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Major depressive disorder (MDD) causes a persistent feeling of sadness and loss of interest. It can lead
to emotional and physical problems. Treatments such as antidepressant and cognitive behavioral ther-
apy for MDD have many limitations. Traditional East Asian Herbal Medicine (TEAM) is a representative
modality of Complementary and Integrative Medicine (CIM) which can be used for MDD. However, no
study has systematically reviewed the efficacy or safety of TEAM for MDD so far. Therefore, we per-
formed a systematic review and meta-analysis to evaluate effectiveness and safety of TEAM as a mon-
otherapy for MDD. We only included TEAM that could be used in context of clinical setting in Korean
Medicine. Outcomes were the Hamilton Depression Rating Scale (HAMD) and total effective rate (TER).
After comprehensive electronic search of 11 databases, we included 28 randomized controlled trials
(RCTs) that compared HM as monotherapy with antidepressant for MDD. Meta-analysis showed that
TEAM had significant benefits in reducing HAMD (MD=-0.40, 95% Cl: -0.67 to -0.13, p=0.003, |2=850/o]
and improving TER (RR=1.06, 95% Cl: 1.02 to 1.10, p=0.003, I’=0%). It also appeared to be safer than
antidepressant in terms of adverse effects. Methods used for RCTs were poor and the quality of evi-
dence was graded ‘low’ or ‘moderate’. These findings indicate that the use of HM as a monotherapy
might have potential benefits in MDD treatment as an alternative to antidepressant. However, consid-
ering the methodological quality of included RCTs, the clinical evidence is uncertain. Further well-de-
signed RCTs are required to confirm these findings.

Key Words: Major depressive disorder, Herbal medicine, Antidepressant, Meta-analysis, Complemen-
tary Integrative medicine
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Herbal medicine Antidepressant Std. mean difference Std. mean difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, random, 95% Cl IV, random, 95% Cl
11.1.1 Banhahubak-tang
Li2014 1237 514 35 1666 677 35 45% -0.71[-1.19,-0.22] —_
Subtotal (95% Cl) 35 35 45% -0.71[-1.19,-0.22] <o
Heterogeneity: not applicable
Test for overall effect: Z=2.86 (p=0.004)
11.1.2 Danchisoyo—san
Dou 2012 87 6.7 50 121 741 50 47% -0.49[-0.89, -0.09] —
He 2019 86 64 46 103 65 46 47% -0.26 [-0.67,0.15] —t
Hu 2017 9.03 253 32 869 267 32 45%  0.13[-0.36,0.62] ——
Yang 2015 138 45 30 1567 46 30 4.4% -0.41[-0.92,0.10] —
Subtotal (95% Cl) 158 168  18.2% -0.27[-0.53, -0.02] ¢
Heterogeneity: Tau’=0.02; Chi*=3.99, df=3 (p=0.26); I"=25%
Test for overall effect: Z=2.08 (p=0.04)
11.1.3 Gammaekdaejo—tang
Xu 2011 71 6.2 32 69 58 31 44%  0.03[-0.46, 0.53] -
Zhao 2012 155 063 16 15693 096 15 3.8% -0.52[-1.24,0.20] —
Subtotal (95% CI) 48 46 8.2% -0.18[-0.71,0.35] <o
Heterogeneity: Tau’=0.05; Chi*=1.54, df=1 (p=0.21); I’=35%
Test for overall effect: Z=0.67 (p=0.50)
11.1.4 Gwibi-tang
Zhu 2014 953 458 30 97 39 30 4.4% -0.04 [-0.55, 0.47] —
Subtotal (95% CI) 30 30 4.4% -0.04 [-0.55, 0.47] ‘
Heterogeneity: not applicable
Test for overall effect: Z=0.15 (p=0.88)
11.1.5 Shihogayonggolmolyeo—tang
Zhang 2010 1 9 32 9 8 31 4.4%  0.23[-0.26,0.73] -+
Zhang 2014 1152 6.61 33 1332 758 33 45% -0.25[-0.73,0.23] —
Zhang 2020b 857 237 30 867 2.86 30 4.4% -0.04 [-0.54, 0.47] —_
Subtotal (95% Cl) 95 94  133% -0.02[-0.31,0.26] ‘
Heterogeneity: Tau’=0.00; Chi*=1.86, df=2 (p=0.39); I"=0%
Test for overall effect: Z=0.15 (p=0.88)
11.1.6 shihosogan—san
Shao 2016 951 484 15 1024 491 13 3.7% -0.15[-0.89, 0.60] —T
Wang 2013 721 423 40 752 379 40 4.6% -0.08[-0.51,0.36] -
Zhang 2016 745 075 43 16.34 227 43 33% -521[-6.11,-4.31] +—
Subtotal (95% CI) 98 96 11.6% -1.79[-4.62,1.04] —— e
Heterogeneity: Tau’=6.14; Chi*=105.14, df=2 (p<0.00001); I"=98%
Test for overall effect: Z=1.24 (p=0.22)
11.1.7 Soyo-san
Chen 2016 1035 048 30 13.69 3.05 30 43% -1.19[-1.74, -0.63] —
Zhang 2012 62 662 30 76 52 30 4.4% -0.23[-0.74,0.28] —
Zhang 2021 117 35 73 131 42 72 49% -0.36[-0.69, -0.03] —
Subtotal (95% Cl) 133 132 13.6% -0.57 [-1.09, -0.05] L 4
Heterogeneity: Tau’=0.15; Chi’=7.70, df=2 (p=0.02); '=74%
Test for overall effect: Z=2.15 (p=0.03)
11.1.8 Wolguk-hwan
Li 2010 8.14 631 35 9.06 6.19 34 45% -0.15[-0.62, 0.33] —1
Li 2015 934 452 40 1157 512 40 4.6% -0.46[-0.90, -0.01] —
Li 2016 1435 622 40 148 6.02 40 4.6% -0.07[-0.51,0.37] —
Mi 2011 945 554 30 1056 6.23 30 4.4% -0.19[-0.69, 0.32] —
Pan 2008 9.08 275 13 955 254 11 3.5% -0.17[-0.98, 0.63] —1
Wang 2012 804 531 36 746 559 36 45%  0.11[-0.36,0.57] ——
Subtotal (95% CI) 194 191 26.2% -0.15[-0.36, 0.05] ¢
Heterogeneity: Tau’=0.00; Ch’=3.15, df=5 (p=0.68); I’=0%
Test for overall effect: Z=1.51 (p=0.13)
Total (95% Cl) 791 782 100.0% -0.40[-0.67,-0.13] ¢
Heterogeneity: Tau’=0.35; Chi’=145.57, df=22 (p<0.00001); I’=85% , , , ,
Test for overall effect: Z=2.94 (p=0.003) _'4 _'2 0 '2 ;1

