MCH-R1 antagonist GPS18169, a pseudopeptide, is a peripheral anti-obesity agent in mice.
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Supplementary Table S1: Characteristics of the peptides and pseudopeptides synthesized for the present study

Code "N- sequence C- Bridge Purity Experimental Theoretical mass
terminus'' terminus mass
11371 pGua | [Cys-Met-Leu-Arg-Tyr-Arg-Pro-Cys]-Trp OH S-S bridge C1-C8 95,17 | 1385,92 1386,71
11372 H | Arg-[Cys-Met-Leu-Arg-Tyr-Arg-Pro-Cys]-Trp OH S-S bridge C2-C9 95,32 | 1381,16 1381,72
11373 pGua | [Cys-Met-Leu-Arg-Val-Arg-Pro-Cys]-Trp OH S-S bridge C1-C8 95,73 | 1322,08 1322,67
11374 pGua | [Cys-Met-Leu-Arg-Val-Tyr-hArg-Pro-Cys]-Trp OH S-S bridge C1-C9 95,18 | 1499,06 1499,8
11375 pGua | [Cys-Met-Leu-Arg-Val-Tyr-dArg-Pro-Cys]-Trp OH S-S bridge C1-C9 95,29 | 1485,06 1485,8
11376 pGua | [Cys-Met-Leu-Arg-Val-Ala-hArg-Pro-Cys]-Trp OH S-S bridge C1-C9 95,21 | 1407,22 1407,74
11377 pGua | [Cys-Met-Leu-Val-Tyr-Arg-Pro-Cys]-Trp OH S-S bridge C1-C8 97,01 | 1328,94 1329,6
11378 pGua | [Cys-Met-Leu-Ala-Val-Ala-hArg-Pro-Cys]-Trp OH S-S bridge C1-C9 95,16 | 1322,62 1322,63
11379 pGua | [Cys-Met-Leu-Ala-Ala-hArg-Pro-Cys]-Trp OH S-S bridge C1-C8 95,22 | 12237 1223,5
11380 pGua | [Cys-Met-Leu-Arg-Val-Alva-Pro-Cys]-Trp OH S-S bridge C1-C8 95,12 | 1264,96 1265,6
11381 pGua | [Cys-Met-Leu-Arg-Val-2-Ala-bu-Pro-Cys]-Trp OH S-S bridge C1-C8 95,43 | 1250,96 1251,6
11398 pGua | [Asp-Met-Leu-Arg-Val-Tyr-Arg-Pro-Dap]-Trp OH Lactam bridge D1-Dap9 98,83 | 1464,38 1464,72
11399 pGua | [Asp-Met-Leu-Arg-Tyr-Arg-Pro-Dap]-Trp OH Lactam bridge, D1-Dap9 96,73 | 1365,03 1365,66
11400 pGua | [Asp-Met-Leu-Arg-Val-Arg-Pro-Dap]-Trp OH Lactam bridge, D1-Dap8 95,82 | 1301,1 1301,54
11401 pGua | [Asp-Met-Leu-Arg-Val-Arg-Pro-Dab]-Trp OH Lactam bridge D1-Dab8 94,78 | 1315,21 1315,57
11402 pGua | [Asp-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8§ 95,37 | 1329,11 1329,6
11403 pGua | [Asp-Met-Leu-Arg-Val-Tyr-hArg-Pro-Dap]-Trp OH Lactam bridge D1-Dap9 95,27 | 1478,42 1478,74
11404 pGua | [Asp-Met-Leu-Arg-Val-Tyr-dArg-Pro-Dap]-Trp OH Lactam bridge D1-Dap9 96,94 | 1464,43 1464,72
11405 pGua | [Asp-Met-Leu-Arg-Val-Ala-hArg-Pro-Dap]-Trp OH Lactam bridge D1-Dap9 96,06 | 1386,18 1386,65
11406 pGua | [Asp-Met-Leu-Val-Tyr-Arg-Pro-Dap]-Trp OH Lactam bridge D1-Dap8 95,28 | 1308,14 1308,53
11408 pGua | [Asp-Met-Leu-Ala-Ala-hArg-Pro-Dap]-Trp OH Lactam bridge D1-Dap8 95,48 | 1201,98 1202,4
11410 pGua | [Asp-Met-Leu-Arg-Val-2Abu-Pro-Dap]-Trp OH Lactam bridge D1-Dap8 95 1230,13 1230,46
12731 pGua | [Asp-Met-Leu-Arg-Val-Arg-Pro-Lys]-Trp OH Lactam bridge D1-K8 89,32 | 1343,32 1343,6




12732 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Dap]-Trp OH Lactam bridge E1-Dap8 91,89 | 1315,6 1315,57
12733 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Dab]-Trp OH Lactam bridge E1-Dab$8 95,93 | 1329,01 1329,6
12734 pGua | [Asp-Met-Leu-Gly-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8§ 90,83 | 1385,84 1386,4
12735 pGua | [Asp-MeCys-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 96,41 | 1315,02 1315,6
12736 pGua | [Asp-bhMet-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Ormn8 97,75 | 1343,04 1343,6
12737 pGua | [Asp-Eth-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 91,71 | 1343,02 1343,6
12738 pGua | [Asp-Buth-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 92,72 | 1371,05 1371,7
12739 pGua | [Asp-SeMet-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 95,76 | 1376,3 1376,6
12740 pGua | [Pra-Met-Leu-Arg-Val-Arg-Pro-Aha]-Trp OH Triazole bridge 90,32 | 1339,2 1339,6
12741 pGua | [Aha-Met-Leu-Arg-Val-Arg-Pro-Pra]-Trp OH Triazole bridge 90,42 | 1339,1 1339,6
12742 ArgBzi | [Asp-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 91,62 | 1440,1 1440,74
12743 pGua | [Orn-Met-Leu-Arg-Val-Arg-Pro-Asp]-Trp OH Lactam bridge Orn1-D8 91,18 | 1329,08 1329,6
12744 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 91,63 | 1343,18 1343,62
12745 pGua | [Orn-Met-Leu-Arg-Val-Arg-Pro-Glu]-Trp OH Lactam bridge Orn1-E8 90,43 | 1343,12 1343,62
12746 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Lys]-Trp OH Lactam bridge E1-K8 90,18 | 1357,2 1357,65
12748 pGua | [Asp-Met-dhLeu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 83,36 | 1345,17 1327,58 *
12749 pGua | [Asp-Met-Leu(5F3)-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8§ 92,82 | 1383,18 1383,57
12750 pGua | [Asp-Met-Nle-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 93,51 | 1330,83 1329,6
12751 pGua | [Asp-Met-ButGly-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge D1-Orn8 92,18 | 1330,83 1329,6
12752 pGua | [Asp-Met-Leu-Arg-Val-Arg-Aib-Orm]-Trp OH Lactam bridge D1-Orn8 90,36 | 1317,9 1317,58
13628 pGua | [Asp-Met-Leu(4OH)-Arg-Val-Arg-Pro-Orm]-Trp OH Lactam bridge D1-Orn8 84,42 | 1345,17 1345,59
13661 pGua | [Glu-MeCys-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 95,49 | 1328,96 1329,6
13662 pGua | [Glu-bhMet-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 96,07 | 1357,12 1357,65
13663 pGua | [Glu-Eth-Leu-Arg-Val-Arg-Pro-Orm]-Trp OH Lactam bridge E1-Orn8 95,96 | 1357,54 1357,65
13664 pGua | [Glu-Buth-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 94,55 | 1385,16 1385,7
13665 pGua | [Glu-SeMet-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 93,19 | 1390,66 1390,52
13666 pGua | [Glu-Met-3FLeu-Arg-Val-Arg-Pro-Om]-Trp OH Lactam bridge E1-Orn8 90,68 | 1397,09 1397,59
13667 pGua | [Glu-Met-Nle-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 96,19 | 1343,11 1343,62
13668 pGua | [Glu-Met-ButGly-Arg-Val-Arg-Pro-Orm]-Trp OH Lactam bridge E1-Orn8 95,76 | 1343,06 1343,62




