\MOIB_38_final.lcd
g )
3 | TIC@1* 1.00
1 2 3 4 5 6 7 8
MS Spectrum Graph min
#1 Ret.Time:Averaged 4.630-4.650(Scan#:464-466)
Mass Peaks:12 Base Peak:297.10(1220350) Polarity:Pos Segment1 - Eventl
100 257
50
208
39360 615
T T T T T T T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.500<->4.910(451<->492)
Mass Peaks:12 Base Peak:297.10(1220350) Polarity:Pos Segmentl - Event1
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 297.10 1220350 100.00 7 338.10 63806 52
2 298.10 273031 2237 8 360.10 81633 6.69
3 299.10 26922 221 9 361.15 22098 1.81
4 319.10 85305 6.99 10 615.30 59689 4.89
5 320.10 18541 1.52 11 616.30 24305 1.99
6 335.05 22825 1.87 12 620.50 44655 3.66

Figure S34. LCMS spectrum of compound 14.
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Figure S35. *H NMR spectrum of compound 14.
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[F10000
BCNMR (126 MITz, DMSO) 8 158.0 (TIMBC), 150.7 (ITMBC), 146.3, 128.3, 126.4, 126.2,
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Figure $36. 3C NMR spectrum of compound 14.
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Acquired by

: Admin

Date Acquired £ 16/7/2019 11:55:25 AM
Sample Name :MOIB_39_final
Sample ID :
Tray# 01
Vial# 123
Injection Volume i
Data File : C:\LabSolutions\Data\20192019-wk29\MOIB_39 _final.lcd
Background File : blanco 16072019.1cd
Method File : Method SCAN ACID standard.lcm
: DefaultLCMS .ler
: C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
: Admin
:16/7/2019 12:04:00 PM
Chromatogram
MOIB_39_final C:\LabSolutions\Data\201912019-wk29\MOIB_39_final.lcd
mAU
] 3 PDA Multi ]
2
1 o
500
G I
L e o e L o e e B e e e R s e M N
0.0 0.5
min
1 PDAMulti 1/254nm 4nm
PeakTabl

PDA Chl 254nm 4nm

Peak#t | Name [ Ret. Time | Area [ Area%
1] | 3.860] 2365954 100.000
MS Chromatogram
MOIB_39_final C:\LabSolutions'Data\2019\2019-wk29\MOIB_39_final.lcd
(x1,000,000)
2,451,302 /\g
\“ TIC@1* 1.00
/N /
L e e L . syt S By S By S s
1 2 6 7 8
MS Spectrum Graph min
#:1 Ret.Time:Averaged 3.910-3.930(Scan#:392-394)
Mass Peaks:15 Base Peak:299.10(1201872) Polarity:Pos Segment1 - Eventl
100 735
50
267
z%x 32 362 619
T f : T T T " T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.800<->4.220(381<->423)
Mass Peaks:15 Base Peak:299.10(1201872) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 267.05 356809 29.69 9 340.05 31975
2 268.05 77318 6.43 10 362.10 89695 7.46
3 299.10 1201872 100.00 11 363.15 21610 1.80
4 300.05 219603 18.27 12 619.30 78602 6.54
5 301.05 23930 1.99 13 620.30 32324 2.69
6 321.05 118849 9.89 14 624.30 29045 242
7 322.10 25171 2.09 15 625.05 17260 1.44
8 337.00 27554 2.29

Figure S37. LCMS spectrum of compound 15.
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'H NMR (500 MHz, DMSO-dg) 8 13.69 (brs, 111), 12.15 (brs, 1H), 7.53 — 7.49 (m, 2}, 7.38 -
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Figure $38. *H NMR spectrum of compound 15.
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—82.49
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_~26.04
21.92
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3C NMR (126 MHz, DMSO) & 152.6 (HMBC), 150.8 (HMBC), 141.9 (HMBC), 138.4, 128.4,
128.3,127.0,82.5,56.9,26.0 (HSQC), 21.9, 21.8. Note: one extra carbon signal was observed
due to hindered rotation of the isoporopyl group.
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Figure S39. 3C NMR spectrum of compound 15.
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Acquired by : Admin

Date Acquired £ 18/7/2019 11:50:40 AM
Sample Name :MOIB_41_final
Sample ID :
Tray# 01
Vial# :23
Injection Volume 1 1
Data File : C:\LabSolutions\Data\20192019-wk29\MOIB_41_final.lcd
Background File : blanco 18072019.1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :18/7/2019 12:02:44 PM
Chromatogram
MOIB_41_final C:\LabSolutions\Data\201912019-wk29\MOIB_41_final.lcd
mAU
1000~ A a PDA Multi 1
4 [$]
2

13 eifag g

\

0! . X -
L e e e e e e e e e LA o e o e o
0.0 0.5 1.0 15 2.0 2.5 3.0 3.5
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
[ Peak#t | Name [ Ret. Time Area Area% |
[ 1] [ 4.205 3333249 100.000 |
MS Chromatogram
MOIB_41_final C:\LabSolutions\Data\2019'2019-wk29\MOIB_41_final.lcd
(x1,000,000)
2,957,945 NG
2.00 4 \g
/ t TIC@1* 1.00
0-00““\“‘““\““\“)\L“\“““‘\““/
0 1 2 4 5 6 7 8
MS Spectrum Graph min
#:1 Ret.Time:Averaged 4.260-4.280(Scan#:427-429)
Mass Peaks:13 Base Peak:295.05(1742339) Polarity:Pos Segmentl - Eventl
100 55
50
206
37 611
T T T T T T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.130<->4.520(414<->453)
Mass Peaks:13 Base Peak:295.05(1742339) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 295.05 1742339 100.00 8 358.10 114949 6.60
2 296.05 356374 20.45 9 359.10 29632 1.70
3| 297.15 36443 2.09 10 611.30 101962 5.85
4 317.10 131141 7.53 1 61230 34432 1.98
5 318.10 25143 1.44 12 61635 26907 1.54
6 333.05 37533 215 13 616.65 51510 2.96
7 336.15 44123 2.53

Figure S40. LCMS spectrum of compound 16.
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Figure S41. *H NMR spectrum of compound 16.
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~154.09
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N\126.21
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BCNMR (126 MHz, CDCl5) 8 155.5, 154.1, 15117, 138.6, 138.1, 131.0,129.8,128.9,126.2,
294,268,218, 18.0.
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Figure S42. 3C NMR spectrum of compound 16.
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Acquired by : Admin
Date Acquired 1 18/7/2019 11:59:17 AM
Sample Name :MOIB_42_final
Sample ID :
Tray# il
Vial# 124
Injection Volume g il
Data File : C:\LabSolutions\Data\2019'2019-wk29\MOIB_42 _final.led
Background File : blanco 18072019.1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS .ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 18/7/2019 12:24:07 PM
Chromatogram
MOIB_42_final C:\LabSolutions\Data\2019\2019-wk29'\MOIB_42_final lcd
mAU
] 5 PDA Multi 1|
500 2
250+ \
] |
] )\
I PO LR B WL [ 0 LT 0 S0 L VA 0 WL A A I L
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 75
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
Peak# | Name [ Ret. Time Area Area% |
1] [ 4.667 1918948 100.000 |
MS Chromatogram
MOIB_42_final C:\LabSolutions\Data\2019\2019-wk29\MOIB_42_final.lcd
(x1,000,000)
2.00-2,311,023 ’\5
il
/ = TIC@1* 1.00
Ay
L . B s s B B B s s B B B B B O By s B BB H S S L
1 2 4 5 6 7 8
MS Spectrum Graph min
c: Averaged 4.720-4.740(Scan#:473-475)
Mass Peaks:14 Base Peak:309.10(1295831) Polarity:Pos Segment1 - Eventl
100 55
50
281 B/m 639
i e L W
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.600<->5.080(461<->509)
Mass Peaks:14 Base Peak:309.10(1295831) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 281.05 41089 3.17 8 350.10 38187 295
2 309.10 1295831 100.00 9 372.10 110924 8.56
3 310.10 305657 23.59 10 373.10 26340 2.03
4 311.05 32641 252 11 639.30 79877 6.16
5 331.10 128965 9.95 12 640.30 34150 2.64
6 33210 25155 1.94 13 644.55 14402 1.11
7 347.10 30358 234 14 644.60 30521 236

Figure S43. LCMS spectrum of compound 17.
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THNMR (500 MHz, Chloroformed) 8 865 (s, 1H), 7.40— 7.2 (n, SH). 3.49 (hept, /= 7.0 Hz, 1H), 3.06— 297 (m, 2H), 271 -
2,62 {m, 211), 222 - 209 (m, 111), 203~ 191 (m, 11D, 152 {d, JF= 69 11z, 611).
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Figure S44. *H NMR spectrum of compound 17.
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51.3,32.7,27.0,21.9, 16.5.
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Figure S45. 3C NMR spectrum of compound 17.
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Acquired by : Admin
Date Acquired : 23/4/2018 2:58:02 PM
Sample Name : YAZHO01-202-3
Sample ID :
Tray# 01
Vial# :18
Injection Volume i4
Data File : C:\LabSolutions\Data\2018\2018-wk17\YAZH01-202-3.Icd
Background File : blanco 23042018.1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :23/4/2018 4:34:04 PM
Chromatogram
YAZHO01-202-3 C:\LabSolutions\Data\2018\2018-wk17\YAZH01-202-3.lcd
mAU
1 ) PDA Multi 1
] o
4 o
100+
1 g
| A \ =
e A S L A o L B A A
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 55 6.0 6.5 7.0 7.5
min
1 PDAMulti 1/254nm 4nm
PeakTablc
PDA Chl 254nm 4nm
Peak# Name Ret. Time Area Area %
1 2355 553886 99.546
2 4.691 2527 0.454
MS Chromatogram
YAZHO01-202-3 C:\LabSolutions\Data\2018\2018-wk17\YAZH01-202-3.Icd
(x100,000)
2.003241,720 f\ =
E | | TIC@1* 1.00
0.00-F————— H“‘,F‘“%n_ e A e AN
0 1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 2.410-2.430(Scan#:242-244)
Mass Peaks:15 Base Peak:179.00(133247) Polarity:Pos Segmentl - Eventl
100 75
50
20 o 357 379
\‘ ‘L‘ ‘ T L T T T T T
200 300 400 500 600 700 800 900
m'z
MS Spectrum Table
#1 Ret.Time:
BG Mode:Calc 2.310<->2.570(232<->258)
Mass Peaks:15 Base Peak:179.00(133247) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 179.00 133247 100.00 9 224.10 3951 297
2 180.05 13781 10.34 10 242.00 12639 9.49
3 200.95 17230 12.93 11 243.10 1868 1.40
4 202.00 1697 1.27 12 357.20 11149 8.37
5 217.05 2578 1.93 13 357.85 2088 1.57
6 219.00 1491 1.12 14 379.10 13162 9.88
7 220.10 17527 13.15 15 380.15 2832 2.13
8 221.00 2936 2.20

Figure S46. LCMS spectrum of compound 18.
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YAZH01-202/1 N

