VI Seminario Nazionale per Dottorandi in Farmacologia e Scienze Affini
Siena, Certosa di Pontignano, 23 - 26 Settembre 2002

DIFFERENTIAL REGULATION OF RESISTIN GENE EXPRESSION BY
ROSIGLITAZONE IN DIFFERENT CELL LINES

Tedesco L., 2° ano di corso del Dottorato di in: Farmacologia, Chemioterapia e Tossicologia
Medica, XVI ciclo. Duraa dd Dottorato in anni: 4. Sede di servizio con indirizzo de
Dottorando: Dipatimento di  Scienze Precliniche, Univ. degli Sudi di Milano, LITA
VIALBA, Osp. Sacco, ViaG.B. Grass 74, 20157 Milano.

The resigtin, a new adipocyte hormone, has leen proposed to link obesity to type 2 diabetes by
modulaing steps in the insulin-signaling pathway and inducing insulin resistance.

Thiazolidinedione (TZD), a new class of antidiabetic drugs, regulate gene expresson by
binding to peroxisome proliferator-activated receptor & a nuclear hormone receptor found at
its highest levels in adipocytes.

Since the expresson of resdin is inhibited by thiazolidinedione in 3T3-L1 adipocytes, it has
been suggested that peroxisome proliferator-activated receptor & (PPAR-8) agonists induce an
increase of insulin sengtivity through a decrease of resstin gene expression. Successvely,
others authors showed a gimulatory effect in vivo of TZD on the resstin expresson.
Therefore, the role of resistin to induce insulin resistance has been called in question.

To darify the resstin functiona role, we have study its expresson after rodglitazone
treatment in different cell lines, whether cdlls from primary cultures or cel lines. In particular,
we have used 3T3L1 cdls, white adipocytes isolated enzymaticaly from mice epididima fat
and mouse preadipocytes differentiated in culture. Furthermore, we have verify the resistin
expresson in mononuclear cdls, dther in cdl lines (RAW 2647 and U 937) or in
mononuclear primary cells of human peripheral blood (HPBMC). Using RT-PCR
amplification and Northern Blot andyss, we verify in 3T3-L1 that a rosglitazone trestment of
18h a 10IM inhibits by 40% ressin expresson. In white adipocytes isolated enzymaticaly
and preadipocytes differentiated in culture, the same treatment induces, on the contrary, an
increase by 50% of resigtin expression. In the mononuclear cells (HPBMC, RAW 264.7 and
U937), where the redistin is expressed, this treatment seems to have no effect on the nRNA
levels.

Our results sugges, therefore, that resistin is regulated differently by TZD according to the
cdlular type analysed.

In conclusion, these results may explain in part controversa dates reported so far in the
literature but further studies are needed to determine the mode of regulation and biologica
functions of resdtin.
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