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[Abstract] Objective To investigate the effect of Rhopaladins' analogs RPDPC on cell biological properties of human
cervical cancer HeLa cells and miR-21-5P/PTEN/PI3K signaling pathway. Methods CCK-8 assay was used to detect the effects
of different concentrations of RPDPC on the cell viabilities of HeLa cells treated for different time. DMSO (control), 12.5 wmol/L,
25.0 pmol/L and 50.0 pmol/L RPDPC were selected to treat HeLa cells for 48 h. Hoechst 33258 staining and Annexin-FITC/PI
double staining were used to detect the effect of RPDPC on HeLa cell apoptosis; The expression levels of miR-21 and mRNA of E6,
E7, PTEN, PI3K, Akt were detected by qRT-PCR; The expression levels of PTEN, p-PI3K, p-PI3K, p-Akt and Akt were detected
by immunoblotting (WB). Results Compared with the control group, viabilities of HeLa cells decreased significantly treated
by RPDPC in different concentration and time (P<0.05); The apoptosis rate of HeLa cells tended to increase with increasing
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concentration of RPDPC (P<0.05); qRT-PCR results showed that compared with the control group, the expression level of miR-21-SP
and mRNA of E6, E7, PI3K, Akt decreased significantly (P<0.05), the expression levels of PTEN mRNA increased significantly

(P<0.0S). WB results showed that compared with the control group, the expression level of PTEN protein increased significantly

(P<0.05); The expression levels of p-PI3K, PI3K, p-Akt and Akt proteins decreased significantly (P<0.05). Conclusions

RPDPC

could inhibit the proliferation and promote the apoptosis of cervical cancer cells. The mechanism may be the inhibition of expression

of E6 and E7, and may be related to mir-21/PTEN/PI3K/Akt signaling pathway.
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S : 5-ACAAACTGAGGATTGCAAGTTC-3' 22
IEX: 5-GAGATTGCAAGCAGTGATAGTG-3' 22
XX . §-TAATTTTGGCAGTGATTGTGG-G-3' 22
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Fig.2 Morphological observation of HeLa cells treated by RPDPC in each group (n=6, x 100)
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Fig.3 Comparison of the apoptosis rates of HeLa cells in each group treated by RPDPC (n=6)
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Fig.4 Comparison of the expression levels of miR-21 and mRNA of E6, E7, PTEN, PI3K, Akt in HeLa cells of each group treated by
RPDPC (n=6)
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Fig.5 Comparison of the expression levels of PTEN, p-PI3K, PI3K, p-Akt and Akt in HeLa cells of each group treated by RPDPC
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50.0 pmol/L RPDPC T il J5 B £ He La 4l Hd 1 G
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Rhopaladins (RPD A-D)

A R=OH, X=Br
B R=OH, X=H
C R=H, X=Br
D R=H,X=H
Natural products

RPDPCX}HeLa4l A T-AYFE M, 25 5 s 5 % Ig
A, LA HeLad A TR B E, Hk
FERR AL R T/ P AR A S, $E/RRPDPC AT BEFN i By

(2E)-4-Arylidene-2-benzoyl-S-
oxopyrrolidines (RPDP A-C)
A R'=n-Pr,X'=Cl
B R'si-Pr,X'=Cl
C R'=n-Pr,X'=Br
Synthetic products

El6 MEHERPDP A—C 112 HAR T B BRI
Fig.6 The synthesis strategy for RPDP A-C as targets
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