TINMR (600 MTTz, DMSO-dq) 8 13.71 (brs, 111), 12.08 (brs, 111), 7.80 (s, 111), 3.26 (hept,
6.9 Hz, 1H), 1.34 (d,J - 7.0 Hz, 6H).
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Figure S47. *H NMR spectrum of compound 18.
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“CNMR (151 MHz, DMSO) 8 153.4, 1504, 141.8, 136.3,25.9,21.8.
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Figure S48. 3C NMR spectrum of compound 18.
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Acquired by Admn
Date Acquired 19/4/2018 1:51:00 PM
Sample Name TAZHO1-204
Sample [D
Tray# 1
Vial# 19
Injection Volume 4
Data File C\Lab Solutions\Datal201 8120 18wkl S YAZHO1-204 led
Background File blanco 19042018 1cd
Method File Method SCAN ACID standard.lom
Report Format DefaultLCMS.ler
Tuning File CALzh Solution s\ TuningTuning-ESl-pos-neg0l072015alct
Processed by Admin
Madified Date 19/4/2018 3:41: 19 PM
Chromatogram
YTAZHO1-204 C\LabSolutions\Datal201 842018 -wk I S\YAZHO1-204. 1cd
m ATl
= FOA& Ml |
1 x
500 &
I
T Tl TEY Gl T Dnd Tt Gt et U Ul Gater il THt Ust [ater Bl Tt el Golel it Tl Lat Total fni THU [ul Tater (el Tat Dl Tater wu Gt Tat
i} 0.5 10 s an 25 3 35 4.0 4.5 50 55 6.0 6.5 7.0 15
frif
1 PDAMult 1/ 254nm 4nm
PeakTahle
PDA Chi 254nm 4nm
Peals# Mame Ret. Time Area AreaYe
1 2,337 446 0.022
2 2461 2042814 999738
M3 Chromatogram
YAZHO1-204 C:\LabSolutions\Data\20 184201 8-wk16\YAZH01-204 lod
(100,000}
9.00 69,927 8
i/
TIC@1* 1.00
=77 F T T
o 3k 2 3 4 5 i 7 8
min
MS Spectrum Graph
#1 RetTime Averaged 2.510-2 530(Scan# 252-254)
Mass Peaks: 9 Base Peak:193.05(675266) Polarity:Pos Segmentl - Eventl
100 s
50+
1 a2 407
P T = \l' T T T 7 T
200 300 400 500 600 700 800 00
miz
MS Spectrum Table
#1 RetTime
BG Mode Calc 2.410<->2.790(24 2<-»230)
Mass Peaks: @ Base Peak: 193.05(675266) Polarity: Pos Segmentl - Eventl
# miz Abs.Inten.  RelInten. Charge Polanty Monoisotopic # mfz Abs.Inten.  RelInten. Charge Polanty Monoisotopic
1 193.05 675266 100.00 [ 256.05 24769 367
2 194.05 65587 971 7 385.05 9084 1:35
3 215.00 32079 475 B 407.15 55292 8.19
4 231.00 E630 1.29 2 408.15 15853 2.35
5 234.05 16383 243

Figure S49. LCMS spectrum of compound 19.
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'"H NMR (300 MHz, DMSO-ds) § 13.52 (brs, 1H), 11.99 (brs, 1H), 3.23 (hept, J = 6.2 Hz, 2H), 1200
231 (s, 3H), 1.32 (d,J = 7.0 Hz, 6H).
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Figure S50. *H NMR spectrum of compound 19.
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Figure S51. 3C NMR spectrum of compound 19.
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Acquired by Adrn
Date Acquired 19/4/2018 12:59:05 PM
Sample Name YAZH01-203-1
Sample ID
Tray# 1
ial# 28
Injection Volume 4
Data File C\Lah Solution s\ Data2 018120 18 -whkl 6\ YAZHO1-203-1 1cd
Background File blanco 19042018 1cd
Method File Method SCAN ACID standard.lom
Report Format DefaltLCMS.ler
Tuning File C:\LahSolutions Tuning  Tuning-ESI-pos-neg01072015alct
Processed by Admin
Modified Date 19/4/2015 1:10:43 PM
Chromatogram
YAZHO1-203-1 C\Lab Solutions\Datal 201 $\2018 -wi 8V YAZHO1-203-1.1cd
mAl
f e FDA Ml |
1 =
] =
250
0
2L . T P 7, L) ) 2L . [T 5 U . L ) L T [ L
0.0 0s 75
min
| PDAMulti 1/ 254nm 4nm
PeakTable
PDA Chi 254nm 4nm
Pealdf Name [ Ret Time | Area [ Araa% |
1] | 3.419] 1470710] 100.000]
ME Chromatogram
VAZHO1-203-1 C:\LabSolutions\Data\20 184201 8-wk16VYAZHO1-203-1.1cd
(21,000,000)
1,455,292 %
1.004 b
E TIC@1* 1.00
A B S S | T
1} 1 2 3 4 5 fi 7 8
min
M3 Spectrum Graph
#1 Ret Time Averaged 3.470-3 430 (Scan# 343-350)
Mass Peaks:8 Base Peak:221.10(1031293) Polarity:Pas Segment] - Eventl
100 il
504
2R
P A il
T T T T T T T T
200 300 400 500 600 700 &00 200
miz
MS Spectrum Table
#1 RetTime
BG ModeCalc 3.330<->3.720(339<->373)
Mass Pealis:8 Base Peals 221.10(1031293) Polaity:Pos Segmentl - Eventl
# miz Abs Inten.  Rellnten. Charge Polanty  Monoisotopic # mfz Abs.Inten.  RelInten. Charge Polanty Monoisotopic
1 22110 1031293 1n0.00 5 262.05 20613 2.00
2 222.05 140359 13.61 [ 254.10 42671 4.14
3 243.00 41841 4.08 7 463.25 50815 4.93
4 259.10 11590 112 B 464.20 15308 148

Figure S52. LCMS spectrum of compound 20.
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YAZH01-204/%,
o

'HNMR (300 MHz, DMSO-de) & 13.54 (brs, 1H), 11.88 (brs, 1H), 3.23 (hept, J = 6.8 Hz, 1H),
2.87 (hept,J = 7.8 Hz, 1H), 1.34 (d,.J = 6.9 Hz, 6H), 1.22 (d,J = 6.8 Hz, 6H).
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Figure S53. *H NMR spectrum of compound 20.
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BCNMR (151 MHz, DMSO) 6 158.1,150.7,32.8,26.3, 21.8,20.7.
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Figure S54. 3C NMR spectrum of compound 20.
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Acquired by : A
Date Acquired 1/4/2019 11:04:28 AM
Sample Name YAZH_39
Sample ID 2
Tray# il
WVid# 18
Injection Volume =]
Data File : C\Lab Solutions\Datah 201 M2019-wk LAYAZH_ 39.1cd
Background File :blanco 01042019.1cd
Method File : Method SCAN ACID standard lom
Report Format : DefanltLCMS ler
Tuning File : C:\Lab Solutions\Tuning\Tuning-ESI-pos-neg01072015alct
Processed by : Admin
Modified Date 1 1/4/2019 11:34:36 AM
PDA Graph
mA T
200
100+
0
LR s e e ) L L e B
o.a 0.5 1.0 15 an 25 30 35 4.0 4.5 5.0 55 6.0
min
PeakTable
PDA Chl 254nm 4am
Pealdt | Name [ Ret Time | Area [ Area% |
1] [ 3.581] 538185 100.000]
MS Chromatopgram
TAZH_39 C\LahSolutions\Datal201 942019 -wk 14V YAZH_39.1cd
£21,000,000)
|-3 529057 3 TIC@]]
0.o0
L 3 0 L 3 O ) L R L R ) S L PR R R ) N o AR L
0.0 3 4.0
min
MS Spectrum Craph
#1 RetTime Averaged 3.630-3.650(Scan# 364-366)
BG Mode:Cdc 3.530<->3.870(354 <->383)
Mass Peals:6  Base Pealc235.05(356820) Polarity:Pos Segment] - Eventl
100 o
509
1 i}
1 P @
T T T T T T T T T T T T
200 250 300 350 400 450 500 550 600 650 700 750
miz
M3 Spectrum Table
#1 RetTime
BG Mode Calc 3 .530<->3.870(354<->388)
Iass Peaks: 6 Base Peak:235.05(956820) Polanty: Pos Segment] - Eventl
# mfz LbsInten  Rellnten Charge Polanty Monoisotopic # miz AbsInten.  Rellnten Charge Polanty  Monoisotopic
1 235.05 956520 100.00 4 276.10 38169 3199
2, 236.05 144245 15.08 5 298.10 56634 592
3 25710 31609 3.30 i 491.30 21946 229

Figure S55. LCMS spectrum of compound 21.
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YAZH_39. 1. fid

—13.52
12.02

'HNMR (500 MHz, DMSO-d) & 13.52 (brs, 1H), 12.02 (brs, 1H),3.29 —3.17 (m, 1H), 2.61 —
2.53 (m, 2H), 1.65 (p,J = 7.6 Hz, 2H), 1.37 — 1.28 (m, 8H), 0.89 (t,./ = 7.4 Hz, 3H).
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Figure S56. 'H NMR spectrum of compound 21.
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SC NMR (126 MHz, DMSO) 6 154.5,150.6, 141.4,34.2,29.7,26.5,22.3,22.1, 14.2.
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Figure S57. 3C NMR spectrum of compound 21.
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Acquired by : Admin

Date Acquired £ 29/3/2018 9:28:24 AM
Sample Name : YAZHO01-193-1
Sample ID :
Tray# 01
Vial# 08
Injection Volume :
Data File : C:\LabSolutions\Data\2018\2018-wk 13\ YAZH01-193-1.1cd
Background File : blanco 29032018.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :29/3/2018 10:22:55 AM
PDA Graph
mAU
150
100+
50+
] \
4 AN—
B N L B o e A e AL B o B LA e o B R
0.0 0.5 5
min
PDA Chl 254nm 4nm
Peaki# Name | Ret.Time | Area | Area %
1 | 3.904] 654641 100.000
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.950-3.970(Scan##:396-398)
Mass Peaks:8 Base Peak:247.10(655951) Polarity:Pos Segment1 - Eventl
100 p7es
907
80-]
704
60-
50-
404
304
204
3 %8
104
f EERE
T T I i T T T T T
150 200 250 300 350 400 450 500 550
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.850<->4.140(386<->415)
Mass Peaks:8 Base Peak:247.10(655951) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 247.10 655951 100.00 -1 288.15 8974 3
2 248.05 74336 11.33 6 310.10 20141 3.07
3 249.05 6630 1.01 7 515.30 13021 1.99
4 269.10 12557 1.91 8 52045 12860 1.96

Figure S58. LCMS spectrum of compound 22.
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YAZHO1-193/1
T

I NMR (600 MHz, DMSO-dg) 8 13.51 (s, 1H), 11.97 (s, 1H),3.28 - 3.19 (m, 1H), 3.07 -
3.00 (m, 111),2.00 — 1.91 (m, 21T), 1.89 — 1.81 (m, 21T), 1.77 — 1.69 (m, 2IT), 1.64 — 1.55 (m,

I

2), 1.34 (d, J = 7.0 Tz, 6H).

I

—11.97

H (s)
13.51

1(s)
11.97

/]

d(m)
25

F (m) Alld)
3.03 1|34

WALV
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—157.38
—150.62

141.90

8 7
f1 (ppm)

Figure S59. *H NMR spectrum of compound 22.

