Increased inflammation and lipid peroxidation in GHRHKO mice colon
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In addition to activating the hypothalamic-pituitary-adrenal axis, inflammatory processes are also known be modulated by
the somatotropic axis. Both anti- and pro-inflammatory effects have been attributed to growth hormone-releasing hormone
(GHRH) and growth hormone (GH). The aim of this study was to elucidate the consequences of GHRH deficiency on the
responsiveness to acute inflammatory stimuli in a dextran sodium sulfate (DSS)-induced colitis mouse model [Laroui et al.,
2012]. Responsiveness to inflammation induced by DSS (2%, for 7 days) was evaluated by histological examinations of
distal colon specimens in wild type (+/+, n = 12) controls and GHRH gene knocked out (GHRHKO) mice (-/-; n = 12).
Prostaglandin (PG)E, and 8-iso-prostaglandin (PG)F,, levels were evaluated in colon samples, as stable biomarkers of
inflammation and lipid peroxidation, respectively [Morrow et al., 1997; Roberts et al., 2000; Brunetti et al., 2010].
Differences between groups were analyzed by Student-test; p < 0.05 was considered statistically significant. Compared to
+/+ controls, -/- mice showed increased inflammation in slides stained with hematoxylin-eosin, together with higher
PGE, and 8-is0-PGF,,, tissue levels (P < 0.005 and P < 0.05, respectively). We hypotesize that generalized GHRH ablation
is associated with increased sensitivity to inflammatory stimuli, consistent with increased PGE, and 8-iso-PGF,,
production in the colon. Whether this is the result of lack of GHRH or due to GH deficiency remains to be established.
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