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Meta-analysis of Xiaoer Chiqiao Qingre Granules versus Ribavirin in treatment
of herpangina in children

XIE Dan, YAN lJie, WEI Juhong
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Abstract: Objective To systematically review the efficacy and safety of Xiaoer Chiqiao Qingre Granules versus Ribavirin in the
treatment of herpangina in children, and provide evidence for screening effective oral drugs. Methods CNKI, VIP Database,
WanFang Database, CBM, PubMed, EmBase, and Cochrane library were retrieved online to collect randomized controlled trials
about Xiaoer Chiqgiao Qingre Granules in the treatment of herpangina in children with Ribavirin as the control from their inception to
January, 2018. The Cochrane risk bias assessment tool was used to evaluate the quality of the study, and the Meta-analysis was
carried out with the statistical software Revman 5.3. Results There were totally 1 348 patients involved in 11 RCTs. Meta-analysis
results showed that the total effective rate [OR = 3.92, 95% CI (2.72, 5.67), P<0.000 01], fever clearance time [MD =-1.21, 95% CI
(-1.27, -1.15), P<0.000 01], herpes regression time [MD =-2.73,95% CI (-2.91, -2.55), P<0.000 01], salivation disappearance time
[MD =-1.05, 95% CI (-1.13, -0.98), P<0.000 01], and blood routine returning to normal [MD=-2.23, 95% CI (-2.47,-2.00)], P<
0.000 01] of Xiaoer Chigiao Qingre Granules were significantly better than Ribavirin. There was no significant difference in the
incidence of adverse reactions [OR=0.85, 95% CI (0.39, 1.87), P=0.69]. Conclusions Xiaoer Chigiao Qingre Granules are better
than Ribavirin in the treatment of herpangina in Children and have low incidence of adverse reactions. However, the quality of
literature included is generally low, so more rigorous randomized controlled trials are needed to demonstrate this conclusion
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Table 1 Basic data of included studies
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Fig.1 Bias risk summary diagram
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Fig.2 Forest plot of Meta-analysis of total effective
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Fig. 3 Forest plot of Meta-analysis of body temperature recovery time
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Fig. 4 Forest plot of Meta-analysis of herpes healing time

Experimental Control
Study or Subgrou Mean SD Total Mean
ERR R WIS

THez2017 1.7 03 100 35 08 100
BT 2017 019 034 G4 0.4 044 50
BER016 1.86 062 100 255 066 100
Subtotal (95% CI) 264 250

Heterogeneity: Chi*= 182.65, df= 2 (P < 0.00001}); F= 98%
Test for overall effect: Z=18.04 (P = 0.00001)

4.1.2 A LR R

HEIR 2016 18 02 70 33 08 70
FHEEE2012 1.86 062 40 245 DEB 40
Subtotal (95% CI) 110 110

Heterogeneity: Chi®= 25.03, df=1 (P = 0.00001}; F=96%
Test for overall effect: Z=18.80 (P = 0.000013

Total (95% CI) 374 360
Heterogeneity: Chi*= 232.90, df= 4 (P = 0.00001); F= 98%
Test for overall effect: 2= 26.31 (P = 0.00001)

SD Total Weight

213 [-2.46,-1.80]
168 [-2.74, -0.64]
-3.30 [-3.64, -2.96]
-2.64 [-2.87, -2.41]

213 [-2.65,-1.61]
-3.20 [-3.55, -2.85]
-2.87[-3.16, -2.58]

-2.73[-2.91, -2.55]

Mean Difference
IV, Fixed, 95% CI

*

L

\ |
-4 - 0 2
Favours [experimental] Favours [control

Mean Difference
IV, Fixed, 95% CI

]

22.0%
22.4%
19.6%
64.0%

281%
78%
36.0%

100.0%

-1.80 [-1.87,-1.63]
-0.21 [-0.38, -0.04]
-0.68 [-0.87,-0.51]
-0.90 [-1.00, -0.81]

-1 60 [-1.65,-1.35]
-0.68 [-0.87,-0.41]
-1.32[-1.45,-1.19]

-1.05[-1.13,-0.98]

Testfor suboroun diferences: Chi®= 2522, df=1 (P = 0.00001). = 96.0%

&l 5

TR AL {5 LE B 18] B Meta-53 17 FR 4K B

Fig. 5 Forest plot of Meta-analysis of saliva stopping time
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Fig. 6 Forest plot of Meta-analysis of blood routine recovery time



+ 2100 -

Hassaati. Drug Evaluation Research 4155 114 2018511 B

JR AR 536 2 A B o P=0.89, P=0, &1 5T 18] 5 4t it
S R SR [ RO R Y G I 2R = A AT, AL
Kl 7. Meta-70 4 R Bon, A B LA R RN R AE
FWRZER LG5 2 X[OR=0.85,95%CI1(0.39,
1.87),P=0.69],
2.3 UM SR

