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ABSTRACT

Objective: The purpose of this study is to investigate the effect of Cheonmagudeung-eum (CGE) for essential hypertension
by systematic review and meta-analysis.

Methods: The period of literature search was until October 30, 2016, and 14 electronic databases were utilized as search
engines. The evaluation for the risk of bias (RoB) was conducted by using the Cochrane Risk of Bias Tool. The meta-analysis
was performed by synthesizing outcome data, including total effective rate (TER). systolic blood pressure (SBP). diastolic blood
pressure (DBP), and the incidence of adverse events.

Result: There were a total of 64 RCTs using CGE on adult essential hypertension. In the RoB evaluation, most of the items
were unclear, and the qualities of studies were rated low. The concurrent treatment of CGE and antihypertensive drug (AHD)
showed a significant hypotensive effect since the risk ratio (RR) of TER was 1.17 times (95% CI 1.14. 1.20, p<0.01) higher
than that of AHD alone. In addition, the mean difference (MD) appeared low as 8.73 mm/Hg in SBP (95% CI -11.36. -6.09,
p<0.01) and 5.81 mm/Hg in DBP (95% CI -7.50, -4.12. p<0.01).

Conclusion: Through this study, it was identified that the combined treatment of CGE and AHD on hypertension would
be more effective than that of AHD treatment alone. However, due to the low quality of the selected original articles, the
significance of this conclusion is somewhat limited, and we hope that this would be complemented through more rigorous RCTs
in the future.
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AAAAE S =F A= g7
o] A Al&sF= O0ASIS(oriental medicine advanced
searching integrated system, https://oasis.kiom.re.kr)
¢} NDSL(national digital science links, http://
www.ndsLkr), KISS(Korean studies information
service system, http://kiss.kstudy.com), =%
st B (KERIS)oA #1338 RISS(research
information service system., http://www.riss.kr), =}
&)7|&sksn - http: //society.kistirekr), DBpia(http://

www.dbpia.co.kr) ] AN & A-L-315i ).

oJn| Aol A= PubMed(https://www.ncbi.nlm.nih.
gov/pubmed), Cochrane(http://www.cochranelibrary.com),
EMBASE (https://www.embase.com), CINAHL(http://
www.cinahl.com), Web of science(https://webofknowledge.
com), ScienceDirect(https://www.sciencedirect.com),
Wiley online library(http://onlinelibrary.wiley.com)
£ o]83192m, FellM+= CNKI(China National
Knowledge Infrastructure, http://cnkinet), ¥+oll
A& CiNii(https://ci.nil.ac.jp) 2+ J-STAGE(https://
www.jstage.jst.g0.jp) & A3k
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Fig. 1. Prisma flow diagram for process of literature search.
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Table 1. Characteristics of Randomized Controlled Trials Included in the Meta-Analysis

