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ABSTRACT

Application of Traditional East Asian Herbal Medicine for Atrophic Vaginitis:
A Systematic Review of Randomized Controlled Trials

Eo-Jin Park!, Hee-Geun Jo?
Dept. of Korean Medicine Obstetrics and Gynecology,
Chung Yeon Korean Medicine Hospital
2Chung Yeon Central Institute

Objectives: To evaluate the effectiveness and safety of application of Traditional
East Asian Herbal Medicine (TEAM) in the treatment of Atrophic Vaginitis (AV).

Methods: Randomized Controlled Trials (RCTs) were obtained from PubMed,
Cochrane Library, Embase, CNKI, RISS, NDSL, and KISS. The risk of bias was
assessed by using Cochrane’s risk of bias tool, and RevMan 5.3 software was used.

Results: 26 RCTs with 3,162 patients were identified and reviewed. Among
them, 21 RCTs observe the effect of integrated traditional Chinese and Western
medicine. 23 RCTs reported treatment groups was statistically effective than
control groups in the study. Also, the recurrence rate was estimated in 10 RCTs
and was lower than control groups. 12 studies observed adverse events (AEs)
and severe AEs were not reported.

Conclusions: This review suggested that TEAM was safe and effective in the
treatment of AV. TEAM may also decrease the recurrence rate. However, this could
not be proven conclusively. To ensure evidence-based clinical practice, well-designed
trials with larger sample sizes are needed.

Key Words: Atrophic Vaginitis, Traditional East Asian Herbal Medicine (TEAM),
Korean Herbal Medicine, Randomized Controlled Trial (RCT)
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Fig. 1. Flow chart of the study selection.
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Table 1. Summary of Information of Included Studies

