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Meta-analysis and trial sequential analysis of sacubitril/valsartan combined with
Qishen Yiqi Dropping Pills in treatment of chronic heart failure

XIA Luyao’ 2, YANG Ji-2, LIU Yi"?2
1. The First Teaching Hospital of Tianjin University of Traditional Chinese Medicine, Tianjin 300381, China
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Abstract: Objective To systematically evaluate the efficacy of sacubitril valsartan combined with Qishen Yiqi Dropping Pills in
treatment of chronic heart failure. Methods RCTs were retrieved from PubMed, Embase, Web of Science, The Cochrane Library,
CNKI, Wanfang Data Knowledge Service Platform, and VIP Chinese Journal Full-text Database. The search period was from the
establishment of the databases to January 29, 2026. The risk of bias assessment tool was used to evaluate the quality of the literature.
Meta-analysis was conducted using RevMan 5.3 and Stata 15.0 software. Trial sequential analysis (TSA) was performed using TSA
0.9.5.10 Beta software, and the quality of evidence was evaluated according to the GRADE standard. Results A total of 7 RCTs
involving 589 patients were included. The overall methodological quality of the included studies was low. The results of the Meta-
analysis showed that the combination of sacubitril/valsartan and Qishen Yiqi Dropping Pills significantly increased the total effective
rate, slowed heart rate, increased blood pressure, including systolic blood pressure and diastolic blood pressure , reduced proBNP

concentration and NT-proBNP concentration, improved cardiac function indicators, including increasing LVEF, SV and CO, reducing
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LVESD, ESV and EDV , and improving vascular endothelial cell function, including increasing NO concentration and reducing ET-1

expression, and increasing 6 min walking distance, and it reduced the MLHFQ score. The TSA further confirmed the efficacy of

sacubitril valsartan combined with Qishen Yiqi Dropping Pills in patients with chronic heart failure. The GRADE evidence quality

classification showed that the total effective rate and MLHFQ score were moderate quality evidence, while the 14 outcome indicators

such as heart rate and systolic blood pressure were low quality evidences, and the rest were very low quality evidences. Conclusion

The combination of sacubitri valsartan and Qishen Yiqi Dropping Pills can significantly improve the clinical efficacy. However, the

evidence level is not high, looking forward to conducting more high-quality, large sample, multicenter randomized controlled trials.

Key words: sacubitril valsartan; Qishen Yiqi Dropping Pills; chronic heart failure; total effective rate; blood pressure; cardiac function

indicator; Meta-analysis; trial sequential analysis
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Fig. 11 Meta-analysis forest plot for CO of two groups
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Table 3 GRADE evidence quality assessment of sacubitril/valsartan combined with Qishen Yiqi Dropping Pills in treatment

of chronic heart failure

WA BT B A

AR RER Wi xR

4 R4 R R RN RIRHE sk ETEE2 Wb s W A MR (95% CD  IERAE
FERSR & 4 RCT mHO AEF AREF AEF A 155 152 OR=5.11[259,10.09]  4§)iiH
e 3 RCT mHEO M™HEQ®@ ARZE TRF MEE 134 134 MD=-8.24[-13.61,-2.87] K&
NT-proBNP 3 RCT PHO ™HEOQ AREF ABF A 132 132 SMD=-0.78[-1.40,-0.15] K5 &
LVEF 6 RCT "EHQO ™E® AEFH AEZFE MEE 264 261 MD=5.43[3.32,7.53] L9515y
LVESD 3  RCT ™HO ™HEQ@ AEE AEBHE M 129 126 MD=-4.21[-4.85,-358] {KJi=
ESV 2 RCT "HO A&ZE A&ZE TES MEE 81 81 MD=-6.30[-7.42,-5.18] (K&
EDV 2 RCT "HO A&ZE A&ZE TES ME 81 81 MD=-7.71[-9.69,-5.74] {KJii &
sV 2 RCT ™HEO AE%E ARF ™HEO % 81 81 MD=5.84[2.12,955] fLfi&E
co 2 RCT ™HEO AEF ARFE ™HEOG % 81 8l MD=059[0.25094] &Mk
NO 3 RCT HO ™HEQ® AEFE AEE 5 150 147 MD=15.23[13.37,17.09] &z
ET-1 3 RCT ™&HEO ™EQ@ AEE ARFE MWE 150 147 MD=-14.31[-15.39,-13.23] fiLfi &
6MWD 2 RCT *&EQ® ™HEQ@ AEE ™HEO 4 99 99 MD=64.25[28.64,99.86] HIk/m &
MLHFQ ¥4 3  RCT mHO A&EF ARF AEBFH WE 129 126 MD=-13.31[-14.73,-11.89] 25 &
AR R A 4 RCT "HEO ARE AEBE ™EHE® ME 173 170 RR=1.08[0.61,1.91] K&

OR: ft#tk; MD: ¥¥%; SMD: FafifbI%2E: RR: HIXERAE; OFEE. DIEBAT S @P>50%; O AR/ @EMHEXW

P e M A A SR R L

OR: odds ratio; MD: mean difference; SMD: standardized mean difference; RR: relative risk; (D lack of blinding, inadequate allocation concealment; 2

2> 50%; (3 small sample size; @ confidence interval crossing the clinical decision threshold.
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