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| ABSTRACT |

The Effect of Integrated Medicine for Polycystic Ovary Syndrome Subfertility
Patients: A Systematic Review and Meta-Analysis

Ju-Eun Bae, Kyung-Dug Park, Young-Jin Yoon
Dept. of Korean OB & GY, School of Korean Medicine, Pusan National University

Objectives: The purpose of this study is to investigate the effect on both herbal
medicine periodic therapy and western medicine for polycystic ovary syndrome
subfertility.

Methods: We searched 8 electronic databases and search keywords were 'PCOS’
and ‘periodic therapy or ‘cyclic treatment. We included randomized controlled clinical
trials (RCTs) using the periodic therapy combined western medicine for PCOS patients.

Results: We selected 8 studies. In studies, there were three studies in which
the menstrual cycle was divided into 2 periods, one study divided into 3 periods,
and four study divided into 4 periods. The meta-analysis of the 7 trials indicated
that pregnancy rates integrated clomiphene and periodic therapy were higher than
clomiphene alone.

Conclusions: The periodic therapy combined western medicine for PCOS subfertility
patients seems to improve pregnancy rates from this research. However, this result
should be taken cautiously by unclear risk of bias. It would be necessary to fulfill
further clinical study with herbal medicine periodic therapy on PCOS in Korean
medicine to establish standard evidence of them.

Key Words: Poly Cystic Ovary Syndrome (PCOS), Periodic Therapy. Integrated
Medicine, Clomiphene, Subfertility
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T
o
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(n=304) screening the titles and the
— abstracts
N {n =234)
- - not periodic therapy (n=97)
= i - not human (n=102)
£ Full-text artllcl.e??ssessed for - not clinical trails (n=32)
& eligiiility - not available full-text (n=3)
= (n=70)
S Full-text articles excluded
*  (n=62), with reasons
= - not inclusion criteria (n=58)
2 r - not RCT (n=4)
E Studies included in analysis
- (n=8)
Fig. 1. Flow chart.
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Table 1. Characteristic of 8 Included RCTs on Basic Information

Participants . .. Treatment Pregnancy rate
Periodic .
Study T C | thera duration Outcome Adverse
eatment  Contro DY (menstruation TG CG event
(original) (original) session cvele)
ycle
1. LUES cycle
. TG 2/48
ER* PR', EM*
Mao ¢ ; * 15746 6/33 CG 9/41
2015 49 33 2 Unclear BT LUKS ovdle (3961) (18.18) 2. OHSS
TG 6/33
CG 1746
1. LUFS
TG 1730
Su 30 39 9 Unclear ER. PR, ET. 11730 4/32 CG 1732
20132 LUFS. OHSS  (36.7) (12.5) 2. OHSS
TG 1730
CG 2/32
ER. PR.
2%?4%%) 30€30)  28(30) 2 3 sex hormone levels, (%638) éﬁ?) Not reported
ET. EM
Kuang ER. PR. 25/35 13/35
20123V 3 3 3 1 sex hormone levels (71.43%) (37.14%) Not reported
1. LUFS
TG 6/71
Geng 27 26 A 3 OR™*, EM, ET. 15/29 11729 CG 9/73
2015%2  (29) (29) PR, LUFS, OHSS (51.72%) (37.93%) 2. OHSS
TG 0/71
CG 1/73
1. LUFS
ER. PR, ET. TG 6/38
Liang 38 18 A 3 dominant follicle 12/38 4/38 CG 13738
201739 diameter, (42.11%) (10.53%) 2. OHSS
LUFS, OHSS TG 0/38
CG 1/38
Liu 9730 14/30
9201134 30 30 4 3 OR. PR (30.00%) (23.33%) Not reported
Yan 17730 13730
9012%) 30 30 4 6 ER. OR., PR (56.7)  (43.3) Not reported

ER* : efficacy rate, PR" :
thickness, LUFS'
syndrome, OR** : ovulation rate

‘letrozole’ & AFHE-31% 2

. L 9)e] AFel = ‘clomiphene &

AH-8-8F91 2™, ‘clomiphene’] AH8-%l A

AME F=2 50 mge %S 4A
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gt
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< o533 25 (Table 2).

