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| ABSTRACT |

A Review of Randomized Controlled Trials on the Treatment Effects of
Herbal Medicine for Hyperemesis Gravidarum

Ji-Won Lee, Soo-Yeon Ahn, Dong-Chul Kim
Dept. of Korean Obstetrics & Gynecology,
College of Korean Medicine, Daegu Haany University

Objectives: This study aimed to anaylze randomized controlled trials on the
effectiveness of herbal medicine for hyperemesis gravidarum.

Methods: We searched the randomized controlled trials that intervented oral
herbal medicine treatment on hyperemesis gravidarum retrieved using seven domestic
and foreign databases. Literature search was conducted on April 19, 2021.

Results: 185 studies were searched, and 7 were finally selected based on inclusion
and exclusion criteria. All subjects were treated with western symptomatic treatment
and in treatment group, additional oral herbal medicine was administered. Although
the evaluation index was different for each study, all the indexes in the treatment
group were significantly improved compared to the control group.

Conclusions: Herbal medicine treatment for hyperemesis gravidarum showed significant
effectiveness compared to western symptomatic treatment. In the future, additional
studies are needed to evaluate the safety of herbal medicine treatment.
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Fig. 1. Flowchart of selection process.
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Table 1. General Characteristics of Included Studies

Author Sample Age Number of primipara . Disease period
(year) size (Mean age+SD*) & mutipara Pregnancy period (days) (days)
He TG : 83 TG : 22~34 (27.23£269) TG : P¥ : 58, M! : 25 TG : 40~90 (61.27+4.52) N/RS
(2017)" CG* : 83 CG : 2~35 (27562273 CG : P :53 M:30 CG : 43~90 (64.42+3.70)
Liu TG : 50
2016)° CG : 50 18 ~45 N/R N/R 10~30
Deng TG : 46 TG : 21~35(27.3#21) TG : P : 4. M : 9 N/R TG @ 3~25 (10.2+1.5)
(2015)? CG : 40 CG : 20~33(26.1£1.7) CG : P : 44, M : 6 CG : 2~23 (11.5£1.7)
Zou TG :60 TG : 23~32(27.4%2.5) N/R N/R TG : 5~12 (7.4+£1.3)
(2015 CG : 55 CG : 25~34(27.742.3) CG : 4~15 (8.2+1.5)
Fan TG : 53 TG : 24~34(27.8£2.5) N/R N/R TG : 5~12 (6.3£1.2)
(2015 CG : 53 CG : 22~35(28.5+2.3) CG : 4~10 (5.2+1.4)
Qi TG : 19 TG : 19~34(26.63) TG : 46~80 (60.11)
Q3)? CG 113 CG : 21~33(28) N/R CG : 46~71 (61) N/R
He ’ TG : 30 TG : 23~32(26.2t1.9) TG : P : 19, M : 11 TG : 50~84 (70.0+10.6) N/R
(2009 CG : 30 CG : 23~32(285+1.8) CG : P : 18 M : 12 CG : 50~79 (68.7+8.5)
SD* : standard deviation, TG" : treatment group, CG¥ : control group, P¥ : primipara, M : multipara,
N/RT : not refed
4) X2 F dE2L A HEE Al 45, B Table 3).
BRI QRN A BT AT % drze Age Sl AN @A,
4 gtebd) A F4], A A A, Ale] A A, A" AR 5o S ARE Xﬂﬂfs}
g9} 22 ok S X8 E HIY3A st AFEvtet X akAle] 2F4 A}
18V Mut gtk g% X85 APty o= A%AIRE F3 EH Normal saline
H(Table 2). 3+ef2 297190] o Fof A (N/S) =% Dextrose water(DW) 52| 4=
FWANELENER ] AFEFE o 1 oMo]] Vitamin Bs, C ¥ Potassium chloride
o N GAWEERIT#G, RTINS, & (KQl), Adenosine triphosphate(ATP), inosine
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Fo] AL gl thokslt HulEo] AL
g At FA FAQAES ey 2%
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ok AW 24 107HA1el M 2o 1471
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Table 2. Characteristic of Treatment