13669 pGua | Glu-Met-Leu-Arg-Val-Arg-Pro-Om-Trp OH Linear 95,26 | 1361,52 1361,64
13670 pGua | Ala-Met-Leu-Arg-Val-Arg-Pro-Ala-Trp OH Linear 95,38 | 1260,16 1260,53
13671 pGua | [Pra-Eth-Leu-Arg-Val-Arg-Pro-Ahal-Trp OH CLICK bridge 90,24 | 1353,21 1353,62
13672 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-NMeTrp OH Lactam bridge E1-Orn8 97,02 | 1357,11 1357,65
13673 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-Bta OH Lactam bridge E1-Orn8 95,22 | 1361,06 1360,67
13674 pGua | [Glu-Met-Leu-Arg(NO2)-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 95,01 | 1388,13 1388,62
13675 pGua | [Glu-Met-Leu-Arg(Me)-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 90,71 | 1356,98 1357,65
13676 pGua | [Glu-Met-Leu-Cit-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 95,84 | 134421 1344,61
13677 pGua | [Glu-Met-Leu-hArg-Val-Arg-Pro-Or]-Trp OH Lactam bridge E1-Orn8 95,02 | 1357,17 1357,65
13678 pGua | [Glu-Met-Leu-Cav-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 90,77 | 1345,68 1345,55
13679 pGua | [Glu-Met-Leu-Arg-Val-Arg(NO2)-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 96,39 | 1388,12 1388,62
13680 pGua | [Glu-Met-Leu-Arg-Val-Arg(Me)-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 91,06 | 1357,5 1357,65
13681 pGua | [Glu-Met-Leu-Arg-Val-Cit-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 95,09 | 13442 1344,61
13682 pGua | [Glu-Met-Leu-Arg-Val-hArg-Pro-Or]-Trp OH Lactam bridge E1-Orn8 95,45 | 1357,33 1357,65
13683 pGua | [Glu-Met-Leu-Arg-Val-Cav-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 95,6 1344,88 1345,55
13684 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro(4NH2)-Orn]-Trp OH Lactam bridge E1-Orn8 95,6 1358,24 1358,64
13685 pGua | [Glu-Met-Leu-Arg-Val-Arg-dmPro-Orm]-Trp OH Lactam bridge E1-Orn8 95 1370,86 1371,68
13686 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro(4CF3)-Orn]-Trp OH Lactam bridge E1-Orn8 94,09 | 1411,15 1411,62
13687 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro(4Ph)-Orn]-Trp OH Lactam bridge E1-Orn8 95,38 | 14194 1419,72
13688 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro(4NH2)]-Ala-Trp OH Lactam bridge E1-P7 93,93 | 1315,04 1315,57
13689 pGua | [Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trt Lactam bridge E1-Orn7 95,97 | 1299,92 1299,61
13695 pGua | [Glu-Met-Leu-Arg-Val-Tyr-Arg-Pro-Orm]-Trp OH Lactam bridge E1-Orn9 93,09 | 1506,49 1506,8

14488 pGua | [Glu-Met-Leu-Gly-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn9 93,86 | 1400,68 1400,67
14489 pGua | Glu-Met-Leu-Arg-Val-Cav-Pro-Orn-Trp OH Linear 94,63 | 1363,93 1363,61
14509 pGua | [Glu-SeMet-Leu(5F3)-Arg-Val-Arg-Pro-Orm]-Trp OH Lactam bridge E1-Orn8 90,73 | 1445,14 1444,49
14510 pGua | [Glu-Met-Leu(5F3)-Arg(Me)-Val-Arg-Pro-Om]-Trp | OH Lactam bridge E1-Orn8 95,36 | 1412,12 1411,62
14511 pGua | [Glu-Met-Leu-Arg(Me)-Val-Arg(Me)-Pro-Om]-Trp | OH Lactam bridge E1-Orn8 93,76 | 1371,65 1371,68
14512 pGua | [Glu-Met-Leu-Arg-Val-Arg(Me)-dmPro-Orn]-Trp OH Lactam bridge E1-Orn8 91,45 | 1386,16 1385,7

14514 pGua | [Glu-Met-Leu-Arg-Tyr-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 92,95 | 1407,95 1407,67




14515 Aaba | [Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E1-Orn8 91,05 | 1344,81 1344,61
14516 pGua | [hPra-Met-Leu-Arg-Val-Arg-Pro-Aha]-Trp OH CLICK bridge 96,8 1353,6 1353,62
14517 pGua | [Aha-Met-Leu-Arg-Val-Arg-Pro-hPra]-Trp OH CLICK bridge 95,22 | 1353,6 1353,62
14518 pGua | [Pra-Met-Leu-Arg-Val-Arg-Pro-Nva(N3)]-Trp OH CLICK bridge 95,46 | 1353,87 1353,62
14519 pGua | [Nva(N3)-Met-Leu-Arg-Val-Arg-Pro-Pra]-Trp OH CLICK bridge 90,11 | 1353,5 1353,62
14522 pGua | Glu-Met-Leu-Arg OH Linear 97,94 | 709,14 708,84

14523 H | Val-Arg-Pro-Orn-Trp OH Linear 98,18 | 670,81 670,82

15287 pGua | [Glu-Met-Leu-Arg-Val-Arg-Aib-Orn]-Trp OH Lactam bridge E1-Orn8 96,38 | 1332,13 1331,61
15288 pGua | [Glu-Met-Leu-Arg-Val-Tyr-Arg-Pro(4NH2)-Orn]- OH Lactam bridge E1-Orn8 94,92 | 1522,17 1521,8

