Supplementary Table 1: gRT-PCR primers used.

Gene Sense primer Antisense primer Accession n°
Actb CTGGGACGACATGGAGAAGA ACCAGAGGCATACAGGGACA NM_007393
Hprt CAGTCAACGGGGGACATAAA AGAGGTCCTTTTCACCAGCAA NM_013556
Ppia TGGTCTTTGGGAAGGTGAAAG TGTCCACAGTCGGAAATGGT NM_008907
Ghr TCTGGAAAGCCTCGATTCAC TCAGGGCATTCTTTCCATTC NM_001286370

Gh CCTCAGCAGGATTTTCACCA CTTGAGGATCTGCCCAACAC NM_008117.3
Igfl TCGTCTTCACACCTCTTCTACCT ACTCATCCACAATGCCTGTCT NM_010512

Igfals GCTCAGCGTCTTTTGCAGTT AGGGGATGGAGGACAGGTT NM_008340

Igfbpl ATTAGCTGCAGCCCAACAGA GAGTCCAGCTTCTCCATCCA NM_008341.4

Socs2 CAGCTGTCTGGGACGTGTT TTCCCCAGTACCATCCTGTTT NM_007706.4
Ghsr TCAGGGACCAGAACCACAAA CCAGCAGAGGATGAAAGCAA NM_177330.4

Ghrhr ACCCGTATCCTCTGCTTGCT AGGTGTTGTTGGTCCCCTCT NM_001003685.3
Gcek AAACTACCCCTGGGCTTCAC ATTGCCACCACATCCATCTC NM_010292
Khk GCAGCCTCATGGAAGAGAAG AAGGACAGTGCAGGAGTTGG | NM_001310524.1
Pckl TGGGGTGTTTGTAGGAGCAG CCAGGTATTTGCCGAAGTTG NM_011044.3
G6pc TCGAGGAAAGAAAAAGCCAAC CAATGCCTGACAAGACTCCA NM_008061.4
PKir AGGAGTCTTCCCCTTGCTCTAC | GGAGAGGCGTTTCAGGATATG NM_013631
Tkfc ATGAGTTCCAAGAAGATGGTGAA | AAACACAGATCCTGCGATGAC NM_145496.1
Pdk4 GACCCCGTTACCAATCAAAA TTTGCACACTCAAAGGCATC NM_013743.2

Acaca ATCCTGCGAACCTGGATTCT CCCACCAGAGAAACCTCTCC NM_133360.2

Acach GCAGTATACGGTGGAGGACG TTGATGTACTTCACCCGGCC NM_133904.2
Fasn TGAGCACACTGCTGGTGAAC CAGGTTCGGAATGCTATCCA NM_007988.3
Scdl ATCGCCCCTACGACAAGAAC GTTGATGTGCCAGCGGTACT NM_009127.4

Elovl6 TCCAATGGATGCAGGAAAAC AAGAGTCAGCGACCAGAGCA NM_130450.2

Srebfl GGAGCCATGGATTGCACATT GGCCAGGGAAGTCACTGT NM_001276708.1
Cd36 GGAGCCATCTTTGAGCCTTC TGGATCTTTGTAACCCCACAAG | NM_001159555.1
Bcl6 GGACTCTACCATCCCCCAAG GAGGCACATCTCTGTATGCTGT NM_009744.4




Supplementary Table 2: Antibodies used for Western Blot.

Antibody Reference Company Dilution
GHR AL47 provided by Dr. SJ Frank 1:2000
GCK ab88056 Abcam 1:1000
KHK ab197593 Abcam 1:1000

CHREBP NB400-135 Novus Biologicals 1:500

SREBP1 MABS1987 Sigma-Aldrich 1:500
CD36 ab133625 Abcam 1:1000
GAPDH 5174S Cell Signaling 1:1000