Author Herbal medicine Western symptomatic treatment Treat‘ment
(year) period
He Hyangsayukkunja-tang-gagam 09% N/S* 1 L, 5~10% DW' 2 L+coenzyme A, 1 week
(2017)7 (FWRE B vitamin Bs 200 mg, vitamin C 2.5 g, ATP 40 mg. inosine
Liu  Sobanha-tang-hab-gyulpijugyeo-tang . . _— .
(2016)® NS AR T 35 DW+vitamin Bg, vitamin C, KCl 1 week
(ZDOigfg) Seoganlibi-tang (FTHFEEMRS) D W+vitamin, amino acid 1 week
Zou Antaehwawigangyeog-tang N/S 1500 mL or D/S¥ 1500 mL+vitamin C 2 g, 9 weeks
(2015)1 (LRRFN'E B ) vitamin Bg 2 g, 10% KCl 20 mL
Fan  Sutae-hwan-hab-ijin-tang-gagam . . .
(2015)1V (LA — BRI i) Infusion solution, relaxation. electrolyte supplement 2 weeks
Qi ! Hyangsayukkunja-tang Psychotherapy, 2-3 days fasting, N/S 3000 mL+KCl, 5 davs
(2013)2 (HFWAETH) vitamin B vitamin C+vitamin B; 10 mg IM$ v
He Junevagineto-ban 6~24 hours fasting, 10% DW 1500~2000 mL or 6 days
(009 (iééfitﬁ) d N/S 1000 mL+vitamin C 2 g vitamin B; 0.1 g (f/u' after
Ea ATP 40 mg, inosine 0.4 g 2 weeks)
N/S* : normal saline, DW' : dextrose water, D/S* : dextrose and sodium chloride, IM?}

intramuscular injection, f/u' : follow up

Table 3. Herbal Medicine for Hyperemesis Gravidarum

Author
(year)

Composition of herbal medicine

He
(2017)7

Rhizome of Atractylodes japonica Kodiz. (Blt). Sclerotium of Poria cocos Wolf (tR%5), Root of
Codonopsis pilosula (Fr.) Nannf (¥2%) % 10 g, Pericarp of Citrus unshiu Markovich (BRE),
Rhizome of Pinellia ternata ( Thunb.) Breitenbach (£%8.) % 6 g. Leaf of Perilla frutescens var.
acuta Kudo (B%3E), Root of Aucklandia lappa Decne. (KR%E), Fruit of Amomum villosum Lour.
(=) & 5 g Root of Glycyrrhiza uralensis Fisch. (H%) 3 g, Fruit of Zizyphus jujuba Mill.
var. inermis Rehder (K%) 3 . Rhizome of Zingiber officinale Roscoe ("E#) 3 F

Liu
(2016)®

Rhizome of Pinellia ternata (Thunb.) Breitenbach (*£8.) 18 g, Rhizome of Zingiber officinale
Roscoe (“E¥) 15 g, Pericarp of Citrus unshiu Markovich (BRE), Extract of Root of Phyllostachys
nigra Munro var. henonis Stapf (T7#h) % 12 g Bulb of Fritillaria thunbergii Miqg. (#tEEE),
Herb of Selaginella tamariscina (Beauv.) Spring (fsF) % 10 g, Root of Scutellaria baicalensis
Georgi (¥%), Rhizome of Zingiber officinale Roscoe (‘E¥#) % 9 g, Root of Glycyrrhiza uralensis
Fisch. (H¥) 6 g, Root of Panax ginseng C.A Mey (NZ%) 3 g, Fruit of Zizyphus jujuba Mill
var. inermis Rehder (KZE) 5 W

Deng
(2015)¥

Root of Codonopsis pilosula (Fr.) Nannf (¥2), Fruit of Hordeum vulgare Linné (23F), Rhizome
of Zingiber officinale Roscoe (), Fruit of Tribulus terrestris L. (A¥%) % 30 g, Sclerotium
of Poria cocos Wolf (#8%5), Root of Paeonia lactiflora Pall (HA%5%5) % 20 g. Rhizome of Pinellia
ternata (Thunb.) Breitenbach (4£¥). Rhizome of Atractylodes japonica Kodiz. (Eft) % 15 g.
Pericarp of Citrus unshiu Markovich (BRIK). Leaf of Perilla frutescens var. acuta Kudo (#R3E)
% 10 g. Root of Glycyrrhiza uralensis Fisch. (H¥), Root of Aucklandia lappa Decne. (KRE) & 8 g,
Fruit of Amomum villosum Lour. (#%1=) 5 g

Zou
(2015)1

Sclerotium of Poria cocos Wolf (#£45), Root of Paeonia lactiflora Pall (F7%5%5) % 30 g, Tuberous
root of Pseudostellaria heterophylla (Miq.) Pax (K1%). Rhizome of Atractylodes japonica Kodiz
(FJt), Rhizome of Pinellia ternata (Thunb.) Breitenbach (4£X). Root of Phragmites communis
Trinius (EAR). Root of Dipsacus asperoides Wall. ()IIX&ET). Fruit of Oryza sativa Linné (),
Branch of Perilla frutescens var. acuta Kudo (8%#E) % 15 g, Pericarp of Citrus unshiu Markovich
(BREZ), Extract of Root of Phyllostachys nigra Munro var. henonis Stapf (1T#h) % 10 g, Fruit
of Amomum villosum Lour. (W1=) 8 g, Root of Glycyrrhiza uralensis Fisch. (H%.) 6 g
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Sclerotium of Poria cocos Wolf (1R%5), Root of Paeonia lactiflora Pall (F%5%5) % 30 g. Seed of
Cuscuta chinensis Lamark (%%%1)., Root of Dipsacus asperoides Wall. (JII¥&HEr), Rhizome of
Pinellia ternata (Thunb.) Breitenbach (4X), Root of Scutellaria baicalensis Georgi (¥%),

