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About Autosomal Dominant Polycystic Kidney Disease (ADPKD)

ADPKD, caused by the mutations in the PKD1 or PKD2 genes, is among the most common human
monogenic disorders and a leading cause of end-stage renal disease. The disease is characterized by the
development of multiple fluid filled cysts primarily in the kidneys, and to a lesser extent in the liver and
other organs. Excessive kidney cyst cell proliferation, a central pathological feature, ultimately leads to
end-stage renal disease in approximately 50% of ADPKD patients by age 60.

About RGLS4326

RGLS4326 is a novel oligonucleotide designed to inhibit miR-17 and designed to preferentially target the

kidney. Preclinical studies with RGLS4326 have demonstrated direct regulation of PKD1 and PKD2 in
human ADPKD cyst cells, a reduction in kidney cyst formation, improved kidney weight/body weight ratio,

decreased cyst cell proliferation, and preserved kidney function in mouse models of ADPKD. The
RGLS4326 IND is currently on a partial clinical hold by the U.S. Food and Drug Administration.
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Discovery and preclinical evaluation of anti-miR-17
oligonucleotide RGLS4326 for the treatment of

RISC
polycystic kidney disease Somples
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S TN S MiR-17
5’ AMMMMLLL 3’
RGLS4326
RISC .
reatment
f complex \ with miR-17 target
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T v F 1 EREFE

RGLS4326: 3'-GUUUCACGA-5’

mature miR-106b-5p:
mature miR-106a-5p:
mature miR-93-5p:

OO OO O On

Red: (S)-constrained ethyl; Blue: 2’-O-methyl; Green: 2’-deoxy-2’-fluoro |

Nature Communications, 10, 4148 (2019)
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