T

15290 pGua [AI;Il)la—Met—Leu—Arg—thal—Arg—Pro—Pra]—Trp OH CLICK bridge 93 1353,3 1353,62
15291 pGua | [Pra-Eth-Leu-Arg-bhVal-Arg-Pro-Aha]-Trp OH CLICK bridge 91,81 | 1367,6 1367,65
15292 pGua | [Glu-Met-Leu-Arg-Val-Tyr-Arg-Pro-Om]-Trp OH Lactam bridge E1-Orn8 92,01 | 1507,13 1506,8

15293 H | dArg-[Glu-Met-Leu-Arg-Val-Arg-Pro-Orn]-Trp OH Lactam bridge E2-Orn9 94,01 | 1338,99 1338,65
15363 pGua | [Aha-Met-Leu-Arg-bhVal-Arg-Pro-Pra]-Bta OH CLICK bridge 96,19 | 1371,2 1370,67
15364 pGua | [Aha-Met-Leu-Arg-bhVal-Arg-Pro(4NH2)-Pra]-Trp | OH CLICK bridge 97,03 | 1368,65 1368,64
15365 pGua | [Aha-SeMet-Leu-Arg-bhVal-Arg-Pro-Pra]-Trp OH CLICK bridge 95,06 | 1401,47 1400,65
15366 pGua | [Aha-Met-Leu-Arg-bhVal-Arg-Pro-Pra] tryptamine | CLICK bridge 92,56 | 1309,64 1309,61
15367 pGua | [Aha-NMeMet-Leu-Arg-bhVal-Arg-Pro-Pra]-Trp OH CLICK bridge 94,08 | 1368,11 1367,65
15368 pGua | [Aha-Met-NMeLeu-Arg-bhVal-Arg-Pro-Pra]-Trp OH CLICK bridge 93,12 | 1368,38 1367,65
15369 pGua | [Aha-Met-Leu-NMeArg-bhVal-Arg-Pro-Pra]-Trp OH CLICK bridge 92 1367,51 1367,65
15370 pGua | [Aha-Met-Leu-Arg-bhVal-NMeArg-Pro-Pra]-Trp OH CLICK bridge 90,62 | 1367,81 1367,65
18169 pGua | [Aha-Nle-Leu-Arg-bhVal-Arg-Pro-Pra]-Trp OH CLICK bridge 97,18 | 1335,1 1335,59




The abbreviations used are as follows (in alphabetical order): 2Abu=2-aminobutyric acid; 3FLeu=5,5,5-trifluoro-DL-leucine; Aaba= 4-((aminocarbonyl) amino)
benzoic acid; Aha=L-azidohomoalanine; Aib= a-aminoisobutyric acid; Arg(NO2)=Nw-nitro-L-arginine; ArgBzi=Arg benzimidazole; Arg(Me)=No,wo-
dimethyl-L-arginine (symmetrical); Ava=L-5-aminovaleric acid, L-5-aminopentanoic acid; bhMet=L-B-homomethionine; bhVal=L-B-homovaline; Bta=L-3-
benzothienylalanine; ButGly=L-a-t-butylglycine ; Buth=buthionine; Cav=Canavanine; Cit=L-citrulline; Dab=L-2,4-diamino butyric acid; Dap=L-2,3-diamino
propionic acid; dhLeu=4,5-dehydro-L-Leucine ; dmPro=5,5-dimethyl-L-proline; Eth=DL-ethionine; Eth=L-ethionine; hArg= homoArginine ; hPra=homo-
propargylglycine; Leu(4OH)=4-hydroxy-L-Leucine; Leu(5F3)=5,5,5-trifluoro-DL-leucine ; MeCys=S-methyl-L-cysteine; NMeArg=N-methyl-L-arginine;
NMeLeu=N-methyl-L-leucine; NMeMet=N-methyl-L-methionine; NMeTrp=N-methyl-Trp; Nva(N3)=5-azido-L-norvaline; pGua= p-guanidino benzoic acid;
Pra=propargylglycine; Pro(4CF3)=4-trifluoromethyl-L-proline; Pro(4NH2)=4(S)-amino-L-proline; Pro(4Ph)=4(S)-phenyl-L-proline; = SeMet=L-seleno-
methionine; Trt=tryptamine.

Purity was obtaiend by liquid chrmoatography analyses, eithet uPLC or HPLC coupled with a ???mass spectrometer ().



_Blood biochemistry of diet-induced obese mice with and without treatment by the MCHRI1 antagonist GPS18169. Individual data

