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[ Abstract ] Objective: The study aimed to systematically review the clinical efficacy and safety of
Yanhuning combined with interferon for curing the hand-foot-mouth disease ( HFMD ). Method: Using the
Cochrane system evaluation method, the retrieval of the Cochrane Library, EMbase, PubMed, CBM, CNKI and
Wanfang Data database, a randomized controlled trial of finding out about the Yanhuning and interferon in the
treatment of hand foot and mouth disease (RCT) , were searched from inception to 2014 September; manual search
of relevant conference literature, language and English Chinese limit; 2 reviewers independently screened according
to the inclusion and exclusion criteria, extracted data and literature quality evaluation, Meta-analysis was carried
out using RevMan 5. 2 software. Result; There were 18 studies (2 080 cases) included. The results of Meta-
analysis showed that compared to Yanhuning alone, Yanhuning combined with interferon increased the total
treatment efficiency of HFMD [ OR =3.72, 95% CI (2.26, 6.11), P <0.000 01 ], with shorter cooling time
[MD = -0.74,95%CI( -1.05, -0.44),P <0.000 01], simplex regression time[ MD = —1.17,95% CI( -
1.39,-0.96),P <0.000 01], and healing time[ MD = - 0.83,95% CI ( -0.90, -0.76),P <0.000 01].
Compared to interferon alone, Yanhuning combined with interferon increased the total treatment efficiency of HFMD
[OR=3.95, 95% CI (2.03, 7.69), P <0.000 1], with shorter cooling time [ MD = - 0.60, 95% CI
(-0.76,-0.45), P <0.000 01], simplex regression time [ MD = - 0.98, 95% CI ( -1.12, -0.84),
P <0.000 01 ], healing time [MD = =0.94, 95%CI ( —-1.23, -0.65), P <0.000 01]. Conclusion;: The
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current study showed that Yanhuning combined with interferon are efficacious in the treatment of HFMD than

Yanhuning injection alone or interferon alone.
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Fig.1 Flow chart of literature screen
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HMTBEATINFEH  BHRRRTH Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
812013 37 40 3 40 7.2% 3.58[0.89, 14.39] 1
B3 39 40 3 40 41% 11.32[1.36, 94.25]
FEU12012 33 35 25 35 B1% 6.60[1.33, 32.84] S
Rz #2010 52 54 40 54 B.4% 9.10[1.96, 42.36] B
ErRTE2013 44 48 36 48 8.4% 3.67[1.08,12.35] —
#;E 2013 42 45 32 45 7.6% 5.69[1.49, 21.66] -
#wEFE2011 a3 58 43 56 9.1% 3.20[1.06, 9.70] —
FEz011 61 66 39 58  9.5% 5.94 [2.05,17.22] -
FFIE2014 38 40 32 40  6.0% 4.75[0.94, 23.99] —
FRE2013 32 34 27 34 59% 4.15[0.79, 21.66] T
%2012 65 72 50 64 101% 2.60[0.98, 6.92] |
FrEE2013 28 30 23 30 58% 4.26[0.81, 22.53] i
FRIAE 2010 48 50 40 50 B.2% 6.00[1.24, 28.99] D
12014 38 50 47 a0 7.6% 0.20[0.05, 0.77] -
Total (95% CI) 662 644 100.0% 3.72[2.26,6.11] .
Total events 610 496
Heterogeneity: Tau?= 0.38; Chi*= 23.34, df = 13 (P = 0.04); *= 44% 0 N u=1 1’0 100’
Testfor overall effect: Z=5.18 (P <= 0.00001) BRERTE SRTREATHREE
2 RETHESTHERE VS RARETRBEREN Meta 5317
Fig.2 Meta analysis of total efficacy of Yanhuning combined with interferon versus Yanhuning alone
ARG BESTINFEH FIRFEH Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random,95% Cl M-H, Random, 95% CI
JEE2013 57 59 51 59  B6% 4.471[0.91,22.03] 1
82013 37 40 30 40 9.8% 4.11[1.04,16.29] —
BwE013 39 40 32 40 B.2% 9.75[1.16,82.11]
wEF201 53 58 40 52 11.5% 3.181[1.04,9.76) —
FHErz011 61 66 42 62 11.9% 5.81[2.02,16.70] -
FrfE2014 38 40 31 40  B6% 552 [1.11,27.43] I
FEH2013 a8 90 67 90 9.3% 15.10 [3.44, 66.32] -
FE2013 28 30 25 30 7.9% 2.80[0.50,15.73] -
AN E 2010 43 50 41 50 B7% 5.27 [1.08,25.78]
ST 2014 38 50 45 50 11.4% 0.35[0.11,1.09] 1
H/EA2013 42 43 37 43 BA% 6.81 [0.78, 59.21] T
Total (95% CI) 566 556 100.0% 3.95[2.03,7.69] 2
Total events 529 441 ) ) ) )
Heterogeneity: Tau®= 0.68; Chi*= 22,62, df=10 (P =0.01); F= 56% 'IJ.EI1 EIH 1'0 1IJD'