BT 49N 114 RCT Ji & 5 , S0 43 B %
KR B LA RCT J5 B G0t 777, 45 R BoR %
AWM R U T 45 R R E .
24 EFRRE

I BN USRS R I /N LB 1 R Uk 58 1)
SR BAT IR B, WK 8. WA Bk VA A
95% Al 5 X [8] LAk, $& 7R BT BE AN A7 76 57 0 1, U =+
BIZE 45 A SRR, FE7R 99N SCHR T BE A7 10 R R Am e
3 g

JELIZ 1t R U 58 & T /1N L I R A S M e
HH R R A T IR R S IR N L AR B L
AR, WA A A TG K e s, R 5 RIS
ATEFERFALER TR, FBURRHN A, Kbt
TN B TR 28 J & Fh 3 N s L3 B 45 5 % 7k
B 5 E R0 40 B, B DL TR A 4 ) bk 25 0 0 1 A%
&, BRI N EE,

/N LS T FABURL F % 5 R S AT R
TEHEF OB HE AT RS R L H R

PR, B AR R GERT R . EMMEE B, R R
KN Y iRk T B A IRITT L S A KR
F,EH T ILE, RIF g m A 385 5 &
FRIR AR FA s BT AR | R AN S i B AR T, 7E
B R 4 A0 ) RV 4 B 47 )L R 8 L $RBh IR
Ho WSCHREEPTRGE /N JLBMIE SR R Y R
JLIIL 3 A TNF-0 TL-6 17K P, B B4 BP0 2
PLRAER . HAHE 71 A PR R PUm 8 S 1E
L 35 A TE A S R PR PSRN
THERHE A S TEAEER . /NLBHTE SR
28 1R BN L 5 BE VRS 4 B 980 S, IR iR
B AR AR AR ] (5] I FTB7 4k k40 B R g s AR VR T
F2 5 /N LA g B 7 T A i Y)
[T R0

A Meta- 73 AT F0 1 & KR PR 4 PR 32 2018 4
1 H /N LS8 3 # kL 5 1 B 35 bR B8 AL xS B
Fi, T 1T RCT, 1 384 41 i L. &5 SRR/ LEE
KUY PRI 18 B S 2 SR AR E L R R
PR IE T CRURE A 1E S A L R T TH
F R EFF A, EAR KN ER T8 Lo
BRI 2 ) T AR T S AT A 1 IR
BB TT T A AR G 097 R R R 4 ok v 24 73 4
FUA RS AR 5 0 H 38 38 2207, 3R I PR B v 2
2y, B T AR RS TS Ve 2 LN, T N %

Experimental Control 0Odds Ratio 0Odds Ratio

Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
THE20MT 5 100 6 100 425% 0.82[0.24, 2.79]
BREEFT2017 2 60 3 60 21.6% 0.66[0.11, 4.07] T
FRAE2016 1 63 2 63 147% 0.49[0.04, 5.57]
HEigz016 4 70 3 m21% 1.35[0.29, 6.28] TR A
Total (95% CI) 293 293 100.0%  0.85[0.39, 1.87] i
Total events 12 14

e H-1- s L | S I I I I
Heterogeneity: Chi®= 063, df=3(P= 089, P=0% 0 o 10 100

Testfor overall effect: Z=0.40 {F = 0.69)

Favours [experimental] Favours [control]

7 AR KK Meta-5>#1 Zx 4k B

Fig.7 Forest plot of Meta-analysis of adverse reaction

t t t OR}
01 1 10 10C

B 8 AHMEMNEIRHE
Fig. 8 Funnel plot of total efficiency

FRAE“ RE FVARAN VLY » BETE S5 AN Fan v 1 P 243 Ji DU i
WA R R 2 bt /N LBOE T AOBURIR B . 5 1
TRAF 558, I D N F KM L3322, A e R AE
I

AW FC D SR BRAE T 40N A9 SCHR o 05 3 i 11
113 RCT #F FE 2 52 K “BEHL”, (H I AR 3 T B AR BEHL
7 DA R R A S it T VR R T B, 1 1 431 4% 7 R
BR L85 T RCT ¥y i 302 AW, T Bl A3
Wik » ELAFAE f e IO PTRE o A5 B RN o Bl 245 1R F 7T
SN RETEAL , WA 2 KA 2 ol B AL W



Hassqati. Drug Evaluation Research 84155 1145 201811 B

< 2101 -

BRI N A TR B R GL o 1R 1 B AT SR IR .