Test for subgroup differences: Chi’=9.70, df=7 (p=0.21); ’=27.8%

Favours [herbal medicine] Favours [antidepressant]

Fig. 8. Forest plots for comparison of HAMD scores between herbal medicine and antidepressant. Subgroup analysis according to types of herbal

medicine.
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Herbal medicine Antidepressant Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight ~ M-H, random, 95% CI M-H, random, 95% Cl
11.2.1 Banhahubak-tang
Li2014 33 35 27 35 3.9% 1.22[1.00, 1.49] e
Subtotal (95% CI) 35 35 3.9% 1.22[1.00, 1.49] e
Total events 33 27
Heterogeneity: not applicable
Test for overall effect: Z=1.99 (p=0.05)
11.2.2 Danchisoyo-san
Dou 2012 45 50 42 50 6.5% 1.07 [0.92, 1.25] —
He 2019 39 46 38 46 4.6% 1.03 [0.86, 1.23] —_—
Hu 2017 25 32 27 32 2.7% 0.93[0.73,1.17] _—
Tian 2011 a1 48 40 48 5.1% 1.02 [0.86, 1.22] —_—
Wang 2001 29 34 22 27 2.9% 1.05[0.83, 1.31] —_—t
Yang 2015 25 30 20 30 1.7% 1.25[0.93, 1.69] —_
Subtotal (95% ClI) 240 233 23.6% 1.04[0.93, 1.13] <>
Total events 204 189
Heterogeneity: Tau’=0.00; Chi’=2.58, df=5 (p=0.76); I’=0%
Test for overall effect: Z=1.04 (p=0.30)
11.2.3 Gammaekdaejo-tang
Xu 2011 27 32 26 31 3.3% 1.01[0.81, 1.25] B
Zhao 2012 10 16 9 15 0.5% 1.04[0.59, 1.83]
Subtotal (95% CI) 48 46 3.8% 1.01[0.83, 1.23] =
Total events 37 35
Heterogeneity: Tau’=0.00; Chi’=0.02, df=1 (p=0.90); I"’=0%
Test for overall effect: Z=0.10 (p=0.92)
11.2.4 Gwibi-tang
Zhu 2014 24 30 22 30 1.9% 1.09[0.82, 1.44] e
Subtotal (95% CI) 30 30 1.9% 1.09 [0.82, 1.44] e
Total events 24 22
Heterogeneity: not applicable
Test for overall effect: Z=0.61 (p=0.54)
11.2.5 Shihogayonggolmolyeo-tang
Zhang 2010 27 32 27 32 3.7% 0.97[0.79, 1.18] —_—
Zhang 2014 26 33 25 33 2.2% 1.04[0.80, 1.35] —_—
Zhang 2020b 29 30 28 30 11.1% 1.04[0.92, 1.16] ——
Subtotal (95% ClI) 95 94 17.1% 1.02[0.93, 1.12]
Total events 82 80
Heterogeneity: Tau’=0.00; Chi’=0.36, df=2 (p=0.84); I’=0%
Test for overall effect: Z=0.44 (p=0.66)
11.2.6 shihosogan-san
Shao 2016 14 15 12 13 3.5% 1.01[0.82, 1.24] _—
Wang 2013 33 40 34 40 4.1% 0.97[0.80, 1.18] —_——
Zhang 2016 42 43 35 43 6.7% 1.20[1.03, 1.39] —
Subtotal (95% Cl) 98 96 14.3% 1.07 [0.93, 1.23] .
Total events 89 81
Heterogeneity: Tau’=0.01; Chi’=3.47, df=2 (p=0.18); ’=42%
Test for overall effect: Z=0.97 (p=0.33)
11.2.7 Soyo-san
Chen 2016 27 30 20 30 1.9% 1.35[1.02,1.79] —
Zhang 2012 25 30 24 30 2.6% 1.04[0.82,1.32]
Zhang 2021 63 73 56 72 6.4% 1.11[0.95, 1.29] T
Subtotal (95% Cl) 133 132 11.0% 1.13[1.00, 1.28] o
Total events 115 100
Heterogeneity: Tau’=0.00; Chi’=2.07, df=2 (p=0.36); ’=3%
Test for overall effect: Z=2.02 (p=0.04)
11.2.8 Wolguk—hwan
Li 2010 31 35 27 34 3.5% 1.12[0.91, 1.37] o
Li2015 38 40 36 40 9.6% 1.06 [0.93, 1.20] —t—
Li2016 31 40 30 40 2.5% 1.03[0.81,1.32]
Mi 2011 24 30 22 30 1.9% 1.09 [0.82, 1.44] —
Pan 2008 9 13 7 1 0.5% 1.09[0.61, 1.93]
Wang 2012 32 36 33 36 6.6% 0.97[0.83, 1.13] —
Subtotal (95% Cl) 194 191 24.6% 1.04 [0.96, 1.13] L 2
Total events 165 165
Heterogeneity: Tau’=0.00; Chi’=1.49, df=5 (p=0.91); ’=0%
Test for overall effect: Z=1.00 (p=0.32)
Total (95% ClI) 873 857  100.0% 1.06 [1.02, 1.10] <&
Total events 749 689 , , , ,
Heterogeneity: Tau’=0.00; Chi’=14.55, df=24 (p=0.93); I’=0% 0'5 0'7 1 1'5 é
Test for overall effect: 2=2.93 (p—O 003) : . .
Test for subgroup differences: Chi’=4.35, df=7 (p=0.74); ’=0% Favours [antidepressant] Favours [herbal medicine]