43.25
~31.00
26,67
22517
2178

BCNMR (151 MHz, DMSO0) 5 157.4,150.6, 141.9,43.3,31.0,26.7,25.2,21.8.
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Figure S60. 3C NMR spectrum of compound 22.
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Acquired by : Admin

Date Acquired :7/8/2018 10:15:24 AM
Sample Name : YAZHO01-232
Sample ID :
Tray# 01
Vial# <5
Injection Volume 3
Data File : C:\LabSolutions\Data\2018\2018-wk32\YAZH01-232.1cd
Background File : blanco 070818.1cd
Method File : Method SCAN ACID standard.Icm
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 7/8/2018 10:32:58 AM
Chromatogram
YAZHO01-232 C:\LabSolutions\Data\2018'2018-wk32\YAZHO01-232.lcd
mAU
2 PDA Multi 1
-+
500
1 \
[ ooe o o 8
L L B o A T A B S S L A A L L L B o B S A
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 55 75
min:
1 PDAMulti 1/254nm 4nm
Peakft | Name | Ret.Time | Area |  Area% |
1] [ 4.180] 2401388 ] 100.000]
MS Chromatogram
YAZHO01-232 C:\LabSolutions\Data\2018\2018-wk32\YAZH01-232.1cd
(x1,000,000)
2.00-22,240,288 3
\3
\ TIC@1* 1.00
LNGb /
—— 7 e
0 1 2 3 5 6 7
min
MS Spectrum Graph
#1 Ret.Time:Averaged 4.230-4.250(Scan#:424-426)
Mass Peaks:8 Base Peak:261.15(1599192) Polarity:Pos Segment] - Eventl
100 )
50+
262
283 3 543
T 1 T T T T T T
200 300 400 500 600 700 800 900
m'z
MS Spectrum Table
#:1 Ret.Time:

BG Mode:Calc 4.130<->4.540(414<->455)
Mass Peaks:8 Base Peak:261.15(1599192) Polarity:Pos Segmentl - Eventl

# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten.
1 261.15 1599192 100.00 S 302.25 35840
2 262.15 263903 16.50 6 324.20 81342
3 263.20 27666 1.73 7 54345 34252
4 283.15 36865 231 8 548.75 22480

Rel.Inten. Charge Polarity Monoisotopic

5.09
2.14
1.41

Figure S61. LCMS spectrum of compound 23.
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YAZH01-232/2 TICHNETZUBRRLNE 8388ERKRNEEIZLILRAMR

900
'HNMR (300 MHz, Methanol-dfs) 8 3.48 — 3.34 (m, 1H), 2.60 (tt, J - 12.0, 3.5 Hz, 1H), 2.03 —

1.83 (m, 4H), 1.81 — 1.57 (m, 3H), 1.52 — 1.28 (m, 91).
/ 800
Ve e /

700

600

C(m)
1.72 500
E (1) A (tt) B (m) D|{m)
3.38 2.60 1.92 140

400
300
200

11 | 100

it AL il

6.5 6.0 5.5 5.0 45 4.0 3.0

o | 100 }—

35 5 2.0 15 1.0 0.5 0.0
f1 (ppm)

Figure $62. 'H NMR spectrum of compound 23.

YAZH01-232/%
S

o]
—

|
13C NMR (151 Mz, MeOD) 8 180.4, 159.3, 153.1, 144.1, 44,7, 32.1, 27.8, 27.1,26.9, 22.2.
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Figure S63. 3C NMR spectrum of compound 23.
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Acquired by : Admin

Date Acquired : 8/11/2018 10:22:48 AM
Sample Name : YAZHO1-275
Sample ID :
Tray# 01
Vial# 113
Injection Volume 15
Data File : C:\LabSolutions\Data\2018\2018-wk45\YAZH01-275.1cd
Background File : blanco 08112018 .1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS lcr
Tuning File : C:\LabSolutions\Tuning\Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 8/11/2018 10:43:08 AM
Chromatogram
YAZHO01-275 C:\LabSolutions\Data\2018\2018-wk45\YAZH01-275 1cd

mAU

| § PDA Multi 1

500-| «
1 I
1 S
o
0
LI L W S AL R R AR I AL JLAC AL SIS N L AR LI O 3 (L EIE AT SCIL SIS SLAE SE R WL
0.0 0.5 1.0 1.5 2.0 25 3.0 35 4.0
min
1 PDAMulti 1/254nm 4nm
Peak# Name Ret. Time Arca Area %
1 2.472 15653 0.706
2 3.036 2201037 99.294

MS Chromatogram
YAZHO01-275 C:\LabSolutions\Data\2018'2018-wk45\YAZH01-275.1cd

x1,000,000)
1,809,232 \‘é s
1.0 < ¥ S
\= p TIC@1* 1.00
AL AN
0.0 ————————
0 1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 3.090-3.110(Scan#:310-312)
Mass Peaks:9 Base Peak:263.15(1277053) Polarity:Pos Segment] - Eventl
100 26
50
264 985 3%6 547
—— T — T
200 300 400 500 600 700 800 900
m'z
MS Spectrum Table
#:1 Ret.Time:

BG Mode:Calc 2.970<->3.390(298<->340)

Mass Peaks:9 Base Peak:263.15(1277053) Polarity:Pos Segmentl - Eventl

# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
835

1 263.15 1277053 100.00 6 326.15 106660

2 264.10 148539 11.63 7 327.10 19079 1.49
3 26515 20956 1.64 8 547.25 80385 6.29
4 285.10 50169 3.93 9 548.35 17444 1.37
5 304.20 13827 1.08

Figure S64. LCMS spectrum of compound 24.
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S A N R P

YAZH01-275/1 3

TINMR (300 MITz, DMSO-ds) 8 13.64 (s, 111), 11.70 (s, 1TT), 4.01 — 3.8 (m, 211), 3.47 —
3.17 (m, 3H),2.92 - 2.74 (m, 1H), 1.85 — 1.73 (m, 4H), 1.34 (d, J = 6.9 Hz, 6H).

—11.70

[ 350
300
250
E[m) B (m)
3133 1.79
G(s) F(s) D (m)|||C(m Al(d) 200
13.64 11.70 3.94 2.82 1134
F150

100
, 50
!
) ! \A"”A—'-—"O
T T Ly :’I" b o
R 2 5 % g 2 g
5 5 g = 8 5 2
6 15 14 13 12 11 10 8 5 4 3 2 1 0
f1 (ppm)
Figure S65. *H NMR spectrum of compound 24.
YAZH01-275)2 5 & IN ~ " o AN
group far £ 8 8 £ 8 =8
ro AN
BCNMR (126 MIHz, DMSO) § 156.1, 150.4, 139.8, 66.6,39.2,30.3,26.1,21.8. 15000
10000
5000
| | ) Lo
F-5000
F-10000
F-15000

30 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)

Figure S66. 3C NMR spectrum of compound 24.
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Acquired by : Admin

Date Acquired : 5/4/2018 5:27:19 PM

Sample Name : YAZHO1-194

Sample ID :

Tray# 01

Vial# 114

Injection Volume :3

Data File : Cr\LabSolutions\Data\2018\2018-wk 14\ YAZH01-194.1cd
Background File : blanco 05042018.1cd

Method File : Method SCAN ACID standard.lem

Report Format efaultLCMS.lcr

Tuning File >\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 6/4/2018 9:00:06 AM
PDA Graph
mAU
200
150+
100
50]
o W TR — |
T L e L B e o L L e e e e L e o N
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5
min
PDA Chl 254nm 4nm
Peak# Name Ret. Time Area Area %
2.140 605229 99.419
2 2335 3536 0.581
MS Spectrum Graph
#:1 Ret.Time:Averaged 2.190-2.210(Scan#:220-222)
Mass Peaks:8 Base Peak:276.10(636136) Polarity:Pos Segmentl - Eventl
100 33
90-
80-
70-
60
504
40
304
207
10
3 245 . | e
] e T T T
150 200 250 300 350 400 450 500 550
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 2.100<->2.350(211<->236)
Mass Peaks:8 Base Peak:276.10(636136) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 245.05 7520 1.18 5 298.10 44279 6.96
2 276.10 636136 100.00 6 299.15 8104 1.27
3 277.10 98297 1545 74 57325 17879 2.81
4 278.15 8866 139 8 574.25 6830 1.07

Figure S67. LCMS spectrum of compound 25.
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Figure S69. 3C NMR spectrum of compound 25.
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'H NMR (600 MHz, DMSO-d¢) § 831 (s, 2H), 3.36 (d, J = 12.2 Hz, 2H), 3.24 (hept, J = 7.2
Hz. 1H), 2.88 (t./ = 11.1 Hz, 2H), 2.80 (t,J = 1 1.1 Hz, 1H), 2.66 (s, 3H), 2.06 (d, /= 12.4 Hz,
2H), 1.93 (d,J = 11.3 Hz, 2H). 1.30 (d.J = 7.0 Hz, 6H). // // // 3500
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Figure S68. *H NMR spectrum of compound 25.
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Acquired by : Admin

Date Acquired : 7/12/2018 10:21:27 AM
Sample Name : YAZHO01-276-P1
Sample ID :
Tray# i1
Vial# 30
Injection Volume 3
Data File : C:\LabSolutions\Data\2018\2018-wk49\YAZH01-276-P1.lcd
Background File : blanco 07122018.1cd
Method File : Method SCAN ACID standard MW50.1cm
Report Format : DefaultLCMS lcr
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 7/12/2018 10:37:14 AM
Chromatogram
YAZH01-276-P1 C:\LabSolutions'Data\201812018-wk49\YAZH01-276-P1.1cd
mAU
] 5 PDA Multi 1
200+ o
100-]
1 |
o y A
B e L e e e N A o o N B e L s LA o
0.0 LS
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
Peak# | Name [ Ret. Time Area Area% |
1] | 2.853 807774 100.000]

MS Chromatogram
YAZHO01-276-P1 C:\LabSolutions\Data\2018\2018-wk49\YAZH01-276-P1.1cd

= = zanf 3§ 25 g g
5 237 iy g3 < 2
T T 1 t
4 5 6 7 8
MS Spectrum Graph min
#1 Ret.Time:Averaged 2.900-2.920(Scan#:291-293)
Mass Peaks:9 Base Peak:277.10(2838476) Polarity:Pos Segmentl - Eventl
100 777
50
259 340 575
| [ [ T T T T
200 300 400 500 600 700 800 900
m'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 2.810<->3.380(282<->339)
Mass Peaks:9 Base Peak:277.10(2838476) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 259.15 177815 6.26 6 299.10 215360 1.59
2 260.10 28686 1.01 7 340.15 128198 4.52
3 277.10 2838476  100.00 8 57535 194211 6.84
4 278.10 508217 17.90 9 576.40 75235 2.65
5 279.15 46144 1.63

Figure S70. LCMS spectrum of compound 26.
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YAZH01-274-3/1

2000
1900
1800
1700
1600
1500
1400
1300
1200
1100
1000
F900
800
700
600
500
400
300
200
100

-100

2 OMROYT MR NERNMAIOMM IO SO ARON 0N M
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group far T T eieied e eiod el od o i i o o S
'H NMR (500 M1z, DMSO-dj) § 13.53 (s, 1H), 11.88 (s, 111), 4.36 (s, 11), 3.83 (s, 111), 3.30
—3.20 (m, 1H), 2.62 — 2.54 (m, 1H), 2.00 — 1.88 (m, 2H), 1.78 — 1.67 (m, 2H), 1.65 — 1.55 (m,
2H), 1.52 - 1.43 (m, 2H), 1.34 (d,J = 6.9 Hz, 6H). /[//
D (m
1.72
I(s) g (m) B ()
4.36 .24 1.47
K (s) J(s) H(s) F (m) Al(d)
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c(
1.6
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1.94
] 1
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group far 'LZI,
|
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—140.81

8 7
f1 (ppm)

Figure S71. *H NMR spectrum of compound 26.