Aze) Jeaste s g5 AAHYon,
AN AR QAT 18E AAe =
37 £l A

Author Intervention (n) Comparison (n) ’I‘reatrr}ent Results Adverse
(year) duration events (n)
Sun'® CGE bid po + enalapril Enalapril 2.5~10 mg Not L. TER p<0.05
(2016)  25~10 mg od po (50) ad po (50) repored & 5B X005 None
: 3. DBP p<0.05
Gu” A Levamlodipine 2.5 mg 1. SBP p>0.05
(2016) CGE bid po (30) ad po (30) 42 days o ppp 005 None
9 A . 1. TER p=0.02
2{2%?6) benazegr%ElOb;ggp;d ;o (90) Bezajeﬁgll(é?) " 28 days 2. SBP p=0.00 None
3. DBP p=0.03
Li A Captopril 30 mg ad po + 1. SBP p<0.05
(2016) CGE bid po (49) ieodinine 125 me bid po (49) 5 9% 9" DBP 1005 None
) A ~ 1. TER p{0.05
(5816) losarta(flG;?) ]rorllg gs 1:0 (64) Losarggnpgo(&ll())o " 84 days 2. SBP p<0.05 None
3. DBP p<0.05
o A N iy 1. TER p<0.05
i O e Lesmie S5 55 2 550 0
: 3. DBP p<0.05
) 1. TER p¢0.05
Z(hﬁ%) " dfg’Ede b ¥y Plendil 5 me ad po (40) 30 days 2. SBP <005 None
P §adp 3. DBP pd0.05
Chen LP? CGE bid po +
(2016)  felodipine 5 me od po (49) Felodipine 5 mg ad po (49) 90 days 1. TER p<0.05 None
Chen XF*Y CGE bid po + s
(2016)  nifedipine 30 mg od po (40) Nifedipine 30 mg qd po (40) 14 days 1. TER p<0.05 None
5 CGE granules bid po + L.
WengZ) . Hydrochlorothiazide 1. SBP p<0.01
(2015) hydmcmgg"t;ﬁaf?g) Zomg 105 e qdpo 300 01 98YS o DRP o1 None
Sha™ CGE bid po + . Not 1. SBP p<0.05
(2015 amlodipine 5 mg od po (51) ‘miodipine 5 me ad po G100 0" hEp 005 None
27 1. TER p¢0.05
(;515) | CIGE ad o () Enelapil 5 mg ad po (50) 180 days 2. SBP p)0.5 None
enatapri v me qd po 3. DBP p)0.05
CGE bid po + . .
8 . o Lisinopril 10 mg ad po + 1. TER p<0.05
Wang = lisinopril 10 mg ad po + 0 1 iie 195 mg 28 days 2. SBP pl0.05 None
(2015) hydrochloride 12.5 mg d 1o (38) 3 DBP 005
ad po (43) aap : PR
Guan™ A A 1. SBP p»0.05
(2015) CGE granules tid po (30) Benazepril 10 mg qd po (30) 180 days 2 DBP p0.05 None
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30)
b0 CGE bid po (60) AHD po (60) 0 days ;SO pp<<%0§’5 None
Zhang” CGE bid po + Levamlopine 2.5 mg 20 davs % 51}335 p<<006%5 None
(2014)  levamlopine 25 mg ad po (30) qd po (30) y S DBp pp«; 0
Li FY” CGE bid po + benazeprii  Benazepril 5~10 mg 9 d L TER p<0.05
N ays 2. SBP p<0.05 None
(2014) 5~10 mg qd po (161) ad po (160) 3. DBP p(0.05
Liu H¥ CGE bid po + Irbesartan Irbesartan 150~ 300
(2014)  150~300 mg qd po (156) mg qd po (157) 8 days 1. TER p<0.05 None
Liu Y* CGE granules 5 g tid po + , . L TER p<0.05
(2014)  Captopril 20 mg tid po (64) Captopril 20 mg tid po (63) 56 days g SD%I; pp<<0(50655 None
o ] 1. TER p=0.02
Jin® CGE bid po + ,
(2014)  Enalapril 10 me qd po (50) Enalapril 10 mg qd po (50) 180 days g IS)%I; pp<<0(50655 None
. . 1. TER p<0.05
Liang” CGE bid po + -
O Amlodipine 5 mg qd po (60) 30 days 2. SBP p<0.05 None
(2014)  Amlodipine 5 mg ad po (60) 3. DBP p(0.05
Li R” CGE bid po + , A
(2014)  Captopril 25 mg tid po (44) Captopril 25 mg tid po (42) 28 days 1. TER p<0.05 None
: . 1. TER p»0.05
7heng® CGE granules 10 g tid po + .
o Amlodipine 25 mg qd po (30) 28 days 2. SBP p>0.05 None
(2014)  Amlodipine 25 mg od po (30) 3. DBP p)0.05
i . 1. TER p<0.05 (A vs. C)
A+ CGE bid po + o 005 (B vs. C)
Fang amlodl.plne 5 mg qd po C: Amlod}plne 5 mg qd po 2. SBP pX0.05 (A vs. C)
(2014) or perindopril 4 mg or perindopril 4 mg qd 56 days >0'05 (B vs' 0) None
ad po (108) po (108) ; DBPp<do5 (A v O)
B: CGE bid po (108) ' §<0'05 B v O)
Chen"’ CGE bid po + . 1. SBP p<0.b5 '
(2014)  amlodipine 5 mg od po (40) Amiodipine 5 me ad po () 14 days o' pp 5 Nane
11)
((2}(1;13) CGE tid po (25) Perindopril 4 mg qd po (25) 42 days % SD%I; pp>>%0(§)5 None
Yang"’ CGE bid po + . .
(2013)  Captopril 25 me tid po (60) Captopril 25 mg tid po (60) 180 days 1. TER p<0.05 None
] ) . B: Nifedipine 30 mg aqd po
Gu? Sa(r}nE e ol gpoup O Nifedpine 30 me adpo ) (o ot p<<(())(())§) AwBO N
(2013) group + Benazepril 10 mg qd ays o DAL s one
(40) 2o (40) 3. DBP p<0.05 (Avs. B, O)
W ) . . . t
?%%1%?4 CGE bid po (48) Captopril 25 mg tid po (45) repNoOre d 1. TER p<0.05 None
5) " + : — 1. TER p<0.05
‘ 3. DBP p<0.05
Kong™ CGE bid po + Nifedipine ., ;. . A
(2013) 10 mg bid po (63) Nifedipine 10 mg bid po (63) 21 days 1. TER p»0.05 None
7)
W"g%lgfq CGE bid po + AHD (30) AHD (30) 0 days D pp<<%0§’5 None
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Liu® A Nlfedipine 20 mg bid po 1. SBP p»0.05
(2013) CGE bid po (30) (30) 28 days 2 DBP p0.05 None
Luo" CGE bid po + A
(20130 AHD (ACEi or ARB) (30) AHD (ACEi or ARB) (30) 28 days 1. TER p<0.05 None
50 CGE granules 10 g tid po .., . .
Do N g NS D0 0ty g, S8 2
captopril 12.5 mg bid po (48) ’ ) )
5D Irbesartan 150 mg qd po + ¢
(FZ""O?B) CGE tid po (100)  hydrochlorothiazide 125 me Zgaff %: SD%I; pp<<%_0011 None
ad po (100)
1. TER p)0.05 (327}
55 At CGE bid po + enalapril . _— 2. SBP p<0.05 (A vs. C)
%5?2) 520 mg qd po (30) O Egalipr(léo‘:’ 20me o oy p>0.05 (B vs. C) None
B: CGE bid po (30) aap 3. DBP p<0.05 (A vs. C)
p>0.05 (B vs. C)
Mo”  CGE bid po + nifedipine  Nifedipine 10~20 mg
(2012)  10~20 mg bid po (35) bid po (32) 28 days 1. TER p<0.05 None
1. TER p)0.05 (A vs. C)
) ] . . p<0.05 (B vs. C)
Cheng®® A1 CGE tid po + enalapril o, g o 5 e bid po 2. SBP p)0.05 (A vs. C)
5 mg bid po (40) 28 days None
@012 5. 0B i e (40) (40) p<0.05 (B vs. C)
‘ P 3. DBP p<0.05 (A vs. C)
p>0.05 (B vs. C)
Wer™ CGE bid po + .
(2012)  nifedipine 10 mg bid po (49) Nifedipine 10 mg (49) 28 days 1. TER p<0.05 None
Yin ZF" CGE bid po + o A
(2012)  nifedipine 10 mg bid po (50) Nifedipine 10 mg bid po (50) 56 days 1. TER p<0.01 None
. 57)
Ygo‘g CGE bid po (30)  Captopril 2 mg tid po (30) 84 days 1. TER p)0.05 None
P 1. TER p>0.05
(2012) CGE hid po (30) Felodipine 5 mg qd po (30) 168 days 2. SBP p»0.05 None
3. DBP p)0.05
A: CGE + AHD (diuretics,
Qi . CCB-ACEL BB) (22 ypry (gineties CCB. Not 1 TER p005 (A vs. C)
(2010) B° CGE gramules + AHD 0 o, "om) 00" osed 2005 (Bvs, ¢)  Nome
(diuretics, CCB, ACEi ’ ) )
BB) (18)
. 60) . 1. TER p<0.05
(Iél()nlO) CGE bid po (47) Telmﬁarf)a‘z 4%) ME 98 days 2. SBP p)0.05 None
aap 3. DBP p)0.05
7he™  CGE granules bid po + A A 1. SBP p<0.05
(2010)  captopril 25 me bid po (30) Cavtopril 2 mg bid po (30) 56 days o ppp 05 None
) . 1. TER p<0.05 Control
I();éllgo) s glGiEo ?;d PO gy Enelepril 10 me ad po (60) 28 days 2. SBP p05 cough (3).
P £ p 3. DBP p<0.05 skin rash (1)
Yo . . 1. SBP p»0.05
(2010) CGE bid po (30) Nifedipine 20 mg qd po (30) 28 days 2 DBP p0.05 None
7hu™ CGE bid po + A A 1. SBP p<0.05
(2009)  captopril 25 mg tid po (40 C2Ptopril 25 me tid po (40) 28 days o' pp’ ey None
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Tang . " 1. SBP p»0.05
(2009) CGE granules 5 g tid po (30) Amlodipine 5 mg qd po (30) 28 days 2 DBP p0.05 None
. 66)
(Lzl&)g) OGE bid po (30)  Felodipine 5 me ad po (30) 168 days 5 por, pp>>%_0§’5 None
Liu™ CGE hid po + L )
(2009)  perindopril %5 me tid po (30) Perindopril 25 mg tid po (30) 28 days 1. TER p»0.05 None
Chen™ CGE bid po + . . L. TER p20.05 Control
) ) Captopril 25 mg tid po (50) 42 days 2. SBP p>0.05
(2008)  Captopril 25 mg tid po (50) 3. DBP p)0.05 dry cough (3)
1. TER p0.05 (A vs. C)