Insulin (pg/mL) Total Ch o 0 mgiaL)
Or;| TraMnant | Rows Dok No- | Dayse | Day113 | Day141 | Dayse | Day113 | Day141 | Dayse | pay113 | pay 141
1 303.1 301.8 1027.0 6.8 903 96.6 6.0 31.4 72.2
2 256.6 5876 | 8177 106.4 | 106.8 99.2 66.0 98.0 674
3 628. 4838 $13.3 1044 | 1116 | 109.1 814 109.7 89.4
4 288.¢ 204.2 782.2 9.1 99.8 1113 47.7 75.8 110.2
P 5 630. 408, 5528 0. 913 8.7 854 6.8 62
. Vehicle . o 6 485 298. 12347 | 92 18. X 54, 1147 122
(Normal Diet) — 7 2615 409. 595, 97. 04. 01.8 73. 93.0 740 |
8 243. 480. 362. 1103 09. 1.3 8. 75.7 72.
9 442, 2744 | 655 97.3 014 8.4 55. 70. 6.
10 1703 | 7103|6651 101.5 $7.0 111.0 97. 78. 787 |
Mean | 3811 283 | 760, [TX] 103.1 1012 9. 8. 783
SEM 51.7 7.2 79.7 2.4 2.8 45 48 53 64
1 5750 | 10463 | 5406 1312 115.1 1155 | 1480 | 1452 | 1598
2 1837.2 | 35402 | 4068.8 | 170.1 189.0 | 2464 | 1198 | 1150 | 1859
3 $137 | 22892 | s 1826 | 1544 | 1214 | 1892 | 1ass | 1172
4 5975 | 44218 | 20415 | 1967 1839 | 1397 1299 | 1248 | 1106
5 5035 | 11041 | 300.1 1244 | 1416 | 1108 | 1367 | 1386 80.0
" Vehicle » ‘&;“:’:‘zﬂ 6 1048.1 | 21545 | 2710.4 | 1550 | 1750 | 196.6 8.4 9.9 126.0
(High-tat Diet) 2ol 7 11257 | 35626 | 17103 | 1734 | 1918 | 1380 | 1172 | 1167 1052
8 1046.9 | 1489.5 | 1187.4 | 1675 | 174, 145.7 118.1 124.1 91.5
3 7208 | 32844 | 49493 | 1803 | 1865 | 285.1 115.4 | 1120 | 1706
10 8018 | 27127 | 17463 | 1046 | 1245 | 107.4 | 1006 | 1036 [
Mean | 887.0 | 254301 | 2016.61 | 155.61 | 163.61 | 157.7f | 123.4t | 122.1f | 123.51
SEM | 1268 | 3s33 | 4772 8.9 8.9 17.5 6.7 5.7 1.
1 927.2 2834.7 1421.2 161.8 156.9 143.8 129.6 87.6 34
2 1329.6 | 798.1 1731 158.2 1050 | 1226 | 1259 | 1004 52.
3 1182.6 | 230.6 160.0 1644 | 1018 | 1278 | 1304 | 1143 6.5
4 14509 | 36544 | 8841 196.8 1604 | 1612 | 1288 85.0 1123
PTH1223046 5 809.7 | 16536 | 9126 181.9 1413 | 1648 | 1083 | 1083 | 1143
. (SV-989) - ‘go"‘f:‘zﬂ 6 2028.0 | 22303 | 7140 | 1312 | 1667 | 1365 | 1139 99.6 123
GPS18169- <l 7 6633 | 4018 | 2658 1566 | 1271 1255 | 1360 | 1136 90.4
002 8 8341 | 11083 | 40939 | 1186 | 1068 | 1050 | 1042 | 1440 | 1049
s 3883 | 285964 | 7189 183.4 | 1813 | 1328 | 1184 | 1381 102.7
10 1066.2 | 2889 | 2266 1330 | 1103 | 1021 133.9 98.5 110.4
[“Mean | 1068.0 | 15497 | 957.0° 1556 1387 | 1321 1229 108.3 102.1 |
sem | 1459 | 3708 | a7is 74 2.3 6.6 3.5 6.0 33
1 12293 | 5262 | 3992 146.1 103.0 3.1 1408 | 1014 952
2 11833 | 3828 | 4382 182.1 123.9 974 103.6 97.9 8.7
3 6379 | 35887 | 8341 176.9 1554 | 1260 | 129.4 | 1142 | 1284
4 768.1 207.0 19238 1448 1028 | 1032 | 1374 | 106.0 80.4
PT#1222046 5 7208 | 50182 | 22967 | 203.0 | 2216 | 2424 | 1107 | 1066 | 1316
A (SV-989) = %D"'g";g 6 3709 | 8756 | 8201 179.4 | 1121 1283 88.7 105.4 98.0
GPS18169- 4 7 1716.8 | 34940 | 13469 55, 915 | 1878 | 1340 | 1158 | 135
002 s 9617 0270 | 4947 32.6 593 | 1336 | 1267 | 1439 | 1417
3 1037.2 | 2735, 528.0 59.3 727 | 1294 | 1148 | 1852 | 1381
10 499.1 3145 | 2832 | 1332 88.5 1172 | 1220 | 1062 78.6
Mean | 9095 | 19838 | 7604 | 1583 | 143.1 1356 | 1218 | 1153 | 1089
SEM | 1256 | 8847 | 2014 70 | 138 | 14 48 6.0 9.4




AST (UL) ALT (UIL) Uric Acid (mg/dL)
Q. | Tresment | Rout | Dose No- | payse | Day113 | Day141 | payse | pay113 | pay141 | Dayss | pay113 | Day 141
7 1215 792 GX i) 512 o (5] 12 (F]
2 1143 | 2282 912 6.0 56.0 120.3 0.9 1.2 12
3 1044 | 1296 | 1584 309 42.0 612 0.8 16 08
4 1245 | 1552 819 450 556 429 12 12 12
= 5 1473 | 2436 | 2892 [T 344 759 15 20 15
4 Vehicle » o;’:{l"zﬂ & 86.4 232.0 888 30.9 73.6 738 12 16 12
(Normal Diet) e 7 1617 | 1000 | 1566 62.7 584 9.9 12 12 12
8 1626 | 2368 | 1827 %6 1196 558 08 12 12
s 208.5 71.6 167.4 3.1 512 110.4 0.9 12 0.9
[ 10 149.4 828 101.7 516 50.8 543 0.8 08 12
Mean | 138.1 1556 | 1366 292 53 736 1 13 12
SeM | 114 228 21.2 6.1 7.6 8.4 0.1 0.1 0.1
1 95.1 1136 | 1458 267 524 26 18 12 12
2 189.3 | 2196 | 2142 993 1704 | 134.1 12 12 15
3 1254 | 1380 | 1149 555 764 102.3 15 1.6 0.8
4 1245 | 1644 | 1989 9.7 M2 | 1329 12 16 12
5 1308 | 1776 | 1168 293 776 552 12 12 12
1 Vehicle - ‘&;“:’"‘2' 6 120.0 1320 2178 546 204 18.5 09 12 15
(High-tat Diet) = 7 1233 | 1840 | 2247 48.0 732 945 1.5 18 12
s 116.1 1396 | 188.1 498 736 84.0 12 12 15
s 219 | 2092 | 2172 966 123.6 99.0 12 16 12
10 1749 | 1992 | 1221 6.0 80.8 51.9 0.9 12 12
Mean 1431 163.1 1769 3 02 9%6.6 13 14 13
seM | 132 12 146 7.9 104 8.9 0.1 0.1 0.1
7 797 T2 | 1723 524 058 | 1092 12 12 12
2 1320 | 1280 | 1788 687 584 858 12 08 12
3 126.9 8438 1853.1 8.1 0.4 135.9 1.5 12 12
4 1188 | 1084 | 1968 855 1048 | 117.0 [ 16 [
5 2100 | 1936 | 1701 672 1104 762 12 12 12
. 'T:Lf::)“ . ‘go"'ﬂ,‘,' 6 115.5 1368 1752 498 744 126.9 0.9 12 12
. o e, S — 7 150.6 | 1232 | 1534 57.6 852 5.7 12 08 1.5
8 179.0 | 3548 | 2887 1.5 85.6 140.1 1.5 1.2 12
s 1542 | 2496 | 1561 489 1764 54.0 12 12 12
10 17.0 | 1684 | 1987 525 408 90.6 15 12 15
[~ Mean 148.4 1719 181.3 %22 90.2 100.1 13 12 12
sEM | 102 252 10.0 35 12.0 9.5 0.1 0.1 0.1
1 1035 | 1488 | 1959 72 296 6.5 1.8 16 12
2 1548 | 1168 | 2109 a5 36.0 132.6 15 12 12
3 198.6 | 2196 | 1827 858 186.4 70.2 12 12 12
4 1125 | 1024 | 231.0 45.0 368 04 12 08 12
s 1722 | 1848 | 237.9 80.7 1624 | 1359 1.2 1.2 15
i "":"vf::)" = :m"‘g’:g P 1659 | 1020 | 137 348 58.0 86 12 1 1
o N i <h 7 1479 | 1276 | 1500 a5 732 80.7 0. 0. 1.8
8 113 | 1672 | 1356 462 1416 | 1167 1.2 12 13
s 1602 | 1864 | 1197 336 344 a7 12 12 09
10 1236 | 1840 | 188.1 396 672 103.8 1. 12 12
Mean | 145.1 1480 | 1729 1.0 906 6.6 1. 12 12
SEM 9.9 1.8 13.4 7.7 17.1 10.9 0.1 0.1 0.1




