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Low Incidence of Garadacimab Immunogenicity With No Impact on Efficacy, Safety, or Pharmacokinetics:
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CONCLUSIONS

« The incidence rate of garadacimab immunogenicity and anti-drug antibody (ADA) reciprocal titers were low throughout the garadacimab clinical program in hereditary angioedema (HAE)
« The presence of treatment-emergent ADAs did not impact pharmacokinetics (PK) and safety

« Monthly HAE attack rate was low in patients who developed treatment-emergent ADAs (2.9%), consistent with the attack rate observed in the overall population

BACKGROUND E[E] RESULTS

e All reported treatment-emergent adverse events (Table 2) in patients with treatment-emergent ADAs resolved and were
mild or moderate in severity and were not associated with ADAs

HAE"™
o Causes recurrent, unpredictable, debilitating, potentially life-threatening attacks of swelling

e No ADASs were reported following a single dose in healthy volunteers (N=201) during any of the three Phase 1 studies

o Of 172 unique patients who participated in the Phase 2, pivotal Phase 3, and Phase 3 OLE studies, five patients (2.9%)
developed ADAs against garadacimab, all with low reciprocal titers (£320), regardless of treatment exposure (Table 1)

Table 1. Summary of immunogenicity data

e Results from increased levels of bradykinin, a key mediator of HAE attacks Table 2. Safety in patients with HAE with treatment-emergent ADAs
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Patient TEAESs related to garadacimab

TEAEs unrelated to garadacimab

e First-in-class, fully human monoclonal antibody (mAb) targeting activated factor Xlla, the principal initiator of the
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ADA, anti-drug antibody; OLE, open-label extension.
*Patient rolled over from the pivotal Phase 3 (VANGUARD) study to the OLE study and had treatment-emergent ADAs in both studies; tPatient discontinued garadacimab treatment in the Phase 3 OLE

following a moderate ISR (abdomen irritation at injection site, discontinued at Month 6), which recovered/resolved; *Patient also had a history of fibromyalgia, complicating differentiation between TEAEs and
the symptoms of fibromyalgia.
ADA, anti-drug antibody; Gl, gastrointestinal; HAE, hereditary angioedema; ISR, injection site reaction; OLE, open-label extension; TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.

CLINICAL STUDIES FOR IMMUNOGENICITY ANALYSIS

Figure 2. Similar dose-normalized garadacimab plasma concentrations observed in patients with ADAs (positive)

o Across the clinical development program (Figure 1), ADAs against garadacimalb were monitored using a bridging compared with patients without ADAs (negative)

ImmMmunogenicity assay

« Monthly HAE attack rate in the presence of ADAs during garadacimab treatment ranged from O (attack-free) to 0.2
(Table 3)
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*IV loading doses of either placebo or garadacimab 40, 100, or 300 mg, followed by either placebo or garadacimab 75, 200, or 600 mg SC, respectively. Six patients received no loading dose;

tData cutoff: February 2023; *fNewly enrolled patients received one 400 mg SC loading dose as their first dose.

Al/PFP, autoinjector/prefilled pen; HAE, hereditary angioedema; IV, intravenous; OLE, open-label extension; PFS/NSD, prefilled syringe with needle safety device; gim, once monthly; SC, subcutaneous.
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In lieu of a suitably sensitive neutralizing antibody assay to detect the presence of neutralizing antibodies in ADA-positive patients, an alternative approach to characterize clinically-meaningful neutralizing
ADA activity using an integrated clinical dataset to evaluate ADA data with garadacimab exposure, efficacy, PK/PD activity, and safety was undertaken.

The garadacimab concentration-time profile includes the five patients with treatment-emergent ADAs plus two additional patients who had ADAs prior to garadacimab treatment.

The green line approaching 0 ng/mL/mg dose represents patients completing treatment.

ADA, anti-drug antibody; PD, pharmacodynamics; PK, pharmacokinetics.
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