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[Abstract] Objective To explore the role and mechanism of 10058-F4 on cervical cancer SaSki cells in the apoptosis. Methods
The CCKS8 assay was used to confirmed 10058-F4 inhibited the proliferation of CaSki cells in a dose-dependent and time depend-
ent manner. Cell apoptosis and the ROS production was analyzed by flow cytometry. The mRNA and protein levels after cells trea-
ted with 10058-F4 were detected by real time PCR and Western blot. Results 10058-F4,an inhibitor of c-MYC, could inhibit the
proliferation of CaSki cells in a dose-dependent and time dependent manner. Cells grow much slower after treated with 10058-F4 for

48 h,and ICs, was 122 pmmol/L. In addition,cells which were treated with 10058-F4 for 48 h show apparent apoptosis and the level
of cleaved-PARP confirm that. We also found that 10058-F4 reduced the expression levels of NDUFS1,SDHA, UQCRC2,COXIV

and OSCP and caused excess production of ROS. Conclusion
complexes,increased production of ROS, then induce apoptosis.
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10058-F4 leads to the decreased expression level of mitochondrial
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1.3 CCKS8 %24 10058-F4 I [A] 4 i 52 55 « WX B0 < 1 iy
CaSki 4 fitd . JH AL 3R 2] 96 fLAR (4 000 A4~/4L) 12 h J5 43 3
A ZH T (DMSO) il 100 pmol/L (3% 100 pL) #Y 10058-F4
(4 4 AR FL) . 1E 24.36.48.60.72 h JF /M A 10 ul. CCKS,
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A 10 uL CCK8,37 CEFHAEMHE 1 h,450 nm P K 54 T i
AfH.

1.4 i AR = B T B K R CaSki 40

EEB N BRBEC1979—), EVREIW, B+, FEMNFERIIR. &



FTREF 201752 A% 46 55 6 4
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PUR: R
1.5 Western blot £l 10058-F4 4k 40 M J5 i) 25 1 7K 254k
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CAGCTTGGTAACACATGCTGTAT
UQCRC2 TTCAGCAATTTAGGAACCACCC
GGTCACACTTAATTTGCCACCAA
COX [V ACTACCCCATGCCAGAAGAG

TCATTGGAGCGACGGTTCATC
OSCP GGGCGGGGAGATGCTTTAC
CGCTCATAGACAGTCCTCAGG
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KR .

TREF 2017 F2 A% 46 5% 6

£ % 3Lk

[1] Kubler K, Heinenberg S, Rudlowski C, et al. c-myc copy
number gain is a powerful prognosticator of disease out-
come in cervical dysplasia[ J]. Oncotarget, 2015, 6 (2);
825-835.

[2] Wang J,Ma X,Jones HM, et al. Evaluation of the antitu-
mor effects of ¢-MYC-Max heterodimerization inhibitor
100258-F4 in ovarian cancer cells[J]. ] Transl Med, 2014,
12.226.

[3] Mu Q,Ma Q. Lu S,et al. 10058-F4,a c-Myec inhibitor,
markedly increases valproic acid-induced cell death in Jur-
kat and CCRF-CEM T-lymphoblastic leukemia cells[ J].
Oncol Lett,2014,8(3):1355-1359.

[4] Holien T,Misund K,Olsen OE,et al. MYC amplifications
in myeloma cell lines: correlation with MYC-inhibitor effi-
cacy[J]. Oncotarget,2015,6(26) :22698-22705.

[5] 3. iKRBL, B0k, 55, [R5 Ak Y7 V8 97 Hh i 301 & 33
R 19 3 9T SO EE LT ] FE R PR 2%, 2013, 42(7) : 736-738.

[6] Liu Y,Zhang X,Han C,et al. TP53 loss creates therapeu-
tic vulnerability in colorectal cancer[]]. Nature,2015,520
(7549):697-701.

[7] Eid MM, Nossair HM, Ismael MT, et al. Clinical signifi-
cance of hTERC and C-Myc genes amplification in a group
of Egyptian patients with cancer cervix[ J]. Gulf J On-
colog,2011(10) :18-26.

[8] Mook OR, Baas F.,de Wissel MB, et al. Allele-specific
cancer cell killing in vitro and in vivo targeting a single-
nucleotide polymorphism in POLR2A[]J]. Cancer Gene
Ther,2009,16(6) :532-538.

[9] Cerami E,Gao J,Dogrusoz U, et al. The cBio cancer ge-
nomics portal:an open platform for exploring multidimen-
sional cancer genomics data[ J]. Cancer Discov, 2012, 2
(5):401-404.

[10] Cinar M,Rosenfelt F,Rokhsar S,et al. Concurrent inhibi-
tion of MYC and BCL2 is a potentially effective treatment
strategy for double hit and triple hit B-cell lymphomas
[J]. Leuk Res,2015,39(7) :730-738.

[11] Ying H,Elpek KG, Vinjamoori A,et al. PTEN is a major
tumor suppressor in pancreatic ductal adenocarcinoma and
regulates an NF-kappaB-cytokine network [ J]. Cancer
Discov,2011,1(2) :158-169.

[12] Hidalgo M. Pancreatic cancer[J]. N Engl J Med, 2010,
362(17):1605-1617.

[13] Rahib L,Smith BD, Aizenberg R, et al. Projecting cancer
incidence and deaths to 2030 the unexpected burden of
thyroid, liver, and pancreas cancers in the United States
[1]. Cancer Res,2014,74(11) :2913-2921.

[14] Wallace DC. Mitochondria and cancer[ J]. Nat Rev Canc-
er,2012,12(10) :685-698.

(Wi Fs B #1:2016-10-01 &[] H #1.2016-11-29)



