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Efficacy and Safety of Flunarizine Combined with Xuesaitong in the Treatment of

Migraine: A Meta — Analysis
WANG Bing ,LIU Xinxin,FENG Yanan,ZHAO Li
(Hebei Center for Pharmacovigilance ,Shijiazhuang , Hebei,China  050090)
Abstract: Objective
Methods The CNKI,PubMed and VIP databases were electronically searched from inception to February 24th,2021 to collect the

randomized controlled trials (RCTs) of flunarizine combined with Xuesaitong in the treatment of migraine. Data were extracted to

To evaluate the efficacy and safety of flunarizine combined with Xuesaitong in the treatment of migraine.

evaluate the quality of studies by using the Cochrane bias risk assessment tool. The Meta — analysis was performed by using the
Rev Man 5.3 software. Results
group, the total effective rate [RR =1.24,95%CI (1.20,1.28),P < 0.000 01] in the observation group increased significantly,
while the times of attacks [MD = - 6.17,95%CI ( - 8.19, — 4.15),P < 0.000 01] in the observation group were significantly
decreased , the duration of attacks [MD = - 2.86,95%CI ( — 3.82, — 1.89),P < 0.000 O1] in the observation group were
significantly shortened,and the degree of pain (MD= - 1.42,95%CI ( = 1.47, - 1.37),P < 0.000 01] in the observation group
were significantly reduced. The incidence of adverse reactions in the two groups was similar [RR=0. 85,95%CI (0.57,1.26),P=0.42].

A total of 29 studies involving 2 867 patients were included. Compared with those in the control

Conclusion The efficacy and safety of flunarizine combined with Xuesaitong in the treatment of migraine are better than that of
flunarizine. However,there are few studies with low quality included in this study,which needs to be verified by more high —quality RCTs.

Key words:flunarizine ; Xuesaitong; migraine ; efficacy ; safety ; Meta — analysis
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Tab.1 Basic characteristics of the included studies

AR RAAE a3 Fi(Xes,d) BA(FI&,H) THA% HEMN)  ShER

IR0 NEA(n=39)  39.78+9.4] 20719 FAARRE (R 10mg, AR 10) + A RARE (R 2B, £R2K) 3 09
MBAM=39)  39.79+9.40 21/18 ARAERE BR10mg, X 1K

N%52014 WEA(n=45) 61345 14/31 ARAVRR (BRIR) + 2R84 (BR2K ER2K) 2 028
HIBA(n=45)  67.324.5 15/30 ABARR XK

BiEH£ 72013 WEA(=48)  65.0£10.5 3125 ABARIRE (AR 10 mg, A0 18) + AEBRE (BR2E,HR2K) 2 D280
MEAMm=48) 655110 22/ AEARRE, AR 10mg, A1 1%

RA 2013 WAA=60)  68.110.8 29/31 SRABAARE(BR10mg, BX 1K) + aRARE (R 2L, ERIK) 2 0O3@6
HBAM=60)  68.4x11.6 28/32 LBARAARE HA10ng B 1A

T EAI015 WEA=48)  79.2:4.7 28120 ARAVE(ER 10mg, B8 1K) + RER(ZR 100 mg, HX3%) 4 03O
SBA(n=48)  79.45.2 29/19 ARAE BR10mg, £X 1K

BEENT AEAG=80)  40.18:211 41139 AEAA(BR 10 mg, 48 18) + A RB(HR100mg, FRIK) 4 0RO
HBA(n=80)  40.242.78 9/38 RAAPR R 10 mg, AKX 1K

HA2018 WEA(n=40)  69.5+1.4 BI17 BRAGN (AKSmg, BR2K) + A RAR (AR 150 mg, AR LK) 4 000%
AEAM=40)  69.2:4.6 0/18 RAAARR RS mg, HR 2K

