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MATERIALS AND METHO

INTRODUCTIO

Pancreaticstellate cells(PSCrompriseof around4-7% of the pancreasand are normallyin
a quiescentstate. In pathologicalconditionslike cancer,PS(hecomeactivatedand take part
of the developmentof fibrosisandinflammationof the gland[1, 2].

Hypoxiais a condition that developsin growing tumors to which all cellsincludedin the
massmust adapt to survive[3]. Hypoxiaand inflammation are closely related. Nuclear
factor kappalight-chainenhancer of activated B cells (NFkB) signaling is involved in
Inflammation, fibrogenesisand cancerdevelopment[4].

Melatonin hasa beneficialtherapeutic valuein the treatment of inflammation in different
tissues,including the pancreas|[5], however, Its mechanismsof action to modulate cell
physiologyare undercurrent study.

PSC culturebtained
In our lab.

In this work, we evaluatedthe actionsof melatonin on PSGubjectedto hypoxia, paying
attention to the inflammatory pathway.
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CONCLUSIO

We have shown that that melatonin down reqgulates the levels of

potential proinflammatory mediators in PSCsubjected to _hypoxia
Our resultsare in agreementwith previousobservationsand support
an anti-inflammatory role for melatonin in PSCunder hypoxic
conditions
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<FIGURE 1. EFFECT OF MELATONIN ON NF-KB PATHWAY. PSCwere incubated with

melatonin (1000 uM, 100 uM, 10 uM or 1 puM) for 4 h under hypoxia (A) Blotsshowing
the effect of melatonin on the phosphorylationof nuclear factor kappalight-chain

enhancerof activatedB cells(NFkB), of regulatoryprotein nuclearfactor of kappalight
polypeptidegeneenhancerin B-cellsinhibitor alphad L ¢ and ayclooxygenasg (COX2)

expression ! -actin were employed as loading control. (B-D) The graph bars show the

guantificationof westernblot. Resultsare the meant SEM. expresseds%with respect
to non-stimulatedcellsunderhypoxia Fourindependentexperimentswere performed A
horizontaldashedline representsthe valueobservedin control cellsunder hypoxia(n.s.,

non-stimulatedcells Mel, melatonirt *, P<0.05; **, P<0.01; and***, P<0.001vsnon

stimulatedcellsin hypoxia)
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MFIGURE 2. EFFECT OF MELATONIN ON CYTOKINES EXPRESSION. PSGwere incubatedwith
melatonin (1000 uM, 100 uM, 10 uM or 1 uM) for 24 h under hypoxia RFgPCRanalysis
was usedto detect the expressionof interleuquin-6 (IL.-6) and of tumor necrosisfactor-h
(TNF" 0The graph show the fold increaseof mRNAlevels + SEM. of each cytokine
relative to non-stimulated cellsunder hypoxia Threedifferent preparationswere used A
horizontaldashedline representsthe valueobservedin control cells(n.s., non-stimulated
cells Mel, melatonirt *, P<0.05; **, P<0.01; and***, P<0.001vsnon-stimulatedcellsin
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