A: CGE bid po + captopril

p0.05 (B vs. C)

69) . . .
Fang % me tid po (30) C: Captopril 25 mg tid po 14 days 2. SBP p>0.05 (A vs. C) None
(2008) 5. GGE bid vo (30) (30) p>0.05 (B vs. C)
‘ P 3. DBP p<0.05 (A vs. C)
p>0.05 (B vs. C)
Wang HX" . .
(2008) CGE bid po (60) Felodipine 5 mg ad po (60) 30 days 1. TER p0.05 None
Intervention:
7 A 1. TER p<0.05
Wang Q" CGE bid po + . . dry cough (2)
(2008)  captopril 25 mg tid po (40) Captopril 2 mg tid po (40) 28 days 2. SBP p¢0.05 control:
3. DBP p<0.05
dry cough (5)
Zhang™ A Nitrendipine 10 mg 1. SBP py0.05
(2007) CGE bid po (30) tid po (30) 28 days o' pgp 5005 None
Cai™” A Nitrendipine 10 mg 1. SBP py0.05
(2005) CGE bid po (60) tid po (52) 28 days o ppp 5005 None
Xing MZ"” A Nitrendipine 10 mg 1. SBP py0.05
(May 2004 CGE bid po (60) tid po (58) 28.days o DB py0.05 None
Xing MZ™ . Felodipine 2.5 mg 1. SBP p»0.05
(Jul 2004)  CGE bid po (30) ad po (30) 28.days o DB p)0.05 None
Lin"™ A Nitrendipine 10 mg 1. SBP p»0.05
(2004) CGE bid po (30) tid po (30) 28 days o ppp 5005 None
Xiem 1. TER p>0.05
(2004) CGE tid po (45) Captopril 25 mg tid po (45) 42 days 2. SBP p»0.05 None
3. DBP p)0.05
Li® A Nitrendipine 10 mg 1. SBP p»0.05
(2003) CGE bid po (52) tid po (50) 28.days 5 DB py0.05 None
79)
((}5610%) CGE bid po (30)  Captopril 25 mg tid po (30) 28 days %: SD%I; pp><%_0§’5 None
CGE : Cheonmagudeung-eum, SBP : systolic blood pressure, DBP : diastolic blood pressure, wks : weeks, TER :

total effective rate, AHD : anti-hypertensive drug. ACEi @ Angiotensin converting enzyme inhibitor, ARB : Angiotensin

