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Evaluation and Meta Analysis of Xiyanping and Ribavir
in Treatment of Hand-Foot-and-Mouth Disease

LIU Bing-bing' , HUA Li-xia', DONG Yan', YAO Chong’*
(1. Hospital of Changxin, Changxin 313100, China; 2. Huzhou Ceniral Hospital, Huzhou 313000, China)

[ Abstract | Objective: To systematically appraise the effect and the safety of Xiyanping and Ribavirin in
treatment of hand-foot-and-mouth disease (HFMD). Method:; To search the reports about randomized controlled
trials of Xiyanping, and evaluate the researching quality. Then the Meta analysis will be carried out for those
reports satisfying some criteria. Result; 10 randomized controlled trials, which were equal or excess than 3 Jadad
scores, were included into the systematic review. A Meta-analysis showed that the combination of Xiyanping and
routine treatment had better efficacy on both overall clinical manifestations and diadynamic criteria than the
Ribavirin monotherapy. The odds ratio (OR) and 95% confidence interval (95% CI) from the comparison of
the improvement on overall clinical manifestations were 3. 01 and 2. 41-4. 23 respectively. The results of improving
levels of fever clearance time, deflorescence time and oral herpes subside time were the following; WMD = -
0.85,95%Cl (from -0.99 to -0.71), P <0.00001; WMD = -1.65, 95%CIl (from-1.821t0-1.47), P<
0.000 01 and WMD = -0.87, 95% CI (from -1.03 to -0.71), P <0.000 01, respectively. The OR and 95%
CI of comparison of the incidence of ADR were 0. 39 and 0. 19-0. 78 respectively. Conclusion; The combination of
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Xiyanping and routine treatment may have better effectiveness and safety for HFMD than the Ribavirin treatment

had. Nevertheless, because of the unclear methodological quality of the included studies, the results of our Meta-

analysis may possibly be of much bias. Further well-designed clinical studies are required for the evaluation of

Xiyanping for the treatment of HFMD.
[ Key words |
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F B A B AR B AL6 ( Coxsakievirus Al6,
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XFHERTSE , PLE AT 83 (A R0F .20 TE R0k ) 5
B, Xf WA Meta 43 B7, H #3420 F0 R 2 5 Ak
AT AR 1o 1l RITFBO L OR(B ) =

Xiyanping Ribavirin

Study or Subgrou

EITM2012 7280 62 80 150%
HE#2012 109 120 86 100 20.9%
ANE2012 58 B0 34 50 3.0%
k2011 90 92 65 76 3.8%
SEmM2011 137 140 116 134  B.2%
SERI2011 50 52 40 52 37%
w2010 70090 7291 336%
=I2009 66 68 56 B3 4.0%
B#E3F2009 31 34 2232 49%
Total (95% Cl) 736 683 100.0%
Total events 683 553

Heterogeneity: Chi®= 22.74, df= 8 (P = 0.004); F=65%
Test for overall effect: Z=6.33 (P < 0.00001)

Odds Ratio
Events Total Events Total Weight M-H, Fixed, 95% Cl Year

13.65[2.96, 63.01] 2012
7.62[1.63,35.52] 2011
7.09[2.04, 24.66] 2011
7.80[1.59, 35.46] 2011

7.07[1.52,32.94] 2009
470[1.16,19.07] 2009

3.01,95% CI K (2.41,4.23) , B %40 FHH %
A, wn] A5 S A N S B R R B R
SEIRIT /N LT R TR 0B AT R 92.80% , i
TR EL S AR (80.97% ) .

