ESM Table 2. Individual physiologic data from LepR Ip/Ip and Ubc Cre LepR Ip/lp mice. Initial and final body weight (g), initial and final blood glucose (mmol/l), glucose tolerance test blood glucose measurements (mmol/l) after overnight fast (mmol/l) and at time 15, 30, 60, and 120 min
followed by the area under the curve (AUC; mmol/l x min), random fed serum insulin (ng/ml), insulin tolerance test blood glucose measurements (mmol/l) after a 4 hour fast and at time 0, 15, 30, 45, and 60 min followed by the area under the curve (AUC; % initial blood glucose x min), gonadal fat
weight (g). Measurements were made in three different cohorts of LepR Ip/Ilp and Ubc Cre LepR Ip/lp mice at 3 and 5 weeks after tamoxifen initiation.

[Week3
D Initial Wt Init. BG | Final BG | FastBG |15min BG|30 min BG|60minBG| '20MN | AUC |eqingyin| Fasting | 4hrFast| oy g |15 min BG | 30 min BG |45 min BG | 60 min 8| AYC % | Gonad Fat
Eeup Number | S€% | # @ | mmoiny | (mmoly | (mmolny | (mmoly | (mmoiny | (mmoin) BG (mmol/ix | = oy | Insulin BG (mmol) | (mmol) | (mmol) | (mmoly | (mmoiry | Mt@lx (@)
(mmol/l) min) (pmol/l) (mmol/l) min)
LepR Ip/lp 3 212 214 84 6.0 33 126 118 97 53 1076 625 444 ND ND ND ND ND ND ND ND
LepR Ip/ip 2 | F 16.9 182 75 6.6 27 127 136 106 36 1100 ND 73.2 ND ND ND ND ND ND ND ND
LepR Ip/lp 3 | F 193 192 77 6.9 2.7 106 1.3 9.0 41 960 39.3 54.4 ND ND ND ND ND ND ND ND
. LepR Ip/lp 4 4| 184 183 6.9 6.9 24 132 132 89 42 1038 56.8 22.0 ND ND ND ND ND ND ND ND
2 LepR Ip/lp 43 | F 16.8 152 6.1 5.1 1.8 54 6.7 4.9 3.8 581 ND 58.7 ND ND ND ND ND ND ND ND
s LepR Ip/ip 22281 | M | 6| 226 236 105 86 4.1 6.0 6.2 63 45 678 318.9 ND 9.4 10.0 52 34 2.0 1.8 2448 279
© LepR Ip/lp 24481 | M | 7| 207 21.0 1.9 101 34 225 21.3 1.6 5.1 1516 101.4 50.4 104 10.8 6.1 4.8 33 2.7 5663 190
LepR Ip/lp 25181 | M | 8| 194 20.5 1.3 9.2 6. 27.7 22.1 131 72 1765 1364 24.3 9.1 12.0 4.6 4.6 2.7 23 5130 92
Average 194 19.7 8.8 7.4 3. 13.8 133 93 4.7 10893 | 1192 468 96 10.9 53 4.3 2.7 23 50803 | 187.0
SEM 07 0.9 08 06 0. 2.7 21 0.9 04 139.2 424 7.0 04 06 05 04 04 03 3516 54.0
Ubc Cre LepR Ip/ip | _62. M 205 33.7 10.9 9. 4. 20.7 224 133 59 1625 291.0 916 ND ND ND ND ND ND ND ND
Ubc Cre LepR Ip/lp |_62. 20.8 271 92 7.9 31 92 106 6.8 6.2 892 1637 774 ND ND ND ND ND ND ND ND
Ubc Cre LepR Ip/p | _63. 176 313 74 83 4.6 147 20.3 24.9 12.4 2203 197.1 76.8 ND ND ND ND ND ND ND ND
Ubc Cre LepR Ip/lp | _64. 173 32.9 77 103 4.3 179 26.6 21.9 13.3 2283 253.1 112.3 ND ND ND ND ND ND ND ND
Ubc Cre LepR Ip/lp | 64 F 17.8 30.9 6.7 9.2 4.0 143 17.9 235 9.8 2000 73.9 432 ND ND ND ND ND ND ND ND
Ubc Cre LepR Ip/lp | 22.1BI 224 35.0 1.3 73 8.6 17.0 16.2 15.8 9.9 1692 353.7 615.0 1.3 122 125 71 6.1 8.7 9758 1878
Q [Ubc Cre LepR Ipllp | 22.381 7| 215 39.0 82 103 6.2 14.1 15.3 125 8.4 1418 4773 490.0 1.7 14.4 131 75 7.8 9.0 10838 2090
o [ Ubc Cre LepR pllp | 22.481 8| 225 34.9 89 102 6.7 139 15.1 133 8.8 1464 1383.6 | 487.9 136 16.0 148 144 164 154 16553 1877