Table 2. Characteristics of Periodic Therapy in 8 Included RCTs

StIL]l)dy Control group  Treatment group Component (g) H?estlﬁlogd
Follicular phase Corni Fructus (\L12¥%) 10, Rehmanniae
(5th day of  Radix Preparata (3th#5) 10, Cuscutae
menstruation  Semen (4%4%+) 10, Angelicae Gigantis
-before ovulation) Fadix (&5 10, Paeoniae Radix (%5
CC* 50 me ad po %) 10, Amydae Carapax (W) 10,
Mao for 5 (fa}?s p Nourishing Dipsaci Radix i%%ﬁ) 10, ryzae Fructus 1 portion/day.
20152 (5-9th day of Yin decotion  Germinatus (%) 10
menstruation) Luteal phase  Morindae Radix (BE8K) 10, pimedi 125 ml bid po.
(after ovulation- Herba (EF%) 10, soraleae Semen
before menstruation) (K& NE) 10, jpsaci Radix (&ET) 10,
Rehmanniae Radix Preparata (i
Supplementing #) 10, aeoniae Radix (%%) 10,
Yang decotion Joscoreae Rhizoma (1Li%E) 10
Rehmanniae Radix Preparata (Gt
Follicular phase #) 15, Paeoniae Radix (%j%%) 12,
Corni Fructus (\WZ¥) 12, Angelicae
CC 50 mg qd po Nourishir}g ngrantzb%]?adm (&5 10 Cuscutae
u for 5 days Yin decotion Segen (%) 10, Hominis Placenta 1 portion/day.
20132 (5-9th day of (SRiTH) 10 : .
menstruation) Luteal phase DJpsgzcz Rag’JX (¥8Br) 15, Morindae 125 ml bid po.
Radix (BER) 12, Psoraleae Semen
Supplementing (WhiENg) 12. Codonopsis P1705u]§ze
Yang decotion Radix (¥328) 10, Epimedii Herba (&
F#) 10
Angelicae Gigantis Radix (&§) 10,
Menstrual phase Paeoniae Fadix (%5%8) 10, Atractylodis
(1st-6th day of Rhizoma Alba (A 10, Hoelen (7
menstruation) %) 10, Bupleuri Radix (%£8H) 6,
Glycyrrhizae Radix Preparata (3
CC 50 mg qd po Adjusted Soyo-san H¥) b5, Zingiberis Rhizoma Crudusl
Yang for 5 days (A#) 2. Menthae Herba (#fs) 2 | vortion/d
20149 (5-9th day of Cuscutae Semen (ks {) 10, Rubi To o
menstruation) Follicular phase Fructus (E#+) 10, Mori Fructus
(7-16th day of (F#T) 10, Rehmanniae Radix Crudus
menstruation)  (AE) 10, Rehmannize Radix Preparata
(Bh#y) 10, Adenophorae Radix (755%)
samja decotion 10, Liropis Tuber (Z5F%%) 10, Glyeyrrhizae
Radix Preparata (}HBE) 5
Dioscoreae Fhizoma (\IZ8) 15, Rehmanniae
Follicular phase Radix Preparata ($t) 15, Polygoni
CC 50 mg qd po (5-11th da.y of Mu]t]ﬂorfﬁacﬁk (&) 15‘,’ Cuscutae
Kuang for 5 days menstruation)  Semen (#:#kT) .15, Lycii Ffuctgf .
20120 (5-0th day of (Myfe+) 15 Ecliptae Herba (53 1 portion/day.

the folicle
stimulating
decotion

menstruation)

