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Inhibition of MMP9 as a novel treatment strategy for
fibrodysplasia ossificans progressiva (FOP): Safety analysis of the
anti-MMP9 antibody andecaliximab in development for FOP
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Local expression Neutrophils, Macrophages CS\_ Activin-A (long form) . . . . . . L. . .
Fibrodysplasia Ossificans Progressive (FOP): of MIMP-9 in tissue Inflammation ¥ bound to matrix proteins A pooled safety analysis was conducted of the studies considered relevant to an upcoming trial in FOP (ANDECAL). Of the ~1000 participants in prior
Characterized by: trials, 347 participants were enrolled in a randomized, double blind (DB), placebo-controlled clinical trial where andecaliximab was administered
- Congenital ma.lformations [e.g., Short great toes with hallux valgus (1a)] MMEPI releases // MMPQQ subcutaneously (SC), as a monotherapy, in non-oncologic conditions (N=347).
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RESULTS

« Progressive transformation of connective tissues and

. . l_ _____ Inhibits MMP9 and blocks releaseof I _| assessed as related to study drug occurred in:
m.USCle into bone (1 c: Ribbons of HO on a young man) Activin-A (long form) from matrix proteins e Median age: 40 (‘] 8 to 70) yrs e 19/107 (—I 780/0) participants receiving 150 mg every 2 weeks (QZW)
(Kitterman 2012) O find * Median treatment duration + 23/114(20.2%) receiving 150 mg andecaliximab QW
ong form

