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Introduction _ Results

Efficacy in improving glucose tolerance was much better to
fasiglifam after the repeated administration in diabetic rats

SCO-267 effectively decreased body weight in DIO rats
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Figure 4. A repeated dose effects of SCO-267 in DIO rats

SCO-267 was more effective to improve glucose tolerance € GLP-1 and PYY were higher 16 h after the final dose of SCO-267
€ Low plasma exposure of SCO-267 induced food intake reduction and body

@ Cellular response to compound treatment was tested in chinese hamster ovary (CHO)
dhfr- cells (Clones #104 and #2) stably expressing human GPR40 (Yabuki et al., 2013,

PLoS One 8:€76280.) . . g : * 0 [ I .- - compared to AM-1638 in diabetic rats weight loss. Efficacy on body weight control was durable.
@ Effects of single oral dose of each compound on glucose tolerance were tested in N 20 : Plasma insulin Plasma glucose
male N-STZ-1.5 Wistar Kyoto rats (N-STZ-1.5 rats, 25-week-old for SCO-267 vs 60 010 30 6 120 .60 010 30 6 120 . 200. Toxicolo
fasiglifam study; 32 week-old for SCOT2.67 VS AM-1638 study), which are CJ!|abet|c, Time after glucose loading (min) Time after glucose loading (min) gy
were developed via subcutaneous administration of 120 mg/kg streptozotocin (STZ) ® Invit d in vivo toxicolodical studies d trated d safet £l
to Wistar Kyoto rats (RABICS, LTD. Kanagawa, Japan) at 1.5 days after birth. Plasma glucose - Vehicle fi VIETO and [ vivo toxicologica’ studies demonstrated good satety protiies.
, , 200- € A wide safety margin of SCO-267 was confirmed [633- (male) to 776- (female) and
@ Insulin and glucose response upon oral glucose load after a repeated dosing (~2 = SC0-267 0.1 mglkg y 421~ (fernale) to 471 le)-fold in the rat and dog 4 « studi fivel
weeks) was tested in 27-week-old N-STZ-1.5 rats. 4007 ' % o N - (fema e). Oth —f(n;a e)h- odin | © rata(;\. 0g 4-week studies, respectively].
@ Effects of SCO-267 on body weight control in obese condition was tested in 49- =+ S5C0-267 0.3 mglkg £ O CONCETNS 1N IhE salety pharmacoiogy studies.
week-old diet-induced obese (DIO) rats (baseline body weight, 487 g). —*- SCO0-267 1 mg/kg 1009 X
@ Toxicological studies were performed according to the guidelines. —— SCO0-267 3 mglkg Conclusions
@ Statistical significance was first analyzed using Bartlett's test for homogeneity of -o- Fasiglifam 3 mglkg
variances, followed by the Williams' test (P > 0.05) and Shirley—Williams test (P < 0- T 1 - 0 T 1 - € The GPR40 full agonist, SCO-267 stimulated insulin, GLP-1, and PYY secretion in rats.
0.05) for dose-dependent studies, and Dunnett's test (P > 0.05) and Steel test (P < 60 010 30 6 120 60 010 30 6 120 SCO-267 effectively improved glucose control and exerted strong efficacy in rats with
0.05) for multiple comparisons. Alternatively, statistical significance was analyzed insulin AUC P < 0.05 P < 0.05 Time {min) Time (min) diabetes. In addition, body weight loss was observed in obese rats. Thus, SCO-267
using the F test for homogeneity of variances, followed by Student’s t-test (P > 0.2) s oo | Sse @ - Plasma concentration of -0- Vehicle (N-STZ) was effective in improving diabetes and obesity in rats and may induce similar
or the Aspin-Welch test (P < 0.2). The Williams' and Shirley—Williams tests were 0 T - SPTRCO™ 026703 1mang  Norsianifcant vy ST -% SCO0-267 3 mg/kg (N-STZ) favorable effects in patients with diabetes and obesity.
conducted using a one-tailed significance level of 2.5% (0.025). Other tests were - -60 f ‘:10 30 |6 | 220 ) P P <005 b o0 § . AM 16383m§lk§ (N-STZ)
conducted using a two-tailed significance level of 5% (0.05). ime after glucose loading (min e s r el e | 5 { o A ) 1 1
9 9 o ( ) *Statistics, Williams' or Shirley-Williams test. §?§4°°':'i . iﬁﬂéiﬁi,’;‘gﬁtﬁ -% Vehicle (Normal) contaCt Informatlon
Figure 1. A single dose effects of SCO-267 in N-STZ-1.5 rats gv ’ _ ) ] SCO267 e @ SCO-267 is bein epared for Ph1 SRD stud
SCOH IA PHAR MA, |nC. € Fasiglifam (50 mg, Cmax 5.3 pg/mL) was effective to improve glucose control in : - cereee & Contact i If ! ? Pr fp r r h d 3 4 | t of SCO-267
Contact information T2DM patients (Leifke et al., 2012, Clin Pharmacol Ther 92:29-39.). Time (1) Insulin AUCoqomn P <005 Notsignificant P < 0.05 onhtact INTOrmation Tor research or drug aeveiopment © )

# SCO-267 (0.3 mg/kg) and fasiglifam (3 mg/kg) had C R R R~ https.//www.scohia.com/eng/sys/contact_research_or_pipeline/

I i ; « 0f 22.7 ng/mL and 6.17 *Statistics, Dunnett's or Steel test, ~ °"c0%¢ ACorz0mi
https://www.scohia.com/eng/sys/contact_research_or_pipeline/ ug/mL, respectively. ma

Figure 3. A single dose effects of SCO-267 and AM-1638 in N-STZ-1.5 rats