Fig. 4. Forest plots for comparison of effective rate between herbal medicine and antidepressant. Subgroup analysis according to types of herbal
medicine.
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Table 2. Adverse Effects of Included Study

Herbal medicine

Antidepressant

Herbal medicine

Antidepressant

L
(2014)

Wang®
(2001)

Tian®
(2011)

Dou*”

(2012)

Zhao"
(2012)

Zhu*"
(2014)

Zhang*?

(2010)

Zhang®

(2014)

NR

nausea 1

none

anorexia and abdominal
distension 3,

loose stool 4

3 cases

NR
NR
3 cases

dry mouth 10, headache

14, sweating 11, nausea

4, dizziness 1

constipation 6%, sweating

18%, dry mouth 27%,

excitement 3%, insomnia

11%, depression 14%
none

none

nausea 1

NR

NR

[ANDP + Pb HM]

nausea 7, constipation 2,
diarrhea2, loss of appetite 2,
headache 2, fatigue 1, dry

mouth 1, vomiting 1, itching 1,

blurred vision 1, aggravated
headache 1, dizziness 1
[Pb ANDP + PB HM]

chest tightness and palpitation 1
anorexia 1, palpitation 1, nausea

2, both lower extremities
weakness 1, drowsiness 1

dry mouth, restlessness and
insomnia 31

14 cases

NR
NR
13 cases

dry mouth 20, headache 6,
sweating 13, insomnia 6,
nausea 4, dizziness 2,
low blood pressure 5

dry mouth 45%, constipation
30%, blurred vision 31%,
tachycardia 24%,
headache 4%

dry mouth 2, constipation 1,
sweating 1, dizziness 1

diarrhea 1

headache and dizziness 4,
drowsiness 2, dry mouth,
constipation and loss of
appetite 8

NR

Zhang“)
(2020)b

Wang*
(2013)

Shao™
(2016)

Zhang"”

(2016)

Zhang"®

(2012)

Chen®
(2016)

Zheng®

(2021)

Pan®!
(2008)

L
(2010)

M
(2011)

Wang®
(2012)

L
(2015)

Lo
(2016)

Zhang®”

