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Clinical Effectiveness of Traditional Herbal Medicine in the Treatment of Central
Post-Stroke Pain and Thalamic Syndrome: a Systemic Review and Meta-analysis of
Randomized Clinical Trials Based on Traditional Chinese Medicine Journals
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Dept. of Korean Internal Medicine, Dong-eui University Hospital

ABSTRACT

Objectives: This research aimed to investigate Chinese clinical studies on the treatment of central post-stroke pain (CPSP)
and thalamic syndrome after stroke with traditional herbal medicine (THM).

Methods: Randomized controlled trials verifying the effects of herbal medicine on treating CPSP and thalamic syndrome after
stroke were included in the study. Electrical and hand search were conducted in the China National Knowledge Infrastructure
(CNKI), National Discovery for Science Leaders (NDSL), Research Information Sharing Service (RISS), Oriental Medicine
Advanced Searching Integrated System (Oasis) for CPSP and thalamic syndrome after stroke. A literature search was
performed in the Chinese and Korean databases for papers published from January 1. 2010 to October 1. 2018. The selected
literature was assessed by Cochrane’s risk of bias.

Results: Twelve reports on randomized controlled trials met the inclusion criteria from the 227 identified reports. Effective
rate, comparison of visual analogy scale, present pain intensity, pain grading index, recurrence rate, follow-up, and a 36-item
short form survey instrument were used to evaluate the treatments. The effective rate of the treatment group was significantly
higher than that of the control group in all papers. Side effects occurred less frequently in the treatment group than in the
western medicine control group.

Conclusions: The treatment of CPSP and thalamic syndrome after stroke with THM was shown to be highly effective.
Additional well-designed clinical trials are needed. This study can be used as a basis for further research on the treatment of
CPSP and thalamic syndrome after stroke.

Key words: central post-stroke pain, CPSP, thalamic syndrome, CNKI, herbal medicine, systemic review, meta-analysis
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Web database China national
knowledge infrastructure(CNKI)
[Database selected (n=227) ]
# Exclusion criteria (n=144)
1. Published before Jan. 2000 : 55
2. Duplication : &
3. Full text fail to obtain : 4
4. Not central past-strake pain: 79
1st selected articles (n=83) ! 5. Notthalamic syndrome : 1
# Exclusion criteria (n=71)
1. Mat clinical studies : 2
2. Persanal clinical experience : 40
3. Not conformity of control group © 7
4. Nat related to intervention : 15
[Fina\ selected articles (n=12) ]—.. S.NoOtRCT 7

12 of studies included in qualitative
synthesis (meta-analysis)

Fig. 1. Flow chart of the trial selection process.
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201451 3%, 2012 3%, 20104 1] 3deH(Table 1).

Table 1. Summary of RCTs of Traditional Herbal Medicine Treatment of Central Post-Stroke Pain (CPSP)
and Thalamic Syndrome

Sample
First Study  size Mean age
author design (# missmg  (I/C)

