BMN 349, a small molecule for alpha-1 antitrypsin-associated liver disease, stabilizes human Z-AAT and reduces severity of liver
disease in the PiZ mouse model
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Figure 4. Z-AAT polymer levels in A) plasma and B) liver via ELISA, and
C) liver Z-AAT polymer PAS-D (+) staining

Figure 5. Plasma pharmacodynamic biomarker levels via LC-MS/MS

Results

Backg rou nd Figure 1. BMN 349 binds Z-AAT to
prevent polymerization
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Mice were 12 weeks of age at study initiation. AAT, alpha-1 antitrypsin; Z-AAT, mutated form of AAT.

Assessment of Z-AAT levels and polymer burden

(g}r Plasma total and polymer Z-AAT levels and liver Z-AAT polymer levels were measured

by an enzyme-linked immunosorbent assay (ELISA)

:é Liver Z-AAT polymer burden was visualized in tissue sections using Periodic Acid
Schiff-Diastase (PAS-D) staining

| Plasma pharmacodynamic biomarkers of hepatocyte endoplasmic reticulum stress and

biosynthetic function were assessed using liquid chromatography tandem mass
spectrometry-based proteomics
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® associated with hepatic endoplasmic reticulum stress and unfolded protein
‘ l L, response pathways, as well as normalized markers of biosynthetic liver
function in PiZ mice (Figure 5)

Conclusions

= BMN 349 stabilizes monomeric human Z-AAT, blocking formation of hepatic
polymers to enable normal secretion to the plasma in PiZ mice

= BMN 349 treatment reduced pro-necro-inflammatory processes in the liver
and improved overall biosynthetic liver function, suggesting BMN 349 may
slow or prevent AATD liver disease progression

*, P <0.05; **, P<0.001; ***, P <0.0001; ****, P <0.0001.

AAT, alpha-1 antitrypsin; ANOVA, analysis of variance; ELISA, enzyme-linked immunosorbent assay; PAS-D (+), Periodic Acid-Schiff with

diastase positive; PiZ, transgenic mouse model with E342K mutation; SD, standard deviation; Z-AAT, mutated “Z” form of AAT.
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