(2020)a

nausea 1,
diarrhea 1, dry
mouth 1

mild headache,
fatigue,
constipation,
sweating, mouth
bitter

none

headachet,
mouth bitter 1,
fatigue1

indigestion 1,

loss of appetite1,

headache 1
NR
none
none

dry mouth 2,
headache 2

NR

none

none

none

NR

nausea 3, diarrhea 3, dry
mouth 2, lethargy 2,

dizziness 1, headache 1,
fatigue 2

dry mouth, constipation,
excitement, insomnia,
dizziness, headache,
palpitation, tremor, nausea,
vomiting, sexual dysfunction

nausea, anorexia, dizziness,
sexual dysfunction

constipation 2, insomnia 4,
dizziness 2, palpitation 2

indigestion 3,

loss of appetite 4, diarrhea 3,
headache 2, insomnia 2,
dizziness 1

NR

dry mouth and stomach
discomfort 3
headache 1, nausea 1

nausea 3,

loss of appetite 7,

dry mouth 7, dizziness 1,
blurred vision 1, headache 2

NR

nausea 3, lethargy 3, insomnia
4, dry mouth 1, anorexia 1,
constipation 2

nausea 2, constipation 2,
lethargy 3, anorexia 1

dry mouth 2, dizziness 1,
constipation 1

NR

Notes: 'DP’ means antidepressant and ‘pb’ means placebo The paper presented each adverse reaction with a round-off percentage however omitted the number of
such patients, which made it impossible to calculate. ‘Each adverse reaction counted every patient who experienced it which means one patient could be counted in dif-
ferent reaction categories. As a result, the total number of patients who have suffered adverse reactions are 3 in herbal medicine group and 10 in antidepressant group.
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Herbal medicine Antidepressant Risk ratio Risk ratio
Study or Subgroup Events Total  Events Total Weight  M-H, fixed, 95% CI M-H, fixed, 95% ClI
11.3.1 Banhahubak-tang
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0
Heterogeneity: not applicable
Test for overall effect: not applicable
11.3.2 Danchisoyo—san
Dou 2012 3 50 14 50 8.3% 0.21[0.07, 0.70] —
He 2019 3 46 13 46 7.7% 0.23[0.07, 0.76] R
Tlan 2011 7 48 31 48 18.4% 0.23[0.11, 0.46] —
Wang 2001 1 34 6 27 4.0% 0.13[0.02, 1.03] EEEEE——
Subtotal (95% Cl) 178 171 38.3% 0.21[0.13, 0.36] <o
Total events 14 64
Heterogeneity: Chi’=0.25, df=3 (p=0.97); I’=0%
Test for overall effect: Z=5.72 (p<0.00001)
11.3.3 Gammaekdaejo-tang
Zhao 2012 0 16 5 15 3.4% 0.09[0.01, 1.43] _
Subtotal (95% Cl) 16 15 3.4% 0.09[0.01, 1.43] T e
Total events 0 5
Heterogeneity: not applicable
Test for overall effect: Z=1.71 (p=0.09)
11.3.4 Gwibi-tang
Zhu 2014 0 30 1 30 0.9% 0.33[0.01, 7.87] _
Subtotal (35% Cl) 30 30 0.9% 0.33[0.01, 7.87] T T
Total events 0 1
Heterogeneity: not applicable
Test for overall effect: Z=0.68 (p=0.50)
11.3.5 Shihogayonggolmolyeo-tang
Zhang 2010 1 32 14 31 8.4% 0.07 [0.01, 0.50] —_—
Zhang 2020b 3 30 14 30 8.3% 0.21[0.07, 0.67] —
Subtotal (95% Cl) 62 61 16.7% 0.14[0.05, 0.38] -
Total events 4 28
Heterogeneity: Chi’=1.02, df=1 (p=0.31); '=2%
Test for overall effect: Z=3.90 (p<0.00001)
11.3.6 Shihosogan-san
Shao 2016 3 43 10 43 5.9% 0.30[0.09, 1.02] —
Subtotal (95% Cl) 43 43 5.9% 0.30[0.09, 1.02] B
Total events 3 10
Heterogeneity: not applicable
Test for overall effect: Z=1.94 (p=0.05)
11.3.7 Soyo-san
Zhang 2012 3 30 15 30 8.9% 0.20[0.06, 0.62] —_—
Zhang 2021 0 73 3 72 2.1% 0.14[0.01, 2.68] —
Subtotal (95% Cl) 103 102 11.0% 0.19[0.07, 0.54] B
Total events 3 18
Heterogeneity: Chi’=0.05, df=1 (p=0.83); I’=0%
Test for overall effect: Z=3.08 (p=0.002)
11.3.8 Wolguk-hwan
Li2010 3 35 10 34 6.0% 0.29[0.09, 0.97] —
Li 2015 0 40 8 40 5.0% 0.06 [0.00, 0.99]
Li 2016 0 40 4 40 2.7% 0.11[0.01, 2.00] _—
Pan 2008 0 13 2 13 1.5% 0.20[0.01, 3.80] _—
Wang 2012 0 36 14 36 8.6% 0.03[0.00, 0.56] —————
Subtotal (35% Cl) 164 163 23.8% 0.12[0.05, 0.31] >
Total events 3 38
Heterogeneity: Chi’=3.15, df=4 (p=0.53): ’=0%
Test for overall effect: Z=4.53 (p<0.00001)
Total (95% Cl) 596 585  100.0% 0.18[0.13, 0.26] L
Total events 27 164
Heterogeneity:Chi’=5.57, df=15 (p=0.99); ’=0% f } f !
Test for overall effect: 7=9.31 (p<0.00001) 0.001 0.1 1 10 1,000

Test for subgroup differences: Chi’=2.39, df=6 (p=0.88); [’=0%

Favours [antidepressant] Favours [herbal medicine]

Fig. 5. Forest plots for comparison of adverse effective rate between herbal medicine and antidepressant. Subgroup analysis according to types of

herbal medicine.