Study Groups

D ) Age Interventions Duration Outcomes
Ta* Modified Bushenzhidai-tang bid", 1. Qol : TG was better than CG, p<0.05
Wanz Y (n=38) Metronidazole suppository HS, 2. Symptom scores, vaginal pH : TG
25;19 47-67 tibolone 2.5 mg qd*. 1 month was better than CG, p<0.05
CaGY Metronidazole suppository HS, 3. TER" : TG 94.74% vs. CG 71.05%.
(n=38) tibolone 2.5 mg qd. p=0.0061
TG " . ) 1. VHS™ @ TG was better than CG, p<0.05
Chen R (n=44) Modified Jj-hwan bid 2. Vaginitis Score, VMI™, Female Sexual
2018 45-65 12 weeks Function Index, Modified Kupperman
CG ; Index : TG was better than CG, all p<0.05
- Placebo bid
(n=44) 3. AEs*¥, Hormone Levels, Lab Indexes
TG Ziyin Mixture CEBIAAD 20 ml tid*, L TER : TG 93.3% vs. CG 70.0%, p<0.05
(n=30) Fumigation and washing HS 2. Chinese symptom scores, Vaginitis
Wang L% 4575 14 davs Score : TG was better than CG. p<0.05
2018 ce Y8 3. Recurrence rate (2 month) : TG 7.1%
(n=30) Estriol cream 0.5 ml HS vs. CG 38.1%, p=0.012
n 4. AEs
e Fumigation and washing HS,
Su L (n=46) Chlorquinaldol Promestriene 1. TER : TG 9%.7% vs. CG 82.6%. p=0.0444
2018 45-67 suppository HS 10 days 2. Recurrence rate (3 month) : TG 8.7%
CG Chlorquinaldol Promestriene vs. CG 26.1%, p=0.0277
(n=46) suppository HS
TG Kuntai capsule 4T tid, 1 Month, 1. TER : TG 92.0% vs. CG 68.0%, p<0.05
Wang 7% (n=25) 29-72 Tinidazole HS 8 days 2. Vaginal cleaning graduation : TG was
2018 CG . better than CG, p<0.05
(n=25) Tinidazole HS 8 days g apg
TG Modified Bushenzhidai-tang bid, . .
Wei J¥°  (n=54) .~ Metronidazole HS. Tibolone 2.5 mg ad . L. Symptom score, Vaginal pH, Qol = TG
2018 oG 48-65 30 days was better than CG, p<0.05
(n=54) Metronidazole HS, Tibolone 2.5 mg qd 2. TER : TG 50/54 vs. CG 44/54, p<0.05
TG Baofukang suppository, 16 days,
Zhang J* (n=75) 4871 Nifuratel, nystatin suppository 6 days 1. TER : TG 94.7% vs. CG 82.7%, p=0.018
2017 CG . 2. AEs : TG 2.7% vs. CG 9.3%, p=0.083
(n=75) Baofukang suppository 24 days
TG Kuntai capsule tid, .
.ol _ s : m 1. Clinical symptoms score : TG was
S};OlJ6 (nCéO) 41-60 Shajizi oil suppository e.o.d 30 days better than CG. p<0.05
(n=40) Shajizi oil suppository e.o.d 2. TER : TG)>CG, p<0.05
TG Baofukan% suppository HS,
22) _
Sugofé (“C SO) 45-70 DES” 0.25 me od 1 week 1 TER : TG 96.0% vs. CG 82.0%. p<0.05
(n=50) Baofukang suppository HS
7h TG Baofukang suppository HS,
o =80 o DES 0.25 mg qd L weox L TER @ TG 97.50% vs. CG 8875%. p<005
. CG 2. AEs : TG 1.25% vs. CG 8.75%, p<0.05
2016 (n=80) DES 0.25 mg qd
TG Baofukang suppository HS,
Zhao Y (n=108) 4978 DES 0.125 mg qd 5 " 1. TER @ TG 93.8% vs. CG 80.3%, p<0.05
2015 ca , WEEKS 9. ABEs : TG 6.4% vs. CG 21.4%, p<0.05
(n=108) Metronidazole 0.2 g
TG Baofukang suppository HS, Jieeryin lotion 1 week,
. 25) _ ; : .
LiJ (n=48) 1670 Estrogen 0.625 mg' ointment 3 weeks L TER : TG 979% vs. CG 85.4%. p<0.01
2015 CG Baofukang suppository HS,
- Lo . 1 week
(n=48) Jieeryin lotion
A . 1. TER : A, B, C 100%
(n=40) 028%2.1 Kushen gel HS 2. Cure rate : A 83.8%. B 88.9%. C 100%.
; C vs. A&B p<0.05
Wu Y# B . A . F/U (3 months)
2014 (n-d0) O1924 Estriol Ointment HS 30 days ) TER : A 946% vs. B 917% vs. C 97.4%.
C vs. A&B, p<0.05
C 634434 Kushen gel HS. Estriol Ointment HS 2. Cure rate = A 70.3%. B 77.7%. C 921%.
(n=40) C vs. A&B, p<0.05
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TG Jibaikjihwang-tang bid,

7 Fumigating and washing bid 14 days,
LiL? (n=400 Some ey 21 days 1. TER : TG 9% vs. CG 80%. p<0.05
43-67 Climen (COCP***) '
2014 P - 2. Recurrence (n) @ TG 4, CG 12, p<0.05
CG Jibaikjihwang-tang bid, 14 davs
(n=40) Fumigating and washing bid v
. . 1. Clinical symptoms, Leucorrhea
TG Shajizi oil Suppository HS, 14 days, abnormal rate, Atrophic vaginitis
" (n=32) Premarin Ointment 0.625 mg 3 month symptoms score and VHS : TG was
Chgglf 43-69 better than CG, p<0.05
ce o . . 2. E». FSH and the endometrial thickness
(n=32) Premarin Ointment 0.625 mg 3 month : TG was better than CG, p<0.05
3. AEs
Ren L2 (nq;%z> Yiyin-tang bid, Yiyin oil qd. 1. TER : TG 9.31% vs. CG 85.37%, p»0.05
48-75 - — 20 days 2. Recurrence rate (1 month) : TG 12.90%
2014 CG Estradiol cream e.o.d, Tinidazole vs. CG 36.84%. p¢0.05
(n=41) suppository HS, e.o.d ) ) ) )
TG Baofukang suppository HS,
(n=75) Chlorquinaldol-prolinene suppository qd.
Hong B CG1 3 . 1. TER : TG 98% vs. CG1 82% vs. CG2
2013 (n=75) 42-74 Baofukang suppository HS 18 days 80%. p<0.05
CG2