EE DS

(1]

(2]

(3]

(8]

[9]

[10]

(1]

BV S, VL3R5 . AR S S LR (M. 28 8 hie. Jb
AR A, 2015: 901-902.

Oliveira D B, Campos R K, Soares M S, et al. Outbreak
of herpangina in the Brazilian Amazon in 2009 caused by
Enterovirus B [J]. Arch Virol, 2014, 159(5): 1155-1157.
Mirand A, Henquell C, Archimbaud C, et al. Outbreak of
hand, foot and mouth disease/herpangina associated with
coxsackievirus A6 and A10 infections in 2010, France:a
large citywide, prospective observational study [J]. Clin
Microbiol Infect, 2012, 18(5): E110-E118.

Shah V A, Chong C Y, Chan K P, et al. Clinical
characteristics of an outbreak of hand, foot and mouth
disease in Singapore [J]. Ann Acad Med Singapore, 2003,
32(3): 381-387.

RN . R 2 F5 R B 182 AN RS B SR 23 AT 3], o
B2l F 251F40 55 20 #T, 2007 ,7(2): 153-154.

FEE, FAKEE, WEY . ETERERRGENERP
Va1 I N S AW 7 Bl L M R E ST S
2013, 38(18): 3008-3012.

TEFHT. 4098 8 5P h 2GR0 R g A, FEOPAN AR
{EHE BT [J]. 0 E A 525 5 I, 2017(10): 45-49.
wPF, U, AR, A5 /N LSS ORI TT S
P b IR S R G I PR IT 21 Meta 38T [7]. AR R 24
k78,2016, 31(1): 89-92.

Higgins J P T, Green S. Cochrane Handbook for
Systematic Reviews of Interventions Version 5.0.1 [Z/
OL]. (2008-09-01) [2018-02-01]. http://onlinelibrarywi
ley.com/o/cochrane/clcentral/articles/375/CN-00871375/
frame.html.

TN LBGE ROBURLIR 5T /) LI VR Ik 5%
AR 0] E A 252k A5, 2017, 12: 354-355.
/NS /N JLBOEIE FABURL YA T 2 VN gk 28 100 151 1)

[12]

[13]

[22]

(23]

[24]

SR AT (0], ARG IR T, 2016, 29(1): 1917-1918.
AT L /N JL SIS TR D6 & T 16 S 36 7 965 M
Iz ¢ [J]. SERA R, 2017, 32(6): 845-847.

TEILEE L /N LI AL L & T 0 G155 57 (JL3E )
YEIT /N LTS P A Uk 6 60 9 I PRS2 [, tH S a9 1€
A5 E 0, 2015, 15(18): 83.

B R, WP /N LSS SR 9T 985 14 W e 5%
JTROWEE [J]. BUR T EE 24, 2016, 36(4): 33-34.

SR, NN, T4, %5 /) LEoMiE A RLa T Rz
MRS 567 250M % 7], WP EIAEIX R, 2017, 33(35): 96, 99.

e R . /N ) LS8 T FABURL A T 9602 M TR Wk 2 11097 2%
MEE (1], 32 E 81z, 2016, 20(16): 2207-2208.
Mok S . /I ) LS R IBURE A ¥ 65 T A 02 26 11 PR
WOMEE (7). EBRGHIR L, 2015, 9(4): 111-112.
TR /N ) LB FABURL VA T ) L 38 6 92 1tk W sk 2% 1)
MORMER (7). R A 2574 &, 2016, 9(23): 56-57.
TR, SR T5 . /N LIS AR A VRIS 58 57 20
WL [1]. W EIZEES 24, 2012, 22(2): 119-120.

H . RGN LB ARTRma TN LS R
W RImIRTI AL [J]. 4230 E2 P AE, 2016,2: 216.
WS, e, T THE, A TR R ST 5 (L B ) Bk
G/ LI ORL V8 T 96 YRR e ¢ [J]. 1k R
SR AR PRAAAR, 2015, 32(2): 67-68.

RS, B T, R, SN LB BRI & T
HiEE 3 28 TUIRIR T T 2 TR M 25254007 (7], 2925 TR
%519, 2018, 18(1): 48-51.

WOPE, U, TE AR, SN LT RUERLIA T &
P IR 3 JE G PR T 2 Meta 23 A [0]. AR EE 2
438, 2016, 31(1): 89-92.

RV, R, BER, 5 5RO R E S ARA T
/N LR P I Uk 98 1) Meta-23 BT [J]. [ 245 )55, 2016, 27
(3): 337-340.

TR, BRE A, BN, S G RS A A
VAT LR IR S T R Uk 28 () Meta-23 M7 [J]. 7 2 245 SR,
2012, 18(9): 99-102.