Test for overall effect: Z=4.03 (P < 0.0001)
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Fig.3 Meta analysis of total efficacy of Yanhuning combined with interferon versus interferon alone

#BRTHEETFINFM #eBRTH

Study or Subgroup Mean SD __Total Mean SD Total Weight [V, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

Mean Difference

B%2013 183 085 40 235 077 40 88% -0.46[0.82,-0.10] e
EUE2013 182 058 40 235 089 40 88% -0.53[0.86,-0.20] .
12012 3.2 2.1 3 52 23 35 46% -2.00[3.03,-0.97] e
FH2013 197 085 48 237 078 48 90% -0.40[0.73,-0.07] o
#F2013 206 055 45 285 065 45 94% -0.79[1.04,-0.54] e
#HEE2011 198 087 58 236 077 56 9.1% -0.38 [0.68,-0.08]

FHaErz011 148 128 66 235 152 58 78% -0.87[1.37,-0.37] —
7 [F2014 174 0B85 40 225 075 40 91% -0.51[0.82,-0.20]

4R 2013 3.04 056 34 498 062 34 92% -1.84[2.22,-1.66] s
tHF2012 38 22 72 43 27 B4 57% -050[1.33,033 —
FIrE2013 201 052 30 231 072 30 90% -0.30[-0.62,002 -
FRIRE2010 205 056 50 281 074 50 93% -0.76[1.02,-0.50] =
Total (95% CI) 558 540 100.0% -0.74 [-1.05,-0.44] *
Heterogeneity: Tau?= 0.24; Chi*= 98.73, df= 11 (P < 0.00001); F= 89% 4 2 i 2 4

Testfor overall effect: Z=4.82 (P < 0.00001)
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Fig.4 Meta analysis of cooling time of Yanhuning combined with interferon versus Yanhuning alone
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#HMTEEATINES FIFEH Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95% CI
FEE2013 2.34 0.22 59 281 015 59 154% -0.47[-0.54,-0.40] -
232013 1.89 0.85 40 221 079 40 8.6% -0.32 [-0.68, 0.04] ™
Tv32013 182 058 40 233 091 40 92% -051[084,-018 -
okEfE2013 2.0 0.49 43 291 071 43 111% -0.90[1.16,-0.64] -
#EE201 1.98 0.87 58 225 081 52 9.6% -0.27 [[0.58, 0.04] ™
FEr2011 1.48 1.28 B6 234 153 62 6.2% -0.86[1.35,-0.37] -
F7(E2014 174 065 40 235 089 40  9.0% -0.61[095,-0.27] —=
FEMH2013 34 21 43 48 26 29 1.7% -1.40[-2.54,-0.26] -
FIrE2013 2.0 0.52 30 224 082 30 8.9% -0.23[-0.58,012] -
ARIRE 2010 205 0.56 50 281 071 50 11.2% -0.76[-1.01,-0.51] i
B/ER2013 1.6 0.5 43 26 1 43 9.2% -1.00[1.33,-0.67] -
Total (95% CI) 512 488 100.0% -0.60 [-0.76, -0.45] 4
Heterogeneity: Tau®= 0.04; Chi*= 32.58, df= 10 (P = 0.0003); F= 3% f t f

0

Test for averall effect: Z=7.57 (P = 0.00001) &i&gfi'ﬁﬁ#ﬁf.i!ﬁ T‘miél
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Fig.5 Meta analysis of cooling time of Yanhuning combined with interferon versus interferon alone

#IRTEEATFINFH #HET Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
B#2013 242 078 40 341 055 40 87% -0.99[1.29,-0.69] e
BUE2013 273 072 40 362 0B1 40 87% -0.89[1.18,-0.60] -
ZE12012 23 1.1 35 45 13 35 60% -220[276,-164
FIEE2013 24 076 43 343 056 48  90% -1.03[1.30,-0.76] -
#2013 285 065 45 365 085 45 85% -0.80[1.11,-0.49] -
;EFE 2011 241 079 58 342 056 56 91% -1.01[1.26,-0.76] a
FHE12011 252 1.4 66 371 127 58  68% -119[166,-0.72 —
752014 225 068 40 345 062 40 88% -1.20[1.49,-0.91] -
4EZE 2013 544 065 34 627 068 34  85% -0.83[1.15-051] -
#2012 2.4 1.2 64 46 14 B4 T7A% -220[265-175 T
FirE2013 229 032 30 374 052 30 94% -1.45[167,-1.23] =
FRIGE2010 278 063 50 355 056 50 92% -0.77[1.02,-0.52 -
Total (95% ClI) 550 540 100.0% -1.17 [-1.39, -0.96] ¢
Heterogeneity, Tau®= 0.11; Chi*= 64.35, df= 11 (P < 0.00001); F= 83% 2 1 i 1 2