Creatinine (mg/dL) P (EEgmL) Sodium (pEgmL)
Treatment Route Dose No.
Day56 | Day113 | Day141 | Days6 | Day113 | Day 141 | Day56 | Day113 | Day 141
T 024 0.16 0.30 501 524 516 | 15459 | 14184 | 13884
2 0.39 036 0.36 642 8.12 540 | 16278 | 150.84 | 133.62
3 0.27 0.28 0.42 525 524 6.12 15468 | 134.20 139.80
4 0.27 024 0.3 525 584 6.00 18543 | 148.72 | 13620
5 | o4z 032 0.39 6.15 .00 561 156.60 | 146.04 | 129.12 |
Vehicle - 10 mUkg 6 027 028 0.33 5.67 5.68 567 | 15582 | 151.24 | 129.42
(Normal Diet) aDx12wks | 7 527 024 0.24 591 584 567 | 160.02 | 149.20 | 14097
8 .39 36 36 25 .68 .15 | 157.62 | 158.28 | 137.85
3 .33 24 36 34 5.28 58 | 155.85 | 14136 | 136.86
10 .24 24 K 64 .68 84 | 15594 | 148.04 | 13263
Mean | 0.31 27 EY 7 .62 73 | 15693 | 146.98 | 13550
sem | o002 0.02 0.02 0.14 0.09 0.10 0.2 2.09 132
1 0.24 028 0.33 624 5.52 573 | 15444 | 156.56 | 14025 |
2 0.27 0.28 0.33 6.09 6.20 612 | 156.03 | 169.68 | 149.07
3 0.30 028 0.36 6.21 588 624 | 157.68 | 147.28 | 139.44
4 0.39 024 0.39 5.67 5.44 702 | 15585 | 138.40 | 139.26
5 0.24 032 0.27 5.73 .72 555 | 150.18 | 154.48 | 137.76
Vehicle = 10 mukg 6 0.30 0.40 0.42 .66 512 618 | 15383 | 13596 | 133.86
(High-tat Diet) QDx12wks | 7 0.30 0.20 0.33 6.15 5.40 609 | 15075 | 15572 | 13467
8 0.30 028 0.30 .48 6.00 552 | 15594 | 143.24 | 137.55
B 0.27 0.36 0.45 6.09 544 564 | 15183 | 15124 | 13227
10 042 024 0.33 639 528 531 | 157.38 | 14452 | 13536
Mean | 0.30 029 0.35 67 570 594 | 15530 | 14981 | 13782
sem | o002 0.02 0.02 0.10 0.16 0.16 0.89 321 1.50
1 0.27 028 0.24 639 5.76 540 | 15585 | 14924 | 127.08
2 0.36 024 0.27 .21 5.80 537 | 15429 | 147.48 | 13899
3 0.27 024 0.33 579 5.40 489 | 15053 | 15928 | 139.83
4 0.39 024 0.33 6.60 5.04 558 | 15975 | 123.08 | 141.12
5 0.33 024 0.39 6.30 5.48 630 | 156.09 | 14584 | 13647
’T;L’j:;’]“ . 10 mg/kg 6 0.27 0.20 0.27 5.64 6.4 564 | 157.62 | 14388 | 125582
P oty OB aDx12wks | 7 0.36 036 0.39 6.36 5.64 501 | 15594 | 14332 | 140.70
8 0.30 0.20 0.33 531 536 618 | 15462 | 14520 | 138.87
E 0.27 036 0.30 6.00 7.16 540 | 15480 | 171.16 | 13533
10 0.30 032 0.33 5.97 5.40 543 | 157.32 | 15244 | 139.35
Mean | 0.1 027 | 032 5.2 575 | 552 | 15568 | 148.09 | 13627
sem | o001 0.02 0.02 0.10 0.20 0.14 077 338 178
1 0.30 024 027 5.2 572 522 | 153.00 | 14828 | 14277
2 0.36 024 0.30 627 632 561 | 15570 | 149.64 | 139.44
3 0.33 032 0.39 6.99 6.60 594 | 15447 | 152.32 | 151.38
" 024 028 027 6.03 552 576 | 15132 | 14428 | 14562
5 0.27 024 0.36 .63 6.24 624 | 161.10 | 15316 | 137.22 |
"";1?}::]“ - 5 mg/kg 6 0.42 040 0.33 6.18 6.40 612 | 160.56 | 148.44 | 13695
P oy O oDx12wks | 7 0.33 032 0.39 5.55 6.04 522 | 16422 | 146.64 | 131.19
8 0.30 0.20 0.33 6.51 632 606 | 15504 | 150.48 | 13626
9 0.30 032 0.33 5.64 616 510 | 156.09 | 151.72 | 141.48
10 0.33 0.32 0.36 6.21 5.80 531 | 157.05 | 14032 | 14298
Mean | 0.2 029 0.33 .21 o7 566 | 156.86 | 148.82 | 140.52
sem | o002 0.02 0.01 0.14 0.13 0.13 126 1.28 1.78




Gr. Treatment Dose No. BW. (@
s Day 141 | Epididymal | Mesenteric | Retroperitoneal | Inguinal Brown fat
1 F3 0.695 0.928 0.183 0.920 o081 |
2 26 0.657 288 184 242 0.082
3 » 011 423 338 596 0111
4 F 823 262 229 439 0.113
s F) 593 0.388 166 a1 0.143
3 Vehicie ‘o“o"‘m N » 0858 0.436 0.378 561 0.103
(Normai Diet) 4 7 27 527 298 158 334 0.072
s 2 740 384 1€ 395 .093
N 25 438 261 138 334 ).088
10 -] 808 384 -230 385 .089
Mean 272 RET 345 219 402 .099
SEM 05 063 021 028 034 .006
1 0 202 320 360 018 D
2 « 889 08 853 775 )24
3 Fo) 2 147 AT 520 299 1
4 3 634 564 708 9853 G
- 5 27 362 508 404 587 .068
" Vehicle RO R N 51 844 Yiid 1009 177 232
(High-fat Diet) bl H 40 182 587 780 T4 AT
s 4 140 782 831 118 159
9 & 1828 1112 1.643 2683 0228 |
1w [T®% 2446 X —0.681 1.316 [XEH
[ Mean 0.0t 19721 0.688t 0.779¢1 1.728¢ 0.1641
SEM 26 0.152 0.082 2.116 0.222 0.018
1 » 28607 .59 5657 2.002 0.138
2 2% 1575 0.206 178 0.214 0.056
3 2% 1546 262 .09 0.248 0.047
4 1 1.643 527 D.431 1.558 0.103
5 2 969 322 51 1.502 5.108
FT91223046 10 mgikg 6 3 962 419 468 223 .087
s (5v-289) QX1 7 28 4T3 27 )95 195 .058
GPS18169-002 wks L Y
s » 2416 318 374 T .101
® 3 2356 360 254 89 .087
10 25 373 203 094 175 ).052
[ Wean Dy 991 [EETH 0920 [X1F3 0084
SEM 14 0.141 0.047 0.064 0.206 0.009
] 74 0.206 (XKL 0.953 0.062 |
2 % 2.159 0238 0.076 0.131 0.050
3 3 1403 0243 0.500 1.565 0.095
4 5 1914 0.077 0.043 0.109 0.043
5 a7 1.806 1.05 1.008 3.016 0282
" PTI1223046 Smgig s 25 1288 0.362 0.151 0.338 0.060
(Sv-289) Q0.x 12 7 % 265 2.676 5,501 211 0.136
GPS$18169-002 wks |38 . :
s F) 1535 2.190 0.333 572 0.108
N F) 1.467 5.328 5.358 882 0.086
10 26 2128 5137 132 168 0.041
Mean B 1882 0.351° 0321 0922 0.09"
SEM 24 0.143 0.094 0.093 0.314 0.023