(n=75) Metronidazole 200 mg, DES 0.25 mg

TG . —— 7 days,
Yu sV (n=75 Baofukang suppository HS. Nilestriol 2-3 months 1. TER : TG 92% vs. CG 67%. p<0.05

40-81
2012 (n(i%S) Nilestriol 2-3 months 2 Alls
TG Baofukang suppository,
Jiang H*® (n=60) 4470 Estrogen ointment 1 g 9 weeks L TER @ TG 98.33% vs. CG 88.33%. p0.05
2012 ca WECKS 9. AEs
(n=60) Estrogen ointment 1 g
. 1. TER : TG 93.1% vs. CG 84.5%, p<0.05
TG Baofukang suppository HS, . ; L
a (n=116) Estradiol valerate tablet 1 mg 2 Endometrial change of TG * no statistically
Zhang L 16-63 16 davs significant difference, p»0.05
2012 ce Y8 3. Recurrence rate (3 months) : TG 5.17%
(n=116) Baofukang suppository HS vs. CG 12.93%, p<0.05
n 4. AEs
. . 1. TER : TG 96.67% vs. CG 93.33%, p=0.05
TG eoyiag Sanqiang-tang bid, 2. TCM symptoms, VHS, vaginal cleaning
Li 700 (n=30) Premarin ointment 1-2 g HS graduation : TG was better than CG,
2012 14 days p<0.05
oG o 3. VMI : No statistical difference, p>0.05
(n=30) 57.0£5.5 Premarin ointment 1-2 g HS 4. Recurrence rate (3 months), % (n) :
TG 0% (0/18) vs. CG 31% (5/16)
TG Modified Onkyung-tang bid,
PN Fumigating and washing HS 7-10 days . o ’
- (n=66) Metronidazole 0.2 g DES 0.125 mg LR T<§0%"/"" ve. CG1 53/58 va. CG2
i " . - - , p<0.
2011 (nC:Ggg) 4868 é\i ?r(liilﬁ;gnoniféméfastﬁ?f b;ldé 15 days 2. Recurrence rate (1year), n (%) : TG : 0,
e £alng £ CGl : 4 (69%). CG2 : 3 (49%)
(n=61) Metronidazole 0.2 g. DES 0.125 mg 10 days
) 1. VHS
TG Metronidazole 200 me. 10 days. after 2 week, TG 84.21% vs. CG 68.42%.
e (n=38) Xianlinggubao capsule 3 months ;=018
b 4570 after 3 month. TGYCG. p=0.0001
caG o . 2. VMI @ TG>CG, p=0.0001
(n=238) Xianlinggubao capsule 3 months 3. Recurrence (n) : TG (5), CG (13)
4. AEs
TG .
(n=75) DES 0.25 mg, Baofukang suppository
37) . 9 9
Zhazrz)gloY (n(i%S) 42-74 Baofukang suppository 8 days L gogj p<g§)}'598/0 vs. CGL 827 vs. CG2
(n(i%S) DES 0.25 mg. Metronidazole 200 mg