63.79
41.05
—31.97
—~26.14
~-24.77
~-21.85

CNMR (126 MHz, DMSO) 8 157.4, 150.3,140.8, 63.8,41.0,32.0,26.1,24.8,21.9.
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Figure S72. 3C NMR spectrum of compound 26.
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Acquired by : Admin

Date Acquired : 7/12/2018 10:30:05 AM
Sample Name : YAZHO1-276-P2
Sample ID :
Tray# 01
Vial# 18
Injection Volume 28
Data File : Ci\LabSolutions\Data\2018\2018-wk49\YAZH01-276-P2.lcd
Background File : blanco 07122018.1cd
Method File : Method SCAN ACID standard MW50.lcm
Report Format : DefaultLCMS .ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :7/12/2018 10:38:36 AM
Chromatogram
YAZHO01-276-P2 C:\LabSolutions\Data\201812018-wk49\YAZHO01-276-P2.lcd
mAU
I 3 PDA Multi
=2
250 {
] |
0 JEAN
SJCIE I O T TSR A S WL I 0 L B 0 S0 LB LA R WL I B N
0.0
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
[ Peak# | Name [ Ret. Time Area Area% |
[ 1] | 2.764 1036667 100.000]
MS Chromatogram
YAZHO01-276-P2 C:\LabSolutions\Data\2018\2018-wk49\YAZH01-276-P2.1cd
(x1,000,000)
4.00 14,388,454 - N8 g = 8 ]
g [la = 2 < x
STANEE: < L 7~FEJH~/\ _TIC@1* 1.00
o ——=——- - 4 4 -
0 1 2 4 5 6 7 8
MS Spectrum Graph min
#:1 Ret.Time:Averaged 2.810-2.830(Scan#:282-284)
Mass Peaks:11 Base Peak:277.10(2235540) Polarity:Pos Segment] - Eventl
100 55
50
28
340 578
N N R L R WL AL AL | T T T T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 2.730<->3.090(274<->310)
Mass Peaks:11 Base Peak:277.10(2235540) Polarity:Pos Segment] - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 277.10 2235540 100.00 7 318.15 46313
2 278.15 459389 20.55 8 340.15 198712 8.89
3 279.10 39279 1.76 9 341.05 28770 1.29
4 299.10 257502 11.52 10 57535 213346 9.54
5 300.15 31026 1.39 1 576.40 73707 330
6 31515 35250 1.58

Figure S73. LCMS spectrum of compound 27.
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YAZH01-274-3/1
group far ”T’

HTNMR (500 MTTz, DMSO-di) 8 13.54 (s, 111), 11.90 (s, 111), 4.59 (d, J = 4.4 1Tz, 111), 3.41
(1,7 =8.5,5.2 Tz, 111).3.23 (hept, J = 7.6, 7.1 Tl 111), 2.49 — 2.45 (m, 111),1.98 — 1.81 (m,
4H), 1.66 — 1.52 (m, 2H), 1.32 (d, J = 7.0 Hz, 6H), 127 - 1.14 (m, 2H).
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Figure S74. *H NMR spectrum of compound 27.

68.30
—41.60

BCNMR (126 MITz, DMSO) § 157.1,150.2, 141.2, 68.3,41.6,35.0,29.0,26.2,21.9.
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Figure S75. 3C NMR spectrum of compound 27.
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MDecoupling
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p— H
YAZHO01-274-2.1.fid
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Figure S76. *H NMR spectrum of compound 27 before (red, left) and after decoupling (green, right).
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Acquired by : Admin

Date Acquired : 8/11/2018 10:31:25 AM
Sample Name : YAZHO01-277
Sample ID :
Tray# 01
Vial# 114
Injection Volume 29
Data File : Ci\LabSolutions\Data\2018\2018-wk45\YAZH01-277.1cd
Background File : blanco 08112018 1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS .ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 8/11/2018 10:44:00 AM
Chromatogram
YAZHO01-277 C:\LabSolutions\Data\2018\2018-wk45\YAZH01-277 lcd
mAU
1 § PDA Multi 1
Il
500
1 \
O ‘\7“'\7‘&\“7"\““\““ LS A S IS N LA N A N 3 (L LA A A BRI SR L SCRE R SR
0.0 0.5 1.0 15 2.0 25 3.0 35 4.0 4.5 5.0 5:5 6.0 6.5 7.0 75
min
1 PDAMulti 1/254nm 4nm
| Peak# | Name | Ret Time | Area | Ara% |
[ 1] [ 3.945] 2382178 100.000]

MS Chromatogram

YAZH01-277 C:\LabSolutions\Data\2018\2018-wk45\YAZH01-277.lcd

'x1,000,000)
2.1072,153,165 /\g s
< 2
E / \= 2 TIC@1* 1.00
L 2y /
00— T T T T T T T T T T T T e T
0 1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 3.990-4.010(Scan#:400-402)
Mass Peaks:12  Base Peak:297.10(1233911) Polarity:Pos Segmentl - Eventl
100 57
504
%OS | 3?8 3“50 T T T o3 T T T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.880<->4.260(389<->427)
Mass Peaks:12 Base Peak:297.10(1233911) Polarity:Pos Segment] - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 205.05 12632 1.02 7 320.15 13279
2 277.10 48769 395 8 338.15 102768 8.33
3 297.10 1233911 100.00 9 339.10 19654 1.59
4 298.10 244714 19.83 10 360.15 210847 17.09
5 299.15 20673 1.68 1 361.15 29914 2.42
6 319.15 65083 521 12 615.30 21819 1.77

Figure S77. LCMS spectrum of compound 28.
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YAZHO01-277(4
group far ‘Ll’

2600

—12.01
28
26
25
24
22
21

2400
TH NMR (500 MHz, DMSO-dg) 8 13.63 (s, 1H), 12.01 (s, 1H), 3.24 (hept, J = 7.0 Fz, 1H),

2.79 —2.70 (m, 1H), 2.19 —2.09 (m, 2H), 2.05 — 1.96 (m, 2H), 1.95 — 1.75 (m, 4H), 1.33 (d, / 2200
—7.0 Hz, 6H).
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Figure S78. *H NMR spectrum of compound 28.
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group far v NER3I F20000
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|

—150.16
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~-121.90
—39.02

18000

3C NMR (126 MHz, DMSO-d¢) 8 155.6, 150.2 (confirmed by HMBC), 125.7 , 123.8 ,121.9 , 39.0 (confirmed by HSQC),
324 (t,J-24.3 Hz),26.8,26.7,26.0 (confirmed by HSQC), 21.8 . 16000
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Figure $79. 3C NMR spectrum of compound 28.
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Acquired by : Admin

Date Acquired : 8/11/2018 10:48:39 AM
Sample Name : YAZHO01-278
Sample ID :
Tray# 01
Vial# 115
Injection Volume 15
Data File : C:\LabSolutions\Data\2018\2018-wk435\YAZH01-278.1cd
Background File : blanco 08112018.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 8/11/2018 12:52:21 PM
Chromatogram
YAZHO01-278 C:\LabSolutions\Data\2018\2018-wk45\YAZH01-278.lcd

mAU

] [ PDA Multi 1

] [

500 ~
250
G““\“‘\““\““\““\“‘\““\‘“\““\‘j‘\‘““\“‘\““\““\“‘\““
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0 4.5 5.0 55 6.0 6.5 7.0 75
min
1 PDAMulti 1/254nm 4nm
Peak# | Name | Ret. Time | Area | Area% |
1] | 4.752] 2298190 100.000|

MS Chromatogram

YAZHO01-278 C:\LabSolutions\Data\2018\2018-wk45\YAZH01-278.lcd

'x1,000,000)
Na
200 2,777,074 [ e o
/\: @ TIC@1* 1.00
\ ;
0.00-———————————— —
0 1 2 3 4 5 6 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 4.800-4.820(Scant:481-483)
Mass Peaks:10 Base Peak:287.15(1711185) Polarity:Pos Segmentl - Eventl
100 —
504
288
350 595
T T T T T T T
200 300 400 500 600 700 800 900

MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.670<->5.140(468<->515)
Mass Peaks:10 Base Peak:287.15(1711185) Polarity:Pos Segment] - Event1

# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z
1 287.15 1711185 100.00 6 329.10
2 288.15 355026 20.75 7 350.20
3 289.15 32716 191 8 351.15
4 309.10 48299 2.82 9 595.40
5 32820 142971 836 10 596.35

Figure S80. LCMS spectrum of compound 29.
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YAZH01-278/1 SRRNNSZEIRNETR3YERRRREER [PV
group far myﬂgli'iiiTTj'j:ﬂﬂﬂﬂﬁﬂ
4000
'H NMR (500 MHz, DMSO-d¢) § 3.22 (hept, J = 7.0 Hz, 1H), 1.88 — 1.81 (m, 6H), 1.67 — 1.62
(m, 1H), 1.62 — 1.55 (m, 6H), 1.34 (d, / — 7.0 Hz, 6H).
/ ] 3500
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B (m 2500
1.58
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Figure S81. *H NMR spectrum of compound 29.
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g 0 12000
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| |

NN 11000

5C NMR (126 MHz, DMSO) 5 159.4,150.1, 136.3,37.0,28.9, 26.4, 25.8,24.0,22.2. 10000
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Figure $82. 3C NMR spectrum of compound 29.
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Acquired by : Admin

Date Acquired : 8/11/2018 10:57:20 AM
Sample Name : YAZHO1-279
Sample ID :
Tray# 01
Vial# 116
Injection Volume 15
Data File : C:\LabSolutions\Data'\2018\2018-wk45\YAZH01-279.1cd
Background File : blanco 08112018.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 8/11/2018 12:53:33 PM
Chromatogram
YAZHO01-279 C:\LabSolutions\Data\2018\2018-wk45\ YAZH01-279.1cd
mAU
= PDA Multi 1
1 p;
250+ /
0 e I\
RN LI I N AN LR LS N AR S LTI IE AR AR NI LA S LS A R N
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 5
min
1 PDAMulti 1/254nm 4nm
Peak# | Name | Ret. Time | Area | Area% |
1] | 5.141] 1644561 | 100.000 |
MS Chromatogram
YAZHO01-279 C:\LabSolutions\Data\2018'2018-wk45\YAZHO01-279.Icd
'x1,000,000)
2.0052,407,906 /\:‘2
E / = TIC@1* 1.00
3 oy _ /
0.00f———— T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 5.190-5.210(Scan#:520-522)
Mass Peaks:10 Base Peak:313.10(1480473) Polarity:Pos Segmentl - Eventl
100 313
504
354 70 647
T T T T T T T T
200 300 400 500 600 700 800 900
m/'z

MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 5.060<->5.570(507<->558)
Mass Peaks:10 Base Peak:313.10(1480473) Polarity:Pos Segmentl - Event1
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic

