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Figure 2: The CRFR1 agonist oCRF and the CRFR2 agonist
cose-stimulated insulin secretion from human islets (A). CRF family (CRF) inhibit TNFa- and actino-

J Arnovel dox-inducible, p cell-specific transgenic model synergistically augment glu-

E Dendogenous mycin D-induced apoptosis in MING cells (B). CRF inhibits cytokine-induced caspase 3 activation
N Bransgenic in MING cells (C). CRF  family inhibit cytokine-induced apoptosis in human islets by cell death
Gt Brotal detection ELISA (D). CRF selectively inhibits expression of the pro-apoptotic Bax, but not pro-
§ survival Bel-2 in human islets (E). CRF inhibits NF-xB dependent transcription downstream of IL-
E 1B or TNFa (F). CRF  family induce proliferation of rat neonatal beta cells via CRFR1 and
§ CRFR2, respectively (G). The CRFR1-selective agonist stressin1-A promotes g cell proliferation in
8 20 dissociated islet cultures from 18-month animals (H). Constitutive overexpression of CRF under
s control of the rat insulin promoter increases p cell mass and p cell proliferation rate compare to
@ wild type controls following STZ-induced p cell depletion (5 days 50 mg/kg) (I). Since constitutive
transgenic models do not resolve between anti-apoptotic and pro-survival effects of CRF  we

0 developed an inducible p cell-specific transgenic model. Mice that carry both the pTREtight-

pTREti:,‘]’:_V&CF";’:m“y I and the rIP-rtTA transgenes respond to dox administration with the induction of transgenic

AP-rtTA -+ - o+ o+ o+ - - expression in the islet, which approximately doubles total CRF expression levels (J).
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