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[ Abstract | Objective: The aim of this study was to systematically assess the effect and safety of

salvianolate on chronic renal failure ( CRF). Method: The reports about randomized controlled trials of
Salvianolate were comprehensively search, and the quality was evaluated. Then the Meta analysis of those reports
meeting the criteria was carried out. Result: In this study, 8 randomized controlled trials were included for the
systematic review. A Meta-analysis showed that the combination of salvianolate and conventional treatment had
better efficacy on both overall clinical manifestations and GRF than the conventional monotherapy. The odds ratio
(OR) and 95% confidence interval (95% CI) from the comparison of the improvement on overall clinical
manifestations were 3.22 and (1.61, 6.38) respectively. The level of GRF was [ WMD = 11.36, 95% CI
(6.64, 16.08) ], the level of SCR and BUN were as following: [ WMD =38.35, 95% CI (1.47, 75.24) ]
and [WMD =1.84, 95% CI (0.97, 2.70) ] respectively, and the microalbuminuria level was [ WMD =6. 52,
95% CI ( —1.86, 14.90) ], the B,-microglobulin level was [ WMD =1.41, 95% CI (1.04, 1.79) ], and the
levels of cystatin C, UCR and HGB were as the following: [ WMD =0.56, 95%CI (0.11, 1.01)], [ WMD =
0.56, 95%CI (0.11, 1.01)] and [ WMD =12.60, 95% CI (7.44, 17.77)], respectively. Conclusion :
The combination of salvianolate and conventional treatment may have better effectiveness and safety for CRF than

the regular conventional treatment, however, well designed randomized controlled multicenter clinical trial are
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needed for further confirmation.
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Fig.1 Flow chart of literature collection and screening
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Table 1 General data of included studies
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mL- (kg+d) ", qd, F7 R [ IS0 41 fig 8 br
#2011 WHIRIT + FH S LW R EE 200 mg,qd Y728 d  HHIAYT T R EIR KA 27/27  ET-1 §l CGRP 545
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Table 2 Quality assessment of included RCTs
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Experimental Control Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
%2013 38 39 33 39 &7% 6.91(0.79, 60.38] .
BEiSAE2013 21 24 17 24 220% 2.88[065,1287] N
FhEERI2012 34 40 19 38 302% 5.67[1.93 16.62] —a—
ZEpE2011 31 35 34 37 391%  068[0.14,3.30] ——
Total (95% CI) 138 138 100.0%  3.22[1.62, 6.38] S 4
Total events 124 103
e iz — — - E= I + + |
Heterogeneity: Chi*=5.28, df=3 (P=0.15); "= 43% 0.01 0 10 100

Test for overall effect: Z= 3.34 (P = 0.0008)

B2 ASSEMEBmmiaTIRITSIhEERIEBIEKRTH Meta SHER

Favours contral  Favours experimenta

Fig.2 Meta analysis results of salvianolate for clinical curative effect in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgroup _ Mean  SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BF%2013 27.9 125 33 153 121 38 747% 12.60(7.14,18.08)
Ze2012 274 173 26 197 185 30 253% 7.70}1.68,17.08] =
Total (95% CI) 65 69 100.0% 11.36 [6.64, 16.08] <>
Heterogeneity: Chi*= 0.78, df=1 (P = 0.38); F= 0% 30 10 0 10 2
Testfor overall effect: Z= 4.72 (P < 0.00001) Favours control Favours experimenta
E3 AZSHMEBHGTEEENETEE/NKIETEYLEFR Meta 517

Fig.3 Meta analysis results of salvianolate for improvement rate of GFR in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
AR%k2013 446 455 39 265 139 39 197% 18.10[3.17,33.03) =
PhEERI2012 14724 672 40 6766 342 38 203% 79.58[77.23,81.93] -
EPFE2010 6255 853 29 8 766 28 203% 54.55[50.34,58.76] -
ZhE2011 238 77 35 237 8.8 37 203% 0.10[3.71,3.91]
EHiFEE2013 9112 2887 24 5232 3087 24 19.5% 38.80[21.89,55.71] -
Total (95% CI) 167 166 100.0% 38.35[1.47,75.24]
Heterogeneity: Tau®=1743.21; Chi*=1241.15, df= 4 (P < 0.00001); F=100% '_200 _1'00 IIJ 160 ZDU'

Testfor overall effect Z=2.04 (P=0.04)

4 A ESBBIATIZNESIEERIBMFENE S ERFRL Meta 547

Favours control Favours experimenta

Fig.4 Meta analysis results of salvianolate for improvement rate of Scr in patients with CRF