Intervention group Control group Duration

Evaluation of treatment
1. Total effective rate
2. Comparison

(1) VAS (2) PPI (3) PRI AUTEERE e

data) 3. Clinical symptoms
4. others
LI :90.32%* C : 70.97%
. Total=62 ... Yanghwa-tang 2. (1) I: 6631134 to 2.36+1.5%
Jhg ROT 1 : n=3l, SHLW gy CtbAMAIbNe gg g g 55 40 455417
C :n=31 PN (pmrmsek) bid & 4. Recurrence rate (I : 6.67%
(n=2) <C : 26. 6% (n=8))
=6 : g 0 4679
Xu oT 'II‘o.talig% 61.05+7.98 ys/ Sintongchugeo-tang Carbamazepine % % %1) 173'37/;1 f 11. 46&? 40,89
o016 RCT L7 m=30 oron1i810ys (Srfmhe®) bid 01 g tid : ¢ [t to ASHAST,
C:n=30 " ) ) ) C @ 7.21£1.12 to 6.71%1.23
Total =65 . Hwalhyeolchugeo  Flupentixol + 1L I:6667%" B : 34.38%
i RET I :n=33 AL g Melitracen 28 2 (1) T : 7314122 to 458086,
C:n=32 "7 v GEMZEE) bid 20 mg bid C : 7.24#1.11 to 6.73£1.33
1L I:781%" B : 625%
. 2. (DT : 803171 to 4.5+1.85,
Than  Total=b4 OO Sowalack-dan o C © 802£16 to 591¢196
gY RCTI:n=32 617548 4‘% . CUNERET) 0 big 28 3. Integral Situation of TCM
2015 Cin=3 W 150 ml bid - g Syndrome
v [ @ 22547.23 to 1019611,
C : 22.88%6.62 to 21.13+6.15
_oy 0L2%12.8 ys . o . 9
Zh;ng ROT 'Il‘qtarllzéi(()) (47 ~85ys)/ Sintongchugeo-tang Carbamazepine % ; {1) ?87312 fé 5.7*63'84‘/03 %9
LT 61.2412.8 ys o (BEEHNS) bid 0.3/d tid ’ CeeTEel e
2015 C :n=40 £0.77
(47 ~8ys)
. 2. (1) T : 43241.39 to 2.95£1.34%,
( Jiifc;]kf);a;g]zo C ¢ 4774098 to 3.25+173
Jagyakgamcho —tang (2) T : 2294173 to 0.95£1.98*, # Missing data
Total = 6223479 ys  -tanggranules  (ZZEHERE) CS ’ 2'5 6%1632 ?E; 1'93&35 " iy mfa gon
Guo otal =80 (5~T8 ys)/ (A58t ERumED) 5% + (3) T 17.2142.32 to 8.8%2.56", was excluded (n=2)
RCT I : n=40 L . 2 C : 1695247 to 13.95%3.19 C : Loss to follow-up
2014 L 6223479 ys 15 g tid + Hordei Fructus . S . B .
C :n=40 . . 3. Limb pain (I*>C), hypesthesia (n=1), other Chinese
(45~78 ys) Babentin tablets  Germinatus DO) ¢ hand and odici Juded
600 mg tid (B3 95%)) - spasm of hand and foot. medicines were exclude
+ Babentin (I*>C), vertigo and tinnitus (n=1)
600 m (I*>C), dry throat (I*)C),
5 thin red tongue (I*)C)
?ﬁti‘é C © Utticaria, skin Ttch
e S (n=1), symptoms of
Wan, iDrE oi% (396%;)53’58)/ HW&H]{’:ZZOHng Carbamazepine L1 :929% C - 81% central nervous system
201 4g RCT (0= 8%3 604 3; (PR gbi d+ 01 ti(li) 28 2.1 17795092 to 2.41+0.96%, (dizziness, drowsiness)
: A ys - GRILERE) -8 C : 756:0.89 to 3.85:0.97 (n=1). gastrointestinal
refusal to (38~74 ys) Scalp acupuncture .
articinate discomfort (nausea,
I()n= 4)p vomiting) (n=2)

