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Obj ectives/Goals Abstract
VaricellaZoster Virus (VZV) causes chicken pox and shingles. CelJet

In a screening assay, the drug tacrolimus increased fusion by
pathways does tacrolimus increase cell-cell fusion?
Methods/M aterials
To quantify fusion, a cell-based model of virus infection: &
reporter melanoma cells, which glow upon fusing.
Tacrolimus and other "macrolide” drugs bind FKBP p
natural activity, but FKBP-drug complex also has cefly
down FKBP1A in melanoma cells. | generated thread
decreasesin cellular FKBP1A levels.
Results

everolimus and sirolimus decrgg QO2RQ, 0.058Ng'1.25uM). Decrease of cellular FKBP1A

correlated with less elevated < pimecrolimus. The drug cyclosporin increased fusion

(P=0.001 at 2.5uM).
Conclusions/Discussion

the downstream interactions ¢
Note: tacrolimus or pimecrol
sirolimus compl exesinhipi

ibit Calcineurin phosphatase [ CaN] and everolimus or
us, the findings that only tacrolimus and pi mecr_ol imus

hibitors are not ideal anti-VZV drugs. However, if the fusion-
athway (potentially one of the proteins WhICh CaN dephosphoryl ates)

dose-dependent effect on fusion: 10yM drud 25 (P<0.0001), O. 1uM drug has an
insignificant effect. Thus, tacrohm@e(fect on s\occurs through clinically relevant pathways. Out of
the macrolides, drugs tacrolimus and pi s rollmu glevsle fusion (P<0.0001 at 2.5 and 5uM drug), while

Increased fusion due to tacroliy aregl dhegs was shown to depend on presence of FKBP. Therefore,
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