94 Effectiveness and Safety of Herbal Medicine as Monotherapy for Major Depressive Disorder

A HAMD
O_

0.1+
0.2 1 0,

ek
0.3

SE (SMD)
o

0.4 1

0.5 T T T T T 1

Subgroups

B TER
o_

0.1+ 1070 %

o
N
1

o
w
1

SE (log[RRI])

o
S
1

0.5 T T T T T 1
0.5 0.7 1 1.5 2

Subgroups

O Banhahubak-tang

<& Danchisoyo—san
Gammaekdaejo-tang

A Gwibi-tang

Shihogayonggolmolyeo—-tang
+ Shihosogan-san

Soyo-san

Wolguk—hwan

O Banhahubak-tang

<& Danchisoyo—san
Gammaekdaejo-tang

A Gwibi-tang

Shihogayonggolmolyeo—tang
+ Shihosogan—san

Soyo-san

Wolguk—hwan

Fig. 6. Results of the analysis of publication bias for comparison between herbal medicine and antidepressant. (A) HAMD and (B) TER.

287 % 2199 ATOIA] o LSS BusE] nE
FoeAZNA BHIR TR T W o] 4ukgo] W
S5k, olg MRS Ao Bals A o
2L F9LATEL ol kg WhEo] o5l U
o, SHAEE A WM R Aol Rk Wy

w7} BeHstel 41e HlEHo] S1go] Ugion] ol5w
o] A%l Spot Ay BlEYo] Estert. Eak i
Aol MEESS BR1d 4 glo] Aeq Aun v
9] R EAfslel by qive] o] wigtom, 7
Sz0] Wk w9 roRE FEEANE Ao 2 4

2 HiAH ez waoll.

(
=

rO

—

o rlo %

2. G7ZLe| oM

2 Aol vleRy 23 g} BEA Rl Po-2AR
o} %8 =Sl HAMD % olAH =Sl TERE f-ol}A 71
ATt SHAIRE AP A HEREAoA = Tef T=AE
7} HAMDS} TER 7RAdo] --2A2t FARE S3ks el
T, 2141 o]l AlB(Se)S 3T Sk Aol i)
HEREATS: AlgsiSi=t] Blek AmahS -S4 HAMD
£ FolsHA ZiAdsielar, a3t A7]= 2 A7) At 7
AFsFItHMD=-0.35, 96% CI: -0.52 to -0.18)*®. o]& 4
Th= gleto] F2AETE 985 o] ATHY % it
£ A AZSAT, 7 27 L S| sk 2 d

¥H 179] o] whom] A SEE e ool FEE

A7l ofsl WA 5

g

ojlmg ZAE A= 4 gl
USEZ sfjAof FFoJsfof gt

2 Aol e A 83 3718 Bl 5= e
5 A HE 519 0F B4 APkt e-2AlEN &
T Q1 AR WIS REERNS), A QAHEER), T
24 QAHFHEEER) O ALt veleehe £ e4RS HAMD
9} TER HEoA e-SAHTt BaaFao|qlal, A4 QA
< HAMD HIoflA gap&o]qict. X4l HEREA] AtoflA
230 o] DA A4 FEX RS F-2AE vt
A3} G244k HAMD H: 7R4o] &3}&o]dX|qt
TER¥} SDS HLoj|A= F9-=A1et FARE SkE YERl
o, o= B B4 Aule} SARITE £ SH9)0E BAolA
A ZAZPAHEEHBIT)S T-2A412 FARE 23 Yet
Wit SkA9F MDDE ofuzt 53 5 248 55 25, At
T 252 EIRE 230l ol AlZagbikat 24
£ vlugt ey 23k AlSA7RE A5 P24
Hoh HAMD 3&E R9fstA 7BdstiriMD=-1.59, 95%
CL: -2.82 to -0.37)%. o] Ztto] Palst MpDET} Ut
23500 AEAHAe] B BAEY 4= ks A2 AAKRE
o} SEAIRE 2 SHRITE EA0lA AR EE 23R AT
7 U5 Zo} v ddo] woua 3R Zh Ak HE
7t F71=ojoF & Aolot. W8 gk o

