Pharmacodynamic Biomarkers
In Infants with Hemophilia A

Background

Emicizumab, a bispecific antibody that mimics the cofactor function of activated
factor (F)VIIl, demonstrated a favorable safety and efficacy profile in infants with
severe hemophilia A (HA) without FVIII inhibitors in HAVEN 7 (NCT04431726).13

It is known that some coagulation factors, including FIX and FX, the binding targets
of emicizumab, have lower plasma levels during the first 6 months of life.

This research investigates whether the developing coagulation system impacts the

I Results: PD biomarkers as a function of age group.

The loading period (first 4 weeks) was excluded and only “steady state”
measurements were considered for the PD markers.

Mean (SD) FVIll-like activity of 18.1 (5.4) U/dL in the youngest participants
(1-2 months old) increased to 23.6 (7.6) U/dL at 3—4 months old and was similar
(23—28 U/dL) in the older age groups (Figure 3).

Age did not have a notable impact on mean TG peak height (Figure 4).
There was no age effect on aPTT.

I Results: Biomarkers in age-matched healthy infants.

Plasma samples from 110 healthy infants (0—3 months old, n=42; >3-24 months
old, n=68) were collected separately to generate age-matched reference ranges.

Lower plasma levels of FIX and FX, as well as FVIII activity, were observed in the
healthy infants <3 months versus >3 months of age (Table 1).

There was no statistically significant difference in TG between <3 months versus
>3 months of age in healthy infants.
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Table 1. Biomarker reference ranges by age in healthy infants.
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pharmacodynamics (PD) of emicizumab prophylaxis in infants with HA enrolled to

HAVEN 7 from birth to <12 months of age. Figure 3. Mean and individual FVIll-like activity by age at visit.
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Anna Kiialainen,* Steven W. Pipe,? Karin Fijnvandraat,?

Gili Kenet,*> Christophe Schmitt,® Muriel Buri,* Victor Jimenez
Yuste,® Johannes Oldenburg,” Maria Elisa Mancuso,®
Christophe Dhalluin,* Michaela Lehle,! Peter Collins®

. . . I Results: Pharmacokinetic/PD relationships.
« Plasma antigen levels of FIX and FX were determined using immunoassays.

« FVIlI-like activity increased with increasing emicizumab concentrations in a linear

« Plasma samples from 110 healthy infants collected separately were also fashion up to emicizumab concentrations of 100 pg/mL (Figure 7)

Figure 4. Mean and individual TG peak height by age at visit.
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FX, factor X.

Hence, even with lower levels of FIX and FX observed in the youngest
participants, emicizumab showed the expected PD response.

For the participant whose dose was up-titrated, only data before up-titration are included. TG, thrombin generation.
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