LAMIN A/C 2032S Cell Signaling 1:1000

AKT 9272S Cell Signaling 1:1000

p-AKT (S473) 9271S Cell Signaling 1:1000

FOXO1 ab52857 Abcam 1:1000

Goat Anti-Rabbit IgG HRP-linked 7074S Cell Signaling 1:2000




Supplementary Table 3: Endpoints measured in male and female control and aHepGHRkd mice with or
without rIGF1 or STAT5b®A replacement. Exp 1: food was removed at 0600h, male and female mice were
injected with deuterated water at 1200h and sacrificed at 1600h. Exp 2: male mice were fasted overnight (from
1700h to 0900h for 16h) and after that, half of the mice were sacrificed at 0900h and the other half were refed for
6h. Values represent mean + SEM Values that do not share a common letter (a, b, c) are statistically different (p
< 0.05). NEFA: non-esterified fatty acid; TG: triglycerides; 3-HB: 3-hydroxybutyrate; (F): fasting; (R) refed.

Experiment 1: post-absorptive state

MALES FEMALES
ctrl Kd Kd+rlGF1 | Kd+STAT5bCA ctrl Kd Kd+rlGF1 | Kd+STAT5bCA
?r:]“gclgsl_‘; 178+12.33 | 178.9+10.77 | 168.3£9.003 180.6+7.165 134.6:7.269 | 166.9+14.67 | 138.2+10.41 139+15.44
(r’:EEﬁ_) 1.015£0.082 | 1.142+0.076 | 1.219+0.049 1.182+0.089 0.601+0.038 | 0.699+0.051 | 0.548+0.050 0.585+0.075
(mgf“_) 18.76+3.724 | 21.01+2.492 | 20.01+2.231 18.99+2.586 9.93+1.42 11.84+1.90 9.16+2.22 13.08+1.29
?“TAE)’ 221.6+25.98° | 98.19+21.87" | 181.6+35.862" | 177.2+25.372" | 76.75:11.97 | 55.26£14.97 | 77.63:+21.92 44.41+9.92
'(':;‘j:_i; 0.414+0.108%¢ | 1.28240.151° | 0.287+0.06 0.749+0.11° 0.403+0.05% | 0.77840.13° | 0.488+0.06° 0.57+0.092
(ng/':ﬂ) 0.831+0.344% | 15.04+3.394" | 1.891:0.515% | 2.015:0.468° | 3.502+0.936%" | 6.64:0.944 | 3.484+0.7268" | 3.242+0.664%
(r'S/Fn}I) 420.7+26.34° | 42.04+0.29" | 378.9+12.443° |  267+20.59° 435.5+13.47% | 98.30+19.57° | 386.1+39.32% | 311.5:23.768
Experiment 2: overnight fast and refeeding 6h
Overnight fast Refed
ctrl Kd Kd+riGF1 | Kd+STAT5bCA ctrl Kd Kd+rlGF1 | Kd+STAT5bCA
F°°d( g)“ake - - - - 1.774£0.07 1.608+0.09 1.954+0.07 1.944£0.11
((;rLugC/(c;SS 82.57+2.77 | 97.14+6.34 | 92.57:6.83 83.88+2.60 158.3+6.18° 136.64.422° | 129.1+6.49°¢ |  145.9+8.095°
(QEZ/AL) 14140103 | 167+0.24 | 1.65:0.33 | 1.58+0.099 0.23+0.05° 0.520.04® | 0.42+0.082° 0.34+0.062°
( m;%L) 106.949.52 | 131.6+14.52 | 85.71+11.08 | 93.27+8.79 81.68+7.11° | 180.6+27.53" | 131.6+18.51° | 110.7+18.47°
?“TA? 1019+68.42 | 898.7+101.4 | 931.6+54.45 927.2+97.6 51.13+4.39 66.17+8.26 68.17+8.06 59.65+6.43
'(”HZL;E;' 0.144+0.05 | 0.395+0.16 | 0.11+0.03 0.236+0.06 3.285+0.38 3.448+0.62 2.569+0.56 3.808+0.63
(ng‘lt;l) 3.15+1.15 24.53+7.69 | 0.92+0.54 1.51+0.32 14.30+4.74 34.03+11.77 | 10.19+5.35 9.16+2.33
(r'](gz‘ﬁ) 448.4+58.07* | 17.52+4.87° | 560.9455.33% | 356.1+60.91° | 464.2+72.98° | 33.04+6.38" | 301.1469.7° | 415.5+41.75°




