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Introduction iXi -
T . | Andecaliximab: Flare-ups are {0 be captured by a weekly diary as depicted in Figure 4.

« Humanized monoclonal antibody specific to MMP97-"1

Fibrodysplasia Ossificans Progressive (FOP): « Primary mechanism of action is inhibiting activation of MMP97- Fi 4 Weeklv FI Q ti -
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activating mutation in activin A type | (ACVR1) gene.”  Toxicology studies support the use in ages = 12 yrs; additional toxicology results supporting
« Characterized by painful debilitating inflammatory flare-ups and immobilizing younger ages should be available before the initiation of ANDECAL Part 2. Data collection
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. Most patients are confined to a wheelchair by the third decade of life.3 inflammation N Y b. The date it ended (best guess) Neck, shoulder, upper arm, and/or upper
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. SMAD 1/5/8 Signaling

Heterotopic Ossification

MMP9 is a novel target for FOP, identified through studying a patient with minimal flare-ups or
HO and 2 MMP9 gene variants with decreased expression and/or activity of MMP9.

Homozygous and heterozygous knock-out of MMP9 protects against HO in a mouse model of
“ -OP, as does pharmacologic inhibition with a murine anti-MMP9 antibody®. ANDECAL, is a
ANDECAL is a Phase 2/3, two-part study of andecaliximab in FOP: Phase 2/3 study designed to test the effect of inhibiting MMP9 in participants with FOP.
« Part 1 (Part 1a & Part 1b) is the Lead-in Study to assess safety, pharmacokinetics/

pharmacodynamics, and preliminary efficacy Conclusions

| « Part 1a and Part 1b are 13-week, double-blind studies (see Figure 3). | | o
WBCT-LH + Part 2 (Main Study) is a Phase 2/3 randomized, double-blind, placebo-controlled trial Enrollment in Part 1 of ANDECAL study is expected to initiate in the second half of 2024.
” | _— . , Enrollment criteria: All participants must have clinical FOP from any activin A receptor type | Part 1 of ANDECAL study will evaluate the safety, PK/PD and preliminary efficacy

CT and Na™F PET during a suspected flare up in right leg with heterotopic bone detected on a follow-up CT (ACVR1), pathogenic or likely pathogenic variant, without other potentially confounding chronic (exploratory) of andecaliximab in participants with FOP and will serve as a lead-in for Part 2 of
Current FOP Management &Treatment & Unmet Need: disease or active treatment (allowances have been made for use of steroids, etc. per the the study.
« Management focuses on early diagnosis & supportive care International Clinical Council [ICC] on FOP guidelines). They must also have evidence of active
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 MMP9 releases signaling molecules tethered to the extracellular matrix, such as VEGF, (age: 12+) characteristics Acknowledgements
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