) 15, Ligustri Fructus (FxEE) 15,
Epimedii Herba (1E¥%) 15, Angelicae
Gigantis Radix (‘&§%) 10, Cistanchis
Herba (R#£%) 10
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Ovulatory phase
(12-15th day of
menstruation)

the ovulation
decotion

Cuscutae Semen (#%%+¥) 15, Dipsaci
Radix ({8Br) 15, Angelicae Gigantis
Radix (&) 10, Leonuri Semen (7%
W) 10, Salviae Miltiorrhizae Radix
(J328) 10, Persicae Semen (Bk1Z)
10, Spatholobi Caulis (ZBILEE) 10,
Cyperi Rhizoma (M) 10, Paeoniae
Radix Rubra (#+7%5%%) 10, Lycopi Herba
(0 10, Carthami Flos (14£) 10

Luteal phase
(16-25th day of
menstruation)

the luteinizing
decotion

Rehmanniae Radix Preparata (il
#¥) 15, Cuscutae Semen (##%F) 15,
Dioscoreae Rhizoma (ILU%g) 15, Lycii
Fructus (Mokd ) 15, Ecliptae Herba
(5L3#¥E) 15, Dipsaci Radix ({8EF) 15,
Bupleuri Radix (%2#0) 10, Angelicae
Gigantis Radix (‘&§) 10, Paeoniae
Radix (%) 10, Polygoni Multiflori
Radix &%) 10, Ligustri Fructus
(EE) 10

Geng
2015%

CC 50 mg ad po
for 5 days
(5-9th day of
menstruation)

Follicular phase

Cuscutae Semen (%:#%+F) 20, Salviae
Miltiorrhizae Radix (F7¥2%) 15, Polygoni
Multiflori Radix (fffE5)%5) 15, Paeoniae
Radix (%5%5) 15, Cyperi REhizoma (&
ft+) 10, Angelicae Gigantis Radix
(E&) 10

Ovulatory phase

Spatholobi Caulis (Z8M18R) 20, Epimedii
Herba (F¥%) 15, Fructus Liquidambaris
(Hsikim) 15, Salviae Miltiorrhizae Radix
(J1%%) 15, Cyperi Rhizoma (FMF)
10, Cinnamomi Ramulus (K:#%) 5

Luteal phase

Cuscutae Semen (4541 20, Visel Herba
et Loranthi Ramulus (%) 15,
Dipsaci Radix ({&8r) 15, Eucommiae
Cortex (#ith) 15, Ligustri Fructus (%€
B'E) 15, Epimedii Herba (F¥ZE) 15,
Bupleuri Radix (%8#R) 15, Paeoniae
Radix (%) 10, Cyperi Rhizoma
(FH) 10

Menstrual phase

Spatholobi Caulis (3811 20, Paeoniae
Radix Rubra (GF+%%E) 15, Salviae
Miltiorrhizae Radix (#+2%) 15, Angelicae
Gigantis Radix (&) 10, Achyranthis
Radix (4F18) 10, Cyperi Rhizoma (&
) 10

Liang
201739

Letrozole 2.5 mg

ad po for 5 days
(3rd-7th day of
menstruation)

Flexor progesterone

10 mg bid po
for 12 days
(after ovulation)

Follicular phase
(5-11th day of
menstruation)

the folicle

stimulating decotion

Angelicae Gigantis Radix (‘&5%) 12,
Salviae Miltiorrhizae Radix (F12%)
12, Cistanchis Herba (R#%) 12,
Cuscutae Semen (#%%+F) 12, Dioscoreae
Rhizoma (1L1%g) 12, Rehmanniae Radix
Preparata (i) 12

Ovulatory phase
(12-16th day of
menstruation)

the ovulation
decotion

Angelicae Gigantis Radix (&) 12,
Carthami Flos (KLA€) 12, Salviae
Miltiorrhizae Radix (J4%%) 12, Leonuri
Semen (#%EF1) 12. Persicae Semen
(Bk1=) 12, Spatholobi Caulis (Z8IL
WR) 12, Cyperi Rhizoma (FMF) 6
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Luteal phase
(17-24th day of
menstruation)

the luteinizing
decotion

Angelicae Gigantis Radix (&) 10,
Polygoni Multiflori Radix k)
10, Rehmanniae Radix Preparata (A
M%) 10, Cistanchis Herba (R#H7#)
10, Testudinis Plastrum (%80 10,
Leonuri Semen (#%EF1) 10

