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Meta-analysis of adverse drug reactions of Honghua Injection

LUO Yong, YANG lJiajia, LI Ruoming, SONG Yinyin, ZHAO Yuetao, DING Xuansheng
China Pharmaceutical University, Nanjing 211198, China

Abstract: Objective To systematically review the incidence rate of adverse drug reaction for Honghua Injection and to assess the
safety of the drug using meta-analysis and provide a basis for clinical applications. Methods Literature were searched and screened
from the databases as PubMed, Cochrane Library, CNKI, VIP, Wanfang from database building to September 30th, 2017.
Randomized controlled trials (RCTs) related to Honghua Injection according to the inclusion and exclusion criteria were included.
RevMan 5.3 software was used to conduct meta-analysis for the rate of adverse reaction of Honghua Injection. Results A total of
25 articles were included in the study. The result of meta-analysis showed that the incidence rate of adverse reaction in Honghua
Injection group was significant higher than that in the control group [OR = 1.70, 95%CI (1.19, 2.42), P = 0.003]. Body temperature
center damage subgroup [OR=7.90, 95%CI (2.17, 28.83), P = 0.002], 5% glucose injection vehicle subgroup [OR=2.05, 95%CI
(1.06, 3.9), P < 0.05], medication course > 14 d subgroup [OR =2.91, 95%CI(1.34, 6.30), P < 0.05], doses < 20 mL subgroup [OR
=1.58, 95%CI (1.02, 2.43), P < 0.05], with the dose of > 20 mL subgroup [OR = 1.91, 95%CI (1.00, 3.62), P = 0.05], the incidence
of adverse reactions of Honghua Injection was significantly higher than the control group, the difference was statistically significant.
Conclusion The incidence rate of adverse reaction in Honghua Injection group was significantly higher than that in the control
group, and the main adverse reactions were fever, skin mucous membrane, and gastrointestinal reactions. And there were relations
between the adverse drug reaction and solvent, dose of drug, and administration time. In summary, the safety of Honghua Injection
was lower than that of the control group, which needed to be paid attention to in clinical application.
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Table 1 Basic information of included literatures
WA R e - w S Wi R4 Wl kAl
4 ADR »n ADR »n ADR

TERE e 40mL,1 J/d 28d 1 HRIAIT AR TR R 4 47 1 47 3A+1G

X0 ELRLSIE  20mL,1 /d 14d 1 HEHRATTHHOE A 3 116 4 119 3D

TR R N SIS 20mL,1 /d 14d 1 EIGATTHRMER RN 2 38 0 38 2D

E 771 (3217 S N4 15d NI FHGyTHonEm: 3 60 1 60 3B

AU R B 20 mL,1 k/d 14d 1T HHATT 1 30 0 20 IF
B

JOFES AMERE 20mL,1 /A 14d I FEEUAITTHRIARIAEER 1 340 331G

BN B 40mL,1 /D 21d I HHLAT T ORRER 250 0 502G

B0 SR 20 mL1 Yod 144 11 EHAYTHILIER 2 23 4 23 1A+1B
A

AN AEREAE 30 mL,1 Yk/d 14d 1 RREIATTHIROE T 1 42 0 381G
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LI
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Fig.1 Summary of bias risk

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Bvents Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
BAER201T 2 23 4 23 T.5% 0.45[0.07, 2.76]
JIdH2014 3 116 4 1149 T.9% 076017, 3.49] —
HAME2011 18 a0 18 a0 23T7% 1.00[0.44, 2.26] . R
thiFE2014 a8 a0 7 a0 121% 1.17[0.38, 3.51] I
IEfER 2014 4 63 2 42 4. 6% 1.36 [0.24, 7.76] |
k(2005 3 46 2 44 3.9% 1.47[0.23,9.22]
FE2016 4 45 4 45 T % 1.58[0.41, 6.02] -
SFEE2012 5 110 3110 5.9% 1.70[0.40, 7.29] I
Warae201s 8 a1 4] a1 8.7% 1.71[0.52, 5.64] ]
SEE2008 1 30 a 20 1.2%  2.08 [0.08, 53.76]
AR 2012 1 42 1] 38 1.0% 278 [0.11,70.38]
BEE2012 1 34 1] 33 1.0% 3.00[0.12 76.31]
FEEFE2014 1 43 a 43 1.0% 3.06[0.12, 77.09]
220145 3 &l 1 &l 2.0%  3.111[0.31,30.73]
SiEF2008 1 35 1] ar 1.0% 3.26[0.13,82.75]
Rp{EBR2008 1 35 a Kt 0.9% 3.35[0.13, 84.937]
SuZ2016 3 30 1 36 1.7%  3.89[0.38, 35.50]
ElEEE19a7 2 24 1] 18 1.1% 411019, 91.08]
TER2Z013 4 a7 1 a7 1.9%  4.28 [0.46, 35.81]
OieEs2009 2 42 a 36 1.0%  4.41[0.21, 96.99]
HER2016 2 184 o 184 1.0% 5.045[0.24,106.02] *
WA 2016 2 a0 1] a0 1.0% 5.21[0.24,111.24] *
ok 2012 2 a0 a a0 1.0% 5.21][0.24,111.24] d
HaRdE2010 2 38 1] 38 1.0% 5.27[0.24, 113.60] *
FhEiE2012 3 32 1] 32 0.9% 7.71[0.38, 155.64] *
Total (95% CI) 1335 1299 100.0% 1.70[1.19, 2.42] <
Total events a3 a2 . . . .
Heterogeneity; Chif=11.10, df= 24 (P =099, F=0% 'Dm IZIT1 ] 1'0 mD'