299



HEZ T S5 ES Y AMNESEZO| OfE SHERIZS 23 AN DE Y HERRN - 59§ HEdg FACR
2. (1) T : 8314 to 4.2+0.7%,
C : 8.1%1.6 to 6.9%1.3
Dohongsamul-tang 4. (1) Comparison of SF-36
(BRI i5) bid (T : 409.52%118.27 to 534.28
+ Warming +126.69%, C : 419.38+120.41
Ye Total =52 LZ& éél.%s)y/s acupuncture Amitriptyline to 486.44+133.52)
RCT I :n=26 b (if%t%) 30 m:  hydrochloride 21 (2) Comparison of BI (Barthel
2014 oo, DB62£1375 s oo . . .
C:n=2% (52~69 vs) Moxibustion 3 piece 50 mg bid index) scores
Y3 (GV26, PCK(HA). (I : 503122930 to 68.63£32.57%,
GB20, ST25, TES, C @ 51.13£30.62 to 59.65+31.42)
HT1. GB34, BL40) (3) Comparison of MPQ
(I : 57.7#104 to 39.4%5.3%,
C : 60.15+11.2 to 2.7+10.3)
Naoxintong capsules
62 ys QARG 2 ) . .
Total =80 . . . L1:7897%. C: 623%
o ROT 1 :n=20, (476275;33)/ 40(&%6;&509132"“ C%%arfnzzet?é“ B2 (1)1 : 9164025 to 1234028,
C:n=20 (47~73 ys)  melitracen) bid C : 8451024 to ST1+0.25
(M, L)
. I : Nausea, epigastric
Tongxinluo capsules : R0, 1=9)"
oy 910 ys  GRUASE®) 2 Pk e o deoanfart (625% n=3):
. Total =64 % e . . 1.1:6875%* C :31.25%  Tongxinluo GHELHE)
Li C =3 (45~75 ys)/ tid + Antine Carbamazepine 9 (1) ] : 74 £0.9% (n= . o
92012 RCT I : n=32, 58410 ys  tablets 50 mg bid 0l g 42 . (1) T ¢ 74206 to 4.8+0.9%, E:l)' Ying Taiqing
C:n=3 . ’ C : 7.420.6 to 6.8+0. (#K7) (n=1)
(45~75 ys) + Mecobalamin R
. C * Dizziness (12.5%.,
1.0 mg tid _
n=4)
Total=65 . - .
[:n=3, Sintongeiugeo-tang. Carbamazepine L1:28%% B 6259% .o
Gong L e BL2TH811 ys/  (BBIR) bid 200 mg . « C : Dizziness, nausea
RCT C : n=32 : ; . 28 2.(1) I :731£1.21 to 3.05+0.84%, ~ =
2012 % Drop ot 61.34#8.02 ys + Carbamazepine 3 ds : 300 mg tid, C 7944110 to 473+1.33 (n=3)
(n=3§) tablets 200 mg 7 ds : 600 mg tid L T
External application
of pain site
(SRR
6L.5 ys (Jinhuang-san ) ‘0. e
. Total=30 - b . LTI:8%"B:70% I : Side effects (n=1)
Bal pop 1 :p=gg, 078 9/ Powder (£5MH) Carbameserine 4y - ) 1 064998 19 45:25%, C + Severe dizziness
2010 C o n=10 61.5 ys + white vinegar 0.1 g tid C 0024251 to 7.5¢25 (n=3)
' (47~76 ys)  (AREH (10:1), Lo o

1h (1 t/w) * twice))
+ TDP irradiation
Qd (30 m)

I : invention group, C : control group, RCT : randomized controlled trail, WM : Western medicine, M : morning, L :

lunch, cs :

days, d : day, w : week, m : month, y : year, ti : times
%

groups after treatment

D AAA 24

(D A7 AA

HEeE BF ofetel ARGH. ek Fok
HE AseH ot F5 58 dxzes wad
A= 3. ekt Vet A8 WA Azed

- p<0.05 significantly difference between two groups after treatment, * :

courses, VAS : visual analogy scale, PRI : pain grading index, PPI : present pain intensity, h : hour, ds :

p<0.05 significantly difference between two
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Table 2. Frequency (F) of Prescription, Herbs in Prescription and Traditional Chinee Medicine Pattern

|dentification

Prescription name

Sintongchugeo-tang (S ¥a:ZIR5)

NOO"AjI

Jagyakgamcho-tang (AjZH &%)

Yanghwa-tang-gami (FRANGANR), Hwalhyeolchugeo-tang (iGIZHYES), Sowhalrack-dan (/NEEFH),

®

1 Hwalhyeoltongrak-tang (i&I:E#&%5), Tongxinluo capslues GE/L#%12%E), Naoxintong capsules (L@
12%€), Geumhwang-san powder (ZFHEU). Dohongsamul-tang (BRFLIUME)

F

Herbal name

10 Persicae Semen (Bk{=)

9  Pheretimae Corpus (Mi#E), Carthami Flos (F14¢)

8 Cnidii Rhizoma (%), Glycyrrhizae Radix (

(%, &) H¥), Angelicae Gigantis Radix (E5%)
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Cyathulae Radix (4-1%)

Myrrha (1%%5)

Paeoniae Radix Alba (F7%5%E)

Cyperi Rhizoma (FMF), Corydalis Tuber (KEHER). Spatholobi Caulis (RENEE), Pteropi Excrementum
(L)

Astragali Radix (¥1€), Cinnamomi Ramulus (84%), Olibanum (313). Salviae Miltiorrhizae Radix (J3%%),
Salviae Miltiorrhizae Radix (#12%) Gentianae Macrophyllae Radix (&), Notopterygii Ehizoma (F5if)

Paeoniae Radix Rubra (#375%2%), Chaenomelis Fructus (KIN). Gastrodiae Rhizoma (Khi), Arisaema
Praeparatus cum Bile W& F5R), Gardeniae Fructus ((W)¥ET-), Hirudo (FKIE)