Menstrual phase
(after 25th day of
menstruation)

the menstruating
decotion

Cyperi Rhizoma (&Mt{) 6, Cnidii
Rhizoma ()II%%) 6, Angelicae Gigantis
Radix (‘&%) Paeoniae Radix Rubra
(#:25%8) Rehmanniae Radix Preparata
(%) Salviae Miltiorrhizae Radix
(J12%) Leonuri Semen (#EF1) Lycopi
Herba (%) 10

Liu
201134)

CC 50 mg qd po
for 5 days
(5-9th day of
menstruation)

Follicular phase
(5-12th day of
menstruation)

the folicle
stimulating decotion

Mori Fructus (%) 20. Paeoniae
Radix (%%E) 20, Cuscutae Semen
(#kkF) 15, Visei Herba et Loranthi
Ramulus (% %) 15, Rehmanniae
Radix Crudus (ZE#) 15, Rehmanniae
Radix Preparata ($\h¥) 15, Epimedii
Herba (E3¥%E) 15, Angelicae Gigantis
Radix (‘&%) 10, Paeoniae Radix Rubra
(r25%E) 10, Corni Fructus (1LZRH)
10, Citri Unshii Pericarpium (FRI)
10, Glycyrrhizae Radix Preparata
(RHE) 6

Ovulatory phase
(12-16th day of
menstruation)

the ovulation
decotion

Rehmanniae Radix Preparata (it
#) 15, Paeoniae Radix (%5%&) 15,
Dioscoreae Rhizoma (11%%) 15, Dipsaci
Radix ($&#r) 15, Cuscutae Semen
(#%kF) 15, Epimedii Herba (¥

%) 15, Salviae Miltiorrhizae Hadixl portion/day

(F4%%) 15, Angelicae Gigantis Radix
(‘&8 10, Trogopterorum Faeces (
EHS) 10, Glveyrrhizae Radix Preparata
(RHE) 6

Luteal phase
(17-24th day of
menstruation)

the luteinizing
decotion

Dioscoreae Rhizoma (\LZE) 20, Astragali
Radix (FIS) 15, Cuscutae Semen
(4okh ) 15, Visci Herba et Loranthi
Ramulus (%) 15, Dipsaci Radix
(&8 15, Atractylodis Rhizoma Alba
(E7tt) 15, Perilla frutescens (SKERZE)
15, Citri Unshii Pericarpium (BEFz) 10,
Anisi Corii Colla (FW2) 6, Glyeyrrhizae
Radix Preparata (% H®) 6

Menstrual phase

the menstruating
decotion

Leonuri Herba (ixBFE) 20, Paeoniae
Radix Rubra (#+7%%5) 15, Spatholobi
Caulis (%BIFR) 15, Angelicae Gigantis
Radix (&5%) 10, Lycopi Herba (i%
W) 10, Cyperi Rhizoma (&) 10,
Trogopterorum Faeces (fL%E]g) 10,
Atractylodis Rhizoma (%) 10,
Glycyrrhizae Radix et Rhizoma (H
) 6

decotion)

T 125 ml bid po

(If pregnancy.
stop taking
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Yan
20123