Adipose Tissue Weight per 100g B.W. Ratio (%)

B.W.
Gr.|  Treatment Rotse Dose No. | pay b Epididymal | Mesenteric | Retroperitoneal Inguinal Brown fat
] %% Z67 126 570 123 .35
2 26 253 1.11 0.71 093 0.32
3 29 3.49 148 117 2.06 0.38
4 28 2.94 0.94 0.82 157 0.40
— s 29 2.04 134 0.57 142 0.49
. Vehicle - o:x - 29 6 29 365 1.50 1.30 193 0.36
(Normal Diet) ol 7 27 1.95 1.10 0.59 124 0.27
8 26 285 148 0.73 152 0.36
9 25 1.75 1.04 0.55 134 0.35
10 29 278 132 0.79 133 0.31
Mean 272 266 126 0.79 146 0.36
SEM 0.5 0.20 0.06 0.08 0.11 0.02
1 30 427 1.07 1.20 339 0.43
2 a8 3.94 2.18 1.78 5.78 0.50
3 33 6.51 1.42 1.58 394 0.34
4 39 419 a 82 01 41
5 27 5.04 38 50 247 25
z Vehicle P ‘g;':""‘: 6 51 .58 12 98 427 45
(High-fat Diet) i 7 %0 38 147 1.95 429 0.44
8 ] 522 191 2.03 418 0.99
9 5 3.58 2.18 322 528 0.44
10 40 6.12 1.52 1.70 3.29 0.33
Mean | 40.01 2981 768 TETT 3161 0.40
SEM 26 0.30 0.11 0.17 033 0.02
1 39 .66 153 1.68 513 0.35
2 26 .06 0.79 0.68 0.82 0.22
3 26 5.95 1.01 0.35 095 0.18
4 33 498 1.60 131 412 0.31
s 2 6.15 1.01 1.61 469 0.33
5 '"l':"f_:::;“ - ‘gb'"f“‘; 6 ) 5.95 127 1.42 an 0.26
ey S -4 7 25 9.89 0.51 0.38 1.60 0.23
8 29 833 1.10 1.29 2.45 0.35
9 31 7.60 1.16 0.95 287 0.31
10 25 5.43 0.81 0.38 0.70 0.21
Mean | 299" &1 1.06° o1 277 021
SEM 14 0.47 0.11 017 0.55 0.02
1 24 10.28 0.86 0.46 139 0.26
2 26 8.30 092 0.29 0.50 0.19
3 3 453 0.78 1.61 5.05 0.31
4 23 8.92 033 0.19 047 0.19
5 a7 384 228 2.14 6.42 0.60
4 "'(':\‘g:;“ - go'“ﬂg 6 25 5.15 1.45 0.60 135 0.24
i o 7 % 7.38 1.88 1.39 5.88 0.38
8 28 5.48 0.68 1.19 2.04 0.38
9 28 524 147 1.28 3.15 0.31
10 26 8.18 0.53 0.51 0.62 0.16
Mean | 29.8° 667 1.08" 0.7 269 0.30"
SEM 24 0.66 0.19 0.21 073 0.04




Food Intake (gdsy)
Gr. | Treatment | Route | Dose No- | baysr | Dayst | Dayes | Dayes | Day7t | Day7s | Day7s | Days2
7 Y] 37 30 rg 35 re) 38 0
2 48 50 43 a7 3. 47 5.0 43
3 38 40 38 a3 3. 4.0 40 a3
4 40 40 35 e 3. 43 38 37
5 m a7 43 5.0 35 53 43 a7
; Vehicle - ‘&;“:f; s a3 3.0 38 a7 38 4.0 43 a0
(Normal Diet) = 7 a3 30 a0 a7 33 a3 40 a0
8 a3 37 40 a3 33 37 40 37
9 a3 37 35 a3 33 37 40 a0
10 43 37 43 53 35 33 38 40
Mean a2 38 39 m 35 12 e rx]
SEM . 02 0. . ! .2 ¥ 0.1
1 X 3 X X 7 E
2 3 2. X 1 3 i X
3 X kX T ). .4 .7 . ¥
4 & T X L. .1 J.s X
5 ¥ ¥ X ; 3
$ Vehicle - 1&;":? 6 3 ¥ ; ¥ X X X
(High-tat Diet) i 7 ; Y X : X Y ¥ ¥
8 X Y : 1 Y ¥ X T
9 28 30 30 30 30 37 30 30
10 38 33 33 33 35 27 38 33
—Wean 301 301 39T 397 31 331 391 321
SEM 0.1 0.1 0. 0.1 - 0.1 0.1 0.1
1 33 37 %0 30 30 33 38 37
2 28 30 28 33 28 30 30 30
3 30 30 33 3.0 28 37 3.0 2
4 3.0 27 28 2.0 25 33 33 2
5 3.0 37 3.0 2.0 33 3.0 3.0 3.0
" "(':\‘,?;"”" - 'go'“m 6 238 30 3.0 3.0 3.0 30 3.0 3.0
PR 8 b 7 28 33 3.0 33 28 3.0 28 3.0
8 30 33 33 27 28 33 28 3.0
9 28 27 3.0 3.0 33 33 3.0 3.0
[ 10 33 27 3.0 27 25 27 28 27
Wean 30 31 31 30 79 32 30 30
SEM 0.1 0.1 0.1 0.1 0.1 0.4 0.1 0.1
7 30 27 78 27 78 30 28 30
2 30 37 35 33 35 33 28 27
3 28 30 28 20 25 30 25 33
4 28 27 28 30 25 30 33 27
5 38 33 28 30 30 33 25 33
PT#1223048 5 mo/kg 1 28 30 33 3.0 30 33 28 33
b | T o 7 30 27 0 2 o 3. 0 27
8 3.0 3.0 5 33 8 3 3 27
’ 30 27 0 30 8 3 8 27
10 33 3.0 25 33 28 3.0 28 33
Mean 30 30 30 30 29 31 29 30
SEM 0.1 0.1 0.1 0.1 0.1 0.0 0.1 0.1
— L LWL PEr o e e = TP T T LR Tt T e e =




