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Role of angiotensin II -angiotensin I type 1 receptor pathway in the production of proinflammatory
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[ Abstract] Objective To investigate the role of angiotensin I ( Ang 1l )-angiotensin II type 1 re-
ceptor (AT1R) pathway in the production of proinflammatory cytokines in macrophage, and to analyze its
mechanisms. Methods RAW264.7 macrophages were cultured in vitro in DMEM nutrient medium con-
taining 10% FBS, and then they were divided into control group ( ordinary culture for 6 hours without any
stimulation) , ZD7155 group ( pretreated with 38 pwmol/L AT1R-specific inhibitor ZD7155 for 1 hour, then
cultured with fresh nutrient solution for 6 hours) , Ang II group ( cultured with 0.01 pmol/L Ang I for 6
hours) , and ZD7155 + Ang 1l group ( pretreated with 38 wmol/L AT1R-specific inhibitor ZD7155 for 1
hour, then cultured with 0.01 pmol/L Ang I for 6 hours) according to the random number table. Contents
of TNF-a and IL-1B in the supernatant were measured by ELISA. Expressions of TNF-o mRNA and IL-18
mRNA were determined by RT-PCR. Activity of NF-kB and AP-1 were examined by electrophoretic mobility

DOI:10. 3760/cma. j. issn. 1009-2587. 2011. 02. 003

HEEWE . BRER/B2EES (30872687) ; HHME KA S B RF LR E S E (KJI2008A159)
fE&HAL:230022 A, ZRHERAFF—HBREREGH

BEEE . FRIEA, Email ; okexl@ 126. com , By 35 :0551-2922332



FAEE IR E 2011 £4 B 27 25 28 Chin ] Burns, April 2011, Vol. 27 ,No. 2

shift assay. Data were processed with one-way analysis of variance. Results Compared with those in Ang
I group [ (119 £14), (105 £17) pg/mL, respectively], the levels of TNF-a and IL-1 in the superna-
tant in control group [ (24 +11), (24 +6) pg/mL, with F value respectively 1. 62, 8. 03, P values all be-
low 0.01], ZD7155 group [ (22 £11), (25 £8) pg/mL, with F value respectively 1. 62, 4. 52, P values
all below 0.01], and ZD7155 + Ang Il group [ (45 +13), (62 £11) pg/mL, with F value respectively
1.16, 2.29, P <0.05 or P <0.01] were all obviously decreased. The expressions of TNF-oe mRNA and
IL-18 mRNA, and activity of NF-kB and AP-1 showed the similar changes as above: (1) The levels of
TNF-a mRNA and IL-18 mRNA in Ang Il group were all higher than those in conirol group ( with F value
respectively 7.59, 3.38, P <0.05 or P <0.01), ZD7155 group (with F value respectively 10.66, 2.24,
P values all below 0.05) , and ZD7155 + Ang II group (with F value respectively 5. 10, 5.09, P values all
below 0.01). (2) Activity of NF-kB and AP-1 was respectively 69 027 +2502, 36 752 +2055 in Ang 1l
group, all higher than those in control group (45 709 + 1203, 20 325 + 2695, with F value respectively
4.32, 1.72, P values all below 0.01), ZD7155 group (46 303 = 1897, 21 951 £+ 2517, with F value re-
spectively 1.74, 1.50, P values all below 0.01), and ZD7155 + Ang [l group (38 271 £690, 22 365 =
3797, with F value respectively 13.13, 3.41, P values all below 0.01). Conclusions Ang II can medi-

ate activation of transcription factor NF-kB and AP-1 via combination of ATIR, thereby contributing to the

- 89 .

production and release of proinflammatory cytokines TNF-a and IL-1B in macrophage.
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