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Uploaded: 23/09/2011BP1 proteasome inhibitor and Noc treatment. To determine
whether the effect of BP1 proteasome inhibitor was specific to Wnt signaling in the

*Drosophila* eye, we employed a second approach to reduce active caspase-3 levels.
Noc, an inhibitor of the caspase inhibitor protein Dronc, raises the levels of active

caspase-3 in the developing eye. To determine whether reduction of active caspase-3
levels could prevent loss of pigment cells in BP1 treatment, we combined the

expression of either BP1 RNAi transgene with Noc treatment. Surprisingly, these
experiments revealed a clear synergistic effect between BP1 reduction and Noc
treatment on the loss of pigment cells ([Figure 6](#pgen-1004465-g006){ref-

type="fig"}). The reduction of active caspase-3 by Noc inhibition of the caspase
inhibitor may be sufficient to prevent apoptosis of pigment cells. The synergistic effect
observed in the combination of BP1 RNAi and Noc could be due to the fact that loss of
Wnt signaling to the eye by BP1 inhibition lowers the levels of active caspase-3 even

further, perhaps in a manner independent of the transcriptional down regulation of the
Wnt target. In sum, our results suggest that the Wnt target BP1 may work to reduce
cellular levels of active caspase-3 in the developing eye. This raises the intriguing

possibility that a pathway based on the Wnt target BP1 and the caspase inhibitor Dronc
may define a novel mechanism by which non-cell-autonomous signaling controls the

dynamics of apoptosis in developing tissues. It will be of interest to determine whether
the non-canonical pathway may operate in other developing tissues in addition to the

*Drosophila* eye. Several reviews have summarized evidence that non-cell-autonomous
regulation of apoptosis can occur in vertebrates and invertebrates

[@pgen.1004465-Baron1], [@pgen.1004465-Gettler1], [@pgen.1004465-Deng1],
[@pgen.1004465-Kurtova1], [@pgen.1004465-Simmen1]. The first evidence that
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