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Systematic Review on Efficacy and Safety of Compound Glycyrrhizin Combined with Cimetidine
in the Treatment of Henoch-Schonlein Purpura in Children*

PENG Jia'?, HE Xin'?, WANG Yangyang'>, LI Xin"*( 1. Dept. of Pharmacy, the Third Hospital of
Changsha, Hunan Changsha 410015, China; 2. Changsha Institution of Clinical Application Research
on Antibiotics, Hunan Changsha 410015, China)

ABSTRACT OBJECTIVE: To systematically review the effect and safety of compound glycyrrhizin combined with
cimetidine in the treatment of henoch-schonlein purpura in children. METHODS ; Randomized controlled trails or semi-
randomized controlled trials on compound glycyrrhizin and cimetidine in the treatment of henoch-schonlein purpura in
children ( the research group was given compound glycyrrhizin and cimetidine, while the control group was given
compound glycyrrhizin or cimetidine alone) were retrieved from PubMed, Medline, EMBase, Wanfang database and
CNKI from base-building to Dec. 2019, quality evaluation was conducted on those studies met the inclusion criteria,
and RevMan 5. 3 was adopted to conduct Meta-analysis. RESULTS ; Totally 18 studies were involved, including 1 613
children. Results of Meta-analysis indicated that compared with compound glycyrrhizin or cimetidine alone, the
combination of compound glycyrrhizin and cimetidine in the treatment of henoch-schonlein purpura in children can
significantly improve the clinical effective rate (OR =5.58,95% CI = 3. 88-8.03, P<0.000 01 ), and significantly
shorten the disappearance time of purpura symptom ( MD = - 3.87, 95% CI = — 4.26--3.48, P <0.000 01 ),
disappearance time of digestive symptom (MD=-2.97,95% CI=-3.53--2.41,P<0.000 01) and length of hospital
stay( MD = =4.70,95% Cl =-7.29-—2.12,P=0.000 4), with statistically significant differences; there was no
statistical significance in the difference in incidences of adverse drug reactions between two therapeutic regimens( OR =

1.03,95%CI=0. 60-1.77,P=0.92). CONCLUSIONS The clinical efficacy of compound glycyrrhizin combined with
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cimetidine in the treatment of henoch-schonlein purpura in children is remarkable, which can significantly shorten the

disappearance time of purpura symptom, disappearance time of digestive symptom and length of hospital stay, with

good safety. Due to the quality of the involved studies, the above conclusions still need to be validated by additional

high-quality, large-sample randomized controlled trials.
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Tab 1 General characteristics of involved studies

ik MBI AR (xes, ) (B b)) THiHi R Gk
(2018 4F) 10 B4 84 8.77+2.94 51/33 PEBRET 10 me/ (kged) 1 H 1 R+ETT AR 1~2ml/(ke-d) T H 1K 2/ 06
XA 8 9.12£3.06 49/34 FEREET 10 mg/ (kgd) 1 H 13K
Fl (2018 48 ) L6 Bl 38 8.15:1.34 19/19 FREET 200 mg, | H 2 R+ 50 HERRTF 1~2 ml/ (kg-d) 1 H 1K - 020
X4 37 8.98+1.22 19/18 PERRE T 200 mg,1 H 23k
F7RH (2019 4F) [7) A 30 8.52+1.31 3/17 TEBREE T 200 mg, 1 H 2 W+ & A HERH 1~2 ml/ (kg-d),1 H 11K 21 08
ML 30 PR T 200 mg, 1 H 2K
B (2016 4) [ Bid 4 7.9£2.9 2/20 PERREE T 200 mg, 1 H 2 W+E A HERTF 1~2 ml/ (kg-d) 1 H 1K — 0206
s 4 7.443.1 2/19 IR T 200 mg, 1 H 2%
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XA 46 7.23£6.41 19/27 PR T 200 mg, 1 H 23K
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XA sl 7.642.5 29/22 PR T 200 mg, 1 H 2K
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MERA 50 4,96 2. 64 30/20 PR T 200 mg, 1 H 23K
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PG S 5.65£1.81 28/27 PR T 200 mg, 1 H 23K
THsH (2019 4) 15 WA 20 681155 11/9 FIRET 10 me/kg, 1 H 1 Y+S AR 20 ml, 1 H 1K 2 0
M4 20 6.52+1.44 12/8 PR T 10 mg/kg, 1 H 1K
A (2018 4F) L1 BEd 40 7.7£2.0 20/20 PEBRE T 10~20 mg/ (kg+d) +5 i HERRAT 1~2 ml/ (kg-d), 1 H 1K 1 Q800
AEA 40 7.82.1 21/19 PR T 10~20 me/ (kg-d)
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Note: Delinical total effective rate; @lincidence of adverse drug reactions; @hospital stay; @disappearance time of purpura symptoms; disappearance time of digestive symptoms; “—” means no

relevant data
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Experimental Control 0dds Ratio Odds Ratio

Study or Subgrouy Events Total Events Total Weight M-H. Fixed, 95%C/ M-H, Fixed, 95% C1

T (20194) 19 20 20 16 20 1.3% 11.18[0.56,222.98] ]

B (20194) B 37 39 30 39 51% 5.55[1.11, 27.66]

s (20184F) 1 47 50 40 50 8.0% 3.92[1.01,15.22]

H”NE“ IR-BIARHE (20144F) 1 34 36 23 28 48% 3.70[0.66, 20.70] -1
BERE ot m 42 46 33 46 96% 4.14[1.23,1387] -

Wﬁw (2018%) 37 38 28 38 2.5% 13.21[1.60,109.37] —_—

%S (20184F) 02 48 51 39 51 7% 4.92[1.30,18.69] e

A (2015%) 19 52 55 4 55 75% 5.92[1.59,21.99] e —

KTE (20184 1 78 84 64 83 154% 3.86[1.45,10.24] -

JiARdn (20194 ) B 38 39 30 39 26% 11.40[1.37, 9504]

