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[Abstract] Objective To explore the effect of INF-y stimulation on fibrillar S-amyloid 1-42 (fAB1-42)
triggered neuronal injury in vitro. Methods Microglia cell line BV2 was exposed to fibrillar soluble Agl —
42 (50 pg/mL) alone and in combination with cytokines INF-y (100 U/mL). The expression of AB
membrane receptors mRNA and the release of inflammatory cytokines were detected. Mitochondrial
membrane potential cell death was analyzed by flow cytometry under BV2 and PC12 co-culture system.
Results INF-y treatment significantly enhanced the mRNA level of CD36,FPR2 and RAGE in BV2 cells. INF-
y and fAB1-42 synergistically increased the production of proinflammatory cytokines IL-13, TNF-a and NO.
Under the co-culture system of BV2 and PC12,INF-a and fAB1-42 synergistically increased more cell death and
decreased mitochondrial membrane potential in PC12 cells.  Conclusions Our findings indicate that INF-y
profoundly increases microglial inflammatory responses to AR peptide and neurotoxic effects possible through

inducing membrane receptors that can bind AB peptide and may be an approach for treating AD in humans.
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Fig 1 Amplification curves of Ap-binding receptors
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Fig 2 Expression of Af-binding receptors in BV2 cell line

vs. the PBS group, "’ P<C0. 001. The treatment of INF-y have a twofold to sixfold increase in expresion of the Ag-binding CD36,

FPR2 and RAGE.
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Fig 3 Effect of fAB1-42 /INF-v on the production of TNF-o,IL-18 and NO

vs. PBS group, " P<C0. 01, P<C0. 001, P<0. 05.
INF-y R E B fAp & B /N R B It S Y
MEFEN  LRRE B A DYmt i TR HOA N2
200 e ] T B S i R P R R R A B A B R AR A
200 MR U TR (e € Sk 4 W DNA W7 28 H B 22 il
— HZRLK DYme it , W 40 M TR A A . AR S

0 oR FH OB A B8 L 200 52 T il TAB1-42 FiI INF-y 52
MBI G X 2 T R R S . 45 3R R FCCP J2
— T L A B R A7 B 2R AR R T DA S AR SR A
JRHR AL 7 A 52 30 v AR A B X BR (BT 4) sl il
PBS.INF-y.fAR 1-42 Zb ¥l oA, o] LA H INF-y Al



A A, 4 INF-y 7E T VA 1E B-TE R RE 2R 11 CLAR) A 5 114 /) B I3t 440 i i 228 252 0y 485 450 7 263

SAR TRy b PR A B K b A PC12 SR Sobr A s A i SO I 2 B« 5 H A 552 36 4 bE ¢ INF-y 3
B, F3oh, 23535 48 h Z )5, PLARIC PC12 41l , Al AR 53 B Z i 4 g = (] 5)

10¢ - FCCP 10° - PBS 10 - INF-
10° 10° F 10°
S10° ¢ 10 | 107
[T . a
10 . 0 b T 4
R04.17 % % 9.66 % £27.65%
100 Lot L 10 L hoimle, 10° e
10° 10' 10* 10° 10* 100 100 100 100 10° 10° 100 100 10° 10°
10 AB 10* ¢ INF- 7 /fA B
= 100 r_
.-_E’
10 10 2 75 |
5 ; 2 E
310 10° F E 5|
2 g m
10! 100 o 3 25 H D
g o . g
10t PR 'aﬂa;'lu?? /ou 10" - -i;:“‘" [ 0 ]:‘ D
10° 10" 10* 10° 10* 100 100 10° 10° 10°

R HE A n
Q.,(’ QQ} \\Q 3 & \\@%

¢
B4 fAPI-42 / INF-y 5 540 2 JT £ 4 {4 K P8 {2 T B

Fig 4 Mitochondrial membrane potential was significantly reduced with the treatment of fA g 1-42/INF- y
vs. PBS group, " P<C0. 05, P<Z0. 001.
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