Fan
(2015)"

Extract of Root of Phyllostachys nigra Munro var. henonis Stapf (YT#fi) % 15 g, Leaf of Perilla
frutescens var. acuta Kudo (8%3£), Root of Phragmites communis Trinius (JEAR). Leaf stem.

branch of Taxillus chinensis (DC.) Danser. (2% ), Herb of Eupatorium fortuner Turcz. ({i\H)
% 10 g, Pericarp of Citrus unshiu Markovich (BRE) 8 g, Root of Glyeyrrhiza uralensis Fisch.
(H¥) 6 g, Rhizome of Zingiber officinale Roscoe (*£#) 3

Rhizome of Atractylodes japonica Kodiz. (FJlt) 12 g, Root of Codonopsis pilosula (Fr.) Nannf
(¥2), Fruit of Amomum villosum Lour. (#~) % 10 g, Pericarp of Citrus unshiu Markovich

Qi
(2013)"

(BRE) 8 g, Sclerotium of Poria cocos Wolf (1%%5), Rhizome of Pinellia ternata ( Thunb.) Breitenbach
(#4E), Root of Glycyrrhiza uralensis Fisch. (H¥) % 6 g Root of Aucklandia lappa Decne. (R%F)

5 g, Rhizome of Zingiber officinale Roscoe (*£8) 4 k., Fruit of Zizyphus jujuba Mill. var. inermis
Rehder (KR#E) 4 K

Tuberous root of Liriope platyphylla Wang et Tang (3F1%). Herb of Dendrobium nobile Lindl.
(D & 20 g Tuberous root of Pseudostellaria heterophylla ( Miq) Pax (K+¥%). Leaf stem. branch
of Taxillus chinensis (DC.) Danser. (Z2%%E). Seed of Cuscuta chinensis Lamark (%#%F) & 15 g,

He
(2009)

Rhizome of Atractylodes japonica Kodiz. (Flt), Root of Scutellaria baicalensis Georgi (¥4,
Branch of Perilla frutescens var. acuta Kudo (8#1%), Extract of Root of Phyllostachys nigra

Munro var. henonis Stapf (¥T%i), Fruit of Prunus mume Sieb. et Zucc. (J5#) & 10 g Root of
Aucklandia lappa Decne. (R#&) 6 g, Root of Glycyrrhiza uralensis Fisch. (H¥) 5 g
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Fig. 3. Risk of bias graph.
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ZoH(p<0.05) (Table 4).

(5) dA B-hCGe 2dFA $X

He 59& RT3 e, x|
Zzbe] Az A% g4 B-hCG(mIU/mL)
o} el (ng/L) A5 &AL B-hCG

2|
= YAexE L sl e o3
29E F M d¥A e & Aoty
FEHx ga. 2eRe 0 +5E
FAA7IE 228 F vz 44l 27

T By Qg =
A3, Al 257 dA B-hCGE E4
o2 §21% Ael7t gldor] Hm

7HA A E vl
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Table 4. Outcome Measurement and Result of Included Studies

Author

utcome measurement
(year) 0

Result (TG* vs CGY)

(20%1?)% 1. Total effective rate (%)

1. 93.98 vs 77.11

1. 94 vs 70
Liu 1. Total effective rate (%) 2. EOEME ¢ 25208 vs 3.4£1.1
(2016)® 2. Symptom improvement time (days) B @ 1.840.2 vs 2.7+0.5
271 ¢ 3.3t1.4 vs 4.7+1.6
Deng 1. Disappearance time of nausea and
(2015)9) Vomiting (days) 1. 2.5+1.5 vs 6.5+1.5
(2(%105u)w> 1. Total effective rate (%) 1. 93.3 vs 83.6
1. %%4 vs 71.6
pan L Total effective rate (%) R e
(2015)1 2. Symptom score differences after LE : 0.71+0.09vs1.57+£0.24

the treatment

i 0.64£0.21vs1.13+0.26
SER © 0.47%0.18vs0.95+0.17

(20%)12> 1. Therapeutic effective rate (%) 1. 78.9vs30.8
He 1. Therapeutic effective rate (%) 1. 73.3vsh6.7
(2009)1 2. Recurrence rate (%) 2. 20.0vs50.0
3. Serum levels of motilin (ng/L) 3. 151.50+54.84vs103.28+38.31
TG* : treatment group, CG' : control group
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