Asari Herba Cum Radix (#8%), Polygoni Multiflori Ramuls (%%&#&), Chrysanthemi Flos (%t),
Uncariae Ramulus et Uncus (89898%), Eucommiae Cortex (#t4#), Bombycis Corpus cum Batryticatus
(HJEE). Moutan Cortex (F}8%), Ficus simplicissima Lour (13&%E#k), Poria (Hoelen) (££4%), Hordei
Fructus Germiniatu§®$:#), Scutellariae Radix (¥%), Oryzae Fructus Germinatus ()., Aconiti
Tuber (JIB), Pseudostellariae Radix (K+2), Aconiti Ciliare Tuber (¥.5), Rehmanniae Radix Preparat
(Puth35), Thujae Resina (HIE), Luffae Fructus Retinervus (#%1%), Cervi Cornus Colla (FEfIR),
Trachelospermi Caulis (4 88), Atractylodis Rhizoma (&), Cicadae Periostracum (¥3&), Sappan
Lignum (8%A), Steleophaga Plancyi (%#&%), Curcumae Radix (#4), Scolopendra Corpus (WHR),
Lablab Flos (JREAE). Santali Albae Lignum (f8%). Draconis Sanguis (13%), Dalbergiae Odoriferae
Lignum ([#E7%), Gypsum Fibrosum (F°%8), Zizyphi Spinosae Semen (HeZ1~), Menthae Herba (i
fir), Borneolum (%EM&E), Haliotidis Concha (FRHBR), Taxilli Ramulus (2%4), Trionycis Carapax
(%5, Toosendan Fructus (i), Phellodendri Cortex (¥#f), Cinnamomi Cortex Spissus (AIAE),
Gazellae Cornu (#7f4), Tetrapanacis Medulla (G&%), Sinapis Semen (H7+F), Zingiberis Rhizoma
Siccus (JiE %), Ginseng Radix (\%%)

THM pattern identification of traditional herbal medicine treatment

w

Qi deficiency (%), blood stasis (ILIY)

Qi deficiency with blood stasis (& M)

Phelgm-heat (##4), cold impediment obstructing the collaterals (Z&#%fH#%), blood stasis obstructing
the collaterals (IMJiRPHA%), lassitude of blood obstructing the collaterals CEIMFEAE), wind-phlegm
obstructing collaterals (EZRBHAZ)

S e

(

ofe

Fo =

fot
2o

BN FOV 2

68.1%), vertigo and tinnitus(A : 50%*, B : 39.4%),
HE AMSSE 55 A FoA dry throat(A : 789%%* B : 47.3%), thin red tongue
oAl 66.67-92.9% (N - 34.38-81%) (A 1 50%* B : 382%)<t 2 Azt Jepdeh
EF U 27l vlE] A2deA 2= & Limb pain, spasm of hand and foot, vertigo and
£¢ B4 Xu 5% =2& A3ty 25 tinnitus, dry throat, thin and tonguedl|A] T F=ol
| Bls) A2FellM Fo7 xfelE el Hls] x| M Fogt AelE vehlleh(p<0.05).
p<0.05), 53] Zhang 59 AFolN B fo Ye 5179 =FelXE VAS Fabohe}, SF-36 |

o,
S
o

=

et
4

ol
o
rlo

r-lJ to |o
o 2

2

g zpo] 7} 214l eH(p<0.01). Clinical symptoms®] ¥ ¥, BI A4 vy, MPQu|Ze &% il
b & AHEE =E F Guo 579 AFelAE 6 g, B 2ol vle] AZFelA Fols 2felE
7HA S0 2 vhire] H7hek A, limb pain(A e BH(p<0.05) (Table 1).

76.3%*, B : 42.1%). hypesthesia(A : 64.2%, B : 3) HlEREA

55.5%), spasm of hand and foot(A : 86.2%% B : /‘4245] 1299] =F& A2y 9 FAo] ue}
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M vs WM
A7t 2gE gl on, ekt of
gL FFdEA 5 2T
of vlE] A8 FEEe] Fon|st RS Ho
(N=3, RR: 141, 95% CI: 1.14 to 1.75, p=0.02),
“:49%93‘:]'
. THM¢} #3)st WM: Carbamazepine
1”‘]/] A8} 23k glon, dzel ws
BREENM SATAHE Fou|3 AH}E Ho
2 23t eH(N=1, RR: 1.16, 9%5% CI: 083 to
1.64, p=0.38).
i, THM<} #8st WM: Other medicines
Li7b OS] Antine?t  Mecobalamins,
fCuEIRZE] flupentxol®}t metitracend] &
fﬂﬂlzﬂﬁl Deanxits A3t ek o) 2ol Bl A
2 5580 EAA o2 son|slg ot 1°=66%