RN (20194F) ©1 56 58 45 58 52% 8.09[1.73,37.71] I

RBEFE (20164F) © 40 42 32 41 52% 5.63[1.13,27.89] D —

WE (20194) 19 48 50 39 50 52% 6.77[1.42,3237]

2 (20174 47 49 40 49 55% 5.29[1.08,2591]

WA (20154) va 47 50 35 44 75% 4.03[1.02,15.98] —

Folkig (20184) ©@ 37 38 29 37 26% 10.21[1.21,86.31]

E%AE (20194) M 28 30 20 30 45% 7.00[1.38,35.48)

Total (95%CT) 775 758 100.0%  5.58[3.88, 8.03] L 2

Total events 736 584
Heterogeneity: Ch* = 3.47, /=16 (P=1.00); 2= 0%
Test for overall effect: Z=9.29 (» < 0.000 01)
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Fig 3 Meta-analysis of comparison of clinical total effective rate between two groups

Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% C/ IV, Rand 95% CI
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Mt (20184) 131 396 198 50 8.2 196 50 7.9% -424[501,-347] -
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ARl (20184) 1ol 124 3 40 156 39 40 42% -320[-472,-168] I
% (20194) 4 3.95 1.52 50 7.48 198 50 8.4% -353[4.23,-283 -
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T I (20154F) 1o 74 1 S 50 125 18 44 85% -510[579,-441] -
Eollk (2018%) 1 411 0.56 38 798 085 37 107% -387[4.20,-354] -
Total (95% C1) 560 552 100.0% -3.87 [4.26,-3.48] *
Heterogeneity: 7 = 0.35; Chi= 52,60, df= 11 (p < 0.000 01); £ = 79% {10 + J

Testfor overall effect: 2= 19,35 (P =< 0,000 01)
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Fig 4 Meta-analysis of comparison of disappearance time of purpura symptom between two groups

Experimental Control Mean Difference Mean Difference
Study or Subaroup _Mean SO Total Mean _SD Total Weiaht IV, Random, 95% C/ IV, Random, 95% C/
Qoro) Wi 372 058 39 604 085 39 0.9% -232(2654,-200) -
20184) 131 289 15 50 702 231 50 7.9% -40314.79,-327) -
FVAN (201860 1 281 0.82 38 593 136 38 86% -312[3.62,-262) -
ES Q0I8E) B 31 14 81 58 14 51 85% -270[3.24,-2.16] -
kA (201567) b 38 16 5 BB 15 55 B8.4% -280[338,-227 -
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HIEF (20166) @ 32 13 42 59 16 41 B2% -2700333,-207) -
Sl Q186 0 65 2 40 83 18 40 76% -180[263,-0.97) —
% (20196F) 1 288 152 80 7.04 215 50 80% -4.06[4.79,-333) —
2 20176 1) 36 16 49 B 18 49 BA% -240[3.07,-173 -
WA 20156) 0 39 15 80 BS 16 44 82% -260[3.23,-1.07]
Tk QoisE) W 311 045 38 752 085 37 9.0% -4.41[4.56,-416] -
Total (95% 1) 560 552 100.0% -2.97[-3.53,-241] *
Heterogeneity: 7a? = 0.87; Chi=157.36, =11 (p < 0.000 01); F = 93% rrs % t -

Testfor overall effect: Z=10.47 (7 < 0.000 01)
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Fig 5 Meta-analysis of comparison of disappearance time of digestive symptom between two groups

Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Random,95%C/ IV, Random, 95% C/

(20154F) 14 125 21 &5 179 22 55 200% -5.40[-6.20,-4.60] -
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%K (2019%) M 1235 231 30 1843 182 30 197% -578(-6.83,-473 -
Total (95%C/) 224 218 100.0% -4.70[-7.29,-212) -
Heterogenelty: 7w = 8.54; Chi*= 230.58, df= 4 (P = 0.000 01); '= 98% L »fn Y m’

Test for overall effect: Z= 3.56 (P = 0.000 4)
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Fig 6 Meta-analysis of comparison of length of hospital stay between two groups
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Experimental Control Odds Ratio Odds Ratio
Study or Subarou Events Total Events Total Weight M-H, Fixed, 95%C/ M_H, Fixed, 95% CI
THEH (20194F) 19 0 20 5 20 209% 007[000,134 ¥
T (2018%F) 1 5 50 [} 50 21.0% 0.81[0.23,2.87] e
kA S4E) e 3 55 2 55 7.3% 1.53[0.25,953] N E—
kS (20184F) © 4 a4 3 84 11.1% 1.35[0.29,6.23] D
SRANAE (2019%F) ©1 2 58 1 58 3.8% 2.04[0.18,23.09] -
RBEFE (2016%F) © 3 42 2 4 7.3% 1.560[0.24,9.48] -1
HE (20194) 19 5 50 4 50 14.0% 1.28[0.32,5.07] I
farer (20174 v 4 49 3 49 107% 1.36[0.29,6.44] [ R
AR (20154) 10 2 50 1 44 40% 1.79[0.16, 20.46] |
Total (95% C7) 458 451 100.0%  1.03[0.60,1.77] -
Total events 28 27
Heterogeneity: Ch = 4.51, df= 8 (P = 0.81); 7 = 0% ID 0 n“1 110 mn’

Testfor overall effect: Z=0.10 (P =0.92)
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Fig 7 Meta-analysis of comparison of incidence of adverse drug reactions between two groups
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Fig 8 Inverted funnel plot of clinical total effective rate
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