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Objective: The aim of this study was to invesﬁgate the protective effect of curcumin and its
analogs against AB toxicity in highly aggressively proliferating immortalized (HAPI) microglial cells.
Methods: HAPI microglial cells were cultured in Dulbecco’s Modified Eagle’'Medium
(DMEM) supplemented with 10% heat inactivated fetal bovine serum. The cytotoxicity -of curcumin

and its analogs on HAPI microglial cells were determined by MTT reduction assay to achieve the

non toxic concentration of compounds. The cells were exposed with AB (es-35 at various
concentration in the absence or presence of curcumin and its analogs for 24 h and then

determination cell viability. To determine the expression of cytotoxic factor genes, cells were

pretreated with curcumin and its analogs for 2 h prior to expose to AB @sase  1otal RNA was

extracted and examined the cytotoic factor genes by semi-quantitative RT-PCR. To determine the

level of ROS, cell were pretreated with curcumin and its analogs for 2 h prior to expose to AB (25-35)"
Then, Dihydrofluorescein diacetate (DCHF-DA) was added and incubated for 20 min at 37° Cin 5%
CO, incubator. Fluorescence intensity was monitored using 485 nm for excitation and 520 nm for

emission in a fluorescence microplate reader.

Results: The viability of HAPI microglial cells incubated with AB @sa5 Showed a
wncentration-dependently decreased. Treated with 10 LM of AB 55 the viability was reduced to
47.98 + 2.09% of the control value. Pretreated with curcumin, di-O-demethylcurcumin and O-
demethyldemethoxycurcumin at 0.25 [LM prior exposure to Aﬁ @535 Significantly protect HAPI

microglial cells from AB @s3s  toxicity. Curcumin, di-O-demethylcurcumin  and O-

demethyldemethoxycurcumin were also inhibited the expression of pro-inflammatory cytokines such
as TNF- Q, IL-1[3, MCP-1, IFN-3, IFN-y, IL-8, INOS in a dose-dependent manner. In addition,
these compounds were also reduced the ievel of ROS in HAPI microglial cells stimulated with AB o5
35).

Conclusions: In summary, this study found that curcumin and its analogs can remarkable
reduce the toxicity of AB @sas These compounds may be the useful for the treatment of
Alzheimer's disease by improve the survival of microglial cell against AB toxicity and the clearance

of amyloid pathology.