Experimental Control Mean Difference Mean Difference
Studyor Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
%2013 56 19 39 31 23 39 287%  2.50[1.56,3.44] —a—
PIERI2012 336 107 40 2.2 067 38 397%  1.16(0.77,1.55) -
2013 411 135 24 203 149 24 315%  2.08[1.28,2.89 ——
Total (95% CI) 103 101 100.0%  1.84[0.97, 2.70] -

Heterogeneity: Tau®*= 0.45; Chi*=9.23, df= 2 (P =0.010), F=78%
Test for overall effect: Z= 4.15 (P < 0.0001)
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Fig.5 Meta analysis results of salvianolate for improvement rate of BUN in patients with CRF
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S e B (P <0.000 01, I* =94% ) , % i B LK
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CRF BB R C B 15 O 4F T X A, H 22 =7 A goit
B X [WMD =0.56,95% CI(0.11,1.01) ,P=0.017, L& 8,
2.8 JRWUEFBCEACE LR FRgh A 3 5T, 45 F 52 25 AL 1]
A YT S FE (P <0.000 01, I =91% ) , 5% B ALK A2
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Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
FER%2013 615 88 33 507 93 33 50.0% 10.80[6.78,14.82] -
Hi2012 54.23 7.99 26 5198 715 30 50.0% 2.25[1.75,6.29]
Total (95% CI) 65 69 100.0% 6.52[-1.86, 14.90]
Heterogeneity: Tau®= 32.37; Chi*=8.74, df=1 (P=0.003); F=89% _2'0 _1'0 E'l 1'0 ZIIJ

Test for overall effect Z=1.53 (P=0.13)

#in

E6 ASSHBBRKTEEEHERBRUEAZTEXERBR Meta 534

Favours control Favours experimenta

Fig. 6 Meta analysis results of salvianolate for improvement rate of MAU in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgrou| Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
BR%2013 31 1 39 1.7 1.3 39 536% 1.40([0.89,1.91] i
42012 312 094 26 169 117 30 46.4% 1.43([0.88,1.99] ——
Total {95% CI) 65 69 100.0% 1.41[1.04, 1.79] &>
Heterogeneity: Chi*= 0.01, df= 1 (P = 0.94); F= 0% 1 5 7 ¥ i

Test for overall effect: Z=7.35 (P < 0.00001)

7 AESHBBRARTEMEINERIE S, BIKEAKNERER Meta 517

Favours control Favours experimenta

Fig.7 Meta analysis results of salvianolate for improvement rate of 8, -microglobulin in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgroup _Mean  SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
AR%2013 13 05 39 08 06 39 324%  0.40[0.15 065 -
F4k2012 137 046 26 106 043 30 327%  0.31(0.08,0.54] -
%2013 163 018 24 068 026 24 349%  0.95[0.82 1.08] -
Total (95% CI) 89 93 100.0%  0.56 [0.11, 1.01] -
Heterogeneity: Tau®= 0.15; Chi*= 30.90, df= 2 (P < 0.00001); F= 94% + 4 ) 1 3

Testfor overall effect. Z= 2.44 (P = 0.01)

B8 ASSHMEBBATEBESINERBMME CLERR Meta 517

Favours control Favours experimenta

Fig.8 Meta analysis results of salvianolate for improvement rate of cystatin C in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Randorm, 95% Cl
PhEERI2012 1526 409 40 504 14 38 362% 10.22[8.88, 11.56] -
B DFE2010 98 74 29 34 57 28 309%  6.40[2.98982 —
%2013 7.36 507 24 403 458 24 329%  3.33[0.59,6.07] —-—
Total (95% Cl) 93 90 100.0%  6.77[2.18, 11.36] -
Heterageneity: Tau®= 14.73; Chi*= 21.42, df= 2 (P < 0.0001); F=91% Y 7 T Py

Test for overall effect: Z= 2.89 (P = 0.004)

9 ASSEHMBAKRTIRESINERIBRIE L EFRL Meta 347

Favours control Favours experimenta

Fig.9 Meta analysis results of salvianolate for improvement rate of Ucr in patients with CRF

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
{82012 274 113 14 135 915 8 354% 13.90[5.23,2257] —
RIFE2013 24.87 11.84 24 1298 1085 24 64.6% 11.89[5.46,18.32] ——
Total {95% CI) 38 32 100.0% 12.60[7.44,17.77] -

Heterogeneity: Chi*=0.13, df=1 (P=0.72); F= 0%
Test for overall effect. Z=4.78 (P < 0.00001)

A

E10 35S 8 SR RIBIAESKNERR Meta 517

Fig.10 Meta analysis results of salvianolate for improvement rate of HG
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