PEAT0M WEAM=40)  48.6:6.7 24/16 ARAARE (R 10mg, A% 10) + nRRRE(HR2E,HR2K) 2 009
HBA(n=40)  49.1:6.7 3/17 ARAE K 10mg, B 1

hEA1015 WA (n=50) el a5 SRAEABRE (B 0mg, AR 1K) + 0 EBRE(BR2E,HR2K) 3 0008
FBA(n=50) ARABARRE AR 10mg, X 1R

312016 WEA(n=25)  66.35+3.35 9/16 ARARERIA EXIR) + REB(ER2A HR2K) 4 00H
SRAM=25)  66.15£3.45 8117 ARAVE BRI EX 1L

42020 WEA(n=35)  525543.92 15/20 ABARR (R 10mg, X 1K) + AR (FR100mg, £X2K) 2 06
ABA(n=35)  52.50+3.98 16/19 RAARR S R 10mg, AX 1K

FEEO0B ARAG=45)  43.4£10.13 19/26 SERASARRE (ER 10mg, BX 1K) + aRBRE (SR 2K, ERIK) 4 009
HBA(=44) 4421131 17127 ARABARRE B 10mg, X 1K

IEET016  AEAL=68)  70.29+9.01 28/40 SRABABKE (R 0ng BX 1K) + AEBRE(ER2E FR2K) ()60
HBAM=68) 691191 30/38 ARABARRE, AR 10mg, B 1K

EXES019  WEAn=40)  65.6+4.8 B/17 ARAR(BROmg, AR 1K) + AR (HR2E FRIR) N0 6)
HIBA(n=40)  66.8+5.4 25/15 ARAPE R0 mg, AR 1K

Z40017 WA (n=26) 526122 84 16/10 ARAR(ER 0mg, B X 1K) + RZR(FR 25, £X2K) V)
HBA(n=26) 53872216 15/11 AAAPR R 10 mg, AR 1K

RAERO018  AEAG=4) ARAVE(BK 0mg, B R) + R RR (RN HR2K) 3 0289
(o) 49.744.76 52134 EBHA S 10mg 551k

#0018 NEA(n=25)  33.28:2.12 11714 ARAVE (R 10mg, AX 10) + ARA(R2E, £R2R) 40
HBA=25) 29.45+3.84 13/12 ARAE BX10mg, BX 1K

% 22014 WAL (n=40) i _ AHAE(BRSmg, BR L) + ARA(BR2E FR2K) I 02335
STBA(n=40) AEAR, AR S mg, AKX 1K

RBEED01  ABAG0=73)  38.6:9.7 30/43 BRABEA0mg, BX 1K) + aRR (KB, FRLK) 4 0R0®
HBAM=T3)  38.1:10.2 31142 ARAR, X 10mg, FX 1K

REL22015  A84(n=50) - SBAA(ER 0mg, BX 1K) + RZBE (FK100mg, FE3K) 30 0800
B4 (n=50) - e ARAE K 10mg, FX 1K

3122016 WEA(=120) 621243 52168 ARAE(EL0mg, AR 1K) + RE@BCE (R 2E, BR2RK) 2 0e3®
SBA(=120)  50.3+3.8 56/ 64 AAAR AR 10 mg, A5 1%

M ®017  NEAG=35)  65.1:29 14/21 RRAVE (RS mg, X 10) + RRA(RLR AR 1K) 1 0
HBAM=35)  66.3¢3.1 12/23 ABADE Ak Sme B 1R
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Tab. 1(continued) Basic characteristics of the included studies

B EREASN s FH(Xesd) HA(F /% ) TH7 % HEMN) SRk

BHETNI ABRAG=51) 681266 34117 RBABER0mg, AR 1K) + AEBRE (BR2E,HR2K) 4 023®
MBAMm=51)  68.5:6.1 /19 ARAVE BRI0mg, AR 1L

EAE017 MERA(n=47)  68.54£8.03 23/24 ARABABRE (AR 10mg, AR 1K) + R ZBRE, (B 100 mg, AR 2K) 1 @0
MBAM=47)  69.32+8.94 20/27 ARABHBRE AR 10mg, X 1K

A H2019 WAEA(n=64) T72.34+5.65 29/35 ABAA(EX 0mg, £ X 18) + A RAKE(FR2E,R20) (V060
SBA(n=64)  68.13£5.79 31/33 AR, R 10 mg, BX 1K

RZE013  ARA(n=45) 36.87+5.78 19/26 ARARABRE(BRI0mg, AR 1K) + EBK (X100 mg, £R3K) 1 000
HRBA(n=45)  37.22+4.68 18/27 LRABABRE BR10mg, FX 1K

