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SUBSTITUTE SHEET (RULE 26)
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Plasma glucose - freely feeding —o—A: Vehicle po
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:5_" 5. ——E: FRI-1 (25 mg/kg po) +
< Metformin
) ——F: FRI-1 (75 mg/kg po) +
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Plasma insulin - freely feeding —o—: Vehicle po
£ 250
; 0. —o—B: FRI-1 (25 mg/kg po)
._E 150 —o—(: FRI-1 (75 mg/kg po)
_§ 1001 ——D: Metformin (100 mg/kg po)
E 50 o Gy | [ RET (25 myg po) +
= | lP _++ Metformin
= y 0 6 19 18| =F FRE-1 (75 mg/kg po) +
Day Metformin

b, group B vs A; ¢, group Cvs A; d, group D vs A; e, group E vs A; f, group F vs A; v, group Fvs D;
+, group Fvs C.

one symbol, p<0.05; 2 symbols, p<0.01; 3 symbols, p<0.001.
FIGURE 2
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FIGURE 3
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Plasma glucose - freely feeding
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—o—A: Vehide (po qd + sc bid)
——B: FRI-1 (8 mg/kg po qd)
—o—(: FRI-1 (25 mg/kg po qd)
D lIi)i]e)natide (12 ug/kg sc

——E FRI-1 (8 m 0qd) +
Exenutlde (gI/Zkgg/k% ¢

—-F FRI](25m 0qd) +
IIi)iie)nutlde (I%/h%})kgqsc
i

Plasma insulin - freely feeding

- py | v i
= 3 8 13
Day

—o—A: Vehicle {po qd + sc bid)
——B: FRI-1 (8 mg/kg po qd)
—o—(: FRI-1 (25 mg/kg po qd)
D lIi)i]e)natide (12 ug/kg sc
=t E)IE‘Imlm(lf(ii;n(g]/kg g}k%dzcild)
——F: FRI-1 (25 mg/kg po qd) +

lIixenatlde (12 ng/kg sc
i

b, group B vs A; ¢, group Cvs A; d, group D vs A; e, group E vs A; f, group F vs A;
1, group Fvs D; +, group Fvs C; *, group E vs B; x, group E vs D.

one symbol, p<0.05; 2 symbols, p<0.01; 3 symbols, p<0.001.

FIGURE 5
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ANOVA p=0.0007 p=0.002
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Insulin sensitivity index (ISI-Matsuda)
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