Odds Ratio
M-H, Fized, 95% CI
—

2.61 [1.06, 6.42] 2012
1.61[0.70,3.73] 2012 T

—_—

—

0.92[0.45,1.88] 2010

3.01[2.14, 4.23] L

001 04 10 100
Favours Ribavirin  Favours Xiyanping
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Xiyanping Ribavirin Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
1.4.1 Fever clearance time
EIG2012 1.7 1 36 22 15 36 23% -050[1.09,000 2012 -/
PREF2012 241 1.28 80 375 1.36 80  48% -1.34[1.75-093] 2012 -
HEHE012 332 08 110 431 1.08 94 11.6% -099[1.25-0.73] 2012 -
SFm201 2483 1.44 52 435 216 52 1.6% -1.82[2.53,-1.11] 201 I
1S{ERI2011 228 147 140 311 1.23 134 100% -0.83[1.11,-0.85] 2011 -
2010 383 1. 90 3.87 1.02 91 92% -0.04 [[0.34,0.26] 2010 -
SiE52009 211 1.3 34 49 1.61 32 16% -279[3.50,-208] 2008 ——
Subtotal (95% CI) 542 519 41.2% -0.85[-0.99,-0.71] 4
Heterageneity: Chi*= 72.66, df= 6 (P = 0.00001); F=92%
Test for overall effect: Z=11.94 (F < 0.00001)
1.4.2 Deflorescence time
EIGA2012 513 1.9 36 736 274 36 07% -223[3.32,-1.14 2012
HEHE2012 531 088 110 643 1.28 94  B86% -1.12[1.43,-0.81] 2012 -
FHF2012 26 1.2 30 48 33 80  1.4% -220[-2.97,-1.43] 2012 -
SFEm201 362 1.33 52 5453 1.87 52 21% -1.91[2.53,-1.29] 2011 -
BiERI2011 393 104 140 573 099 134 140% -1.80[2.04,-156] 2011 -
232009 332 1.34 34 545 1.98 32 1.2% -218[-3.00,-1.36] 2009
Subtotal (95% CI) 452 428 27.9% -1.65[-1.82,-1.47] ]
Heterogeneity. Chi*=18.29, df=5 (P =0.003); F=73%
Test for overall effect: Z=18.95 (P < 0.00001)
1.4.3 Oral herpes subside time
EISA2012 336 135 36 488 185 36 1.4% -152[2.27,-0.77] 2012 -
15iERI2011 306 092 140 462 089 134 176% -1.56[1.77,-1.35] 2011 -
2010 515 0.7 90 491 1.06 91 11.8% 0.24[0.02, 05800 2010 ™
Subtotal (95% CI) 266 261 30.9% -0.87[-1.03,-0.71] ¢
Heterogeneity: Chi*=111.97, df=2 (P < 0.00001);, F= 98%
Test for overall effect: Z=10.52 (F < 0.00001)
Total (95% Cly 1260 1208 100.0% -1.08 [-1.17,-0.99] ¢
Heterogeneity: Chi*= 261.84, df= 15 (P < 0.00001); F= 94% LR R

Testfor overall effect: Z= 23.52 (P < 0.00001)

Favours Xiyanping Favours Ribavirin

Testfor subaroun differences: Chi*=58.92. df= 2 (P < 0.00001). F= 96.6%

B 2

EXTEEFMEFSHEFMLFEARBHR KRB HIR.ORED HIRRE Meta 547

Xivanping Ribavirin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
FRF2012 6.5 1 36 83 36 36 4.0% -1.80[-3.02,-0.58]
HEH2012 8.38 1.32 110 10.31 1.48 94 39.2% -1.93[2.32,-1.54] -
V2010 6.54 1.08 90 6.57 112 91 56.8% -0.03[0.35 0.29]
Total (95% CI) 236 221 100.0% -0.84 [-1.09, -0.60] <

Heterogeneity: Chi*= 57.04, df= 2 (P < 0.00001); P = 96%
Test for overall effect: Z=6.82 (P < 0.00001)

2 1 0 1 2
Favours Xiyanping Favours Ribavirin

B3 EXFEFNEFSHEF/NMNLFRORKRERMNERK Meta 747
Xiyanping Ribavirin Odds Ratio Odds Ratio
or Subgrouy, Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI

EISAR2012 5 80 11 80 38.5% 0.42[0.14,1.26] 2012 —&
AlpE2012 0 60 2 50 101% 0.16[0.01,3.42] 2012 _
1S{ERI2011 2 140 4 134 151% 0.47 [0.08, 2.62] 2011 1
2010 2 90 ] 91 327% 0.21 [0.04,0.99] 2010 —
S 2009 2 34 1 32 36% 1.94[017 22.47] 2009 N I
Total (95% Cl) 404 387 100.0%  0.39[0.19,0.78] <&
Total events 1 27
Heterogeneity: Chi®= 266, df=4 {(P=062);, F=0% D'.DDZ DH _1'0 SD‘D

Test for overall effect: Z= 2.64 (P = 0.008)

4
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Favours Ribavirin  Favours Xivanping
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