Food Intake (g/day)

Traasoant Rothe Doss No. | payss | Dayes | Day92 | Dayse | Day9s | Day103 | Day10s | Day110

7 Y 37 33 30 Y 37 33 34

2 40 43 38 40 38 3.0 35 36

3 33 37 33 43 3.8 3.0 33 31

4 38 37 33 a3 33 27 35 34

5 38 a7 40 a3 43 a3 38 36

Vehicle . 10 mUkg P4 38 37 33 33 33 27 33 38
(Normal Diet) aDx12wks | 7 35 33 28 37 38 23 28 33
8 35 37 3.0 33 33 27 35 33

M . 40 3.0 37 X 3 ; 3

10 3.4 4.3 2.8 43 3.4 .3 2. 40

Wean . 38 33 38 . g X 35

SEM . 0. Y . y 0.

1 X T 3 X T - 3

2 X T 3 ; 2 : T o

3 ). . R X k.. ). % ). .

4 . 3 X , X % 3 z

5 ¥ 3 . 3 . T g X

Vehicie - 10 mUkg 1 X 7 X X Y % T E
(High-tat Diet) QDx12wks | 7 . o 3 3 3 3 3
M ¥ 3 . 7 3 3 - X

M 30 30 30 33 28 30 248 29

| 10 33 33 28 27 28 30 30 34
Mean 397 397 EX] 391 291 32 3.0 3.01

1 2 5.0 . E ¥) X 30

2 ¢ 3 3 X ¥ ¥ 3.1

3 33 27 33 37 28 3.0 33 30

4 2 3 28 3. 2 ¢ 7 2 5 2 ¢

5 3 o 30 4 2 4 7 3 3

"‘:;"fﬁ:"‘ - 10 mg/kg 6 3.0 0 33 3: 25 2.7 3.0 3
. aDx12wks | 7 28 33 30 27 28 30 3.0 29
8 28 3.0 25 3.0 30 27 3.0 27

s 30 27 3.0 3.0 28 3.0 28 27

10 25 33 2.0 37 28 37 33 31

[ Mean 29 30 30 32 29 32 3.0 29

SEM 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.1

7 33 37 37 30 27 ] 30

2 30 33 30 28 3.0 3.0 31

3 28 37 33 25 33 28 31

4 3.0 33 27 3.0 37 3.0 30

5 28 0 X 28 2 7 3 )

"{g’j::,“ i 5 mg/kg s 33 3 3 33 37 2.4 2.
. I QDx12wks | 7 28 X ; 30 7 3 3
M 25 3.0 33 28 33 3.0 27

M 30 30 33 28 3.0 2.8 26

|10 3.0 27 27 28 37 25 27

Wean | 29 32 30 29 3 29 29

SEM 0.1 0.1 0.1 0.1

o)

e
-




Food Intake (g/asy)
- fieatnen o Dose No- | pay117 | Day120 | Day124 | pay127 | pay131 | pay13s | payi13s
7 37 30 33 35 37 35 Y
2 40 28 43 35 33 28 35
3 37 3.0 a0 33 33 a3 3.0
4 37 35 a0 35 37 35 4.0
s 40 40 a7 a0 4.0 33 3.
. Vehicle s | 10mxg oo | ¢ 37 33 37 33 40 43 3.
(Normal Diet) x12wks 7 33 30 37 35 37 35 30
s 37 33 33 33 33 35 35
» 40 3.0 27 28 37 40 40
10 40 38 33 40 40 40 35
WMean 38 34 37 34 37 37 36
SEM 0. 0. 02 0. 0.1 0. 0.
1 : EX ) X 3 X EX:
2 X i X X 34
3 2.3 X 2. 4 3.0 .8 X
4 ). ¥ ). 4.0 ). 2. ).
5 3 3 3 ¥ ¥
5 Vehicle p | tomrg oo | s ¥ 3 3. ¥ X Y X
(High-fat Diet) X 12 wks 7 X ¥ 3 ) Y ¥ X
s 3 . X X . ¥ .
9 30 38 33 75 33 30 30
10 27 28 27 78 3.0 30 35
[ Wean 3.0t 30 301 30 32t 331 EXT;
SEM 0.1 0.1 0.1 02 0.1 0.1 0.1
1 33 30 37 28 37 28 30
2 27 33 23 33 27 30 25
3 30 33 33 30 33 35 35
s 27 33 27 33 33 33 3s
5 27 238 37 28 3.0 28 3.0
" "}':LE:;" p | 19mgrg Q0 I 3.0 28 27 30 3.0 35 30
e [ x 12 wks 7 27 25 27 28 27 33 25
s 33 25 3.0 38 33 28 25
9 3.0 28 27 35 27 30 35
|10 27 3.5 3.0 28 27 35 2.5
Wean 75 30 30 31 30 32 30
SEM 0.1 0.1 0.1 0.1 0.1 0.1 0.1
T 33 33 27 33 27 35 75
2 27 35 3.0 a3 33 30 30
3 30 25 27 5 30 28 35
4 27 30 3.0 ) 3.0 33 25
5 27 28 30 25 33 33 30
. "}':L’}:;" . 5 mg/kg I 37 25 33 30 37 28 25
s, 8 @D x 12 wks 7 27 28 27 25 30 28 30
s 30 25 30 28 33 30 3.0
s 37 25 27 25 27 28 35
10 3.0 25 3.0 28 33 28 3.0
Wean 3 28 29 30 3 30 30
sem | o1 o1 ov | o2 | o1 | o1 | o
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10 mUkg
QD x 12 wks

10 mUkg
QD x 12 wks

S mg/kg
QD x 12 wks

Route

Vehicle
(Normal Diet)

Vehicle
(High-tat Diet)

PT#1223046
(SV-989)
GPS18169-002

PT#1223046

(SV-989)
GPS$18169-002

Gr.