232



J Korean Obstet Gynecol Vol.32 No.3 August 2019

1. VHS
TG Baofukang suppository, 6 months after 2 week, TG 97.0% vs. CG 68.3%,
(n=69) Xianlinggubao capsule p<0.001
Wang Y® 1669 after 1, 6 months, TG>CG. p<0.05
2010 2. VMI : TG was better than CG, p<0.05
CG Baofukang suppository 6 months 3. Recurrence rate (n) : TG (9) vs. CG
(n=67) (17), p=0.023
4. AEs
TG Modified Jibaikjihwang-tang,
39) _n : : 1. TER : TG 98% vs. CG 90%, p<0.05
Hoz%lg (HCSO) 52-76 Ornidazole suppository 0.5 ¢ HS 7 days 2. Recurrence rate (n) : TG 4/60 vs. CG
(n=60) Ornidazole suppository 0.5 g HS 12760, p<0.05

*TG : Treatment group, 'bid : bis in die, 1Y 23], *HS

: hora somni, 313 A, Sqd : quaque die, 1¥ 13], 'TER : Total

effective rate, YCG : Control group, **VHS : Vaginal health score, "VMI : Vaginal maturation index, ¥AEs @ Adverse
events, $tid : ter in die, 19 33], !le.o.d : Every other day, A%, MDES : Diethylstilbestrol, ***COCP : Combined oral

contraceptive pills
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Table 2. Herbal Medicine for Oral Medication

Study ID

Composition and dosage (per one day)

Astragali Radix 30 g, Ligustri Fructus 15 g, Atractylodis Rhizoma Alba
15 g, Cervi Cornu powder 12 g, Dipsaci Radix 12 g, Angelicae Gigantis
Wang Y Radix 12 g, Cistanchis Herba 10 g, Mantidis Ootheca 10 g, Sepiae Endoconcha
2019 10 g, Poria Sclerotium 10 g, Cuscutae Semen 10 g, Astragali Complanati
Semen 10 g, Fluoritum 9 g, Paeoniae Radix 9 g, Glycyrrhizae Radix et

Rhizoma 6 g, Cinnamomi Cortex 5 g

Chen R Ligustri Fructus, Ecliptae Herba, Cistanchis Herba, Cynomorium Songaricum,

2018 Phellodendri Cortex
- Dosage : not reported

~ Scrophulariae Radix 10 g, Liriopis seu Ophiopogonis Tuber 10 g, Loranthi

Wang L' Ramulus Et Folium 12 g, Lycii Fructus 10 g, Rehmanniae Radix 12 g,

2018 Lycii Radicis Cortex 10 g, Astragali Complanati Semen 10 g, Ligustri
Fructus 10 g, Ecliptae Herba 10 g
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Wei J¥
2018

Cervi Cornu powder 12 g, Cistanchis Herba 10 g, Fluoritum 9 g, Cuscutae
Semen 10 g, Dipsaci Radix 12 g, Ligustri Fructus 15 g, Astragali Complanati
Semen 10 g, Cinnamomi Cortex 5 g, Astragali Radix 30 g, Atractylodis
Rhizoma Alba 15 g, Poria Sclerotium 10 g, Angelicae Gigantis Radix 12 g,
Paeoniae Radix 9 g, Mantidis Ootheca 10 g, Sepiae Endoconcha 10 g,
Glycyrrhizae Radix et Rhizoma 6 g

Li L27)
2014

Rehmanniae Radix Recens 24 g, Corni Fructus 12 g, Dioscoreae KEhizoma
12 g, Alismatis Rhizoma 9 g, Poria Sclerotium 9 g, Moutan Radicis Cortex
9 g, Anemarrhenae Rhizoma 6 g, Phellodendri Cortex 6 g

Ren L%
2014

Ligustri Fructus 10 g, Ecliptae Herba 10 g, Corni Fructus 6 g, Rehmanniae
Radix Recens 15 g, Anemarrhenae Rhizoma 10 g, Phellodendri Cortex 10 g,
Moutan Radicis Cortex 6 g, Poria Sclerotium 15 g, Alismatis Rhizoma 10 g,
Loranthi Ramulus Et Folium 15 g, Dipsaci Radix 15 g, Cnidi Fructus 10 g,
Saposhnikoviae Radix 10 g, Dioscoreae Rhizoma 15 g