IT receptor inhibitor, CCB : Calcium channel blocker, BB : Beta-blocker

2) 5(]3_ 7]7‘1_ 900E] 0" 4:&49,64,66,73' 1800E] 0" 4:554,61,67,69 168()] 0" 2:530,38'
oFE Fol 717k 07 5E N7 AFnlet Aol 2190e] 197, 28~359 Abel7t 18 ¢ o AAH
7]_ E]—Okﬂ OU:] 280] o] 24J411 18.20-25.29,31-34.36.41- 44,47,78,58,59,68,78 0.]1:]_ ]’]'Ui Z] 4J4 o] 0:] —7.16.37.52, /Oo]]/q A ] =1 7] 7]_011
840] o] 6J4§9466§/l/6// 560] o] 5J4§5405/ 62,75 14()] o] 4 T’Hﬂ' od'u—o] HAME]'
52/ ol 56/2' SOOE]O] 4'5266065/4' 420E] o] 5'51928555% /9' /\]%]_z_ /‘éﬁ]

29



TEetol het MolTSEel B MAN EEUEL HEREY

o] maE ] f%t, A% =E

a3
Bl 7hn), 7H3 Fo 2™ o] AW S o

g oAle] st & AT A9stdh Ad"
3 & 3rEY] de Avbee ¥ sl
o] W4 ABE AYLOR Fo FIYUPAE F
o3 dx3 &3S wwelgly, 29 HopF
S FrdsAE &5 vlwstsih 283 49
o] QT Aul5g 9 LA o o
£ Az 474 95 R 7S vluEe
dygen, Uz 197 We T Hupt
S By AFATeE Ry, FudeA
45 Rt g FUtE AAe 37 7 vz A
gt 7ok

obgd] Hrutr5s ¥ FuIsHA HE Fo o
_—|r__ 37% % 6%25%4%84959614_ ﬂu]— :% ‘;’_]'% 'TT:‘C’:]

7 208 F 2R PN At APAL
AHEE

) dz= AA

Hzros AME SvEgA § gEoE AME
133 CCBe nifedipinee] 80405568
amlodipineo" 6%26,36,38—40,65' felodipiHGO] 5%23,58,66,70,75'
nitrendipinee] 58 levamlopinee] 3%'7#e]
0.]1' ACEll‘__L Captoprﬂ"] 12:&34,37,42,44,57,61,64,68,69,71,77,79'
enalapril°] 7%16,27,35,45,52,54,62' benazeprﬂ"] 3:618,29,32'
perindoprile] 28 plendile] 18%¢] %} ARBE
irbesartane] 18, losartane] 1#”. telmisartane]
19%e]gl 0™, o] A= hydrochlorothiazider} 1%%
o]ttt

ol-&8 257 drHAE FA T £
& 4Ho2 (CBQ nifedipine®t ACEi2l benazepril®,
captoprll190 W43 a7t 24 194 L ol
Al2] hydrochlorothiazides} #-8-8ted ACEiQ! lisinopri®
3+ ARBSQ! irbesartan”& Fed3t A7} 77 19

30

o]t
Yoz 4@t iEe gzroz FuseS
—rﬁﬂ‘:}—l— Aol Hejslowt FAA FHRE
HAE A 42 AFEeNh
) 37 ]' H

AR FHME T8t #HE HrpHSEA

7] &3t (systolic blood pressure, SBP)3} o] st

7] g3} (diastolic blood pressure, DBP), 283 3
& & (total effective rate, TER)S AH&-8}5ict.

49J4°] ’i—fﬂoﬂ/ﬂ ’\’:‘7] @%Wr o] gh7] @‘Qi

ol-}l

5 A8, +37] 1P 9] A% 3
$EE REE ALY B B0 Fpd
+ Akt o)) WY 2L F4

£ 7H 3 ek 21

F 37 3
S .9,-' o])\J—u]-_g. Hl—/\g

JE=e= 1 il

3. H|=2l 9E Ty}

AR E 643 #8S Cochrane Risk of Bias
Tool®] F7pHol upet £A& Aaigh Az, 7249
WAEA S AHE A&st 77} 219913}
°1W 22 4 odF

£ low rlski 7}st
Ao, o] 9 dj o]
HEo A vlEd Hr} gEel AzH W49 dF
o] g1} unclear® 37}s}5eh(Fig. 2).

v}

Hmm
J



2leh- 2not - HoIE - 2

)| Mardam paguuriin prresston fpasesten bis]

a0

cmes
Chem 2008

Chen 3017

o

Chang 212

Chen LB 278

CnanaF 216

@@ @82 ]] 5] 5| aneg oo snesomen meiwmen s

Dong 2410

Fam 3213

Fung 2008

Fung 2004

SR 1B IR AR

OO O O O O e ]

L2008

Lm2ee0

Lin 2000

|eja|ls|a|als|s|s|a|la|s|as|a|a|s|asa|s|s|s]

L 2oed

S R(ee|eae ae|e e e e e e e s e e e e e e 8@ 60| @ 88|08 0|weusmme o v
slajs|lalslsls|s|ajslsjss@zes|s(a|sa|as|ala(s| @ s 2@ =3]8]8] 8 | temcmmeingmeng

|=|a|e

sle|laja|ajaa|a|a|aa|s|as|ae|a]|a|s|a|a|a|aa|aa|a|ala|a|as|a(a|a|a|a|a|s|a|o]a]a|a]s|a]a]a]a] s |mmnemommme muemm gy

@ === oeel=essse=(zaasa|aa|s(zsss]alazzns

slsla[a(alalelalaala|alalo/e[a|s(a]a]elz]alale|a|alaa]o|z|2|s|a]aa]alalala(alalala|e]2a|a|a]a]a]a]a]|mmun

+
e Rl L
IRl RS
R0
Tang 2000 ® % @
Wing 2914 T 0@
Wemng Hix 2008 ®® , T
PR— DOOI
wang G 2908 Tr|@e
LRI IR
LIRIL IR
oe|@e
e 200 L
bing M e 200 ® | 10 Random sequence generation (selection bias) _ I
—— O onnone ) o I |
o000 Allocation concealment (selection bias)
: : :: : : Blinding of participants and personnel (performance bias) I I
LRIRALJEIE Blinding of outcome assessment (detection bias) I I
LRI JEAE
OO0 Incomplete outcome data (attrition bias) _]
S10/0/0/018 Selective reporting (reporting bias) | .
LRI JEAE:
trviere Other bias | -
LIRIEIL JEIE | ; ' } |
vjalzrlefa]e 0% 25% 50% 75%  100%
LRSI JEAES
IR IR ‘ .Luwriskofbias DUncIearriskofbias .High tisk of hias ‘
LEIEIL L L

A B
Fig. 2. Assessment of risk of bias.

