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The Role of ACLY in Vemurafenib Treatment Resistance in Melanoma
and the Underlying Mechanism™
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ABSTRACT Objective: To investigate the role of ATP-citrate lyase (ACLY) in Vemurafenib treatment resistance in melanoma and
the possible mechanism. Method (s): Western blot was used to detect the protein expression of ACLY in melanoma cells before and after
the treatment of 5uM Vemurafenib. Flow cytometry analysis was used to examine cell apoptosis of melanoma cell with or without the
knockdown of ACLY after 5 uM Vemurafenib treatment. The expression levels of melanocytic-lineage specific transcriptional factor
MITF (microphthalmia-associated transcription factor), and anti-apoptotic BCL-2 and pro-apoptotic BAX were detected by Western blot.
Result (s): 1) Vemurafenib treatment increased the expression of ACLY in melanoma cells; 2) The knockdown of ACLY could
significantly increase the apoptosis of melanoma cells induced by Vemurafenib; 3) Under Vemurafenib treatment, ACLY expression
deficiency resulted in the down-regulation of MITF and BCL-2, and the up-regulation of BAX. Conclusion (s): ACLY is involved in the
Vemurafenib treatment resistance in melanoma, and this effect may be related to the regulation of MITF expression by ACLY.
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Fig. 1 The expressions of ACLY after the treatment of Vemurafenib in melanoma cell lines( ** P<<0.01, ***P<C0.001 )

2.2 ACLY imERRZRISHIE

TR ACLY 72 R R AT AR isyr ik b irE A, 3%
fITE AW T4 ACLY A0 ShRNA T3 R B, I X =A%
FIYATT Western blot 4347, 455 s ACLY LERSCR R 4F,
L5 Sh-NC 21 (AP i R BEFG 4L 20 )M e, ACLY 2k 4H (Sh-A-
CLY %y 2 )#N ACLY B & B I W (*P<<0.05,**
P<0.01,***P<0.001)(WLI& 2),
23 B ACLY I B EENMETERFSHNEZEAKA

TkF

£ A2058 Fi1 451 Lu 298 20 i 3 45 3 AH I 43 21 Ak B
Ji AR AR A A T, AR R . SHIMxT RA
(DMSO+Sh-NC 41 ) #H L., ACLY 3/ B 41 ( DMSO+Sh-ACLY
H) MR T RG22 F(P>0.05), i 4E 2 AF Je Ab P 21
( Vemurafenib+Sh-NC 41 ) 4 Jfd i 7~ 2 Wt 34 fin (+*P<0.01), H
#e B AR e AL IR A ACLY UTERZ (Vemurafenib+Sh-ACLY 41 )
YRR T RGN S 2 (*4*P<0.001), S4EFERAb A



32 - DREMES#H#E biomed.cnjournalscom Progress in Modern Biomedicine Vol20 NO.1 JAN.2020

(Vemurafenib+Sh-NC 44 ) A . , 4k % 4k JE Ab ¥ Bk & ACLY L
¥k 44 ( Vemurafenib+Sh-ACLY ZH 4RI JA T3 i 2 15411 (** P<0.

ACLY

GAPDH | cpGliamsanmsa———

A2058 451Lu

125KD

36KD

01) iZHRIP AR, T3 ACLY ] LUINIRI4EZ AEJe 5 1)
A T AT (ULIE 3)

ok [ A2058
34 —_— El 451Lu

CL
relative expression
i

& & \;\"‘W ‘\x‘(' & @
& & 9O § o O
R 5 55

B2 BREMmES ACLY B ZRAIHNI(*P<0.05,** p<0.01,***P<<0.001)
Fig. 2 The efficacy of ACLY knockdown in melanoma cells( *P<<0.05,** p<<0.01,***p<<0.001)
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Fig. 3 The knockdown of ACLY augmented Vemurafenib-induced melanoma cell apoptosis (**P<0.01, ***P<0.00)
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Fig. 4 The expressions of MITF, BAX and BCL-2 in Vemurafenib-treated melanoma cells after the knockdown of ACLY
(*P<0.05,**p<<0.01,***p<0.001)
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