Herbal medicine WM

Zhang Yan 2015 25 2 20 2 10
Zhang Xu 2015 3 a0 25 40 13
Ying 2016 2 3 2 3 1
Xu 2016 22 30 14 n 7
Xu 2012 3 40 24 40 124
Wang 2014 38 a2 4 42 17
Qu 2016 22 3 1 EF
Li2012 22 3z 0 32 5
Gong 2012 24 33 0 32 10
Bai 2010 17 20 7 10 4
Total (95% CI) 333 321 100,
Total events 261 187
Heterogeneity: Chi* = 10,11, df = 9 (P = 0.34), 1= 1%

Test for overall effect: Z = 5.45 (P < 0.00001)

Herbal medicine wM
Bai 2010 45 25 20 75 25 10
Gang 2012 305 084 33 473 133 32
Guo 2014 212 057 40 389 077 40
Li 2012 46 08 32 68 0B 32
Qu 2016 458 086 33 673 133 2
Wang 2014 538 192 42 371 109 42
Xu 2012 123 028 40 571 025 40
Xu 2016 485 089 30 671 123 30
Ye 2014 4z 07 26 69 13 %
Ying 2016 236 15 31 455 121 N
Zhang Xu 2015 212 057 40 389 077 40
Zhang Yan 2015 45 185 32 591 196 32
Total (35% C¥) 399 387 1

Heterogeneity: Chi? = 1170.64, df = 11 (P < 0,00001); I = 99%
Test for overall effect: Z = 72.25 (P < 0,00001)

5%
2%
6%
4%
6%
%
9%
3%
%
9%

0%

17%
9.2%
09%

00.0%

25

@ THM + other treatments vs WM

277¢)

o]dAle] #3H(N=2. RR: 156,
95% CI: 1.18 to 2.06. p=0.002)

199 A7} 3=l on, Jinhuang-san Powder
(BB 3 white vinegar(Hf) <

BEIE 55

9]

of Hzs}y,

10:12 A2
TDP irradiatione

other treatments® *33}4le}t. Carbamazepines

7l o

Z7-

Wel AR felv P

5
2

F2 Bo]x Eagdvh(N=1, RR: 121, 9% CI:
0.78 to 1.90, p=0.39).
@ THM vs WM

=

=
)

64 =
Flupentixol# Melitracen<
ERS A9sly HPLUBULD

2gsgon,
WA el Qu 5

Zrl®

Carbamazepine

o] RoF el XE FEEo FATHE {9
ng A3E Bglom, o]-A o] Utk (N=6, RR:
1.32, %% CI: 117 to 150, p=0K0.0001). Carbamazepine

& Rt s IFes ¥
Z o)A g2 7Iidl= AFE AdL 4
RR: 1.23, 9%5% CI: 1.11 to 1.43, p=0.0002).

Risk Ratio

1.25 [0.90, 1.73)
1.24 [0.93. 1.66]
1.27 [0.99, 1.64]
1,57 [1.01, 2.4
1.29 [0.95. 1.75]
1,15 [0.97, 1.36]
1.94[1.13,3.31]
220 [1.25. 3.87]
1,16 [0.83, 1.64]
1.21(0.78, 1.90]

134 [1.21, 1.49]

Mean Difference

. -3.00 [4.90, -1.10)
% -1.68 [-2.22,-1.14)

.77 2,07, -147)

6 -2.00[-242,-1.58]
% 215 [2.70,-1.60]

1.67[1.20, 2.14)

% 4,48 [4.60, -4.36]
% 183 2,37, -1.29]
% <270(-3.27,-2.13]

-2.19 [-2.88, -1.50]
.77 2,07, -1.47)
141 [2.34, -0.48]

-3.32 [3.41, 3.23]

Risk Ratio
9, 95% 01
il
+
001 01 1 10 100
Favours [experimental] Favours [control]
Mean Difference
ned. 95%CI
|
-100 100

