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Background Positive Functional Modulators (PFMs) to unlock the pharmacotherapeutic potential of the ABC proteome
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Modulators (PFMs) of ABC transporters to implicated in common disease (corrector) biology
treat a broad range of human diseases T —r—
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CKD, chronic kidney disease; ESRD, end-stage renal disease; HD, hemodialysis; PPi, inorganic pyrophosphate

RTY-822 increases ABCCG6 protein and function in vitro in PHH
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Rectify screen using HiBIT split luciferase technology identifies hits that increase ABCC6 protein Compound testing in primary human hepatocytes (PHH) demonstrated correlated increases in ABCC6 protein
expression in 2 different formats: Lytic (quantifying total protein) or Exo (quantifying surface protein only) (ECsy 211nM) and function (ECs, 271nM) by RTY-822. ABCC6 mRNA levels were unchanged in these cells.
RTY-822 significantly decreased vascular calcification & improved kidney function in vivo Conclusions
100mg/kg RTY-822 reduced vascular calcification 100mg/kg RTY-822 increased liver ABCC6 protein . _ _
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Lead compound RTY-822 increased ABCC6

Aorta CaZ* content
(Mg/mg tissue)
o o o
o N S
| |
Femoral Ca?* content
(Mg/mg tissue)
o () -
o (8 ] o
| |
ABCC6 WB ODs
(% adenine diet group)
o S
|
Aorta Ca%* content
(Mg/mg tissue)
o o o
o N NS
| |
[ |

= Rats were on 0.75% adenine diet
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= RTY-822 decreased vascular calcification in vivo
in a rat CKD model. The amount of vascular
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Stats: One-way ANOVA with Dunnett’s post-hoc test, Days ¥ éo‘ ¥ range of targets and therapeutlc areas.

n=9-12 rats/group. * p<0.05; ** p<0.01; *** p<0.001
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