A : summary of risk of bias, B : risk of bias graph
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CMGDE + HTN durg HTN durg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Bian 2016 [<1n] 67 48 67 33% 1.25[1.05,1.48]
Chen 2008 44 a0 45 a0 31% 0.98[0.85 1.12] I
Chen 2012 24 an 26 a0 1.8% 1.12[0.95 1.30] T
Chen LP 2016 44 49 36 44 2.8% 1.22[1.01,1.48]
Chen ¥F 2016 38 40 32 40 22% 1.18[1.00,1.41]
Cheng 2012 38 40 36 40 2.8% 1.06[0.93,1.20] I I
Dong 2010 ar ] 44 a6 31% 1.21[1.04,1.40]
Fang 2008 24 an 26 a0 1.8% 1.12[0.95 1.30] T
Fang 2014 ee] 108 90 108 B.2% 1100099 1.22] T
Fu 2016 a4 G4 46 G4 32% 1.28[1.08,1.52]
Guo 2013 (17 E2 36 40 3z 40 2.2% 1.13[0.93,1.36] ]
Jin 2014 47 a0 42 a0 2.9% 112097, 1.29] T
Kang 2013 [<1n] 63 a4 63 4.0% 1.02[0.93,1.11] -
Li 2014 44 a0 36 a0 2.8% 1.22[1.00,1.49] T
Li Fv 2014 147 161 125 160 8.6% 147 [1.06,1.28] -
LiR 2014 43 44 34 42 27% 1.05[0.96, 1.16] T
Liang 2014 ar ] 46 60 32% 1.24[1.07,1.44]
Liu 2009 24 an 26 a0 1.8% 1.12[0.95 1.30] T
LiuH 2014 138 156 120 147 8.2% 116 [1.04,1.28] -
Liuy 2014 a6 63 47 G4 32% 1.21[1.02,1.44]
Luo 2013 27 an 20 a0 1.4% 1.35[1.02,1.749]
Mo 2012 34 ki 27 32 1.9% 1.15[0.98,1.35] T
Qin 2010 20 22 17 23 1.1% 1.23[0.93,1.62] ]
Sun 2016 43 a0 ki a0 2.4% 1.23[0.99,1.52] T
Wang 2014 41 43 28 38 2.0% 1.28[1.06, 1.58]
Wang @ 2008 35 E] 27 35 1.9% 1158097, 1.46] T
Wang YF 2013 26 an 14 a0 1.3% 1.37[1.01, 1.86]
WWei 2012 45 49 40 44 27% 1.20[1.04,1.38]
Yan 2016 TH a0 |14 a1 4.4% 1.18[1.01,1.38]
Yang 2013 a6 ] 47 60 32% 1.18([1.03,1.38]
e 2013 13 14 11 15 0.8% 1.18[0.82,1.70] I
YinZF 2012 44 a0 ki a0 2.4% 1.26[1.02,1.59]
Zhang 2014 24 an 23 a0 1.6% 1.26[1.02,1.59]
Zhang 2016 =] 40 33 40 2.3% 1.18[1.02,1.37]
Zheng 2014 26 an 26 a0 1.8% 1.00([0.82,1.22] -1
Total (95% Cl) 1867 1853 100.0% 117 [1.14,1.20] +
Total events 1711 1454
Heterageneity: Chi®= 36.80, df= 34 (P =0.34), F= 8% D!T D.ISS 172 175

Testfor overall effect 2=11.09 (F = 0.00001)

CI: -1098, -5.3, p<0.0D) o] om T’7HS 96%= 2
3 7} o] A AL uf] & =9F (Fig' 4).

o] k7] ¥t = HFA7} -581 mmHg(95%
CI: =750, -4.12, p<0.01) o] o™ 2 94%= &
3 7F oA v $- =3hehH(Fig. 5).

o] AhaE-g- Al =¢8] RRE 0.222(9%% CI: 0.06.

HTM durg CMGDE +HTM durg

Fig. 3. Results of meta-analysis for total effective rate (CGE + AHD vs. AHD).
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[

