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1.  Supplementary Tables

Target Peptide name Potency Specificity Reference
20-folds MMP-1
. — 1- )
regasepin 1 ICs0 = 5 uM 2005)
[Cs0 = 3 uM MMP-8
and MMP-9
14-folds MMP-9,
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(D-Pyr)-(D-Cys)-Bip- | 1¢5, = 600 nMt g%lfzet al,
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RTD-2 ICs0 =52 +3 nM n.a. (Schaal et
al.,, 2018)
RTD-5 ICs0 =55+ 7 nM n.a.
>100-folds ADAM- | (Schloman
- tal,
ICso =120+ 19 nM | % ADAM-10, ned
BK-1361 ADAM-12, ADAM- | 2015)
ICs0 =182 nM
50 n 17, MMP-2, MMP-9 | (yim et al,
and MMP-14 2016)
ADAM-8
peptide 3 [Cs0 =157 £ 32 nM n.a.
Yim et al,,
peptide 9 [Cs0 =220 £ 28 nM n.a. ;01?6)6 a
peptide 19 [Cs0 =142 £ 21 nM n.a.

Table 1. Peptide inhibitors of ADAM targets. ADAM target, peptide name, amino acid sequences,
potency and specificity are reported. Indicated half maximal inhibitory concentration (ICso) and
inhibition constant (Ki) values were reported as published. Legend: Bip = biphenylalanine, Pyr =
pyridylalanine, Hisb = (R)-2-isobutylsuccin hydroxamate moiety, Hmx = hydroxamate moiety, s = D-
serine; hSg = B-homoserine, Ag = B-alanine, L* = homoleucine. Note: ¥ = standard deviation not
reported, n.a. = not available.
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Target Peptide inhibitor | Potency Specificity Reference
_ (Tortorella et
tide 2 ICs0 = 3 pMt a.
peptice w=oH na al,, 2000)
pngjzs;;)l;ased on [Cs50 =10 uMt n.a.
ills et al,,
pep (Hills et al
2007
peptides 4 based on )
. [Cs50 = 8 uMt n.a.
peptide BO5
ADAMTS-4
62CASESLC®8 Kq=25%4uM n.a.
(Zhang et al,,
61 70 = +
CEASESLAGC Ka=3.7 0.5 uyM n.a. 2018)
60CTEASESLAGC”® | Kg=18+4 uM n.a.
(Di Stasio et al,,
|~ t
Met1606-Arg1668 Ki~1uM n.a. 2008)
epitope-A (PP-a) [Cs50 = 125 uMt n.a.
(Moriki et al.,
2010)
ADAMTS-13 epitope-B (PP-b) [Cs50 = 50 pMt n.a.
HNP-1 Kq=0.72 pMt n.a.
(Pillai et al,,
2016)
HNP-2 Kq=0.58 pMt n.a.

Table 2. Peptide inhibitors of ADAMTS targets. ADAMTS target, peptide name, amino acid
sequences, potency and specificity are reported. Indicated half maximal inhibitory concentration (ICso),
inhibition constant (K;) and dissociation constant (Kq) values were reported as published. Note: 1 =
standard deviation not reported, n.a. = not available.
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2.  Supplementary Figures

A Domain ADAM
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Supplementary Figure 1. Domain diagram of the catalytically active members of human ADAM
and ADAMTS families. A) ADAM proteins generally include, from N- to C-terminus, a specific
signal secretion sequence (purple), a prodomain (yellow) containing highly conserved cysteine that
block the proteolytic activity of the metalloproteinase catalytic domain (brown) by preferentially
binding to the zinc atom within the active center, a disintegrin-like domain (light brown), a cysteine-
rich domain (pink) containing a hypervariable region (HVR), an epidermal growth factor domain-like
(EGF-like) repeat domain (light green), a short connecting linker, a hydrophobic transmembrane
segment (dark green) and a cytoplasmic tail. B) ADAMTS members commonly possess, from the N-
to C-terminus, a signal secretion sequence (purple), a prodomain (yellow), a catalytic domain (brown),
a disintegrin-like domain (light brown), a central thrombospondin motif (light blue), a cysteine-rich
domain (pink) and a spacer region (dark purple). The major difference between ADAMTS members
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lies in the ancillary domains including one or more thrombospondin sequences and one or more
specialized domains such as protease and lacunin domain (PLAC), mucin domain, GON-1 domain,
CUB domain and procollagen N-propeptidase.
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Supplementary Figure 2. Structural comparison of the tridimensional structures of the catalytic
domains of ADAM and ADAMTS proteins. A) Superimposed X-ray crystal structures of ADAM-8
(gray; PDB identification code 4DD4), ADAM-10 (red; PDB identification code 6BE6), ADAM-17
(green; PDB identification code 2DDF) and ADAM-33 (light blue; PDB identification code 1R55); B)
Superimposed X-ray crystal structures of ADAMTS-1 (gray; PDB identification code 2V4B),
ADAMTS-4 (red; PDB identification code 3B2Z), ADAMTS-5 (green; PDB identification code 3B8Z)
and ADAMTS-13 (light blue; PDB identification code 6QIG). The zoomed-in view of the active sites
of both ADAM and ADAMTS structures highlights the similarities of the catalytic pockets including
a glutamate (Glu) or glutamine (Gln) residue and three conserved histidine (His) residues that
coordinate the zinc ion (light blue sphere).
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