ARTICLE - Platelet biology & its disorders

Novel cryptic ADAMTSI13 epitopes uncover a distinct open
ADAMTSI13 conformation in immune-mediated TTP

Quintijn Bonnez, Febe Boudry, Laure De Waele,' Lisa Vermeersch,! Kadri Kangro,' Inge Pareyn,

Edwige Tellier,? Gilles Kaplanski,?>® Claudia Tersteeg,' Bérangere S. Joly,* Paul Coppo,® Agnés Correspondence: K. Vanhoorelbeke
Veyradier,* Simon F. De Meyer' and Karen Vanhoorelbeke’ karen.vanhoorelbeke@kuleuven.be
Received: April 25, 2025.

'Laboratory for Thrombosis Research, IRF Life Sciences, KU Leuven Campus Kulak, Kortrijk, Accepted: November 7, 2025.

. . . . . . . , .o Early view: November 20, 2025.
Belgium; 2Aix-Marseille University, Institut National de la Santé et de la Recherche Médicale,
INRAE, C2VN, Marseille, France; *Service de Médecine Interne et Immunologie Clinique, CHU https://doi.org/10.3324/haematol.2025.288097
Conception, Aix-Marseille University, APHM, Marseille, France; *Department of Biological ©2026 Ferrata Storti Foundation

boisie versi ; Published under a CC BY-NC i

Hematology, Lariboisiere University Hospital, AP-HP, Nord and Inserm UMRS_1138, Centre de walisiuEe) Uneler & EEmsE =~ -

Recherche des Cordeliers, Université Paris Cité, Paris, France and °*Department of
Hematology, Reference Center for Thrombotic Microangiopathies (CNR-MAT), Saint-Antoine
University Hospital, AP-HP, Paris, France



Title
Novel cryptic ADAMTS13 epitopes uncover one distinct open ADAMTS13in iTTP
Authors

Quintijn Bonnez', Febe Boudry', Laure De Waele', Lisa Vermeersch', Kadri Kangro', Inge Pareyn’,
Edwige Tellier?, Gilles Kaplanski*?, Claudia Tersteeg', Bérangére S. Joly*, Paul Coppo®, Agnés
Veyradier?, Simon F. De Meyer’, Karen Vanhoorelbeke'

Supplementary data
1.5-
D
£104 A - - - — - — - — — — — — -
el
£
o
(]
2
&
S 0.5+
O-O'I T T T T . T l T T I T T T l"l"
+ +

+ -
'

1762 - + - + - + - + - -+ - - & F o« F et e

1C4 2E7 3B2 3H9 6A6 11H4 12B5 12C1 13C7 14A3 14B9 15C5 16A12 16E1

mAb Identifier

Figure S1. Antibody screen of anti-M domain monoclonal antibodies. A total of 13 anti-M mAbs were screened
for their potential to recognize cryptic epitopes in ADAMTS13. Epitopes were considered cryptic when mAbs could
not capture closed plasma ADAMTS13 (black bars) but could capture plasma ADAMTS13 upon opening using mAb
17G2 (white bars). As a positive control, mAb 1C4 was used as this mAb is known to recognize a cryptic ADAMTS13
epitope.”
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Figure S2. Antibody screen of anti-DT domain monoclonal antibodies. A total of 9 anti-DT mAbs were screened
for their potential to recognize cryptic epitopes in ADAMTS13. Epitopes were considered cryptic when mAbs could
not capture closed plasma ADAMTS13 (black bars) but could capture plasma ADAMTS13 upon opening using mAb
17G2 (white bars). As a positive control, mAb 1C4 was used as this mAb is known to recognize a cryptic ADAMTS13
epitope.”
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Figure S3. Antibody screen of anti-CS domain monoclonal antibodies. A total of 19 anti-CS mAbs were screened
for their potential to recognize cryptic epitopes in ADAMTS13. Epitopes were considered cryptic when mAbs could
not capture closed plasma ADAMTS13 (black bars) but could capture plasma ADAMTS13 upon opening using mAb
17G2 (white bars). As a positive control, mAb 1C4 was used as this mAb is known to recognize a cryptic ADAMTS13
epitope.”
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Figure S4. Antibody screen of anti-T2T8 domain monoclonal antibodies. A total of 10 anti-T2T8 mAbs were
screened for their potential to recognize cryptic epitopes in ADAMTS13. Epitopes were considered cryptic when
mAbs could not capture closed plasma ADAMTS13 (black bars) but could capture plasma ADAMTS13 upon opening
using mAb 17G2 (white bars). As a positive control, mAb 1C4 was used as this mAb is known to recognize a cryptic
ADAMTS13 epitope.’
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Figure S5. Antibody screen of anti-CUB domain monoclonal antibodies. A total of 8 anti-CUB mAbs were
screened for their potential to recognize cryptic epitopes in ADAMTS13. Epitopes were considered cryptic when
mAbs could not capture closed plasma ADAMTS13 (black bars) but could capture plasma ADAMTS13 upon opening
using mAb 17G2 (white bars). As a positive control, mAb 1C4 was used as this mAb is known to recognize a cryptic
ADAMTS13 epitope.’
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