Test for overall effect £= 2.95 (P = 0.003)

Favours [experimental] Favours [control]

2 MESTREMASE R Meta- D4R

Fig. 2 Meta-analysis of total rate of adverse drug reactions in two groups
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(P02 55 0 R AL LR T G v 24 S0 (P>0.05); 1Ml
PRI PRI E WAL R AR 5.17% (18/348) H T
XEAL 0.31% (1/327), ZERA SR X [OR=
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Table 2 Adverse drug reaction types of Honghua Injection
RMARGE AL ADR i F KA ADR/# FI G /Y%
BRI b FIRE . B R, B, I 13 14.77
WA ERAR. B ik, 575 20 22.73
PR PR S KA FE 18 20.45
FESS AL SRR AL P 3 3.41
MRS ORHR SR Sk T 20 22.73
BRUENS WIS RIS Fife] s (e 4 4.55
Hofl I ThRESZ 40 BH A 10 11.36

WEFTARAE AL TV 250 mL 5% 45T, A
10 JRAF 5 4RE A VAR 250 mL 0.9% &0 A0 8l 5
W, R E SRS, AN KR
I3 0.9% FAC BN SFHAFN 5% 1 25 B AR S P A
AT o307, WA MBI T E (P>0.10),
SR 1] 5 35N AR AT G H RN 1 73BT - Meta-23 AT
iR, LA SR AT T 0.9% S Ak S
YE BT ADR KA2K 9.57% (45/470), WET
KR 8.19% (38/464), 7% TeHil i X[OR=
1.22, 95%CI (0.76, 1.96), P=0.41]; Tl 5%
280 W S VA R AN RN R AR 6.91%
(28/405) i TXFHE4] 3.40% (13/382), ZRA 41T
3 U [OR=2.05, 95%CI (1.06, 3.9), P<0.05].
234 ANEPTHE ADR KAFRIE AN SCHIRTL
AL ST A R R AT H gy 2%, 17
TR 27 FE<14 d, 5 8 T H 2597 FE> 14
do BEHZpr <14 d U7 FE>14 d 3T 4 55
B, B RSYAAEAE T (P>0.10), KA [
JE SNSRI BEAT G H RN 5 3 AT - Meta- 23 BT 45 3L Wik
TN, ARTESTRALE R 2T <14 d BN R O KR
R 7.89% (65/823), W& T4 HLALIK 5.75%
(45/782), %Rt & L [OR=1.45, 95%CI
(0.97, 2.16), P=0.07]; M{EH 2597 #£>14 d if ADR
KT 449% (23/512), @ TFXEALM 1.35%
(7/517), ZERA % X [OR=2.91, 95%CI
(1.34, 6.30), P<0.05].

23.5 A[FFIE ADR KARIKE  FHAASCHRTL
CLAGTE S R SRR T A0 5038, A1 16 TT9T
i E<20mL, 1 8 WHFFTH 25715 >20 mL, £
1 TR AR U 255702, AN A 08T ¥
HZ55 8% <20 mL H5f&#>20 mL #47W4155

M, B ARSI AAEAE T (P>0.10), KA [
JE SNSRI EAT G I RN 1 73 AT - Meta- 23 AT 45 2R i
71N ELARTT SR AE FH 255775 <<20 mL ItF ADR K /E
K 6.47% (58/897), X4 4.27% (37/867),
ZERHYE X [OR=1.58, 95%CI (1.02, 2.43),
P<0.05]; #FHZ57%%>20 mL It ADR K4AEEN
9.79% (27/378), i X IALN) 3.76% (14/372),
ERAGEE X[OR=1.91, 95%CI (1.00, 3.62),
P=0.05].
2.3.6 ANFEJEURTE ADR RARIE  Bgh NS0k
F5 B H R IEAT IS, A 8 TR A o 1f.
PRI, A1 10 TURFSE A /O AL 00, A3 7 T 5T ok 3
3R CHlE PR 993 B FLf A . I RIE S S5 455D
W FEE D R A2 Mo ML A 55 o I A T R L At
JRREAT WAL M, 5 WAL AAAAE 7 e (P>
0.10), R[] & N A B FEAT A FF RN & 73 4 o
Meta-73 BT 45 R W, 20 AR SR AL AR J5 R 995 A M I
EPRIOR=1.99, 95%CI (0.98, 4.02), P>0.05].
LML EIR[OR=1.55, 95%CI (0.92, 2.62), P>
0.051 A HABEFHOR=1.71, 95%CI (0.89, 3.30),
P>0.05]i ADR KAFGX A, =RIg0t
R (P>0.05).
24 RGO
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Fig.3 Funnel plot of included literatures in Meta-analysis
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