Follicular phase
(5-12th day of
menstruation)

the folicle
stimulating
decotion

Astragali Radix (¥%1¢) 30, Rehmanniae
Radix Crudus (AE#08) 30, Mor Fructus
(ZMA) 30, Morindae Radix (B
K) 25. Epimedii Herba (B=EFE) 25.
Dioscoreae Rhizoma (1138) 20, Moutan
Cortex Radicis (4%F1%) 20, Hoelen
(%) 20, Mori Folium (33E) 15,
Paeoniae Radix (%=%8) 15, Achyranthis
Radix (4H8) 15, Atractylodis Rhizoma
(i) 15, Cyperi Rhizoma (FM+)
15, Magnoliae Cortex (J§A1) 15, Dipsaci
Radix (i&r) 15. Visci Herba et Loranthi
Ramulus (%%F4E) 15, Fucommiae
Cortex (¥:h) 15, Atractylodis Rhizoma
Alba (E) 15, Citri Unshii Pericarpium
(BEHZ) 12, Platycodi Radix (¥&E)
12, Glycyrrhizae Radix et Rhizoma
(H#) 10, Angelicae Gigantis Radix
(&5 10, Chaenomelis Fructus (ARJN\)
10, Arecae Semen (F&l%) 10, Aucklandiae
Radix (K%) 6,

CC 50 mg qd po
for 5 days
(5-9th day of
menstruation)

Ovulatory phase
(12-16th day of
menstruation)

the ovulation
decotion

Rehmanniae Radix Preparata (Gt
#) 30, Epimedii Herba (IE¥7%) 25,
Leonuri Herba (GXBFE) 25, Saposhnikoviae
Radix (B5E) 20, Hoelen (1R%) 20,
Angelicae Gigantis Radix (‘&5 15,
Paeoniae Radix Rubra (F;75%%) 15,
Paeoniae Radix (%5%8) 15, Dioscoreae

Rhizoma (11%8) 15, Moutan Cortex ! Portion/day.

Radicis (4F}8) 15, Dipsaci Radix
(¥887) 15, Cuscutae Semen (#:tk+)
15, Trogopterorum Faeces (TLEENS)
15, Smilacis Rhizoma (X1%) 15,
Fritillariae Thunbergii Bulbus (ifH
B) 15, Foeniculi Fructus (IaEIE) 12,
Eupolyphaga sinensis (1% #%) 10,
Arecae Semen (¥&H5) 10, Glycyrrhizae
Radix et Rhizoma (H#) 6

Luteal phase
(17-24th day of
menstruation)

the luteinizing
decotion

Astragali Radix (%r¢S) 30, Rehmanniae
Radix Crudus (Z4EME) 30, Cuscutae
Semen (4#%k1) 30, Morindae Radix
(E#R) 25, Boehmeriae Radix (5*
fiikR) 25, Dioscoreae Rhizoma (1l
48) 20, Paeoniae Radix (%%g) 15,
Atractylodis Rhizoma Alba (F7ft) 15,
Visci Herba et Loranthi Ramulus
(ZFE) 15, Dipsaci Radix ({8#7) 15,
Ostreae Testa (HWE) 15, Eucommiae
Cortex (K:ith) 15, Perilla frutescens
(45FR%E) 15, Scutellariae Radix (&
=) 12, Phellodendri Cortex (¥ 12,
Citri Unshii Pericarvium (FRK) 12,
Amomi Fructus (#=) 10. Platycodi
Radix (#888) 10, Glyeyrrhizae Radix
et Rhizoma (HE) 10
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Menstrual phase

the menstruating
decotion

Rehmanniae Radix Crudus (A1)
30. Leonuri Herba (%FBEEL) 25, Salviae
Miltiorrhizae Radix (#+2%) 15, Angelicae
Gigantis Radix (‘&§) 15, Paeoniae
Radix Rubra (F:7%%%) 15, Paeoniae
Radix (%%5) 15, Typhae Pollen (3
) 15, Trogopterorum Faeces (HEw
f8) 15, Smilacis REhizoma (£#%) 15,
Lycopi Herba (¥#§) 10. Spatholobr
Caulis (Z8107E) 10, Linderae Radix
(&=%8) 10, Cyperi Rhizoma (&)
10, Curcumae longae Radix (#4) 10,
Corydalis Tuber (ZHAZR) 10, Atractyiodis
Rhizoma (F&tt) 10, Glyeyrrhizae Radix
et Rhizoma (H¥) 10

*CC : clomiphene citrate
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