#1019 WEA=40)  T1.4210.5 19/21 ABAE(ER0mg, AR 1K) + RERE (BR2E,HR2K) L O3®%
MBA=40)  71.2:10.4 20719 ARAVE R I0mg, AR 1K

#2018 WEA(=50) 28.43+1.29 26/24 ARARRE (BB BR LK) + A RENHA (BR1~2k BRIR) 10
HBAM=50) 28.55¢1.27 27122 ABARRE B8, BR 1R

ERET07 O AEAG=6)  56.41+4.62 3804 ABAREE(ERE ERL) + RRENHA (BRI mg, ER3K) I 00ed
HBA(=62)  56.39+4.58 36/26 ARARRE BR2E, BR 1R

E:o— ARFREE

Note: - indicates that age is not mentioned.
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Fig.4 Forest plot of Meta — analysis: Comparison of total effective rate between the two groups
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Fig.5 Forest plot of Meta — analysis: Comparison of attack times of migraine between the two groups
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Fig. 6 Forest plot of Meta — analysis: Comparison of attack duration of migraine between the two groups

113



@AM

Drug Evaluation

¥ %

China Pharmaceuticals

202241 H 20 H 45 31 455 2 1)
Vol. 31,No. 2, January 20,2022

e 20 0+ o WL A Mean Difference Mean Difference
cl IV.E 95% Cl
WP 2019 -379 154 64 -263 153 64 08% -1.16[-1.69,-0.63] ——
il 2016 48 131 120 -35 098 120 25% -1.30[-159,-1.01] -
€8 & 2015 386 25 50 -241 253 50 02% -1.45[-244,-0.46] _——
5] 2014 -299 022 40 -183 025 40 201% -1.16[-1.26, -1.06] -
TreEtt 2013 -3.22 043 45 -2.08 041 44 7.0% -1.14 [-1.31,-0.87] e
ijERey 2013 -3.11 049 48 -1.81 048 48 57% -1.30[-1.49,-1.11) B
A 2013 -317 051 60 -181 046 60 7.1% -1.36[-1.53,-1.19] 2k
M 2018 352 024 44 -242 04 42 109% -1.10[-1.24,-0.96] w”
i 2018 433 084 40 -433 084 40 16% 0.00[-0.37,037] o
Hd 2013 -438 201 45 -2.15 388 45 01% -2.23[-3.51,-095]
= 20189 -513 196 40 -38 187 40 03% -1.33[-2.17,-049) e
i 2016 318 093 25 109 116 25 06% -2.00[-267,-151] S
LA 2015 -3.24 0.5 50 -1.48 048 50 58% -1.76[-1.95-1.57] -
E¥IR 2016 -317 056 68 -1.8 042 68 7.7% -1.37[-1.54,-1.20) =
I 2% 2012 -327 051 73 -18 048 73 B3% -1.47[163,-1.31] 2
WA 2015 605 0.84 48 -358 054 48 27% -247[275 -219] -
L% 2014 32 056 45 -14 111 45 16% -1.80[-2.16,-1.44] i
2014 32 036 40 -16 056 40 50% -1.60[-1.81,-1.39] o
Hid 2020 -5.24 038 35 -283 038 35  68% -241[-259,-223) g
W% 2018 407 085 51 -274 074 51 22% -1.33[164,-1.02] =
5% 5N 2017 -523 108 80 -312 119 80 1.7% -2.11[-2.46,-1.76] 2
T 2017 329 116 62 -185 124 62 12% -1.44[186,-1.02] ——
Total (95% CI) 173 1170 100.0% -1.42 [-1.47, -1.37] I
Heterogeneity: Chi = 328 40, df = 21 (P < 0.00001); I* = 84% ; 2 i 2 ‘
Test for overall effect: Z = 60.16 (P < 0.00001) Eavousi | Favours [ "

&7

I B E AR T2 FE Meta 53 1T FR R

Fig.7 Forest plot of Meta — analysis: Comparison of pain degree between the two groups
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Fig.8 Forest plot of Meta — analysis: Comparison of incidence of adverse drug reaction between the two groups
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