it ol
E;?
il



HB Seung, HJ Kwon, SH Kim 95

Table 3. The Qualities of Evidence Regarding Each Outcome and Subgroup

Number of Anticipates absolute effects (95% Cl) Quality of evidence
Outcomes -
participants (RCTS)  Risk with antidepressant  Risk difference with herbal medicine (GRADE)
HAMD
Total 1573 (23) - SMD 0.4 lower SO0
(0.67 lower to 0.13 lower) Moderate®
Banhahubak-tang 70 (1) - SMD 0.71 lower SDO0O
(1.19 lower to 0.22 lower) Low™
Danchisoyo-san 316 (4) - SMD 0.27 lower SDHO0O
(0.53 lower to 0.02 lower) Low™
Gammaekdaejo-tang 94 (2) - SMD 0.18 lower SDOO
(0.71 lower to 0.35 higher) Low™
Gwibi-tang 60 (1) - SMD 0.04 lower SDHOO
(0.55 lower to 0.47 higher) Low™
Shihogayonggolmolyeo-tang 189 (3) - SMD 0.02 lower SD0O0O
(0.31 lower to 0.26 higher) Low™
Shihosogan-san 194 (3) - SMD 1.79 lower BO0O
(4.62 lower to 1.04 higher) Very Low™
Soyo-san 265 (3) - SMD 0.57 lower SDOO
(1.09 lower to 0.05 lower) Low™
Wolguk-hwan 385 (6) - SMD 0.15 lower DDOO
(0.36 lower to 0.05 higher) Low™
Effective rate
Total 1730 (25) 804 per 1,000 48 more per 1,000 SDBO
(from 16 more to 80 more) Moderate®
Banhahubak-tang 70 (1) 771 per 1,000 170 more per 1,000 SDOO
(from 0 fewer to 378 more) Low™
Danchisoyo-san 473 (6) 811 per 1,000 32 more per 1,000 SDOO
(from 32 fewer to 105 more) Low™
Gammaekdaejo-tang 94 (2) 761 per 1,000 8 more per 1,000 SD00O
(from 129 fewer to 175 more) Low™
Gwibi-tang 60 (1) 733 per 1,000 66 more per 1,000 SD00O
(from 132 fewer to 323 more) Low™
Shihogayonggolmolyeo-tang 189 (3) 851 per 1,000 17 more per 1,000 SD00O
(from 60 fewer to 102 more) Low™
Shihosogan-san 194 (3) 844 per 1,000 59 more per 1,000 DDOO
(from 59 fewer to 194 more) Low™
Soyo-san 265 (3) 758 per 1,000 98 more per 1,000 DDOO
(from 0 fewer to 212 more) Low™
Wolguk-hwan 385 (6) 812 per 1,000 32 more per 1,000 DDOO
(from 32 fewer to 105 more) Low™
Adverse effect rate
Total 1181 (16) 280 per 1,000 230 fewer per 1,000 SDOO
(from 244 fewer to 207 fewer) Low™
Banhahubak-tang 0 - - -
Danchisoyo-san 349 (4) 374 per 1,000 296 fewer per 1,000 SODO
(from 326 fewer to 240 fewer) Moderate®
Gammaekdaejo-tang 31 (1) 333 per 1,000 303 fewer per 1,000 SHO0O
(from 330 fewer to 143 more) Low™
Gwibi-tang 60 (1) 33 per 1,000 22 fewer per 1,000 SHO0O
(from 33 fewer to 229 more) Low™
Shihogayonggolmolyeo-tang 123 (2) 459 per 1,000 395 fewer per 1,000 SDOO
(from 436 fewer to 285 fewer) Low™
Shihosogan-san 86 (1) 33 per 1,000 163 fewer per 1,000 SDOO
(from 212 fewer to 5 more) Low™
Soyo-san 205 (2) 176 per 1,000 143 fewer per 1,000 SDOO
(from 164 fewer to 81 fewer) Low™
Wolguk-hwan 327 (5) 233 per 1,000 205 fewer per 1,000 DDOO
(from 221 fewer to 161 fewer) Low®™

Notes: a=The included study(ies) had a unclear risk of selection, performance biases. b=Sample size <400. c=the 95% confidence interval overlapped with no effect.
d= Sample size <400, the 95% confidence interval overlapped with no effect.
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Appendix 1. Searching strategy

(® MEDLINE via Pubmed

#1 "Depressive Disorder”[Mesh]
#2 "Depression”[Mesh]
#3 "Depression”[Title/Abstract]
#4 "Depressive Disorder"[Title/Abstract]
#5 depressive[Text Word]
#6 depress$[Text Word)]
#7 dysthymia[Text Word]
#8 OR1-7
#9 “Plants, Medicinal" [MH]
#10 “Drugs, Chinese Herbal"[MH]
#11 "Medicine, Chinese Traditional”[MH]
#12 "Medicine, Kampo"[MH]
#13 "Medicine, Korean Traditional” [MH]
#14 "Herbal Medicine"[MH]
#15 “Prescription Drugs”[MH]
#16 “traditional Korean medicine”
#17 “traditional Chinese medicine”
#18 “Traditional oriental medicine”
#19 “Kampo medicine”
#20 “alternative medicine”
#21 “complementary medicine”
#22 herb*
#23 decoction*
#24 botanic*
#25 0R 9-24
#26 randomized controlled trial[Publication Type]
#27 controlled clinical trial[Publication Type]
#28 randomized|Title/Abstract]
#29 placebo[Title/Abstract]
#30 randomly([Title/Abstract]
#31 trial[Title/Abstract]
#32 groups|Title/Abstract]
#33 OR 26-32
#34 #8 AND #25 AND #33

