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I. Representative NMR spectra of final compounds (1, 2, 3, 3a-g, and 4)

Compound 1: *H NMR (400 MHz, DMSO-ds)

mmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmm
mmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmm
mmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmmm

hhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhhh

e 2 e R\ 7 N

S

N | | 1 |
| | den AN
i : 5 2 m

5

V

HHHHHHH

1l

WSS

J

|

A g W

VALl Wii

Lol ] J\ Jlxk

T T T T T T T T T T T T T T
170 160 150 140 130 120 110 100 20 80 70 60 50 40 30 20 ppm

S2



Compound 2: *H NMR (400 MHz, CD30D)
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Compound 2: 3C NMR (100 MHz, CD3s0D)
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Compound 3: *H NMR (400 MHz, CD3;0D).
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Compound 3: C NMR (100 MHz, CD3;0D).
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Compound 3a: *H NMR (400 MHz, DMSO-ds).
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Compound 3b: *H NMR (400 MHz, CDCls).
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Compound 3c: *H NMR (400 MHz, CDsOD).
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Compound 3c: *C NMR (100 MHz, CD30D).
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Compound 3d: *H NMR (400 MHz, DMSO-ds).
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Compound 3e: *H NMR (400 MHz, DMSO-ds).
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Compound 3f: 'H NMR (400 MHz, DMSO-ds).
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Compound 3f: *C NMR (100 MHz, DMSO-ds).
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Compound 3g: *H NMR (400 MHz, DMSO-ds).
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Compound 4: *H NMR (400 MHz, CD30D).
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Il. Representative HRMS spectra of final compounds (1, 2, 3, 3a-g, and 4)

HRMS spectrum of compound 1
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HRMS spectrum of compound 3
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T: FTMS - p ESI Full ms [150.0000-1200.0000]
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HRMS spectrum of compound 3c
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HRMS spectrum of compound 3e
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BLB-43#13 RT: 0.34 AV: 1 NL: 1.32E8
T: FTMS - p ESI Full ms [150.0000-1200.0000]
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HRMS spectrum of compound 4
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I11. Representative NMR spectra of intermediate compounds
Scheme 1: Synthesis of final compound 1

NHBoc NHBoc NH3
SO,CI f/CFSCOO
<> COOH COOMe COOMe

) NHBoc 302 SOQ SOZ
c' f @
H,N™ "COOH
F

f“*G f“*G f“*@

o o o
* * *
HN CONHOH HN COOH HN COOMe
SO SO, SOZ
vi v
10 9
O (0]
F F

S20



Compound 6: *H-H COSY NMR (400 MHz, DMSO).

LN A

[wdd) 1y 2
L | 1 L
b s
'.
R
. "
o
@

‘) .°

F2 [ppm]

—o

Compound 7: *H NMR (400 MHz, CDCls).
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Compound 8: *H NMR (400 MHz, DMSO).
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Compound 9: *H NMR (400 MHz, CDCls).
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Compound 10: *H NMR (400 MHz, DMSO).
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Compound 11: *H NMR (400 MHz, CDCls).
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Compound 12: *H NMR (400 MHz, CDCl3).
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Compound 13: *H NMR (400 MHz, CDCl3).
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Compound 15: *H NMR (400 MHz, MeOD).
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Compound 16: *H NMR (400 MHz, CDCls).
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Compound 16: *H-'H COSY NMR (400 MHz, CDCls).

7~,JL_..AA_L~J& 1 l, = I

| - |
[ &
-] T
J" ~
|
=
‘;
=
{
2
i
= © 'g
= g
4 °
[ppm]

Compound 17: *H NMR (400 MHz, CDCl3).
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Compound 18: *H NMR (400 MHz, DMSO).
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Compound 19: *H NMR (400 MHz, MeOD).
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Compound 21: *H NMR (400 MHz, CDCls).
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Compound 22: *H NMR (400 MHz, MeOD).
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Scheme 4: Synthesis of final compounds 3a-g
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Compound 25: *H NMR (400 MHz, CDCl3).
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Compound 27: *H NMR (400 MHz, CDCls).
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Compound 27: 3C NMR (400 MHz, CDCls).
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Compound 28: *H NMR (400 MHz, CDCls).
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Compound 29: *H NMR (400 MHz, CDCls).
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Compound 30: *H NMR (400 MHz, CDCls).
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Compound 31a: *H NMR (400 MHz, CDCls).
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Compound 31b: *H NMR (400 MHz, CDCls).
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Compound 31c: *H NMR (400 MHz, CDCls).
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Compound 31d: *H NMR (400 MHz, CDCls).
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Compound 31e: *H NMR (400 MHz, CDCls).
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Compound 31f: *H NMR (400 MHz, CDCls).
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Compound 31g: *H NMR (400 MHz, CDCls).
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Compound 32a: *H NMR (400 MHz, CDCls).
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Compound 32b: *H NMR (400 MHz, CDCls).

6.0

70 65

75

8.0

f

8.5

9.0

9.5

2

3fsis
ololrin

|

| &

r‘.\
I e
-l

@
]
e}

|~
0|
(=18

|

.r

o

SL

ol i

o
©
s

608"
Leg”
8L8"
vco-
LOT"
61C"
[ A
082"
9ce”
(A
0€V "
0LS"
66G°
08L"
€€0°
€90°
060"
LITY
899"
LV8"
110"
SET"
6€C”
€9¢€°
8LE"
LEYr
Ly9”
9€8°
98¢€"
€1V °
Sv9”

66C"

09¢-*
96¢€”
09¢€"
69¢"°
88€ "
€L9"
£€69°
LoL*
968"
916"

—

A" "400O0

A N Y

STLLOONOMNONONNNNNN A A

n

L

ppm

0.5

1.0

1.5
7]
]

2.0

ch

25

3.0

3.5

el

4.5
5
c

|

80 75 70 65 60 55
e
o

8.5

9.0

ol

|

2
o~

e
e
b

|

HEL

S39



Compound 32c: *H NMR (400 MHz, CDCls).
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13C NMR (400 MHz, CDCls).
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Compound 32d: *H NMR (400 MHz, CDCls).
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Compound 32e: *H NMR (400 MHz, CDCls).
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Compound 32f: *H NMR (400 MHz, DMSO).
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Compound 32g: *H NMR (400 MHz, DMSO).
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Figure S1. The plot shows the RMSD of 3a and protein heavy atoms for the ADAMTS5-3a (A) and
ADAMTS7-3a (B) complexes during the MD simulations.

Figure S2. Original Western Blot for the image shown in Figure 2 in the main text. In the latter, the last

lane of the original image as shown here was cropped out as it related to a different experiment.
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