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Figure S1. Stability of 50:50 PLGA NPs encapsulating HAse under lysosomal conditions. This formulation
was incubated under lysosomal conditions from 0.5 hours (h), through the indicated days (d), and up to 4
weeks (w). After this incubation, stability was assessed by measuring (a) NP hydrodynamic diameter and (b)
PD], both by DLS, and (c) polymer molecular weight (MW) by GPC. Data are mean+SEM (p < 0.05 for statistical
significance). *Compares each time point to time 0 by Student’s ¢ test or # one-way ANOVA.
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Figure S2. Enzyme release from 50:50 PLGA NPs under lysosomal conditions. The release of '*I-HAse
encapsulated in this formulation was assessed under lysosomal conditions from 0.5 hours (h), through the
indicated days (d) and up to 4 weeks (w). After this, 12°I-HAse release was measured in a gamma counter
after NP separation by centrifugation. Data were used to calculate: (a) total release ('’ counts), expressed as a
percentage of the original load; (b) HAse degradation assessed by TCA precipitation; and (c) HAse
molecules released in (a) after subtraction of degraded HAse found in (b). Data are mean+SEM (p < 0.05 for
statistical significance). * Compares each time point to time 0 by Student’s ¢ test or # one-way ANOVA.
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Figure S3. Catalytic activity derived from HAse-encapsulating PLGA NPs. PLGA NPs (50:50
lactic:glycolide copolymer) encapsulating HAse were incubated at 37 °C for up to 28 days in lysosomal
conditions. Then, HAse catalytic activity on hyaluronic acid (HA) was measured and was expressed as the
amount of HA degraded over time. Data are mean+SEM.