Favours [experimentai] Favours [control]

Fig. 2. The meta-analysis of THM vs WM with total effective rate and VAS.

s A5 F=0%
AHN =5,
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Herbal medicine WM

HAXM DF H OEREA - SO/5 XHE
Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

1.3.1 THM + WM vs WM

Gong 2012 24 23 20
Lizonz2 kil 40 24
Huzmz 22 32 10
Subtotal (95% CI) 105

Total events 7 A4

Heterogeneity: Chi®= 3.04, df=2 (P = 0.14); F= 40%
Testfor overall effect Z=3.13 (P=0.002)

1.3.2 THM + other treatments VS WM

Bai 2010 17 20 7
Subtotal (95% CI) 20
Total events 17 7

Heterogeneity: Kot applicahle
Test for overall effect. Z=0.85 (P = 0.39)

1.3.3 THM vs WM

Qu 2016 22 23 11
Wang 2014 el 42 24
HuZ2Me 22 20 14
Ying 2016 28 kil 22
Zhang ¥ 2015 2 40 25
Zhang ¥ 2015 25 32 20
Subtotal (95% CI) 208

Total events 167 128

Heterogeneity: Chi®= 5.63, df= 5 (P = 0.24); F=11%
Testfor overall effect 2= 4.39 (P = 0.0001)

Total {95% CI)
Total events 261 187
Heterogeneity: Chi#= 1011, di=9 (P =0.34); F=11%
Test for overall effect. Z=5.45 (P = 0.00001)

Testfor suboroun differences: Chif=0.45 df=2 (P =

333

M_H, Fixed, 95% CI

22
40
22
104

10.7%
126%

5.3%
28.6%

10
10

4.9%
4.9%

22
42
20
kil
40
22
207

5.0%
17.8%

TA4%
116%
132%
10.5%
66.5%

321 100.0%

0.80. F=0%

1.16 [0.83, 1.64]
1.29 [0.95,1.75]
2.20 [1.25, 3.87]
1.41[1.14,1.75]

1.21 [0.78,1.80]
1.21[0.78, 1.90]

1.04 [1.13,3.21]
1.15 [0.97,1.26]
157 [1.01, 2.44]
1.27 [0.99, 1.64]
1.24 [0.93, 1.68]
1.26 [0.90,1.73]
1.32 [1.17,1.50]

1.34[1.21, 1.49]

01
Favours [experimental] Favours [control]

oo

Fig. 3. Forest plot: THM vs WM, outcome: effective rate [confidence rate]-1.

Herbal medicine WM

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

1.2.1 THM + Carbamazepine

Gong 2012 24 23 20
Subtotal (95% CI) 33

Total events 24 20
Heterogeneity: Kot applicahle

Testfor overall effect Z=0.87 (P = 0.38)

1.2.2 THM + WM vs Carbamazepine

Lizoz kil 40 24
Huzmz 22 32 10
Subtotal (95% CI) 72

Total events A3 34

Heterogeneity: Chi®= 2.01, df=1 (P = 0.08); F= B6%
Testfor overall effect Z=3.14 (P=0.002)

1.2.3 THM + other treatments vs Cabamazepine

Bai 2010 17 20 7
Subtotal (95% CI) 20
Total events 17 7

Heterogeneity: Kot applicahle
Test for overall effect. Z=0.85 (P = 0.39)

1.2.4 THM vs Carbamazepine

Wang 2014 el 42 24
HuZ2Me 22 20 14
Ying 2016 28 kil 22
Zhang ¥ 2015 2 40 25
Zhang ¥ 2015 25 32 20
Subtotal (95% CI) 175

Total events 145 115

Heterogeneity: Chi®= 2,19, df=4 (P = 0.70); F= 0%
Testfor overall effect 2= 3.67 (P = 0.0002)

1.2.5 THM vs WM

Qu 2016 22 23 11
Subtotal (95% CI) 33

Total events 22 1"
Heterogeneity: Kot applicahle

Testfor overall effect Z=2.42 (P = 0.02)

Total {95% CI) 333

Total events 261 187

Heterogeneity: Chi#= 1011, di=9 (P =0.34); F=11%
Test for overall effect. Z=5.45 (P = 0.00001)

Testfor suboroun differences: Chif= 4.51 df=4 (P =034 F=11.3%

Fig. 4. Forest plot: THM vs WM, outcome:

Risk Ratio
M_H. Fixed, 95% CI

3z
32

10.7%
10.7%

40
22
72

126%
5.3%
17.9%

4.9%

10 4.9%

42
20
kil
40
22
175

17.8%

TA4%
116%
132%
10.5%
60.6%

3z
32

5.9%
5.9%

321 100.0%

1.16 [0.83, 1.64]
1.16 [0.83, 1.64]

1.29 [0.95,1.75]
2.20 [1.25, 3.87]
1.56 [1.18, 2.06]

1.21 [0.78,1.80]
1.21[0.78, 1.90]

1.15 [0.97,1.26]
157 [1.01, 2.44]
1.27 [0.99, 1.64]
1.24 [0.93, 1.68]
1.26 [0.90,1.73]
1.26 [1.11,1.43]

1.04 [1.13,3.21]
1.94[1.13,3.31]

1.34[1.21, 1.49]

>

01
Favours [experimental] Favours [control]

oo

effective rate [confidence rate]-2.



[¢]
Abesteqe), 3B x)g 2o ghoku} ofoks
8 xgslgon, dxite o ohE A2 2 A

st e, AEFo] Wzl vls| VAS7E o]0
A AAstgom(N=3, MD: -419, 95% CI:
-4.30 to -4.08, THMol| other treatmentsE 3} 3

A2 =3 FF I X 2uke AJRE Tl

Ul

o o =
YR - 228 - Z4

Ha] VAS7F f-ofnlshAl st ek (N=2, MD:
=272, 95% CI: -3.27 to -2.18, p<0.00001), Guo 5"
o] Aol Me AHEHELERS THM= Babetin
o] ofoks Wy TS X BT HEHER 5%l
£o8E H% £t whE Placeo] Babetin® <
obE WY RS dx2IE vlwsle] VAS/F wi¢
frou|sHA ZAEe(N=1, MD: -1.77, %% CI:
-2.07 to -1.47, P<0.00001)

Herbal medicine WM Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% CI
2.2.1 THM + Carbamazepine vs Cabamazepine
Gong 2012 3056 0.84 33473 133 32 27% -1.B8[222,-1.14] N
Subtotal (95% CI) 33 32 1.68 [2.22, 1.14] |

Heterogeneity: Kot applicahle
Test for overall effect. Z= 6.07 (P = 0.00001)

2.2.2 THM + WM vs Carbamazepine

Liz12 4.8 0.9 22 B2 0@ 32 46%
Huz2012 123 028 40 571 028 40 59.8%
Subtotal (95% CI) 72 T2 64.5%

Heterogeneity: Chi®= 125.94, df=1 (P = 0.00001}); F=33%
Test for overall effect. Z=75.23 (P = 0.00001)

2.2.3 THM + other treatments vs Cabamazepine

Bai 2010 45 28 20 75 18 10 02%

Subtotal (95% CI) 20 10
Heterogeneity: Kot applicahle
Testfor overall effect. Z=3.10 (P = 0.002)

2.2.4 THM + other treatments vs Amitriptyline

e 2014 42 07 26 B9 13 28
Subtotal (95% CI) 26 26
Heterogeneity: Kot applicahle

Testfor overall effect Z=9.32 (P = 0.00001)

2.2.5 THM vs Carbamazepine

Wang 2014 538 112 42371 108 42
Hu 2018 488 084 20 671 1.22 20
ing 2016 2.26 1.5 M 488 127 kil
Zhang X 2015 211 057 40 288 077 40
Zhang ¥ 2015 45 188 32 5091 108 22
Subtotal (95% CI) 175 175 18.2%

Heterogeneity: Chi®= 168.28, df= 4 (P < 0.00001}); F=98%
Test for overall effect. Z=10.34 (P = 0.00001)

2.2.6 THMvs WM

Qu 2016 458 0.86 33673 133 32
Subtotal (95% CI) 33 32
Heterogeneity: Kot applicahle

Testfor overall effect Z=7.71 (P = 0.00001)

2.2.7 THM + Babetin vs Placebo + Babetin

Guo 2014 212 047 40 389 0.77 40
Subtotal (95% CI) 40 40
Heterogeneity: Kot applicahle

Test for overall effect. Z=11.69 (P = 0.00001)

Total {95% CI) 399
Heterogeneity: Chi®= 1170.64, df=11 (P = 0.00001); P = 93%
Test for overall effect Z=72.25 (P = 0.00001)