CGE + AHD AHD Mean Difference Mean Difference
Study or Subaroup Mean  SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Bian 2016 1200 16 BT 130 16 B7  31%  -10.00[15.25,-4.75] —
Chen 2008 1404 103 50 1405 93 A0 32% 010 [-3 95, 3.74] —r
Chen 2012 1203 B4 30 1384 73 30 33% -15.10[18.57,-11.63] I
Chen 2014 12543 B24 40 12054 902 3B 32% -4.11 [7.95,-027) —
Cheng 2012 1287 804 40 139 127 40 3% -3.20 [-8.03, 1.63] T
Dong 2010 1211 BS B0 1384 73 56 34% -17.30[19.82,-14.78] -
Fang 2008 1287 81 30 139 127 30 30% -3.20 [-8.79, 2.39] m—
Fang 2014 134 B9 108 13414 16 108 33% -0.14 [-3 60, 3.32] -
Fu 2016 12829 B73 B4 13415 639 B4 34% -5.86 [-8.13,-3.59] -
Guo 2013 (17| DELE) 13218 118 18 13757 1172 17 26%  -538[1341, 265 e
Guo 201327 DEEE) 15132 1178 13 15634 1289 14 24%  -502[14.25,4.21] —_—
Guo 2013 (37| DELR) 16236 1375 11 16056 1335 9 20%  -720[1912,477 e —
Jin 2014 12521 8B1 &0 127.53 851 50 33% -2.32 [-5.88,1.24] T
Li 2015 131 103 50 134 131 A0 1% -3.00 7 62, 1.62] ma—
Li 2018 13254 831 40 14128 942 48 33%  -BT4[1245,-503 i
LiFy 2014 1325 103 161 1483 117 160 34% -15.80[18.21,-13.39 -
Liang 2014 13507 262 B0 1467 352 B0 35% -11.B3[12.74,-1052] -
Liuy 2014 1266 7.2 B3 1395 77 B4 34%  -10.90[13.48,-8.31] -
Sha 2015 1221 23 51 1488 5 &1 34% -2870[-28.21,-2519] —
Sun 2016 1272 83 50 1334 122 50 32%  -B.20[10.45,-1.95] I
Wiang 2015 9507 815 43 119.58 1028 38 3I2% -24.51 [28.59,-2043] ——
Wang Q 2008 12551 811 38 1317 901 35 32%  -B19[10.35,-203 e
Wiang YvF 2013 12597 889 30 13386 943 30 31%  -T.89[1278,-3.00] e
Weng 2015 11447 236 30 12653 2442 30 20% -12.06[2421,009]
Yan 2016 1183 114 80 1269 94 91 33%  -BB0[1165-555] -
e 2013 1200 327 18 1269 306 15 24% -6.90 [8.17,-4.63] -
Zhang 2014 13501 255 30 147.61 382 30  3.4% -12.80[14.34,-10.96] -
Zhang 2016 12239 1429 40 13498 16323 40 29% -1259[18.08,-6.10]
Zheng 2014 13817 1232 30 139.83 1207 30 29% -0.66 [-6.83, 5.51] e —
Zhou 2013 1326 B2 48 1377 B4 49 33% -5.10 [-8.40,-1.80] -
Zhu 2009 127.43  7BF 40 139.21 783 40 33% -1178[1518,-838 —_
Zhu 2010 1311 BAT 30 13583 666 30 33% -4.73[7.98,-1.48) i
Total (95% Cl) 1527 1515 100.0%  -8.73 [-11.36,-6.09] >
Heterogeneity: Tau®= 51.84; Chi*= 721,13, df = 31 (P < 0.00001); F= 96% t t t

Testfor averall effzct 2= 6.43 (P < 0.00001) 0 cc|1zu+ AHD AHD e

Fig. 4. Results of meta-analysis for systolic blood pressure (CGE + AHD vs. AHD).

CGE + AHD AHD Mean Difference Mean Difference
Study or Subaroup Mean  SD Total Mean  SD Total Weight [V, Random, 85% Cl IV, Random, 85% Cl
Bian 2016 80 5 67 &7 6 67 3.4% -7.00 [-8.87,-5.13] -
Chen 2008 862 B1 A0 B8BE 58 A0 33% -0.40 [-2.75,1.95] i
Chen 2012 805 21 30 884 5 30 34% -7.90 [-8.84,-5.86] I
Chen 2014 F473 E4B 40 FTA2 B43 38 32% 238 [-5.25, 0.47] m—
Cheng 2012 753 623 40 806 822 40 32% -5.30 [-8.32,-2.28] E—
Dang 2010 04 213 G0 BIE 503 56 35%  -0.20[1062,-7.76] -
Fang 2008 753 52 30 806 B3I 30 1% -5.30 [-8.80,-1.80]
Fang 2014 FEI1 550 108 7903 BO8 108 35% -272[-4.28,-1.16] -
Fu 2016 8237 413 B4 8782 540 B4 35% -5.55 [-7.23,-3.87] _—
Gun 2013 (17| DEYZ)  7O54 1187 16 8472 1163 17 20%  -510[1320,284] e — —
Guo 2013 (27| DHZ) 8645 1053 13 9153 1151 14 1.9%  -508[13.38,2.23 — 1
Gun 2013 (37| DEYZ) 9056 1388 11 9535 1274 9 13%  -477 1646 692
Jin 2014 791 742 50 B8O0E 7414 B0 32% -1.50 [-4.35,1.38] ——
Li 2015 g5 92 50 82 B4 HD 1% 3.00 [-0.45, 6.45] T
Li 2018 8248 517 49 B898E 532 49 34% -7.47 [-8.55,-5.39] I
LiFy 2014 798 B4 161 935 102 160 34% -13T70F1574,-1166 T
Liang 2014 7185 405 B0 8212 387 B0  35% -10.27 [11.71,-8.83] -
Liuy 2014 87.3 55 B3 917 B2 B4 34% -4.40 [-6.44,-2.36] I
Sha 2015 872 24 51 102 36 51 35% -14.80[15.99,-1361] ——
Sun 2016 1.3 73 50 BE4  B1 50 32% -5.10[-8.12,-2.08] —
Wang 2015 8028 4326 43 B7TF2 458 38 34% -7.43 [-9.36,-5.50] I
Wang @ 2008 7465 BS 38 FBE2 B35 35 32% -2.27 [-5.22, 0.68] ——
Wiang YF 2013 8328 605 30 872 971 30 30% -3.91 [-8.00,0.18] e
Weng 2015 69.43 1623 30 7583 1543 30 20%  -B.50[14.26,1.26] I —
an 2016 728 42 90 8B4 BE 91 34% -1380[1582,-1178 ——
e 2013 7873 411 15 8227 311 16 33% -3.54 [6.15,-0.83] —
Zhang 2014 714 382 30 B4 405 30 34% -1260[14.49,-1081] T
Zhang 2016 8108 422 40 BB39 B3 40 23% -4.41 [-6.76,-2.06] -
Zheng 2014 8533 718 30 8433 74 30 W% 1.00 [-2.69, 4.69] -
Zhou 2013 827 67 48 832 6 49 24% -0.50 [-2.83,1.83] b
Zhu 2009 FOEG 755 40 8733 821 40 3% -FE4[11.10,-4.18]
Zhu 2010 821 6§23 30 8FE B3I 30 22% -6.60 [-8.43,-2.67] —
Total (95% CI) 1527 1515 100.0% -5.81 [-7.50, 4.12] <>
Heterogeneity: Tau® = 20.73; Chi*= 50738, df = 31 (P = 0.00001); F= 94% t t t t