Li Z34)
2012

Rehmanniae Radix Recens 15 g, Corni Fructus 15 g, Dioscoreae KEhizoma
15 g, Alismatis Rhizoma 10 g, Moutan Radicis Cortex 10 g, Poria Sclerotium
10 g, Phoellodendn' Cortex 10 g, Rosa Fruit 15 g, Polypodium hemitoma
Hance 10 g

Pi GSB)
2011

Evodia Fruit 9 g, Angelicae Gigantis Radix 9 g, Paeoniae Radix 6 g, Cnidii
Rhizoma 6 g, Ginseng Radix 6 g, Asini Corii Colla 10 g, Cinnamomi Ramulus
6 g, Moutan Radicis Cortex 6 g, Liriopis seu Ophiopogonis Tuber 9 g, Pinellia
Tuber 6 g, Glycyrrhizae Radix et Rhizoma 6 g, Zingiberis Rhizoma 6 g

Hou Y¥
2010

Anemarrhenae Rhizoma 9 g, Phellodendri Cortex 6 g, Rehmanniae Radix
Recens 12 g, Dioscoreae Rhizoma 12 g, Corni Fructus 12 g, Moutan Radicis
Cortex 9 g, Poria Sclerotium 9 g, Alismatis Rhizoma 9 g, Smilacis Rhizoma
15 g, Coicis Semen 30 g, Artemisiae Capillaris Herba 10 g

Proprietary Chinese medicines (Hik2#)

Medicine

Composition

Kuntai
capsule

Rehmanniae preparata Radix, Scutellaria baicalensis, Coptis chinensis Franch,
Poria cocos (Schw.) Wolf, white peony root, gelatin

Xianlinggubao Artemisiae Capillaris Herba, Dipsaci Radix, Salviae Miltiorrhizae Radix,

capsule

Anemarrhenae Rhizoma, Psoraleae Semen, Rehmanniae Radix

Table 3. Herbal Medicine for External Treatment

Method, medicine Time.
Study ID Composition frequency
Fumigating and washing, Sanhuang Lotion (=%E¥EFH)

1) Fhel Radix et Rhizoma 15 g, Polygonati Rhizoma 15 g, .
WaznoglgL Phellodendri Cortex 15 g, Smilacis REhizoma 15 g, Sophorae ZOHHém’
Radix 15 g, Cnidi Fructus 10 g, Plantaginis Herba 10 g,

Menthae Herba 10 g
Fumigating and washing, Sasangja-san gagam
Smilacis Rhizoma 30 g, Sophorae Radix 30 g, Cnidi Fructus
30 g, Artemisiae Argyi Folium 30 g, Dictamni Radicis Cortex
Su L' 30 g Kochiae Fructus 30 g, Lonicerae Flos 30 g, Aconiti Koreani Not report,
2018 Tuber 30 g, Phellodendri Cortex 20 g, Schizonepetae Spica HS

20 g, Gentianae Scabrae Radix et Rhizoma 20 g, Rehmanniae
Radix Recens 15 g, Moutan Radicis Cortex 15 g, Glycyrrhizae
Radix et Rhizoma 10 g
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Li J& Washing, Jieeryin lotion (y/REH)
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Rhizoma, Gardeniae Fructus

Fumigating and washing, Not reported

Li L27)
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Dictamni Radicis Cortex 30 g

Applying the oil, Yiyin Oil (£FHIH)

29)
Ren L Mume Fructus, Cnidi Fructus, Berberine hydrochloride powder, qd
2014 . . .
Sesami Semen Nigra oil
. Fumigating and washing, Not reported
35)
Pi G Cnidi Fructus 15 g, Sophorae Radix 15 g, Amygdalus persica L. Not report
2011 15 ¢ HS
Vaginal suppository
Medicine Composition Usage
Baoful?ang Zedoary turmeric oil, Borneol HS
suppository
Con}'pgun'd Seabuckthorn seed oil, Cnidi Fructus, Olibanum, Myrrha,
shajizi oil ; . HS
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