First-in-class, antigen-specific extracellular protein degrader BHV-1400, in development for treating IgA nephropathy,

selectively targets galactose-deficient IgA for rapid and efficient endolysosomal degradation in the liver

INTRODUCTION METHODS & RESULTS

IgA nephropathy (IgAN) is the most prevalent form of glomerulonephritis, affecting
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Figure 3B. dg-lgA cell internalization assay

Figure 5. Cell internalization of dg-lgA complexes
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6. BHV-1400 Depletes Exogenous Tetrameric
dg-IgA in Mouse Hepatocytes
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5. BHV-1400 Achieves Robust Degradation of

* These data confirm that dg-IgA and BHV-1400 do not aggregate . .
oD A Exogenous dg-IgA in Mice

within cells but are degraded to almost completion within 20 hours

Left panel: Images show tetrameric dg-IgA signal (red) in the liver tissue. The mouse
liver sections were stained with the lysosomal marker lysosomal-associated
membrane protein 1 (LAMP-1) (green) and DAPI (blue) for nuclei.

Right panel: The graph shows the measured pixel intensity of the dg-IgA signal in
lysosomes at the 1-hour time point.

* In mice, BHV-1400 depleted exogenous dg-IgA to 58%
area under the curve of control at a 2:1 (drug:target) ratio
after sequential intravenous (IV) administration

» The parent control antibody lacking ASGPR-binding moiety,
BH-5305, had no effect on degradation of exogenous dg-
IgA in mice, as anticipated

Figure 1. Pathogenesis of IgAN

Increased circulating levels of Anti-IgA1 antibodies (IgA or IgG)
galactose-deficient IgA1 (Gd-IgA1) are produced

Figure 4. Endocytosed dg-lgA and BHV-1400 degrade intracellularly
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*$* BHV-1400 holds therapeutic potential as a
transformative, non-immunosuppressive, disease-
modifying treatment for patients with IgAN

level and localization of dg-IgA
(red) signals in kidney tissue.
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Smaller inset images showcase glomeruli. The numbers below the insets represent the
mean fluorescence intensity (MFI) values with standard deviation of dg-IgA signal measured
in glomeruli (n = 22~25). G, glomerulus; T, tubule.
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