Route

Dose

Day 108

Vehicle
(Normal Diet)

10 mUkg
QD x 12 wks

4.0

3.5

3.3

43

3.8

3.8

45

38

43

39
0.1

Vehicle
(High-tat Diet)

10 mUkg
QD x 12 wks

PT#1223046
(SV-989)
GPS$18169-002

10 mg/k
QD x 12 wks

PT#1223046
(SV-989)
GP$18169-002

5 mg/kg
QD x 12 wks

E;aooqnuo-u»nﬁg'°'onuohau»uﬁza..uoaﬁu»nﬁzaou--ooo-&un- f

Water Intake (mUL/day)
Day% | Dayse
a3 X
a3 a3
4.0 58
a3 a5
43 6.3
a7 53
4.0 5.0
4.7 48
33 55
4.0 3.5
a2 52
0.1 0.3
7 33
€ T
i X
EX X
33 38
37 38
J.4¢ 3.5¢
0.1 02
3.3 3.8
33 25
33 3.0
37 28
3.0 25
37 3.0
3.0 28
3.0 3.0
33 35
3.0 33
33 3.0
0.1 0.1
3.3 3.5
3.0 3.0
3.0 28
3.0 28
37 33
37 33
33 28
’ 3.
3. 3.
33 3
0.1 0.1




V- o . No- | pay117 | pay120 | pay124 | Day127 | Day131 | pay13s | Dpay13s
7 37 EX) 33 35 37 35 Y]
2 40 38 43 35 33 28 35
3 37 3.0 3.0 33 33 a3 3.0
4 37 35 20 35 37 35 40
5 a0 40 a7 40 a0 33 35
Vehicle p | tomixg a0 | 6 37 33 X 33 20 43 35
(Normal Diet) x 12 wks 7 33 30 X 35 X 35 30
8 37 33 33 33 33 35 35
9 40 3.0 2.7 28 37 40 4.0
10 40 38 33 40 4.0 40 35
Wean 38 34 37 34 37 37 36
SEM R y ) .1 1 1
1 3 ¥ 7 x 3 X X
2 ¥ ; f X X X
3 .7 1 R, ¥ X . L
4 3 3 3 a . . ;
5 2.7 X .7 .4 ). )3 2.
Vehicie | 10mxg a0 6 3 3 3 F X X X
(High-tat Diet) X 12 wks 7 % : 7 F X 3 X
8 33 33 3.0 38 X} 33 3.0
9 30 35 33 25 33 30 30
10 27 25 27 28 30 30 35
Wean 301 30 301 30 33F 321 EXE]
SEM 0.1 0.1 0.1 02 0.1 0.1 0.1
1 3 30 37 28 37 28 30
2 27 33 23 33 27 30 25
3 3.0 33 33 3.0 33 35 38
4 27 33 27 33 33 33 35
5 27 28 % 28 3.0 28 3.0
r:::g:‘o)a p | 19moxg o0 6 3.0 28 27 3.0 3.0 35 EY.
e s W X 12 wks 7 27 2.5 2.7 28 27 33 2.
3 33 25 3.0 38 33 28 2.8
9 3.0 28 27 35 27 30 35
10 27 35 3.0 28 27 35 25
Wean 75 30 30 3 30 3z 30
SEM 0.1 0.1 0.1 0.1 0.1 0.1 0.1
7 33 33 27 33 27 35 75
2 27 35 3.0 [ 33 30 30
3 3.0 2.5 2.7 25 3.0 28 35
4 27 3.0 3.0 38 3.0 33 25
5 2.7 28 3.0 25 33 33 3.0
'":::,z_:::)“ - s mg/kg ¢ 37 2.5 33 30 37 28 25
. e QD x 12 wks 7 27 28 27 25 3.0 28 3.0
8 3.0 25 3.0 28 33 30 3.0
9 37 2.5 27 25 27 28 35
10 3.0 2.5 3.0 28 33 28 3.0
Mean 3 28 29 30 3 30 30
SEM 0.1 0.1 0.1 02 0.1 0.1 0.1
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2. a a a a

Treatment

(Normal Diet)

Vehicle
(High-tat Diet)

PTR1223046

(SV-989)
GP$18169.002

PTR1223046
($V-989)
GP$18169.002




Body Weight (g)
Treatment | Route Dose No. Day124 | Day126 | Doy128 | Day131 | Doy133 | Day13s | Day138 | Doy 140 | Day141
1 pil 0 30 0 30 ) 30 ) 70
2 1 30 T 3 2 30 0 2
3 X 3 3 X E 2 ; 3 o)
4 T E T 3 3 3 28
5 3¢ X ¥ 4 34 ; 3 o)
Vehicle - ‘go"‘:-":‘z" 6 ¥ 34 4 4 34 3 34 ¥ 2
(Normal Diet) — 7 = 30 30 % 3 30 % 3 F1d
8 3 30 30 3 30 30 3 30 3
° I 0 7 28 F 2] Pl
_10 ; 3 3 3 n 3 EX) 33 2
Wean 312 316 32 310 12 310 313 3.9 272
SEM 07 06 0.6 0.7 0.7 0.6 0.6 0.6 0.5
1 £ 3 5 ) EE) ES) 32 5] 30
2 — 5 5 57 E 52 p 57 -
3 a W0 n) 3% 3 37 3 3% 33
4 45 44 44 4) 4 42 42 42 3
5 ¥ 3 2 3 3 30 3 ) 27
6 z ; 5 5 5 3 ) (5
Vehicle - ‘Q"D""-fz“ 7 % 0 3 T3 au [ “ 40
(High.fat Diet) ot ' a7 ol T % a5 [ [T [ a1
9 5] 5 5 5 55 % T 55 5
10 Y i) i “ i) i) W]
Mean 44.7¢ 44.6¢ 44.61 44.2¢ 431.8¢ 4).6¢ 433 4321 40.0¢
SEM 2.2 2.2 24 2.9 2.6 2.7 28 2.8 2.6
% of Day 55 107 107 107 106 105 105 104 104 %
1 45 44 44 44 44 44 43 43 39
2 3 32 32 3 30 30 po) p7) %
3 3 ) 3 ) 30 3 3% 7 26
4 s a2 a2 a 40 3 38 37 »
5 a 1) 3% 3% 37 3 % % 32
6 2 T m 3 38 38 37 % 3
— A e, ,,—,,_—
(SV-989) » QD x 12 F
GPS18169-002 wks 9 4 ¥ 38 36 35 35 M M 3
10 7 2T Fl 2% 26 26 27 7 P
Mean 36.5° 5.7 RL¥ Y Me M Mo 1.6 n.s 299
SEM 21 2.0 19 1.9 1.8 1.8 1.6 1.6 14
e B" & 8 8 ) 82 # 80 ) 72
S || s 203 210 21 25 24 238 07 256
1 76 76 76 76 76 75 75 7% 24
2 ) 30 30 2 29 30 30 2 2
3 a0 3 38 37 3% 3% 3 ] 3
4 F1i 26 26 2% 26 26 2% 2 p3)
5 2 52 52 5 51 5] 5 a7
6 2 31 31 3 30 2 2 2 25
7 5] 2 2 0 0 2 I a 3%
e N o 8 38 3 3% 3 » 2 32 2 »
GPS18169-002 wks 9 7 36 35 M 33 3 32 " el
10 2 2 2 » 29 2 30 o) 26
Mean 36.0° 540 b T I R D4 3y N0 ny 208
SEM 21 26 2.6 25 2.4 25 24 26 2.4
| e
ot ey ™ 88 87 85 8 82 82 81 74
EE% ,E" 174 183 19.0 201 7ns 214 205 216 03




