Y@ RP RS oy

208 Journal of China Pharmaceutical University 2017,48(2) :208 —213

176- I — 5 5 4 ) B4 6 B 2 O C RV
7 BB B AT AL

BoR L EA, TR

(PR R A B TR B DR B 25253, Bt 210008 57 o [ 25 RL AR T 15245 S5 1 PR 25 2 2 bt , e e 211198)

W OE hmastdgE 2k (ER) A 1780 =85 G & 9B & %4k (GPER) i 3h 7 A 4 3] R 2 % & 98 C
(PKC) # 7 B 2 2 B8 20 L 2F e AL 3 v, A BT 50 1) R -+ v e B A ok B3 € 82 85 ( PMA) 4200 8 O M B0 7% PKC, 35 IV 2 ik
RHERG BHARERRAT HULAKE TRl 9 AL F AR FLAERZKG2.5+0.51.4£0.226+11 0 1.9 =
0.345(P<0.05) ,/ 178-M =B B f. 4 5] B T 2 5 44 Lik 2 B 4 Fok P49 L (P <0.05) , FFa@at 4] Akt 58 ¢ 4%
PKC F #4255 ; R BE, 2 A ka5 ) B R SRR, =T 9 o 178-0 — B B 3.4 3) B at Lk LR A A 425 @it e ik
BT ER.GPER #9:8t7% . AR AW ,ER 5 GPER i#3h ) T X3 B affR 47 2h i, 4] B2k R B am I /2 PKC i 5 3t %
AR L AL B T AR 84 S LS R
KB MEME TR R A B R OB C R R A e
HRESEE RIS  XHEARER A XXEHS 1000 —5048(2017)02 - 0208 — 06

doi: 10. 11665/]. issn. 1000 —5048.20170212

SIAAX F—Jk, Ltk Tk 17p-8 =85 5 5. 4 8] BE47 5 & & %8s C RIS T Z2 B m e s e[ J]. F B 25 A X 5 54k ,2017,48
(2):208 -213.

Cite this article as: LI Yichen,SHI Chuanlin, DING Xuansheng. 178-Estradiol and fulvestrant inhibit glomerular mesangial cell fibrogenesis down-
stream of protein kinase C activation[ J]. J China Pharm Univ,2017 ,48(2) :208 -213.

17B-Estradiol and fulvestrant inhibit glomerular mesangial cell fibrogenesis

downstream of protein kinase C activation
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Abstract To investigate the effect of estrogen receptor ( ER) agonist 178-estradiol and G protein-coupled estro-
gen receptor 1 ( GPER) agonist fulvestrant on masangial cell fibrogenesis under protein kinase C ( PKC), we
quantified type IV collagen ( COLAA1L), fibronectin (FN1), connective tissue growth factor (CTGF) and transfor-
ming growth factor-B1 (TGFB1) gene transcription and semi-quantified phosphorylation of Akt signal upon Phor-
bol 12-myristate 13-acetate stimulation ( which increased COLAA1, FN1, CTGF and TGFB1 gene transcription to
2.5+0.5,1.4+0.2,26 =11 and 1.9 £0. 3 times compared with baseline, P <0. 05) when incubated with the
two drugs. It was found that 178-estradiol and fulvestrant down-regulated COL4A1, FN1, CTGF and TGFB1 genes
transcription (P <0.05) and Akt signaling under PKC activation via ER and GPER. ER and GPER agonists are
beneficial in protecting the mesangial cells from fibrogenic stimuli by inhibiting PKC signaling and excessive
extracellular matrix production.
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Table 1 ¢PCR primers for quantification of genes expression
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&3 PMA; B8 PMA+ICI 10" mol/L; B PMA+ICI 10~ mol/L
[ PMA-ICI 10° mol/L; 22 PMA+ICI 10 mol/L
PMA+ICI 10° mol/L

Figure 1 Effect of 17B-estradiol (E, ) (A) and fulvestrant (ICI) (B) on phorbol 12-myristate 13-acetate (PMA ) -induced COL4A1,FNI,CTGF and

TGFB1 gene transcription (x s,n =3)

Gene expression of groups treated with vehicles stimulated with PMA was set to 100% . COL4 AL ; Collagen type 1V ,alpha 1 ;FNI ; Fibronectin 1 ; CTGF ;

Connective tissue growth factor; TGFR1 : transforming growth factor-beta 1

* P <0.05 vs PMA-treated group
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Figure 2 Effect of E,(A) and ICI (B) on PMA-induced Akt signaling and TGF-B expression (x £s,n=3)
*#P <0.05 vs PMA-treated cells
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Figure 3 ECM gene transcription upon E, (10 ~® mol/L) (A) or ICI (10 ~® mol/L) (B) treatment after ERe/GPER blockade ( G-15) or knock-
down ( | )(x+s,n=3)
* P <0.05 vs PMA +E, /ICl-treated group
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Figure 4 Akt signaling and TGF-B expression upon E, (10 =8 mol/L) (A) or ICI (10 ~® mol/L) (B) treatment after ERa/ GPER knockdown ( | )

(x+s,n=3)
*#P <0.05 vs PMA + E,/ICI-treated group
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