Testfor overall effect: Z=10.75 (P = 0.00001) ﬁmri.ﬂﬁ;{mi{ﬁ $enei
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Fig.6 Meta analysis of simplex regression time of Yanhuning combined with interferon versus Yanhuning alone

#RIMTBEATFINER FFEH Mean Difference Mean Difference
Study or Subgroup Mean SD __ Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
AFEE2013 211 0.25 89 293 018 59 153% -0.82[-080,-0.74] =
8¥2013 2.42 0.78 40 3.24 062 40 91% -0.82[1.13,-0.51] -
BwE2013 273 0.72 40 357 066 40 9.2% -0.84[1.14,-0.54] -
akZfE2013 2.57 0.71 43 353 054 43 102% -0896[1.23,-069) -
EFE 2011 241 078 58 321 063 52 102% -0.80[1.07,-0.53] -
FEr2011 2.52 14 66 372 1.26 62 5.9% -1.20[1.66,-0.74] I
FFE2014 2.25 0.68 40 331 069 40 9.3% -1.06 [-1.36,-0.76] -
ZEHE2013 25 1.3 43 47 15 29 35% -2.20[287-1583) —
FrrE2013 2.29 0.32 30 345 042 30 125%  -1.16[-1.35,-0.87] -
ARIFE2010 2.78 0.69 50 354 055 50 10.8% -0.76 [-1.00,-0.52] -
&HAR2013 28 14 43 4 15 43 4.0% -1.20[-1.81,-0.59] —
Total (95% Cl) 512 488 100.0% -0.98[-1.12,-0.84] ¢
Heterogeneity: Tau? = 0.03; Chi*= 31.50, df= 10 (P = 0.0005); F= 8% LT
Testfor overall effect: Z=13.60 {P = 0.00001) SRTBATRER *miﬂﬁ

B7 RETHASTME VS ERATMEELHEBREH Meta 5347

Fig.7 Meta analysis of simplex regression time of Yanhuning combined with interferon versus interferon alone
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RIRTHEATFINFRE #ART Mean Difference Mean Difference
Study or Subgrou Mean SD __ Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ARlEEz010 291 0.4 50 354 0.44 50 20.2% -063[0.79,-047] -
FrE2013 545 064 30 BG4 087 30 37% -119[158-080 ———
72014 282 052 40 372 042 40 12.8% -0.80[1.11,-0.69] —
FHEr2011 318 1.15 66 406 1.82 58 1.8% -0.88[1.42-0.34]
BEE2011 2.92 0.53 58 375 041 86 18.2% -0.83[1.00,-0.66] -
#@F2013 2.95 0.45 45 385 0495 45 5.8% -0.90[1.21,-0.59] —
Frrmz013 291 0.54 48 376 042 48 146% -0.85[1.04,-066] -
BE3E2013 293 0.47 40 379 0.56 40 10.7% -0.86[1.09,-063] -
832013 2.89 0.54 40 378 042 40 12.2% -089[1.10,-0.68] -
Total (95% CI) 417 407 100.0% -0.83[-0.90,-0.76] ¢
Heterogeneity: Chi*= 10.08, df= 8 (P = 0.26); F= 21% VR
Test for overall effect: Z=21.98 (P = 0.00001) iﬁiﬁ'i'ﬂéﬂ:ﬁ.ﬁiﬁ iﬁf&?.'i'!’d
B8 RETEHATHE VS BATHERGHENER Meta 5347

Fig.8 Meta analysis of healing time of Yanhuning combined with interferon versus Yanhuning alone

#RITBEATINFH FEFEH Mean Difference Mean Difference
Study or Subgroup Mean SD __Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
FEEE2013 211 0418 59 262 023 59 10.8% -0.51[-0.58 -0.44] E
832013 2.89 0.54 40 363 045 40 10.3% -0.74[-0.96,-0.52] -
BwE2013 2.93 0.47 40 377 052 40 10.3% -0.84 [-1.06,-0.62] -
SREME2013 292 0.37 43 357 047 43 105% -0.65[-0.83,-0.47] -
wEE2011 292 0.53 58 3.62 046 52 105% -0.70[-0.89,-0.51] -
HEz01 318 1.18 66 4.07 1.84 62 7.9% -0.89[1.43,-0.35] -
TFIF2014 282 052 40 361 049 40 103% -0.79[1.01,-0.57] -
FrrEE2013 5.45 0.64 30 624 072 30 9.4% -079[1.13,-0.45] -
¥ElffE2010 291 0.4 50 355 047 50 10.5% -0.64 [-0.81,-0.47] -
HER2013 31 049 43 6.1 07 43 95% -3.00[3.34,-266]
Total (95% CI) 169 459 100.0% -0.94 [-1.23,-0.65] L
Heterogeneity; Tau®= 0.20; Chi*= 202.54, df= 9 (P < 0.00001); F= 96% t t

Test for overall effect: Z= 6.38 (P < 0.00001)

B9 RETHETFHE VS BATMERFGHRMEE Meta 547

Fig.9 Meta analysis of healing time of Yanhuning combined with interferon versus interferon alone
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