Testfor suboroun differences: Chi®= 876,22, df= 6 (P = 0.00001), F=99.3%

-2.00[2.42,-1.58]
-4.48 [4.60,-4.36] ]
430 [4.41, 4.18]

-3.00 [-4.90,-1.10] o
-3.00 [4.90, 1.10] []

25% -270[327,-213]

2.70[-3.27,-213] |

26%
2.7%
1.7%
9.2%

1.671.20,2.14]
1.8312.37,-1.29]
210 2.88,-1.50] 5
AFTL2.07,-1.47) i
.41 [2.34,-0.48] 1
1.1 [-1.32, -0.90]

0.0%

2156 12.70,-1.60] £
-2.15[-2.70, -1.60] |

AFTL2.07,-1.47) |
.77 [-2.07, -1.47] |

387 100.0% -3.32[-3.41,3.23]

100 -50 50 100
Favours [experimental] Favours [control]

Fig. 5. Forest plot: THM vs WM, outcome: VAS [confidence]-1.
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Herbal medicine WM Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% CI
2.3.1 THM + WM vs WM
Gong 2012 3056 0.84 33473 133 32 28% -1.68[222,-1.14]
Lizonz2 48 0.9 32 B8 08 32 47% -2.00[242,-1.58] 3
Huzmz 1.23 0.28 40 671 0.25 40 B0.4% -4.48[480,-4.26] ]
Subtotal (95% CI) 105 104 67.8% -4.19 [4.30,-4.08]

Heterogeneity: Chi®= 211.90, df= 2 (P = 0.00001}); F=93%
Test for overall effect. Z=74.81 (P = 0.00001)

2.3.2 THM + other treatments vs WM

Bai 2010 4.5 25 20 75 18 10 02%
e 2014 4.2 07 26 B9 12 26 25%
Subtotal (95% CI) 46 36 2.8%

Heterogeneity: Chi®= 0.09, df=1 (P =0.77); F=0%
Test for overall effect Z=9.82 (P = 0.00001)

2.3.3 THMvs WM

Qu 2016 452 086 33673 132 32 27
Wang 2014 538 112 42371 108 42 27%
Hu 2018 488 084 20 671 1.22 o 28%
ing 2016 2.26 1.5 M 488 127 kil 1.7%
Zhang X 2015 211 057 40 288 077 40 9.3%
Zhang ¥ 2015 0 0 0 i} 0 a

Subtotal (95% CI) 176 175 20.1%

Heterogeneity: Chi®= 180.29, df= 4 (P <= 0.00001}); F=93%
Test for overall effect Z=12.07 (P = 0.00001)

2.3.4 THM + WM vs Placebo + WM

Guo 2014 212 047 40 389 0.77 40 9.3%
Subtotal {95% Cl) 40 40 9.3%

Heterogeneity: Kot applicahle
Test for overall effect. Z=11.69 (P = 0.00001)

Total (95% CI) 367
Heterogeneity: Chi®= 1154.48, df=10 (P = 0.00001); = 93%
Test for overall effect. Z=72.30 (P = 0.00001)

Testfor suboroun differences: Chi®= 762.21. df = 2 (P = 0.00001), F= 99 6%

-3.00 [-4.90,-1.10] ks
-2.7013.27,-213] -
272327, -2.18] |

-215[-2.70,-1.60]
1.67[1.20,214]
-1.83 237,129
-210[-2.88,-1.50] 3
1T 2.07,-1.47) A

-1.24 [1.44, 1.04]

1T 2.07,-1.47) A
SLT7 [-2.07,-1.47] |

355 100.0% -3.33[-3.42, 3.24]

Mot estimahle

100 -50 50 100
Favours [experimental] Favours [control]

Fig. 6. Forest plot: THM vs WM, outcome: VAS [confidence]-2.
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Random sequence generation (selection bias) - |
Allocation concealment (selection bias) - |
Blinding of participants and personnel (performance bias) _

Blinding of outcome assessment (detection bias) | |

Incomplete outcome data (affrition bias) _

Selective reporting (reporting bias) | .

Other bias | |

=D% 255% 5&% T5=% WUD%i

| .Lowriskofbias I:‘Unc\earriskofbias .High risk of bias |

Fig. 1. The risk of bias assessment for each included study-1.
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