1 313.10 1480473 100.00 6 355.20 18518 1.25
2 314.15 325362 21.98 7 376.20 185578 12.54
3 31520 34953 236 8 377.20 42025 2.84
4 33520 50531 3.41 9 647.45 38316 2.59
5 354.20 83713 5.65 10 648.40 24151 1.63

Figure S83. LCMS spectrum of compound 30.
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YAZHO01-279/% 3000

@ REURARNSBBRNEYRS
group far & = IEREIEY SESIPAE P R S
| | L a ~ 12800
'H NMR (500 MHz, DMSO-de) 8 13.56 (brs, LH), 11.55 (brs, 1H), 3.23 (hept,J = 6.8 Hz, 1H), 12600
2.03 (app's, 311), 1.99 (app s, 611), 1.75 — 1.66 (m, 61T), 1.35 (d, J = 7.0 11z, 6T1).
2400
e e / L2200
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Figure S84. 'H NMR spectrum of compound 30.
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Figure S85. 3C NMR spectrum of compound 30.
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Acquired by : Admin

Date Acquired :20/12/2018 12:19:58 PM
Sample Name : YAZHO01-288-1
Sample ID :
Tray# 01
Vial# 18
Injection Volume 15
Data File : C:\LabSolutions\Data\2018\2018-wk51\YAZH01-288-1.1cd
Background File : blanco 20122018.1cd
Method File : Method SCAN ACID standard.lcm
Report Format : DefaultLCMS lcr
Tuning File : C:\LabSolutions\Tuning\Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :20/12/2018 2:52:13 PM
Chromatogram
YAZHO01-288-1 C:\LabSolutions\Data\2018:2018-wk51\YAZHO01-288-1.1cd
mAU
| {\ g PDA Multi 1
250+ &

0 A >

0.0 0.5 1.0 15 2.0 2.5 3.0 35 4.0 4.5 5.0 55 6.0 6.5 7.0 7.5

min
1 PDA Multi 1/254nm 4nm

PeakTabl
PDA Chl 254nm 4nm

Peak#t | Name [ Ret. Time | Area [ Area%
1] | 2.041] 1163945 100.000

MS Chromatogram
YAZH01-288-1 C:\LabSolutions\Data\2018'2018-wk51'YAZHO01-288-1.1cd

(x1,000,000)
1.0011,246,693 f‘é
E \“ TIC@1* 1.00
3 ;
000‘,‘,‘,“‘%”‘“‘HH‘H‘HH_“
0 1 2 3 4 5 6 7 8
MS Spectrum Graph min
#:1 Ret.Time:Averaged 2.090-2.110(Scan#:210-212)
Mass Peaks:8 Base Peak:262.15(897458) Polarity:Pos Segmentl - Event1
100 %3
50
263
21 35 545
T T T T T T i T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 1.980<->2.360(199<->237)
Mass Peaks:8 Base Peak:262.15(897458) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 262.15 897458 100.00 3 294.20 11406 1.27
2 263.15 145492 16.21 6 325.10 13609 1.52
3 264.10 16532 1.84 7 545.35 45979 512
4 284.15 36952 412 8 546.30 14333 1.60

Figure $86. LCMS spectrum of compound 32.
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YAZH01-288/3 BB HRRRIRNAIICEaRERAIRAINRNIAIIAARN88QY

T NMR (500 Mz, Methanol-4iy) 8 3.54 (dt,J = 12.9, 3.7 Uz, 21), 3.40 — 3.33 (m, 111), 3.14
(td, = 12.6,3.2 Ty, 211), 2.96 [, J = 9.9, 4.1 Tl, 1T1), 2.26 — 2.20 (m, 211), 2.17 - 2.08 (m,

2H), 143 (& J = 7.0 Ha, 6H). // // //
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Figure S87. *H NMR spectrum of compound 32.
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5C NMR (126 MHz, MeOD) 8 155.7 (confirmed by HMBC), 154.1 (confirmed by HMBC),
44.5,38.9,28.0,27.7 (confirmed by HSQC), 22.2.
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Figure $88. 3C NMR spectrum of compound 32.
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Acquired by : Admin

Date Acquired :3/9/2018 2:19:49 PM
Sample Name : YAZHO01-248-1
Sample ID :
Tray# |
Vial# 113
Injection Volume i
Data File : C:\LabSolutions\Data\2018'2018-wk36\YAZHO01-248-1.Icd
Background File : blanco 03092018.1cd
Method File : Method SCAN ACID standard MW50.1cm
Report Format : DefaultLCMS .ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :3/9/2018 2:52:36 PM
Chromatogram
YAZHO01-248-1 C:\LabSolutions\Data\201812018-wk36\ YAZH01-248-1.1cd
mAU
l ﬂ i PDA Multi 1
B =
i -+
250
RIS B T R S SR RE AR N A L ML S N B R SRR L A A N () N A N S ML T I S AL AR
0.0 0.5 1.0 15 2.0 25 3.0 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5
min
11_PDAMuli 1/254nm 4nm
[ Peak# | Name | Ret. Time | Area [ Area% |
[ 1] [ 4.455] 1443459 100.000]

MS Chromatogram
YAZHO01-248-1 C:\LabSolutions\Data\2018\2018-wk36\YAZH01-248-1.1cd

(x1,000,000)
s & 8 i =r So T ooE S =
2.002,191,218 _efS & B Ssmim §RGcRE B 2g
gl & @ e 9 a8 1 o
El asss 3 3 TS\ S R DN W Bk t

~amI  AYR “ o F v

g H Son

1.00

T
9551

1 2
3
JHZ
b -
—=—30/5.170
;3
3
{
3
3.
p

] Vo T ' TIc@1* 1.00
w7
0 1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#1 Ret.Time:Averaged 4.500-4.520(Scan#:451-453)
Mass Peaks:11 Base Peak:228.05(343753) Polarity:Pos Segmentl - Eventl
100 735
50
151 | 20 338
T — T
200 300 400 500 600 700 800 900
mz
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.400<->4.630(441<->464)
Mass Peaks:11 Base Peak:228.05(343753) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 59.05 9624 2.80 7 229.05 31162 9.07
2 83.05 95735 2785 8 269.15 106700 31.04
3 84.05 3885 113 9 270.15 15272 4.44
4 105.05 5189 1.51 10 288.30 3630 1.06
5 151.00 3535 1.03 1 33830 5872 1.71
6 228.05 343753 100.00

Figure S89. LCMS spectrum of compound 34a.

S62




YAZHO01-248-1/7 RRTLLIIES 8] 14000
RO oo st b p
13000
'H NMR (600 MHz, Chloroform-d)  3.98 (s, 3H), 3.96 (s, 3H), 3.43 (hept, / — 7.1 Hz, 1H),
1.30 (d,J = 6.9 Hz, 6H).
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Figure S90. *H NMR spectrum of compound 34a.
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Figure S91. 3C NMR spectrum of compound 34a.
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Acquired by : Admin

Date Acquired :3/9/2018 2:38:23 PM
Sample Name 1 YAZHO1-248-2
Sample ID :
Tray# g |
Vial# 114
Injection Volume 01
Data File : C:\LabSolutions\Data\2018'2018-wk36\YAZH01-248-2 Icd
Background File : blanco 03092018.1cd
Method File : Method SCAN ACID standard MW50.1cm
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :3/9/2018 2:53:35 PM
Chromatogram
YAZHO01-248-2 C:\LabSolutions\Data\2018\2018-wk36\ YAZHO01-248-2.1cd
mAU
A PDA Multi ]
! Oy
250 ”
0 \
I B LS ST A A NE AT S N SRR S (IR AL [ N L L I R SRR IS T LA S AR AR S WL U AT L LR
0.0 0.5 1.0 15 2.0 2.5 3.0 35 4.0 4.5
min
11_PDA Muli 1/254nm 4nm
[ Peak# | Name | Ret. Time | Area [ Area% |
[ 1] [ 3.955] 1168339 100.000]

MS Chromatogram
YAZHO1-248-2 C:\LabSolutions\Data\2018'2018-wk36\YAZH01-248-2.Icd

(x1,000,000)
2,582,107 eof I BEEIBDE U os EES
200 Jeed 283 3 ASSSZ S DEEg - CF
] - . 2 882255 Zaz 3 S A saoza 28 % 3 3%
o) §8 8 g 2S5z = g ~2 ws I © /
1.004 E 2228 enRay l l 8% F, s & >y
E I S = |, , s A,
E SUE B, i SR T 2 SR e TIC@1* 1.00
S
0 1 2 3 4 5 6 7 8
min

MS Spectrum Graph
#:1 Ret.Time:Averaged 4.020-4.040(Scan#:403-405)
Mass Peaks:17 Base Peak:228.05(435416) Polarity:Pos Segmentl - Eventl

100 7%
50
203
1 [l L 361
T I T ! | | | |
200 300 400 500 600 700 800 900
m'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.920<->4.150(393<->416)
Mass Peaks:17 Base Peak:228.05(435416) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # mz Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 59.05 11139 2.56 10 228.05 435416 100.00
2 83.05 30697 7.05 1 229.10 43077 9.89
3 105.05 10233 235 12 230.05 7305 1.68
4 196.00 47038 10.80 13 269.15 17962 413
5 203.00 93195 21.40 14 275.50 4931 1.13
6 204.20 8468 1.94 15 276.10 10672 245
7 214.10 23006 5.28 16 296.10 15696 3.60
8 223.50 18131 4.16 17 361.10 4417 1.01
9 223.60 24965 5.73

Figure S92. LCMS spectrum of compound 34b.
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YAZH01-248-2/1 R8T

'HNMR (600 MHz, Chloroform-d) 5 3.94 (s, 3H), 3.94 (s, 3H), 3.48 (hept, J = 7.2 Hz, 1H),
1.40 (4, =7.2 Tl 61T).
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Figure S93. *H NMR spectrum of compound 34b.
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Figure S94. 3C NMR spectrum of compound 34b.
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YAZHO01-248-1 1D NOE/1
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Figure S95. 1D NOESY spectrum of compound 34a/34b.
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Acquired by : Admin
Date Acquired 13/9/2018 4:39:27 PM
Sample Name : YAZHO01-257
Sample ID :
Tray# 01
Vial# 127
Injection Volume 01
Data File C:\LabSolutions\Data\2018'2018-wk37\YAZHO01-257 1cd
Background File : blanco 13092018.1cd
Method File : Method SCAN ACID standard MW100.Iem
Report Format : DefaultLCMS ler
Tuning File C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :13/9/2018 5:21:56 PM
Chromatogram
YAZHO01-257 C:\LabSolutions\Data\2018\2018-wk37\YAZH01-257 lcd
mAU
1 E PDA Multi 1
200 o
100-]
] ol
1 Nl
e o . o o = -
—— T T T T T T T T T T T T T T
0.0 0.5 1.0 15 20 25 30 35 4.0 4.5 5.0 5:5 6.0 6.5 7.0 75
min
1 PDAMulti 1/254nm 4nm
Peak# Name Ret. Time Area Area %
1 1.994 10665 1.228
2 2.137 838126 96.509
3 4.762 19653 2.263
MS Chromatogram
YAZH01-257 C:\LabSolutions\Data\201812018-wk37\YAZH01-257.Icd
(x100,000)
5.007530,731
N
1 # e R ,MAL/M . P | TIC@1* 100
—— ; ~— I~
0004 = S S Ao s P
0 1 3 4 5 6 7
min
MS Spectrum Graph
#1 Ret.Time: Averaged 2.190-2.210(Scan#:220-222)
Mass Peaks:7 Base Peak:183.05(315118) Polarity:Pos Segmentl - Eventl
100 13
50
166
1L7 385
T " T T T T T T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Cale 2.100<->2.350(211<->236)
Mass Peaks:7 Base Peak:183.05(315118) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 166.00 92920 29.49 5 221.10 3883 1.23
2 167.10 9564 3.04 6 224.05 9755 3.10
3 183.05 315118 100.00 7 385.15 6722 213
4 184.05 44037 13.97