Testfor overall effect Z= 6.75 (P < 0.00001)

Fig. 5. Results of meta-analysis for diastolic blood pressure (CGE + AHD v

CGE + AHD _AHD
S.

AHD).



CMGDE + HTN durg HTN durg Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% Cl M-H. Fixed, 95% CI
Chen 2008 i a0 3 50 26.2% 0.14[0.01,2.70) * =
Dong 2010 i G0 4 56 34.8% 0100001, 189 4 L)
Wang Q 2008 2 38 ] 35 39.0% 0.37[0.08,1.78] [ —
Total (95% CI) 148 141 100.0%  0.22 [0.06, 0.74] ~———
Total events 2 12
Heterogeneity: Chi*= 0.76, df= 2 (F = 0.68), F= 0% ID.D1 Df1 10

Test for overall effect: Z=2.43 (P =0.02)

CMGDE +HTM durg HTM durg

Fig. 6. Results of meta-analysis for adverse events (CGE + AHD vs. AHD).

Ho}h E5-280] 0.949 (%% CI: 085, 1.03, p= 017)
sob Febeh mash vlmA g Aoz vepd
2 -
o $94E AT PR 63%2 B3 7 ol
AL 22wz =9th(Fig. 7).
CMGDE HTN drug

Study or Subgroup  Events Total Events Total Weight M-H.
Chen 2012 24 30 26 30 8.4%
Cheng 2012 26 a0 36 40 7T%
Fang 2008 22 30 26 30 7.A4%
Fang 2014 73 108 90 108 11.5%
Lin 2010 41 a7 33 47 8.9%
Pu 2012 28 30 27 30 11.6%
Wang H¥ 2008 46 G0 54 60 11.1%
Wang HX 2013 46 48 a0 45 13.2%
Hie 2004 40 45 42 45 12.7%
Yin JY 2012 23 30 24 30 7.5%
Total {95% Cl) 468 465 100.0%
Total events 369 389

&5 Azt A &5 A

#%7) Aol %
Cl: -1.14. 280, p=0.41)°
I3he 85%% 23 7k oA

o]gt7] el E %‘ir‘}
~0.68, 1.16, p= 061)°

65%% 23 7h o

CI:
Iz

=34 (Fig. 9).

Risk Ratio
Random, 95% CI

Risk Ratio
M-H. Random, 95% CI

ﬁ— 27+ 0.83 mmHg(95%

91” =

$ =3 (Fig. 8).

Heterogeneity: Tau®= 0.01; Chi®= 24 48, df=9 (P = 0.004); F= 63%
Testfar averall effect Z=1.36{FP=017)

0.82[0.74,1.16]
0.72 [0.56, 0.89]
0.85 [0.65, 1.09]
0.81 [0.68, 0.85]
1.24 [1.00, 1.54]
1.04 [0.88, 1.21]
0.85 [0.72, 1.00]
1.08 [0.96, 1.21]
0.5 [0.84, 1.08]
0.82[0.71,1.19]

0.94 [0.85, 1.03]

