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We appreciate the commentary by Lenders and
Brand' that addressed the determination of immu-
nogenicity of pegunigalsidase alfa in our recent
publication in the journal.* Determination of
the immunogenicity of pegunigalsidase alfa is
important, and the possible interference of residual
drug with antidrug antibody (ADA) detection has
been previously addressed® * and also acknowl-
edged in our manuscript.? It should be noted that
the primary outcomes analysis of the BALANCE
study focused on the non-inferiority assessment of
pegunigalsidase alfa compared with agalsidase beta
with respect to the annualised change in the esti-
mated glomerular filtration rate in both treatment
arms and not on the ADA assays.

We wish to correct an apparent misinterpretation
of a statement in the online supplemental materials
concerning the impact of sample collection on assay
drug tolerance level. Lenders and Brand' state:

In case of low or medium antibody titers, this might
result in false negative results. Since this effect is
likely to be stronger the closer the time of blood
collection is to the last infusion, it would be most
useful to measure antibody titers immediately before
the next infusion. This general methodological
problem might explain why in some patients reduced
titers or even no free antibodies/no ADA-mediated
inhibition was detected in between or at the end of
the study (at 24 months).

In all pegunigalsidase alfa trials, samples for ADA
titres were done on the day of and immediately
preceding the next infusion of study drug and
14 days following the previous infusion. This
approach was specifically implemented in order
to reduce the risk of drug interference. Yet, to
be cautious, since some amount of pegunigalsi-
dase alfa may be present in the blood at the time
of ADA sampling given its half-life, we cannot
completely rule out the possibility that part of
the drug remains bound to the ADA and there-
fore interferes with low titre ADA detection. The
ADA assays have shown good correlation with
pharmacokinetic findings,’ ® and the plasma half-
life of pegunigalsidase alfa is reduced in patients
with ADAs and this effect is directly related to
the ADA titre at the time of sampling.®
Nevertheless, we fully ascribe to the conclu-
sion of Lenders and Brand that' ... the results

presented concerning the immunogenicity of
pegunigalsidase-alfa should be interpreted with
caution’. As we state in the penultimate para-
graph of our paper’:

BALANCE is the first clinical trial in Fabry
disease to be conducted with a double-blind,
active-control  design.  Pegunigalsidase alfa
was comparable to agalsidase beta based on
the annualised estimated glomerular filtration
rate (eGFR) slope, an accepted surrogate for
progression to end-stage kidney disease. Results
demonstrated the potential for improved
tolerability with less infusion-related reactions
in some patients. Further detailed analysis of
pegunigalsidase alfa immunogenicity is warranted.
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