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Study on the mechanism of paclitaxel-induced peripheral neuropathy by Mitofusin2
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Focusing on mitofusin 2 (Mfn2), | investigated the mechanisms and treatments
of paclitaxel (PTX)-induced peripheral neuropathy. PTX inhibited neurite outgrowth and decreased
MFN2 expression in F11 dorsal root ganglia x mouse neuroblastoma cells. However, | was unable to
clarify whether MFN2 is involved in neurite outgrowth inhibition. Moreover, BAPTA-AM and cyclosporin
A, both of which are therapeutic candidates, had no effect on PTX-induced inhibition of neurite
outgrowth and reduction of Mfn2 expression.
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XY URPINAAINZ U Z XL (PTXNE., ESEE T LU0 A & ) o 7o R iR b
FHIER I L, DATREOMGEEZREEICL TS, LL, ZORMHPREENEHRTL A D=
ALIRFEHASNE o TN AR WENHEN. STV e, HFEE L. PTX
R KRR EE T VT v NOITIN G, BB FEEIZ L5 KRS Charcort-Marie-
Tooth Ji (CMT) O JFFE(E T Td 5 mitofusin?2 (Mfn2) EEFORRENMETT5 2 & 24
# L7= (Neurosci Lett. 2017:653:337-340.), Z D Z L35, Mfn2 7 PTX (2 & % KA phfefes s
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AL, BEMRTT VO E B E Uiz,
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siRNA (L Y Mfn2 B E 2K F &85 CHREENEET 500 E LT,
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FATAFZRIZ BV T PTX 12 K 5 Mfn2 BELEIK TIX, AN Ca2+3 7 F /1< mPTP B 1A
BEELTWAIERREESN TS (Cire J. 2014;78(5):1206-1215.) , + Z TAIEHE Tix.
BAPTA-AM BLX U7 1 2R Y A (CyA) I KD BESNEOMGEEZ B E Lz,
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AT TR AR 2T D 72012, T v NFRERARARRRET B A X < 7 2 iR 2R
e A7V F—= F11 fifdz fHv 7z, F11 ML, @E R ClX 10% FBS & e/ /L3 — X D-
MEM B2 H0CHERF KA. EBRIFIZIZ 1% FBS + forskolin 50 pM Z&¢eE 7/ /L2 — & D-MEM B2 H1 T
24 WEESER I X 0 MR I b S E 7=,

(1) BEiiaz 7z PTX SRR MR EEET LT v h OFH

b U7 P11 ABREIC PTX % 24 FRRERER S, MfR%%E~— 7 —Toh 5 NF200 DR Y i il X
HIEHERIZZ, BLISA HEIC X B Mfn2 ORBREREE1T-> 7=,
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SAE U7 P11 MRS L, siRNAZ U AR 7 =7 2 g B K VB A L, ELISAEIC X D Mfn2 @
FHLERIE AT 72,

(3) PTX T XL % Mfn2 BEHBIK FOKFCHE B LI-IGRIEDOHER

S5 b U= F11 A% L. PTX 258 15 43 Ri2> 65 BAPTA-AM & U < 1% CyA % %% S87-, PTX &
#2 24 FfAITZ 1T, NF200 9o YufilZ K DI RE@IZS, ELISA {EIZ K5 Mfn2 ORBLEHE 21T > 7=,
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(1) BEaiiaz vz PTX SRR MR EEET VT v F OFH

PTX 1. #RRERZEEE DM E A BRI E L2, /2 PTX 100 uMiZ, 1T & A EOM%E
W ST (Fig. 1), ZOREENG, MRREENK DRIV PTX 10 uM ZHRFHeET /v E LT,
ZOEFETITENT, M2 ORBEITAEFEIIEL T LTV (Fig. 2), THHDOHENS, B
JUIZHBWTE PTX BRMERMMREEET LT v b & RIS & Mfn2 BEEOK TN
MeRENT-, LoT. PIX 10 uMIZHEE S 7~ F1LMEIE PTX S5 MR R AR IS O fiRhT »
RETNELTRYTHDEEZOND,
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(2) Mfn2 FELEAK T &S & o B

b U72 F11 AR LT siRNA I, Mfn2 BB EZ A EICRD S hen o7 (Fig. 3), thE
FRE LT, siRNA BARHCEAGIROE T E 2R A0, M2 BEEITRD LiehoTz,
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14 r

ﬁéH 12

£ 1l L oW

S

g 0.8 |

ENN

% 06 f

N

) 0.4

s 02

0

RNAIMAX (uL) 0 1 1 10 10
siRNA (nM) - 1 10 1 10

Tukey test
Fig. 3 siRNA T X % Mfn2 FEEHLE~D 2 E
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