o DB =8 wks

« 13/58 (22.4%) receiving 300 mg andecaliximab QW

Activin-A binds to < A o DB + open label extension (OLE)= 17 wks (max 75 wks)  None (0/3) receiving 600 mg andecaliximab QW
s BB | H 1 BRI « 20/91 (22.0%) receiving placebo
, o ”
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\ Table 2. Treatment-related AEs Occurring In 21% of Participants In Placebo
—— trolled Trials of SC Andecaliximab Monothera
il -
_ _ . , , o Double-blind (doses ranging from
Role of MMP9 in HO formation and its inhibition by anti-MMP9 antibody, andecaliximab DB + OLE
.. . 150 mg Q2W to 600 QW SC)
. Participants with treatment- CONCLUSIONS
Andecaliximab: 0 . Pooled .
MMPO: , , - related AE, (%) Andecaliximab Andecaliximab o
© , o , , , o o * Humanized monoclonal antibody specific to MMP9 (N=282) placebo (N=347) MMP9 inhibition represents a novel strategy to
) Assoua.ted.wi[]h clhrr]on!c inflammation and dysfunctional tissue repair in disease and has limited . pemonstrated a favorable safety profile in prior clinical trials involving (N=91) block HO formation in FOP. Preclinical toxicology
Exfl’ress'(){‘h'”l €a tf ytlssfuzsf A tethered o the extracellul i that ol ical role ~ 1000 adults (see Table 1) Injection site erythema 6 (2.1) 1(1.2) 8 (2.3) studies and prior safety experience (including with
eleases . e ong orm or Actuvin etnered 1o tne extraceliuliar matrix that plays a critical role in . Toxicology studies SUppOFt theuse ofin> 12 yIs T : T —— 4(1.4 1(1.1 4(1.2 SC doses h|gher than p|anned in ANDECAL) Support
HO formation in EOP njection site bruising (1.4) (1.1) (1.2) he initiat £ 2 Phase 2/3 studv of andecaliximab
Table 1. Prior Andecaliximab Clinical Studies PR : : the initiation of a Phase 2/3 study ot andecalixima
, , . R T - B Injection site pain 3 (1.1) 0 4 (1.2) in patients with FOP aged 12 yrs and older.
Matrix metalloproteinase-9 (MMP9) and FOP: Population ration et NCT Study ID Anemia 3 (1.1) 0 6 (1.7) |
« |dentified as a novel target for FOP through the study of a “resilient patient” (Patient-R), age 35 | —— 4 (1.4) 3 5 (1.4) Enrollment in Part 1 (a and b) of the ANDECAL study
years (yrs) with congenital manifestations of FOP (hallux valgus) but minimal postnatal Healthy (N=72) Sl\tllfisgljt?\?eﬁltﬁ . 150 mg (single dose) (NS(éTS§2§29698178 2;&5 ' ' will initiate later this year.
manifestations (of heterotopic ossification (HO) or flare-ups). (N=58)/ 1V (N=14) e Nausea 4 (1.4) 1(1.1) 5(1.4)
. . . Crohn’s Disease SC 300 m NCT02405442 Worsening of Crohn’s 0) 1(1.1 5(1.4
 Patient-R carries both the classic ACVRT FOP  Figure 2. Surrogate Murine Antibody AB0046 is Active (N=159) J - 9 Y (O ) . (1 2)
- - i czema . .
m.u;[]a(’jtlon (RZO(?H) anad 2 MMP:; Jgene \{a.rlan:cs 'n ALKZ R206H FOP Mouse Models Ulcerative Colitis IVand SC (upto  SC: 150 mg x 4 wks; IV: NCT01831427 L vmoh : 1 (O 4) 0 4 (1 2) AE, adverse events; DB, double-blind; OLE, open-label extension;
wit ecreased expression an /or aCtIVIty 0] ashibio data Lou:;b::’?:f?Bgda;gozq (UC) (N=62) dose levels listed) 5 mg/kg (single dose) ympnopenia ( . ) ( . ) QW, once a week; Q2W, once every 2 weeks; SC, subcutaneous.
MMPO. : Oral herpes 2 (0.7) 0 4(1.2)
- In mouse studies Mmp9 knock-out abrogates =~ w; | u' - . Uc (N=110) SC 150 mg x 51 wks NCT0252084
injury-induced HO in FOP mice bearing Acvr1 25: 5 i 25: ! ' Rheumatoid Arthritis SC (N=10) & IV SC: 300 mg x 12 wks; NCT02862574 &
R206H mutation, and pharmacologic inhibition ] —% " B (N:2.5). | (N=15) IV: 400 mg x 4 wks NCT02176876 Figure 4 REFERENCES
with a murine Mmp9 antibOdy inhibited the 1:: 1 — T 1:: —% D_;gg Cystic fibrosis (N:3) SC 600 mg X Bwks NCT02759562 ANDECAL Part 1 Weelc14 Honth 24 Kitterman JA, Strober JB, Kan L, et al. Neurological symptoms in individuals with fibrodysplasia ossificans
deve|opment of HO in mUItlple mouse models 5 3 o 5 = o - COPD (N:8) \V 400 mg X 4wks NCT02077465 l WBCT-LH l progressive. J Neurol. 2012; 259(12):2636-43.
(Lounev 2024 and ashibio data, see Figure 2). Solid tumors (N=232) IV 1800 mg x 180.9 wks  NCT01803282 andecatiiman ___J— | [OLL |y e B ossifioans progressive i man and mice.  Bone Mineral Res. 2024 39(d): 382.08, 1o o yepasE
i i ixi | . PET/CT me Q= Jo T 2 | TR SRR
S BN =
S . . e anLlnres o MPS e bitory ot v that partally Gastric or GEJ IV (N=34) 1200 mg x 82.4 wks  NCT02862535 creenme Study Andecaliximab ——| E 5§ 2
starts in an area of inflammation (Figure 3) (N=321) NCT02545504 | | = mrmmmmmem et Sy RE o ACKNOWLEDGEMENTS
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- MMP9, also expressed by inflammatory cells, releases the stored long form of Activin A from AIM Z— fdecaliimab  —— 5 g| Mo e
: " - O = ol T + C
HSPG. . . o . o To present a pooled analysis of andecaliximab safety data relevant to an Screenng Study Andecaliximab —|& £ G &g
« MMP9 has no effect on short circulating form of Activin A nor on the function of Activin A. upcoming Phase 2/3 trial of andecaliximab in participants with FOP. 50 mg - < w CONTACT INFORMATION
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