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MMC #Lt#EiZ L Y damage-associated molecular pattern 777+ Tosh 5 HMGB1 X° eat-me
signal %?J‘?%ﬁ_é calreticulin % J2Ys4- 2 OIS A B IS HIH] S 717, Western blot T,
apoptosis DOFFFITITE IR < M EEHE LA EEMICHEEIN TS Z EnH L E R
D, ZTNETDin Vivo DFERZE D, BRBEIZORN DEENEE SN,

WFFER R OMEE (330 : Islets treated with sublethal concentration of MMC at 10 u g/ml for
30 min induced immunological unresponsiveness when these islets were cultured for more
than 20 hrs and transplanted into renal subcapsular space of STZ-induced diabetic mice.
MMC treatment effectively reduced central necrotic area which pooled calreticulin and
HMGB1 both inducing cross priming together. Western blot analysis suggested that MMC
treatment and subsequent culture for 8 or 20 h upregulated the active form of p53 as well
as the downstream gene p2lwafl. Meanwhile, the active form of caspase-3 was not
significantly changed. This indicates that the activation of p53 was directed at cell cycle
arrest, but not at apoptosis processes through the activation of caspase-3. These findings
together with previous in vivo results would support that a concept of surviving but not
dying cells through sublethal stress induce unresponsiveness to the treated cells.
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