& [(Ubc Cre LepR Ip/ip | 22581 o 247 40.0 93 95 7.0 26.3 HI 236 18.9 2702 840.2 448.0 1.3 12.7 141 14.7 12.8 125 14618 2163
Ubc Cre LepR Ip/lp | 24.1B1 10| 19 344 84 9.9 74 HI HI 276 12.4 2710 1419.9 | 432.7 9.1 12.9 6.2 6.1 74 96 8273 1678
Ubc Cre LepR Ip/ip | 24.281 1| 186 27.2 92 8.6 6.6 1.9 91 8.1 6.2 979 439.7 193.9 13.3 135 9.7 1.3 122 92 12030 1086
Ubc Cre LepR Ip/lp | 24.381 12| 197 326 12.0 106 55 222 HI HI 14.3 2683 424.2 238.1 131 15.9 96 74 8.8 77 10073 1777
Average 20.2 333 9. 9. 57 16.6 17.0 174 10.6 18875 | 5265 2756 1.9 13.9 114 97 102 103 | 117347 | 1792.7
SEM 07 11 0. 0. 05 1.5 18 2.2 11 186.0 1308 59.2 0.6 06 12 14 14 1.0 11027 | 133.9
p-value 044 | 8.65E-08 | 0.70 0.007 0.003 0.36 0.19 0.008_|_0.0007_| _0.006 0.048 0.01 0.046 0.02 0.01 0.04 0.0098 | 0.001 0.005__| 0.00007
[Week 5
Eam D oo | 4| mitawt ¢y | it BG | FinalBG | FastBG |15 min BG| 30 min BG| 60 min BG 12 g (m‘r‘n%‘;l | Feainsuiin| F2%th0- | 4RLEASU | o min BG | 15 min BG | 30 min BG| 45 min BG | 60 min BG| ASC % | Gonad Fat
Number (9) (mmol/l) (mmol/l) (mmol/l) (mmol/l) (mmol/l) (mmol/l) (mmolt) min) (pmol/l) (pmolfl) (mmolt) (mmol/l) (mmol/l) (mmol/l) (mmol/l) (mmol/l) min) (9)
B86.129 o742 | F [ 1] 144 7.0 76 76 24 20.9 238 9.1 41 1397 1279 718 ND ND ND ND ND ND ND ND
B6.129 98041 | F [2]| 197 19.4 6.4 7.7 24 14.8 9.8 72 45 922 114.5 79.4 ND ND ND ND ND ND ND ND
- B6.129 9802 | F 17.9 179 7.0 6.2 24 124 10.6 6.9 36 864 204.2 54.8 ND ND ND ND ND ND ND ND
H] B86.129 9803 184 172 76 6.1 2.1 213 18.3 101 48 1346 95.2 57.3 ND ND ND ND ND ND ND ND
& B86.129 9812 16.6 18.1 4.7 72 23 24.2 14.2 7.8 42 1370 55.3 133.6 ND ND ND ND ND ND ND ND
© B6.129 9814 | F 174 16.6 6. . 17.8 15.3 12.9 52 1178 71.3 3643 ND ND ND ND ND
Average 17.3 17.7 6. 4 18.6 15.4 9.0 4.4 1179.5 111.4 126.9 [t as //_.a'_.-’/ //_,.-'_,.»’ //_,.-'_,.»’ //_,.-'_,.»’ s I Wi
SEM 0.7 0.4 0. B 1.8 2.1 0.9 0.2 96.0 21.5 P T s W W o el
B6.129 4. 14.8 40.9 I 8. 4. 203 21.2 HI HI 2901 11050 | 5269 ND ND ND ND ND ND ND ND
B86.129 4.4 7.7 .7 6.6 7.8 34 259 HI HI 238 3003 691.3 3905 ND ND ND ND ND ND ND ND
B86.129 4. F 154 38.0 76 74 38 102 12.8 24.7 HI 2413 979.2 420.3 ND ND ND ND ND ND ND ND
o B6.129 N F 4| 174 40.5 56 6.8 4.2 259 HI HI HI 3129 16238 | 4055 ND ND ND ND ND ND ND ND
Z B86.129 785 | F [ 5| 167 45.5 52 6.3 4.1 146 HI HI HI 2958 735.4 2474 ND ND ND ND ND ND ND ND
s B86.129 9811 | F [6] 180 421 4.8 54 39 195 20.2 9.1 44 1320 691.5 851.9 ND ND ND ND ND ND ND ND
4 B86.129 9813 | F [ 7] 194 435 54 9. 4.2 26.2 HI HI 233 2997 800.3 575.1 ND ND ND ND ND ND ND ND
Average 17.1 417 5.8 Z 4.1 204 18.1 16.9 17.2 2674.4 946.6 T o o e o Vi W i
SEM 0.6 0.9 0.4 0. 0.2 2.4 2.6 7.8 6.4 2417 127.3 72.4 f,-'_.a‘_.-’ f,-'_.a‘_.-’ f,-'_.a‘_.-’ f,-'_.a‘_.-’ f,-'_.a‘_.-’ f,-'_.a‘_.-’ R WSt
p-value 076 | 1.16E-10 | _0.24 049 | 000001 | 057 0.47 0.10 0.02 0.0002_| 0.00009 | 0.002 _[orarer o e el oo o e alar e agt e e e e o g e o g g g g g e”.
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