Figure S96. LCMS spectrum of compound 36a.
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YAZH01-257/1

—7.51
—4.09
—3.86

TINMR (300 MTTz, DMSO-ds) 8 7.51 (s, 211), 4.09 (s, 2TT), 3.86 (s, 311}, 2.97 (hept, J= 7.0

Hz, 1H), 116 (d, J = 6.9 Hz, 6H).
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Figure S97. *H NMR spectrum of compound 36a.
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Figure S98. 3C NMR spectrum of compound 36a.
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Acquired by : Admin
Date Acquired 13/9/2018 4:48:05 PM
Sample Name : YAZHO1-258
Sample ID :
Tray# 01
Vial# 128
Injection Volume 01
Data File C:\LabSolutions\Data\2018'2018-wk37\YAZHO01-258 lcd
Background File : blanco 13092018.1cd
Method File : Method SCAN ACID standard MW100.Iem
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :13/9/2018 5:22:57 PM
Chromatogram
YAZH01-258 C:\LabSolutions\Data\2018\2018-wk37\YAZHO01-258 lcd
mAU
] =y PDA Multi 1
100+ =
50+
] a
] \ 2
0 o o
LELERERD NESE RS LA L S (EAE A JEAR BRI SN LAY JERE AR BE NS LR LA LA EUE A EERERE RS BRI LI Y L E A B A AN ALY R R N R
0.0 0.5 1.0 15 2.0 2.5 30 35 4.0 4.5 5.0 58 6.0 6.5 7.0 7.5
min
1 PDAMulti 1 /254nm 4nm
Peakit Name Ret. Time Area Area %
1 1.779 453050 99.404
2 2.469 2715 0.596
MS Chromatogram
YAZHO01-258 C:\LabSolutions\Data\2018\2018-wk37\YAZH01-258.1cd
(x100,000)
2186,734 3
4.00- \f‘
2.00-
- / N o e TIC@I* 100
o ¢ e e e
0 1 2 3 4 S 6 7 8
min
MS Spectrum Graph
#:1 Ret.Time: Averaged 1.830-1.850(Scan#:184-186)
Mass Peaks:10 Base Peak:183.05(279952) Polarity:Pos Segmentl - Event1
100 JE3]
50
il s
T T T T T T T
200 300 400 500 600 700 800 900
mz
MS Spectrum Table
#1 Ret.Time:
BG Mode:Cale 1.740<->2.070(175<->208)
Mass Peaks:10 Base Peak:183.05(279952) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # mz Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 166.10 35487 12.68 6 197.00 5190 1.85
2 167.00 3201 1.14 7 205.00 31743 11.34
3 183.05 279952 100.00 8 206.00 3173 1.13
4 184.05 65044 2323 9 246.10 6568 235
5 185.05 5591 2.00 10 387.15 13120 4.69

Figure S99. LCMS spectrum of compound 36b.
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YAZH01-258.1.fid
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'HNMR (300 MHz, DMSO) § 7.07 (s, LH), 6.94 (s, 1H), 4.42 (s, 2H), 3.71 (s, 3H), 3.06 (hept, r1100
J=6.9Hz, 1H),1.24 (d,J=7.1 Hz, 6H).
1000
C(s) 900
6.94 800
B (s) D (s)| [F (s}| E (hept) A(d)
7.07 4.42| |371|| 3.06 1.24 700
600
500
400
r300
200
i rl
. k J ; i 00
o Lk o
AN . T U T
oo ] o o o
& o @ ~ < Q F-100
=X =) — ™M — (e}
10 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 1.0 05 0.0

f1 (ppm)

Figure $100. *H NMR spectrum of compound 36b.
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Figure S101. 3C NMR spectrum of compound 36b.
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Acquired by : Admin

Date Acquired : 10/4/2019 11:56:17 AM
Sample Name :YAZH 33
Sample ID =
Tray# 01
Vial# 148
Injection Volume
Data File : C:\LabSolutions\Data'\2019\2019-wk15\YAZH_33.Icd
Background File : blanco 10042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.Ier
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 10/4/2019 12:37:23 PM
PDA Graph
mAU
200
100
) N R
— T T T T T T T T T T T T T T T
0.0 035, 1.0 15 20 2.5 3.0 3.5 4.0 4.5 5.0 5.5 6.0 6.5 7.0 75
min
PeakTable
PDA Chl 254nm 4nm
Peak# | Name Ret. Time | Area [ Area% |
1] 4.159] 787857 | 100.000|
MS Chromatogram
YAZH_33 C:\LabSolutions\Data\2019\2019-wk15\YAZH_33.1cd
(x1,000,000)
1.00-1,159,928 /\ﬁ TIC@1|
<
0.00] - -
L L B B B 5 B e B
0.0 0.5 1.0 1.5 20 2.5 3.0 35 4.0 45 5.0 5.5 6.0 6.5 7.0 7.5 8.
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 4.210-4.230(Scan#:422-424)
BG Mode:Calc 4.100<->4.450(411<->446)
Mass Peaks:6 Base Peak:283.10(901404) Polarity:Pos Segmentl - Eventl
100 -
504
284
305 346
T T T T T K T T ' T T T T
200 250 300 350 400 450 500 550 600 650 700 750
m'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.100<->4.450(411<->446)
Mass Peaks:6  Base Peak:283.10(901404) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/'z AbsInten. RelInten. Charge Polarity Monoisotopic
1 283.10 901404  100.00 4 305.15 17493 1.94
2 284.10 161921 17.96 5 324.15 11299 1.25
3 285.20 14828 1.64 6 346.15 18518 2.05

Figure $102. LCMS spectrum of compound 37a.
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1.37

3
3
3
3
3
3
138

TINMR (500 MTTz, Methanol-dy) 8 7.34 — 7.28 (m, 4TT), 7.26 — 7.21 (m, 1TT), 4.16 (s, 311),
3.97 (s, 2H), 3.36 (hept, J = 7.0 Hz, 1H), 1.37 (d, J = 7.0 Hz, 6H).
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Figure $103. 'H NMR spectrum of compound 37a.
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BCNMR (151 MHz, MeOD) 8 156.5,154.7, 151.8, 138.6,137.7,129.7, 129.7, 128.1, 126.0,
41.7,38.3,27.4,224.
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Figure S104. 3C NMR spectrum of compound 37a.
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Acquired by : Admin

Date Acquired : 11/4/2019 12:33:10 PM
Sample Name :YAZH 31
Sample ID =
Tray# 01
Vial# 116
Injection Volume 3
Data File : C:\LabSolutions\Data'\2019\2019-wk15\YAZH 31.Icd
Background File : blanco 11042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.Ier
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 11/4/2019 2:02:29 PM
PDA Graph

mAU

250

] \
o] L

0.0 035, 1.0 15 20 2.5 3.0 3.5 4.0 4.5 5.0 5.5 6.0 6.5 7.0 75
min
PeakTable
PDA Chl 254nm 4nm
Peak# | Name Ret. Time | Area [ Area% |
1] 3.923] 1338326 100.000|
MS Chromatogram
YAZH_31 C:\LabSolutions\Data\2019\2019-wk15\YAZH_31.1cd
(x1,000,000)
3.1033,149,725 { z TIC@1|
1007 \H
0.007 - AN _ _ _
L L B I B L B B I B B B B
0.0 0.5 1.0 1.5 20 2.5 3.0 35 4.0 45 5.0 5.5 6.0 6.5 7.0 7.5 8.
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.970-3.990(Scan#:398-400)
BG Mode:Calc 3.850<->4.280(386<->429)
Mass Peaks:8 Base Peak:283.10(2112647) Polarity:Pos Segment] - Eventl
100 e
50-
284
305 6 ST"'
I L
T T T T T K T T ' T T T T
200 250 300 350 400 450 500 550 600 650 700 750
m'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.850<->4.280(386<->429)
Mass Peaks:8 Base Peak:283.10(2112647) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/'z AbsInten. RelInten. Charge Polarity Monoisotopic
1 283.10 2112647 100.00 5 324.05 27628 1.31
2 284.15 426066 20.17 6 346.15 68700 3.25
3 285.15 40415 1.91 7 587.30 154265 7.30
4 305.05 56694 2.68 8 588.30 57906 2.74

Figure S105. LCMS spectrum of compound 37b.
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TTNMR (500 MITz, Methanol-dk) § 7.36 — 7.28 (m, 411), 7.25 — 7.21 (m, 1T1), 4.05 (s, 311), L4500
3.93 (s, 21), 3.40 (hept, J = 7.0 fz 111), 1.49 (d,J = 7.0 Tz, 6H).
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Figure S106. *H NMR spectrum of compound 37b.
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Figure $107. 3C NMR spectrum of compound 37b.
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Acquired by : Admin

Date Acquired :25/3/2019 11:22:17 AM
Sample Name :YAZH 34
Sample ID :
Tray# 1
Vial# :8
Injection Volume %3]
Data File : C:\LabSolutions\Data\2019\2019-wk12\YAZH_34.lcd
Background File : blanco 25032019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date : 18/6/2019 10:18:35 AM
PDA Graph
mAU
30*7
20
10
K| | . .
B o e e s e B L o e s e N e
0.0 0.5 1.0 15 2.0 2.5 3.0 3.5 4.0 45 5.0 5.5 6.0 6.5 7.0 7.5
min
PeakTable
PDA Ch1 254nm 4nm
Peak# Name Ret. Time Area Area %
1 3.729 960 0.837
2 3.965 1168 1.018
3 4.752 874 0.762
4 5.789 111803 97.384
MS Chromatogram
YAZH 34 C:\LabSolutions\Data\2019\2019-wk11-202019-wk13\YAZH 34.1cd
(x100,000)
4.00 450,126 /\ 3 TIC@1
0.00 AN -
L B B e B B L B e e
0.0 0.5 1.0 1.5 2.0 25 3.0 3.5 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5 8.
min
MS Spectrum Graph
#1 Ret.Time:Averaged 5.830-5.850(Scan#:584-586)
BG Mode:Calc 5.730<->6.040(574<->605)
Mass Peaks:4 Base Peak:327.15(346300) Polarity:Pos Segmentl - Eventl
100
50
328
- T T T
330 335 340 345
m'z
MS Spectrum Table
#1 Ret.Time:
BG Mode:Cale 5.730<->6.040(574<->605)
Mass Peaks:4 Base Peak:327.15(346300) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 327.15 346300 100.00 3 329.20 6716 1.94
2 328.15 71718 20.71 4 349.90 3808 1.10

Figure S108. LCMS spectrum of compound 38a.

