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The human SHBG transgenic mice were backcrossed onto C57BL/ksJ-db/db background in compared with lean SHBG-db/+ mice. shbg-db/+ 42,5+ 2,3 3,2 0,75
order to obtain mice expressing human SHBG and developing obesity and NAFLD. Mice shbg-db/db 14,6+ 5,3* 0.5+ 0,03*
were maintained under standard conditions with food (Global Diet 2018, Harlan Interfauna
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pairs corresponding to mouse HNF-40, mouse PPARy. mouse TNFa., mouse IL6, mouse
IL1B. mouse 18S and human SHBG. human HNF-4¢, human PPARy2 and human 18S.
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Mouse livers were homogenized mm RIPA buffer with Complete™ protease inhibitor E- E 1.5 A
cuck.tail (ll{-:}chel[)iagjmstic.s, Barcelona, Spain). Protein extracts were usedl for western E 0.5 - I 2 1 A ! »SHBG production 1s downregulated in obese SHBG-db/db mice in
blotting with antibodies against HNF-4a (C-19; catalog sc-6556; Santa Cruz B;Dteclmnlng}r Z . 2 05 - . comparison with lean SHBG-db/+ mice.
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complexes were 1dentified using the corresponding HRP-labeled rabbit anti-goat IgG or . 2 »SHBG p.m-:;_luctmu 1s downregulated via a h‘Epﬂtlc reduction 1 the levels of
goat anti-rabbit IgG and chemiluminescent substrates (Millipore) by exposure to x-ray film. the transcription factor HNF-4a and upregulation of PPARY.
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Mouse livers were used to perform ChIP assays with a ChIP-IT kit (Active Motif Inc.) with with HNF-4a and necativelv correlated with PPAR
HNF-4a. PPARy. rabbit IgG or goat IgG. The purified DNA was subjected to PCR shbg-db/db & yce V-
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_ Figure 3. Hepatic SHBG production is reduced by the decrease of HNF-4a and the compared to lean SHBG-db/+ mice, which may influence the low hepatic
Subjects and samples increase of PPARYy levels in obese SHBG-db/db transgenic mice when compared with levels of HNF-40.
We recruited 15 obese subjects [body mass index median 42.27 kg/m2 (range 32.61-52.31 SHBG-db/+ mice.
kg/m2)] of Caucasian origin who underwent bariatric surgery at the University Hospital _ _
Vall d’Hebron (UHVH) (Barcelona, Spain). None of the subjects had evidence of metabolic We have developed a mouse model which resembles what occurs in human
disease other than obesity, and patients with type 2 diabetes were excluded. Liver biopsies A B obesity in terms of SHBG regulation. Therefore, future research using this
were obtained using a fine needle. All biopsies were at least 2 cm in length and contained at —: 0.16 - -3 0,12 - ] 0 643- 9<0.05 unique mouse model will allow us to further explore the link between SHBG,
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Comparison of quantitative variables was performed by either the Student's 7 test or Mann— 0 0.1 0.2 0 0.05 0.1 0.15
Whitney test according to the data distribution. All data are presented as means + standard HNF-4a mRNA levels PPAPETZ mRNA levels . _
deviation or means + standard error of the mean. Spearman's correlation coefficients were This work was supported by a Grant from the Instituto de Salud Carlos III (DMS) and
used to establish the association between SHBG levels and the other parameters. For S . : RN ; CIBERDEM (CIBER de Diabetes y Enfermedades Metabolicas Asociadas) an initiative of
graphics a linear regression test was applied. Significance was accepted at the level of p < f‘l%l:“j 4i1 Cor m]l;l tmi]:]s- her'ween SHBG A levels and HNF-4a and PPARy mRNA Instituto de Salud Carlos III (RS, CH. CS and DMS). DMS is the recipient of a Miguel Servet
0.05. Statistical analyses were performed with the SPSS statistical package. evels In Auman UVer DIOpsIes. contract. We thank Lorena Ramos for her technical assistance (Vall d’Hebron Research
Institute).
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