@ EMBASE

#1 ‘depression’/exp

#2 ‘depression”ab i

#3 'depression disorder":ab i

#4 ‘depressive’:ab i

#5 depress*:ab,ti

#6 dysthymia:ab i

#70R 1-6

#8 ‘medicinal plant'’/exp

#9 ‘medicinal plant’
#10 ‘herbaceous agent'/exp
#11 'herbaceous agent’
#12 ‘chinese medicine’/exp
#13 ‘chinese medicine’
#14 'kampo medicine'/exp
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#15 'kampo medicine’

#16 'kampo medicine (drug)'/exp
#17 'kampo medicine (drug)’
#18 'korean medicine'/exp
#19 'korean medicine’

#20 ‘herbal medicine'/exp

#21 'herbal medicine’

#22 ‘prescription drug'/exp
#23 'prescription drug’

#24 ‘oriental medicine’/exp
#25 'oriental medicine’

#26 'alternative medicine'/exp
#27 ‘alternative medicine’

#28 ‘complementary medicine’
#29 'herb'/exp

#30 ‘herb’

#31 ‘decoction*’

#32 'botanic*’

#33 OR 8-32

#34 ‘randomized controlled trial’/de
#35 ‘controlled clinical trial’/de
#36 randomized:ti,ab

#37 placebo:ti,ab

#38 randomly:ti,ab

#39 trial:ti,ab

#40 groups:ti,ab

#41 OR 34-40

#42 #7 AND #33 AND #41

® CENTRAL

#1 MeSH descriptor: [Depression] explode all trees

#2 MeSH descriptor: [Depressive Disorder] explode all trees

#3 depression:ti,ab,kw (Word variations have been searched)

#4 depressive disorder:ti,ab,kw (Word variations have been searched)

#5 depressive (Word variations have been searched)

#6 depress$ (Word variations have been searched)

#7 dysthymia (Word variations have been searched)

#8 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7

#9 MeSH descriptor: [Plants, Medicinal] explode all trees
#10 MeSH descriptor: [Drugs, Chinese Herbal] explode all trees
#11 MeSH descriptor: [Medicine, Chinese Traditional] explode all trees
#12 MeSH descriptor: [Medicine, Kampo] explode all trees
#13 MeSH descriptor: [Medicine, Korean Traditional] explode all trees
#14 MeSH descriptor: [Herbal Medicine] explode all trees
#15 MeSH descriptor: [Prescription Drugs] explode all trees
#16 traditional Korean medicine OR traditional Chinese medicine OR Traditional oriental medicine OR Kampo medicine OR alternative medicine

OR complementary medicine OR herb* OR decoction* OR botanic*

#17 #9OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16
#18 #8 AND #17
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@ AMED

#1 SU("depressive disorder”)
#2 SU("depression”)

#3 TX(depressive)

#4 TX(depression)

#50R 1-4

#6 SU("Plants, Medicinal”)

#7 SU("Drugs, Chinese Herbal")

#8 SU(*Medicine, Chinese Traditional”)
#9 SU(*Medicine, Kampo”)

#10 SU("Medicine, Korean Traditional”)
#11 SU("Herbal Medicine")

#12 SU("Prescription Drugs”)

#13 TX(traditional Korean medicine)
#14 TX(traditional Chinese medicine)
#15 TX(Traditional oriental medicine)
#16 TX(Kampo medicine)

#17 TX(alternative medicine)

#18 TX(complementary medicine)

#19 TX(herb*)

#20 TX(decoction*)

#21 TX(botanic*)

#22 OR 6-21

#23 #5 AND #22

® PsycArticles via ProQuest

#1 Exact("depressive disorder”)

#2 Exact("depression”)

#3 depressive

#4 depression

#50R 1-4

#6 Exact("drugs, chinese herbal’)

#7 TI("plants, medicinal” OR “prescription drugs” OR “medicine, chinese traditional” OR “alternative medicine” OR “medicinal herbs and
plants” OR ‘traditional Korean medicine’ OR ‘traditional Chinese medicine’ OR ‘Traditional oriental medicine’ OR ‘Kampo medicine’ OR
‘alternative medicine’ OR ‘complementary medicine’ OR ‘herb*' OR ‘decoction*’ OR ‘botanic*’)