S75



YAZH_34/1 &

—10.
—4.23

"HNMR (500 MHz, Chloroform-d) § 10.02 (s, 1H), 4.23 (s, 3H), 3.34 (hept, J = 6.9 Hz, 1H),
2.13 (s, 3H), 2.04 (s, 6H), 1.84 — 1.74 (m, 6H), 1.42 (d,J = 6.9 Hz, 6H).
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Figure S109. 'H NMR spectrum of compound

YAZH_34/2

—138.00
—124.68

BCNMR (151 MHz, CDCl5) § 158.8, 155.4,151.2,138.0, 124.7,40.4, 38.9, 38.2, 36.5, 28 4,
27.0,22.0.
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Figure S110. 3C NMR spectrum of compound 38a.
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Acquired by : Admin

Date Acquired : 1/4/2019 10:21:09 AM
Sample Name :YAZH 32
Sample ID 2
Trayt# 2l
Vial# 15
Injection Volume 73
Data File : C:\LabSolutions\Data'2019\2019-wk14\.YAZH _32.lcd
Background File : blanco 01042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date 1 1/4/2019 10:48:49 AM
PDA Graph
mAU B
3007
200
100-]
S L
L S 0 0 5
0.0 0.5 1.0 15 2.0 2.5 30 35 4.0 4.5 5.0 5.5 6.
min
PeakTable
PDA Chl 254nm 4nm
[ Peak# Name [ Ret. Time | Area [ Area% |
l 1 | 5.307] 1228769 | 100.000]
MS Chromatogram
YAZH_32 C:\LabSolutions\Data\2019\2019-wk 14 YAZH_32.Icd
(x1,000,000)
1.6031,669,098 /\: TIC@1
1.004 \=
0'005\”\‘H\‘HH‘HHH\T‘ﬁwﬁm‘\*m\'HH‘HH‘y‘\/\\‘\\m\‘mmHH‘\H‘MH
0.0 0.5 1.0 15 20 2.5 3.0 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5 8.
min
MS Spectrum Graph
#1 Ret.Time:Averaged 5.360-5.380(Scan#:537-539)
BG Mode:Calc 5.230<->5.670(524<->568)
Mass Peaks:9 Base Peak:327.20(1028791) Polarity:Pos Segmentl - Eventl
100 337
50
38
675
8 %0 \
T T T T T T T T T T
200 250 300 350 400 450 500 550 600 650 700 750
m/'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 5.230<->5.670(524<->568)
Mass Peaks:9 Base Peak:327.20(1028791) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic # m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 327.20 1028791 100.00 6 37230 16481 1.60
2 32820 265664 25.82 7 390.15 34662 337
3 32915 26096 2.54 8 675.40 80149 7.79
4 349.10 32693 318 9 676.45 37982 3.69
5 368.15 21306 2.07

Figure S111. LCMS spectrum of compound 38b.
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YAZH_32/1
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|

'H NMR (500 MHz, Chloroform-d) 3 8.72 (s, 1H), 4.04 (s, 3H), 3.30 (hept, J = 7.0 Hz, 1H),
2.13 (s, 3H), 1.98 (d, J = 2.6 Hz, 6H), 1.77 (q, J = 12.3 Hz, 6H), 1.50 (d, J = 7.0 Hz, 6H).
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Figure S112. *H NMR spectrum of compound 38b.
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Figure S113. 3C NMR spectrum of compound 38b.
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Acquired by : Admin

Date Acquired :16/7/2018 10:51:14 AM
Sample Name : LABA-022
Sample ID :
Tray# il
Vial# 39
Injection Volume Jil
Data File : C:\LabSolutions\Data\2018\2018-wk29\LABA-022.Icd
Background File : blanco 16072018.1cd
Method File : Method SCAN ACID standard neg.lem
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :16/7/2018 11:08:48 AM
Chromatogram
LABA-022 C:\LabSolutions'\Data\2018\2018-wk2MLABA-022.1cd
mAU
] 2 PDA Multi 1
200 -
100+

o \ - .
LN A U A N N N N N NN Mo A B LAy SCRL RN WL B SLRLL I
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 5:5 6.0 6.5 7.0 7.5
min
1 PDAMulti 1/254nm 4nm
Peak# | Name | Ret. Time Area | Area% |
1] | 3.189 765106 100.000]
MS Chromatogram
LABA-022 C:\LabSolutions\Data\20182018-wk29\LABA-022.1cd
(x100,000)
6.00 623,960 =1
L », e S
CTIC@1* 1.00
L N I e B e L e e e A e o o E S S e e e e S N A e
0 1 2 3 4 5, 6 7 8
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.230-3.250(Scan#:324-326)
Mass Peaks:24 Base Peak:179.00(141779) Polarity:Neg Segment1 - Event1
100 -
50 359
25
180 350
280 | | 486 562 585 646 795 858
T T T T T T T T
200 300 400 500 600 700 800 900
mz
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.140<->3.460(315<->347)
Mass Peaks:24 Base Peak:179.00(141779) Polarity:Neg Segment] - Event1
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # mz Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 179.00 141779 100.00 13 381.25 9413 6.64
2 180.25 11417 8.05 14 382.20 3611 2.55
3 181.20 1755 1.24 15 413.10 2066 1.46
4 220.15 2520 1.78 16 439.15 1523 1.07
5 224.15 3579 252 17 443.25 1420 1.00
6 225.05 34564 24.38 18 486.00 1824 1.29
7 247.05 4057 2.86 19 561.95 2607 1.84
8 279.10 2230 1.57 20 585.05 2845 2.01
9 280.00 2476 1.75 21 645.70 2233 1.57
10 358.10 1454 1.03 22 795.40 2152 1.52
11 359.15 67854 47.86 23 858.30 2564 1.81
12 360.15 11941 8.42 24 1051.00 2181 1.54

Figure S114. LCMS spectrum of compound 42b.
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IHNMR (600 MHz, DMSO-dq) & 12.90 (brs, 1), 6.46 (s, 1H), 3.04 (p,J = 8.1 Hz, 1H), 2.02
~1.94 (m, 2H), 1.73 - 1.66 (m, 2H), 1.64 — 1.53 (m, 4H).
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Figure S115. *H NMR spectrum of compound 42b.
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BCNMR (151 MHz DMSO) § 104.6,36.6, 32.7, 24.6.
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Figure S116. 3C NMR spectrum of compound 42b.
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Acquired by : Admin
Date Acquired : 8/8/2017 12:43:48 PM
Sample Name : YAZHO01-126-1
Sample ID :
Tray# 01
Vial# i2
Injection Volume 110
Data File : C:\LabSolutions\Data\2017\2017-wk32\YAZH01-126-1.1cd
Background File : blanco08082017 Icd
Method File : Method SCAN ACID standard neg.lem
Report Format : Default LCMS.ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :8/9/2017 3:58:23 PM
Chromatogram
YAZHO01-126-1 C:\LabSolutions\Data\2017\2017-wk32\YAZHO01-126-1.lcd
mAU
7 ~
] g
2000 —
1000+
(Fg‘—’—~——LL 1PDA Multi ]
— A e S S R B SO S R TR S R A N B
1 2 3 4 5 6 7 8
min
11 PDA Multi 1/254nm 4nm
Peak# Name Ret. Time | Area | Area% |
1.657] 8181085] 100.000
MS Chromatogram
YAZHO01-126-1 C:\LabSolutions\Data\2017'2017-wk32\YAZH01-126-1Icd
(x100,000)
5.007519,241 N N TIC@1
B U v\q\_%%\,mm N N N NN s e S e S i |
e L s ) N A
1 2 3 4 5 6 7 8
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 1.710-1.730(Scan#:172-174)
Mass Peaks:34 Base Peak:268.00(47172) Polarity:Neg Segmentl - Event1
100 T3
170
50
125 284 493
lll‘ ‘ ‘\ L 410 | R it i 936
L [P i I e i L B A R
200 300 400 500 600 700 800 900
mz
MS Spectrum Table
#1 Ret.Time:
BG Mode:Calc 1.600<->1.870(161<->188)
Mass Peaks:34 Base Peak:268.00(47172) Polarity:Neg Segmentl - Eventl
# m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 169.95 39630 84.01 9 235.80 770
2 171.00 3308 7.01 10 268.00 47172 100.00
3 172.00 2757 5.84 11 269.05 7198 15.26
4 177.00 942 2.00 12 270.05 811 1.72
5 194.85 6203 13.15 13 282.10 728 1.54
6 196.85 633 134 14 284.00 5680 12.04
7 210.95 915 1.94 15 290.20 1608 341
8 215.95 793 1.68 16 312.05 1592 337

Figure S117. LCMS spectrum of compound 43a.
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YAZH01-216/1

o
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|

'HNMR (300 MHz, DMSO-dy) 3 13.82 (s, 1H), 1.34 (s, 9H).
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Figure S118. 'H NMR spectrum of compound 43a.

YAZH01-216/2

—147.35

BCNMR (151 MHz, DMSO) § 147.3,32.4,28.2.
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Figure S119. 3C NMR spectrum of compound 43a.

30 170 160 150 140 130 120

110 100 90 80 70 60 50 40
f1 (ppm)

S82

30

20

10

F1000

1900

800

700

600

500

400

300

200

100

2000

1800

1600

1400

1200

1000

800

600

400

200

-200

F-400

-600

-800

F-1000




Acquired by

: Admin

Date Acquired :17/7/2018 3:35:18 PM
Sample Name : LABA-024-AFTERFILT
Sample ID E
Tray# 01
Vial# 131
Injection Volume 01
Data File : C:\LabSolutions\Data\2018\2018-wk29\L ABA-024-AFTERFILT.lcd
Background File : blanco 17072018.1cd
Method File : Method SCAN ACID standard neg.lcm
Report Format : DefaultLCMS .ler
Tuning File : C:\LabSolutions\Tuning'\Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date £ 17/11/2020 11:01:33 AM
PDA Graph
mAU
500
0 \
R I I L L CAE ) UL NG S L W NI 5 U S N S LU LA |
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 55 6.0 6.5 7.0 75
min
PeakTable
PDA Chl 254nm 4nm
Peak# | Name [ Ret. Time | Area | Area %
1] | 3.261| 2956934 | 100.000
MS Chromatogram
LABA-024-AFTERFILT C:\LabSolutions\Data\2018'2018-wk21-3012018-wk29\LABA-024-AF TERFILT.Icd
(x100,000)
9.00 945,383 TIC@1

0.0 5 4.0 45 5 7.0 75 8.
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 3.320-3.340(Scanf:333-335)
BG Mode:Calce 3.190<->3.550(320<->356)
Base Peak:224.00(265539) Polarity:Neg Segmentl - Eventl
B2
180
50+
181
i . 471 573
T A e A BN e e S e T T T
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m/
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Cale 3.190<->3.550(320<->356)
Mass Peaks:11 Base Peak:224.00(265539) Polarity:Neg Segment] - Eventl
# m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic
1 180.05 199863 75.27 7 471.70 3493
2 181.00 20977 7.90 8 573.50 2672 1.01
3 224.00 265539 100.00 9 712.20 6994 2.63
4 225.05 31685 11.93 10 718.20 4035 1.52
5 225.95 8659 3.26 11 72820 3693 1.39
6 471.20 4857 1.83

