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(Abstract] Objective To explore the effects of Fufang Gouteng Jiangya Tablet (FFGTJYT) on alleviating left ventricular
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hypertrophy (LVH) by intervening inflammation through the purinergic receptor P2Y11 subtype/cyclic adenosine monophosphate
(cAMP)/protein kinase A (PKA) signaling pathway in spontaneously hypertensive rats (SHRs). Methods Sixty SHRs were randomly
divided into model group (intragastric administration of sterile water 10 m Lkg +intraperitoneal injection of saline 10 ml/kg),
FFGTJYT group (intragastric administration of FFGTJYT suspension 10 ml/kg+intraperitoneal injection of saline 10 ml/kg), valsartan
group (intragastric administration of valsartan suspension 10 ml/kg+intraperitoneal injection of saline 10 ml/kg), inhibitor group
(intragastric administration of sterile water 10 ml/kg+intraperitoneal injection of NF340 reserve solution 10 ml/kg), and agonist
group (intragastric administration of sterile water 10 mlLkgHntraperitoneal injection of NF546 reserve solution 10 ml/kg), with 12 rats
in each group. Another 12 WKY rats were set as the control group (intragastric administration of sterile water 10 mlkgHntraperitoneal
injection of saline 10 ml/kg). All interventions were administered continuously for 8 weeks. Systolic blood pressure of tail artery of
the rats was monitored. Heart mass index (HMI) and left ventricular mass index (LMVI) were calculated. Western blot was used to
check the protein expression levels of P2Y11, p—PKA, and interleukin—10 (IL-10) in myocardial tissue. RT-PCR was used to examine
the mRNA expression levels of cAMP, PKA, and I1.-10. Immunohistochemistry was used to determine the positive expression levels
of P2Y11 and IL-10 in myocardial tissue. ELISA was used to measure the serum content of [L-10. Results Compared with the
control group, the model group showed significantly increased systolic blood pressure of tail artery, HMI, and LVMI (P<0.01). The
protein expression levels of P2Y11, p-PKA, and IL-10 in myocardial tissue, as well as the mRNA levels of cAMP, PKA, and 11-10,
the positive expression levels of P2Y11 and I1-10, and the serum level of IL-10 significantly decreased (P<0.01). Compared with the
model group, the FFGTJYT group showed significant reductions in systolic blood pressure of tail artery, HMI, and LVMI (P<0.01).
There was also a significant increase in the protein expression levels of P2Y11, p—PKA, and IL-10, positive expression levels of
P2Y11 and IL-10, and serum content of IL-10 in myocardial tissue (P<005 or P<001). Compared with the model group, the valsartan
group showed decreased systolic blood pressure of tail artery, HML, and LVMI (P<0.01), and increased protein expression levels of P2Y11
and I1-10, mRNA expression levels of cAMP and I1-10, and serum content of IL-10 in myocardial tissue (P<0.05 or P<0.01). Compared
with the model group, the agonist group had a lower LVMI expression (P<0.05), and increased protein expression of P2Y11, p—PKA,
and IL-10, mRNA levels of cAMP, PKA, and 1L-10, positive expression of P2Y11 and IL-10, and serum content of IL.-10 (P<0.05
or P<001). Conclusion FFGTJYT can alleviate the chronic inflammatory state of SHR by upregulating the expression of P2Y11
receptor and activating the cAMP/PKA signaling pathway, thereby reducing the systolic blood pressure and alleviating LVH.

(Keywords) spontaneous hypertension; Fufang Gouteng Jiangya Tablet; systolic blood pressure of tail artery; left ventric-
ular hypertrophy; P2Y11/cAMP/PKA signaling pathway
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Table 1 Gene primer sequences
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cAMP TGTGAGGTTCCGAGTGAAGG CGTCACATACCCCTGTCAGT 110
PKA AGCAGGAGAGCGTGAAAGAG TTCCACCACTTCGACTTCGT 220
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GAPDH ACAGCAACAGGGTGGTGGAC TTCAAGCGACGTGGGAGTTT 252
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Fig.1 Comparison of systolic blood pressure of tail artery
among different groups of rats (x+s, n=12)
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Fig.2 Comparison of HMI and LVMI among different groups of rats (x+s, n=12)
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Fig.4 Comparison of protein expression levels of P2Y1
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Fig.5 Comparison of expression levels of ¢cAMP, PKA, and IL-10 mRNA in myocardial tissues among different

groups of rats (xs, n=12)
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Table 2 Comparison of positive expression levels of

P2Y11 and IL-10 in myocardial tissues among different

groups of rats (xxs, %, n=12)

215 P2Y11 I.-10
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S5 ST bt e 2 9.04+1.86" 6.6624.17%
E4iR e E k| 8.48+2.15 4.25+1.33%*
B kPR 0.68+0.71 ¢4 0.09£0.09#¢
bl €ZIEIE| 10.40+8.34%4 10.484.56%44
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Fig.6 Immunohistochemical results of P2Y11l in myocardium tissues in each group of rats (x20)
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Fig.7 Immunohistochemical results of IL.-10 in myocardium in each group of rats (x20)
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Fig.8 Comparison of serum IL-10 content among
different groups of rats (x+s, n=12)
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