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Discovery of ipragliflozin (Suglat®) : A potent and selective sodium glucose co-transporter 2 (SGLT2)
inhibitor for the treatment of type 2 diabetes mellitus
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(SUMMARY)
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Selective SGLT 2 inhibitors have recently been shown to enhance urinary glucose excretion and reduce hyperglycemia in
patients with Type 2 diabetes mellitus (T2DM). SGLT2 inhibitors could increase the caloric output in urine due to the
urinary glucose excretion, suggesting that SGLTZ2 inhibitors do not result in the weight gain often seen with other
antihyperglycemic agents currently prescribed, making them an even more expected candidate for next-generation of anti-
diabetic agents.We describe the C-glucoside derivatives containing azulene ring or heteroaromatics as SGLT 2 inhibitors. A
number of compounds were synthesized and evaluated, including SAR studies, which culminated in the discovery of a
novel selective SGLT2 inhibitor ipragliflozin (ASP1941), which exhibits properties warranting a clinical development for
the treatment of T2DM. On January, 2014, ipraglifiozin was approved as the first selective SGLT 2 inhibitor for a treatment
of T2DM in Japan.
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2. Sodium Glucose co-Transporter (SGLT)
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Compound  R1 R2  1Cw(M)  vsSGLT1 Compound  R1 R2 1coM)  vsSGLTT
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Ipragliflozin

Mean=*=SEM of 6 animals in each group; *p<0.05
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