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Growth hormone (GH) is an important regulator of adipostpuse models with a loss of GH receptor
(GHR) function (gh¥~) devdop obesity corversely bovine GH transgenic mice (bGH) V& cecreased
adiposity Mutants with abrogted GHR actiation of STAT5 (ghr-391) deelop obesity in a similar manner to
ghr’~. Here we iwestigate the role of GH in beige induction of inguinal white adiposeAi\Mising these
models and the role of GH in pemting hepatic steatosis.

Method: Transcript and protein analysis of bGH, ghrghr-391 and VAT determined the beige
phenotype of these mouse models. Plasma and tissue analysis was perforregddigyekfat inducer-GF21.
Beige cell inductiorvia FGF21 infusion an@3-adrenagic stimulation vas tested in GHR mutants and their wt
littermates. Beige induction a8 measured by transcript and protein analysis and histologittd}yatic
transcript and protein Vels were determined ighr”~, ghr391 and lver stat5’~ mice. In vitro studies were
undertaken in AML-12 mouse hepatoma cells.

Results: The transcript profile of the i revealed decreased beige adipose markers in GHR mutants,
but increased in bGH mice. Proteins such as UCP1 and sub-units of the mitochondrialeogmiesphorylation
complex are increased in bGH and decreased in3ftr. Despite v circulating and local FGF21 in GHR
mutants, FGF21 infusion failed to induce beige adipose ifr ghd ght391 mice.B3-adrenegic stimulation
was dso ineffectve.

Deficieny of GH-STAT5 dgnalling in the Wer resulted in increased lipid synthesis and uptasociated
with increased expression gar gamma

Conclusions. GH is important in the delopment of beige fat and the peation of hepatic steatosis.
Mice with a loss of GHR SAT5 ectivation are unable to induce beige adipose iATWtores @en with
corventional inducers. Ghr-391 mice indicate A3 is aitical for GH induction of beige cells. Hence GH is
essential to maintain lipid metabolic balaniactivation of STATS.
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