Figure S120. LCMS spectrum of compound 43b.
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TH NMR (600 Mz, DMSO-dg) 3 3.47 (p, J = 8.6 Hz, 1H), 2.08— 1.99 (m 2H), 1.79}- 170 (m,

2H), 1.69 — 1.57 (m 41H).
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Figure S121. *H NMR spectrum of compound 43b.
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BCNMR (151 MHz DMSO) 3 36.0, 32.0, 25.5.
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Figure $122. 3C NMR spectrum of compound 43b.
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Acquired by : Admin
Date Acquired :10/4/2019 12:04:54 PM
Sample Name :YAZH 35
Sample ID :
Tray# 31
Vial# 149
Injection Volume :3
Data File : C:\LabSolutions\Data\201912019-wk15\YAZH_35.1cd
Background File : blanco 10042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.ler
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg0107201 5a.lct
Processed by : Admin
Modified Date :10/4/2019 12:38:19 PM
PDA Graph
mAU
250
G i
e 5 00 5 5 A
0.0 0.5 1.0 1:5 20 25 30 35 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5
min
PeakTable
PDA Chl 254nm 4nm
[ Peak# Name [ Ret. Time Area [ Area% |
[ 4.199] 1311255] 100.000]
MS Chromatogram
YAZH_35 C:\LabSolutions'\Data\2019\2019-wk15\YAZH_35.1cd
(x1,000,000)
1.50 91,527,014 g TIC@]]
1.00 f \3’
g ) e
Oloo\\\\‘\\\‘\\\\\\\\‘\\\\‘\\\\‘\\\‘\\\\‘\\\\\\‘\\\\‘\\\‘\\\\‘\\\‘\\\\‘\\\\‘\\\\‘
0.0 0.5 1.0 15 2.0 25 3.0 305 4.0 4.5 5.0 5.5 6.0 6.5 7.0 75 8.1
min
MS Spectrum Graph
#:1 Ret.Time:Averaged 4.250-4.270(Scan#:426-428)
BG Mode:Calc 4.150<->4.500(416<->451)
Mass Peaks:13  Base Peak:283.15(868168) Polarity:Pos Segmentl - Eventl
100 i)
50
284
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| | ol “ y | I ] by 1 |
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m/'z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 4.150<->4.500(416<->451)
Mass Peaks:13 Base Peak:283.15(868168) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic # m'z AbsInten. RelInten. Charge Polarity Monoisotopic
1 283.15 868168 100.00 8 346.15 88549 10.20
2 284.10 160539 18.49 9 347.15 18860 217
3 285.10 21276 245 10 587.30 54193 6.24
4 305.05 52972 6.10 11 588.30 23663 273
5 321.05 8756 1.01 12 592.50 26807 3.09
6 324.15 70833 8.16 13 592.80 14499 1.67
7 325.20 18297 211

Figure $123. LCMS spectrum of compound 46a.
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Figure S124. 'H NMR spectrum of compound 46a.
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V1 | - | -30000
3C NMR (126 MHz, MeOD) § 155.4 (confirmedfby HMBC), 153.0 (confirmed by HMBC), 146.6 (confirmed by 25000
HMBC), 138.0, 129.8, 129.6, 128.0, 42.0, 33.8(donfirmed by HMBC), 29.9.
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Figure $125. 13C NMR spectrum of compound 46a.
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Acquired by : Admin
Date Acquired :30/1/2019 10:08:35 AM
Sample Name : YAZHO1-294-1
Sample ID :
Tray# il
Vial# 32
Injection Volume &l
Data File : C:\LabSolutions\Data\2019\2019-wk04\YAZH01-294-1.Icd
Background File : blanco30012019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS ler
Tuning File : C:\LabSolutions\ Tuning\ Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date :30/1/2019 10:41:09 AM
Chromatogram
YAZH01-294-1 C:\LabSolutions'\Data\201912019-wk04\YAZH01-294-1.Icd
mAU
1 Q PDA Multi 1
50+ /\3
q |
251 \
] %0
] ] \
0 , i -
L L e e e L B e B [ B L 0 0 0 0 A
0.0 0.5 1.0 1.5 2.0 2.5 3.0 35 4.0 4.5 5.0 55 6.0 6.5 7.0 7.5
min
1 PDAMulti 1/254nm 4nm
PeakTabl
PDA Chl 254nm 4nm
Peak#t Name Ret. Time Area Area %
1 3.668 794 0310
2 4.046 255743 99.690
MS Chromatogram
YAZHO01-294-1 C:\LabSolutions\Data\201912019-wk04\YAZH01-294-1.1cd
(x100,000)
5.00-587,798 /\g
]f \- TIC@1* 1.00
0.00- e e e
0 1 2 14 5 6 8
MS Spectrum Graph min
#1 Ret.Time:Averaged 4.100-4.120(Scan#:411-413)
Mass Peaks:10 Base Peak:295.10(390432) Polarity:Pos Segment] - Eventl
100 735
50
206
. 358 611
L W T A R U A Y W B AL D WL L T
200 300 400 500 600 700 800 900
m/z
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 3.990<->4.290(400<->430)
Mass Peaks:10 Base Peak:295.10(390432) Polarity:Pos Segmentl - Eventl
# m/z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m/z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 295.10 390432 100.00 6 336.10 9158 2.35
2 296.15 73812 18.91 7 358.15 20482 5.25
3 297.10 7165 1.84 8 359.15 4901 1.26
4 317.10 17514 4.49 9 611.25 17194 4.40
5 333.00 7485 192 10 61225 5322 1.36

Figure S126. LCMS spectrum of compound 46b.
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"HNMR (500 MHz, DMSO-d¢) § 7.34 — 7.27 (m, 4H), 7.24 — 7.19 (m, 1H), 3.88 (s, 2H), 3.31
(p.J =8.1 Hz, LH), 2.02 — 1.94 (m, 2H), 1.84 — 1.68 (m, 4H), 1.66 — 1.56 (m. 2H). L1500
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Figure $S127. *H NMR spectrum of compound 46b.
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Figure S128. 13C NMR spectrum of compound 46b.
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Acquired by : Admin

Date Acquired 1 1/4/2019 10:29:47 AM
Sample Name 1 YAZH 36
Sample ID f
Tray# 1
Vial# 16
Injection Volume :3
Data File : C:\LabSolutions\Data\2019\2019-wk14\YAZH_36.1cd
Background File : blanco 01042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : Default LCMS.ler
Tuning File : C:\LabSolutions\Tuning! Tuning-ESI-pos-neg01072015a.lct
Processed by : Admin
Modified Date 1 1/4/2019 10:46:16 AM
PDA Graph
mAU
100
75
50
25+
0 Iy ~
o e e L L 0 L 0 L
0.0 0.5 1.0 1.5 2.0 25 3.0 35 4.0 45 5.0 6.0 6.5 7.0 7.5
PDA Chl 254nm 4nm "
Peak# Name Ret. Time Area Area %
4.445 5355. 1.223
2 5.546 432555 98.777
MS Spectrum Graph
#:1 Ret.Time:Averaged 5.590-5.610(Scan#:560-562)
Mass Peaks:14 Base Peak:327.15(431300) Polarity:Pos Segmentl - Eventl
100 W
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30~ 38
20-
104 368 390
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mz
MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 5.470<->5.800(548<->581)
Mass Peaks:14 Base Peak:327.15(431300) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity Monoisotopic # m'z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic
1 327.15 431300 100.00 8 37215 4997 1.16
2 328.15 111634 25.88 9 390.20 32076 7.44
3 32915 11967 277 10 391.15 9329 2.16
4 349.15 22488 5.21 11 67545 12626 293
5 350.20 7721 1.79 12 680.40 7078 1.64
6 368.25 28144 6.53 13 681.05 8122 1.88
7 369.25 8672 2.01 14 681.90 6035 1.40

Figure $129. LCMS spectrum of compound 47a.
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TH NMR (500 MHz, Chloroform-d) 3 9.20 (s, 1H), 2.15 (s, 31), 2.02 (s, 6H), 1.79 (q,J = 12.3
Hz, 6H), 1.53 (s, 9H).
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Figure S130. 'H NMR spectrum of compound 47a.
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Figure S131. 13C NMR spectrum of compound 47a.
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Acquired by : Admin
Date Acquired : 1/4/2019 10:55:50 AM
Sample Name :YAZH 38
Sample ID =
Tray# 01
Vial# 27
Injection Volume e
Data File : C:\LabSolutions\Data'2019\2019-wk 14\'YAZH_38.lcd
Background File : blanco 01042019.1cd
Method File : Method SCAN ACID standard.lem
Report Format : DefaultLCMS.lcr
Tuning File : C:\LabSolutions\Tuning\ Tuning-ESI-pos-neg0107201 5a.lct
Processed by : Admin
Modified Date :1/4/2019 11:32:33 AM
PDA Graph
mAU
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UBLIEEL JEEERCEE N WAL UL LR A ALY N LA WL FEACELELIN LY NEAREERE NN BRI VIR ALY WAL LN MU AR NEAL LT TR NN
0.0 0.5 1.0 15 2.0 2.5 30 35 4.0 4.5 5.0 55 6.0 6.5 7.0 7.5
min
PeakTable
PDA Chl 254nm 4nm
[ Peak# Name [ Ret. Time | Area [ Area% |
l 1 [ 5.521] 254356] 100.000 |
MS Chromatogram
YAZH_38 C:\LabSolutions\Data\2019\2019-wk14\YAZH_38.Icd
(x100,000)
7.00 1727,872 [\ 2 TIC@1
0.00 ] - _
L B B L
0.0 S 2 3.0 35 4.0 4.5 5.0 5.5 8.
min
MS Spectrum Graph
#1 Ret.Time:Averaged 5.560-5.580(Scan#:557-559)
BG Mode:Calc 5.470<->5.780(548<->579)
Mass Peaks:12 Base Peak:339.15(483960) Polarity:Pos Segmentl - Eventl
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MS Spectrum Table
#:1 Ret.Time:
BG Mode:Calc 5.470<->5.780(548<->579)
Mass Peaks:12 Base Peak:339.15(483960) Polarity:Pos Segmentl - Eventl
# m'z Abs.Inten. Rel.Inten. Charge Polarity —Monoisotopic # m'z Abs.Inten. RelInten. Charge Polarity Monoisotopic
1 339.15 483960 100.00 7 402.15 37272 7.70
2 340.20 96147 19.87 8 403.20 8603 1.78
3 341.30 9476 1.96 9 699.35 13443 278
4 361.10 17293 3.57 10 700.40 6162 1.27
5 362.05 4905 1.01 11 704.40 7587 1.57
6 380.25 18775 3.88 12 705.15 7469 1.54

Figure S132. LCMS spectrum of compound 47b.
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Figure S133. 'H NMR spectrum of compound 47b.

YAZH_38/15

36.66
32.81
78.64

37.30
~\-25.95

30000

o
?
a
a
2
|

—156.77
—147.97
136.31
_~40.31
~-39.30

3

3CNMR (126 MHz MeOD) 3 159.8, 156.8, 148.0 (HMBC), 136.3 (HMBC), 40.3,39.3,37.3,36.7, 32.8, 28.6, 26.0. 25000

20000

15000

10000

5000

5000

-10000

F-15000

F-20000

-25000

30 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)

Figure S134. *C NMR spectrum of compound 47b.
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