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Abstract: Objective To construct a dual-regulated dual-effect tumor-specific oncolytic adenovirus (RSOAds-hTERT/HIF-ER-
CC1, hereinafter referred to as double-regulated adenovirus) , which expresses hTERT/HIF carrying ERCC1 gene siRNA, then To
study the anti-tumor effect and related molecular mechanisms of it which lays a foundation for gene therapy of ovarian cancer.Meth-
ods January to December 2018, The human telomerase reverse transcriptase promoter (hTERT) was used to regulate the adenovi-
rus Ela gene,the hypoxia regulatory element sequence (HRE) regulates the E1b gene,and the recombinant hTERT/HIF double-reg-
ulated double-effect tumor-specific oncolytic adenovirus vector; The ERCC1 gene sequence was designed into the E1 region to de-
sign a specific gene to construct a double regulatory adenovirus. MTT was used to detect the inhibition of cell proliferation after
SKOV3 cells were treated with different concentrations of virus.Flow cytometry to detect cancer cell apoptosis in different groups.

The expression of JAK/STAT and PI3K/Akt pathway proteins in SKOV3 cells was detected by Western blot.Results A double-reg-
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ulated adenovirus was successfully constructed ,and the virus which could proliferate in ovarian cancer had obvious antitumor effect.
The results of MTT showed that after 24 hours, the double-regulated adenovirus had obvious proliferation inhibition on SKOV3 cell
line, and the inhibition rate increased with the increase of concentration (P <0.05), When the intensity of infection (MOI) =30,
the proliferation rate of ovarian cancer SKOV3 cells dropped below 50%.And there was no difference in AD-ERCC1-siRNA group
and AD-NC-siRNA group (P >0.05).The anti-tumor effect of AD-ERCC1-siRNA+DDP group (74.19+3.04)% is stronger than that
of AD-NC-siRNA+DDP group (56.85+2.51)% (P <0.05).The results of flow cytometry showed that the apoptosis rate of AD-ER-
CC1-siRNA group (5.5+0.75)% was significantly higher than that of the control group (0.5+0.24)% (P <0.01).We performed WB
assay on SKOV3 cells after viral action.The results showed that the ERCC1 protein expression of cells (0.567+0.016) was signifi-
cantly lower than that of the control group (1.612+0.072) (P <0.01).The expression of JAK2, STAT3 in the cells after treatment
was increased compared with the control group [(0.860+0.010) ws. (0.694+0.011), (0.826+0.032) wvs. (0.651+0.037) J(P<0.01).
The expressions of PI3K and AKT were not statistically different from those of the control group [ (0.292+0.013) »s. (0.291=
0.015) ] \AKT[ (0.810+0.018) vs. (0.813+0.024) ] (P> 0.05).The results suggest that when the virus is exposed to ovarian cancer
cells for 24 hours, it exerts a significant anti-tumor effect on ovarian cancer cells,and there is no significant difference between the
AD-ERCCI1-siRNA group and the AD-NC-siRNA group.When the infection intensity (MOI) =30, the proliferation inhibition rate of
ovarian cancer SKOV3 cells dropped below 50%.Conclusions The dual-regulated adenovirus was successfully constructed and
has high transfection efficiency, which laid the foundation for gene therapy of ovarian cancer.The virus has a significant growth in-
hibitory and pro-apoptosis effect on ovarian cancer SKOV3 cell line, which may be related to JAK/STAT pathway.The ERCC1-siR-

NA-containing dual-regulated virus can enhance the drug effect of cisplatin more than AD-NC-siRNA.The mechanism may be relat-

ed to the successful screening of ERCC1-resistant genes.
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Ak, TCID50 A IS5 F0 2 - PO B Se REIg B , $2
BB 75 DNA, %56 B 5 E1la MThTERT 41
1.2.3  MTT :Aam e fedg sh st /1 B XT RO A K
Y SO, AR AN, 96 FLAR IR (45 1 5x10°
AL Ak e BE %, TG 15 97 WA B 2 AD-
ERCCI -siRNA . AD-NC-siRNA, $% I8 MOL =5.00.,
10.00,20.00,40.00.60.00 LA 100 WL B 9 25
T4 S R A M, X I T A B IR L & £ (MOT)
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60min, TBST #7E 3 K, Il A—$HT JAK2 .STAT . PI3K .
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