#8 AB(“plants, medicinal” OR “prescription drugs” OR “medicine, chinese traditional” OR “alternative medicine” OR “medicinal herbs and
plants” OR ‘traditional Korean medicine’ OR ‘traditional Chinese medicine’ OR ‘Traditional oriental medicine’ OR ‘Kampo medicine’ OR
‘alternative medicine’ OR ‘complementary medicine’ OR ‘herb*' OR ‘decoction*’ OR ‘botanic*’)

#9 OR 6-8
#10 #5 AND #9

® CNKI

#1 SU="#DERIIE

#2 SU="IAABIE

#3 SU= "1’

#4 SU="[IF i

#5 SU="depression’

#6 SU="major depression’

#7 SU="'Melancholia’

#8 SU="involutional depression’
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#90R1-8
#10 SU="eh 24’
#11SU="1%'
#12SU="8¢
#13SU="#
#14SU="}
#15 SU ="tk
#16 SU="JiK &
#17 SU="B
#18 SU="Herbal medicine’
#19 SU="Chinese medicine’
#20 SU="Traditional chinese medicine’
#21 SU="Powder’
#22 SU="Pill'
#23 SU="Prescriptions’
#24 SU="Capsule’
#25 SU="Herb’
#26 SU="Decoction’
#27 OR 10-26
#28 SU="BHH
#29 SU="*/E&’
#30 SU="randomized’
#31 SU="randomised’
#32 OR 28-31
#33 #9 AND #27 AND #32

@ OASIS

L2- PAM Fintervention 25

NDSL

(22) AND (stef| &2l | 3Fetelst kampo | herbal medicine| Korean medicine)

© KISS

(22) AND (St &2| | 3t5t2|st kampo | herbal medicine|Korean medicine)

KMBASE

(2) AND (3H2t| 3F5t2|5t herbal medicine |[kampo | Korean medicine | &2])

@ CiNii*

(depressive disorder OR depression OR depressive OR depression OR £#fE OR #%5 OR I1# OR SDfFORMS>DOR TLT 4 —T 1 —
OR 72W\WS DU &S EBWL&SHWVWOR B55DL &5 OR L wia> OR T+ FLwi 3>) AND (chinese medicine OR herbal
medicine OR kampo OR BE¥E % OR ;%75 OR ;5 OR &z OR #L OR 75 OR £% OR #1OR £&k17) AND (randomized OR OR randomised OR 5>
A 1\t OR EEA1Y)
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Appendix 3. Frequency of Usage of Single HM in HM Prescriptions

Frequency single HM
20 Glycyrrhizae Radix (Gamcho)
14 Bupleuri Radix (Shiho), Poria Sclerotium (Boglyeong) Poria and Sclerotium Cum Pini Radix (Bogsin)
13 Gardeniae Fructus (Chija), Cnidii Rhizoma (Cheongung), Cyperi Rhizoma (Hyangbuja)
12 Paeoniae Radix (Jagyag)
10 Angelicae Gigantis Radix (Dang-gwi)

9 Atractylodis Rhizoma Alba (Baegchul)

8 Curcumae Radix (Ulgeum), Albizziae Cortex (Habhwanpi)

7 Polygalae Radix (Wonji)

6 Moutan Cortex (Mogdanpi), Fructus Aurantii (Jigag), Ossa Draconis (Yong-gol), Concha Ostreae (Molyeo), Zizyphi Semen (Sanjoin),
Zizyphi Fructus (Daejo), Massa Medicata Fermentata (Singog)

5 Pinelliae Rhizoma (Banha), Acorus Gramineus (Seogchangpo), Atractylodis Rhizoma (Changchul)

4 Caulis Polygoni Multiflori (Yagyodeung), Salviae Miltiorrhizae Radix (Dansam),

3 Perillae Caulis (Sogyeong), Citri Reticulatae Viride Pericarpium (Cheongpi), Sculellariae Radix (Hwanglyeon), Tritici Cimmatri Semen
(Busomaeg), Aucklandiae Radix (Moghyang), Sculellariae Radix (Hwang-geum), Pericarpium Citri (Jinpi), Rhei Radix et Rhizoma
(Daehwang), Batryticatus Bombyx (Baekgangjam), Cryptotympana Pustulata (Seontoe)

2 Magnoliae Officinalis Cortex (Hubag), Zingiberis Rhizoma (Saeng-gang), Menthae Herba (Bagha), Citri Sarcodactylis Fructus (Bulsu),

Codonopsis Pilosulae Radix (Dangsam), Astragali Radix (Hwang-gi), Areca Catechu (Binlang)

Perillae Folium (Soyeob), Biatae Semen (Baegjain), Nelumbo Nucifera (Yeonjasim), Evodiae Fructus (Osuyu), Pericaeta
Communisma (Jilyong), Longanae Arillus (Yong-an-yug), Haliotis gigantea (Jinjumo), Pseudostellaria Heterophylla (Taejasam),
Pseudostellaria Heterophylla (Tagjasam), Lilium lancifolium (Baeghab), Rehmania Glutinosa (Saengjihwang), Cinnamomum Cassia
(Gyeji), Perilla Frutescens (Jasogyeong)

HM: herbal medicine.