—_—
—_—
—_—
J—
[

0.5 0. ? 1.4
HTM drug CMGDE

Fig. 7. Results of meta-analysis for total effective rate (CGE vs. AHD).
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CGE AHD Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV. Random. 95% CI IV, Random, 95% CI
Cai 2005 135 13 B0 134 14 52 41% 1.00 [-4.03,6.03] -1
Chen 2012 137.2 6.8 3 1354 7.3 30 4.7% 1.80 [-1.77,5.37] T
Cheng 2012 1375 11.14 0 1319 127 40 4.0% 5.60 [0.36, 10.84] —
Fan 2013 143 1258 48 132 1275 44 41% 11.00[596, 16.04] -
Fang 2008 1375 111 3 o138 127 30 37% 560044 11.64] T
Fang 2014 13348 926 108 13414 16 108 4.8% -0.66 [-4.15, 2.83] T
Gong 2003 14533 776 30 1487 7a 30 4.6% -337 [F7.23,049] -
Gu 2013 1428 7.8 25 1248 14 25 3.6% 18.20[11.92, 24.48] -
Gu 2016 1358 7.8 3 1248 14 30 3.8%  11.20[547 16.93] -
Guan 2015 13148 9Mm 30 13095 823 30 4.4% 053 [-3.84,4.90] -
Lin 2009 135 13 30 134 14 30 3.3% 1.00 [-5.84, 7.84] -
Lin 2010 1306 6.5 47 13248 7.8 47 5.0% -1.90 [-4.80, 1.00] /T
Liu 2003 150 13 52 152 11 50 4.3% -2.00 [-6.67, 2.67] -
Liu 2004 1225 4 30 1243 a7 30 5.1% -1.80 [-4.29, 0.69] T
Liu 2013 1236 38 30 1251 5.6 30 5.2% -1.80 [-3.92,0.92] T
Pu 2012 1326 28 30 1382 32 30 54% -5B0[-7.12 -4.08] -
Tang 2008 1245 402 30 12433 568 30 5.1% 017 [-2.32, 2.66] -1
¥ie 2004 1304 a5 45 1327 1056 45 4.6% -2.30 [-6.26, 1.66] -
¥ing MZ June 2004 1243 a7 3 1245 4 30 5.1% -0.20 [-2.69, 2.29] -1
Hing MZ May 2004 1095 173 B0 1065 1458 58 3T% 3.00 [-2.97, 8.97] N
Yao 2015 12597 988 B0 13386 943 B0 4.8% -FAH9[11.35, -4.43] -
YU 2010 158 15 30 162 13 30 32%  -400[11.10, 310 - 1
Zhang 2007 135 13 30 134 14 30 3.3% 1.00 [-5.84, 7.84] -
Total {95% CI) 935 924 100.0% 0.83 [-1.14, 2.80] ?
Heterogeneity Tau=19.07; Chi*= 146.25, df = 22 (P = 0.00001); *= 85% 20 -1’0 ! 1’0 zin
Testfar averall effect Z=0.83 (P =0.41} CCE AHD
Fig. 8. Results of meta-analysis for systolic blood pressure (CGE vs. AHD).
CGE AHD Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random. 95% Cl IV, Random, 95% CI
Cai 2005 a2 3 60 a1 T A2 5.0% 1.00[-1.43,3.43] ]
Chen 2012 892 149 30 884 a 30 4.9% 0.80[-1.71,3.31] I
Cheng 2012 837 84 40 806 822 40 35% 310[-0.54, 6.74] T
Fan 2013 85 1588 48 81 104 19 21% 4.00[-1.35,9.35] ]
Fang 2008 83T 8.4 30 806 83 30 29% 310113, 7.33)] ]
Fang 2014 8007 691 108 7903 608 108 6.0% 1.04 [[0.70, 2.78] T
Gong 2003 8367 T34 30 87483 602 30 37% -4.26[-7.66, -0.86] -
Gu 2013 90.8 8.3 24 843 8T 25 25% B.20[1.49 10.91]
Gu 2016 88.a 8.3 30 843 87 30 29% 4.20[-0.10, 8.50] T
Guan 2015 8493 623 30 8483 636 30 4.0% 0.146[-3.04, 3.34] -
Lin 2009 a2 3 30 a1 T 30 39% 1.00[-2.30, 4.30] -
Lin 2010 826 6.4 47 843 A3 T 1% -1.70[-4.08 0.68] - |
Liu 2003 92 3 a2 84 8 a0 4.5% 3.00[0.25, 5.74] —
Liu 2004 T34 149 30 TE1 42 30 53% -2.20[4.51,0.11] - ]
Liu 2013 T4.48 349 30 7r3 0 38 30 7% -280[-4.75 -0.89] -
Fuz012 Ta.8 1.8 30 801 1.4 30 T3% -1.30[-2.14 -0.46] -
Tang 2004 TH86 43 30 TEA3 415 30 53% -0.27 [2.54, 2.00] - T
Kie 2004 887 a7 45 B8Y8 6.8 15 48% 0.90[-1.69, 3.49] I
King MZ June 2004 TE.2 42 30 7549 48 30 53% 0.30[-1.98, 2.58] -
King MZ May 2004 83.3 9.8 B0 848 83 A8 39% 150477 1.77] I
Yao 2014 8329 605 B0 872 47 60 4.4%  -3.81[6.80,-1.02] -
U 2010 95 T 30 92 T 30 3 6% 3.00[-0.54, 6.54] T
Zhang 2007 a2 3 30 a1 T 30 39% 1.00[-2.30, 4.30] -
Total (95% CI) 935 924 100.0% 0.24 [-0.68, 1.16]
Heterogeneity: Tau®= 2.83; Chi*= 62.50, df = 22 (P < 0.00001); 7= 65% t ; T f ;
] -10 -4 1] ] 10
Test for overall effect: Z=0.52 (P = 0.61) CCGE AHD

Fig. 9. Results of meta-analysis for diastolic blood pressure (CGE vs. AHD).
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gt 95 X g2Ho FHa g 115w(9%5% o]gh7] #etell e HFA7}t -2.83 mmHg(95%
CI: 102, 1.29, p=0.03) ol f-olst gt =3 CI : -5.46, -0.20, p=0.03)eloH, I’Fke 72%=
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7F Qe AeE veiddh T'H 13%= 3 2t T8 7 oA FEE oo R w9k (Fig. 12).
o] A4 ek (Fig. 10).
CMGDE Gr+ HTN drug HTN drug Risk Ratio Risk Ratio

Study or Subaroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
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Fig. 10. Results of meta-analysis for total effective rate (CGE granules + AHD vs. AHD).
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Fig. 11. Results of meta-analysis for systolic blood pressure (CGE granules + AHD vs. AHD).
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Fig. 12. Results of meta-analysis for diastolic blood pressure (CGE granules + AHD vs. AHD).
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Fig. 13. Results of meta-analysis for systolic blood pressure (CGE granules vs. AHD).
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Fig. 14. Results of meta-analysis for diastolic blood pressure (CGE granules vs. AHD).
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