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| ABSTRACT |

Herbal Medicine for Cervical Intraepithelial Neoplasia After Loop
Electrosurgical Excision Procedure: A Systematic Review and Meta-Analysis

Su-Jeong Lee!, Hae-Ri Ji', Hye-Jung Lee!, Deok-Sang Hwang?
Chang-Hoon Lee?, Jun-Bock Jang? Jin-Moo Lee®
Dept. of Clinical Korean Medicine, Graduate School, Kyung Hee University
2Dept. of Gynecology, College of Korean Medicine, Kyung Hee University

Objectives: The purpose of this study is to evaluate the effectiveness of herbal
medicine for recovery and treatment of cervical intraepithelial neoplasia (CIN)
after loop electrosurgical excision procedure (LEEP).

Methods: We searched two english, one chinese and four korean database up
to November 4, 2019. Randomised controlled trials (RCTs) were eligible. Primary
outcome included Human papilloma virus (HPV) clearance rate and the effective
ratio of treatment. And vaginal bleeding time and volume, improvement of symptoms,
and recovery of wound were regarded as secondary outcomes. The risk of bias was
assessed by two independent authors using the Cochrane risk of bias tool.

Results: Of 47 screened, 10 RCTs were included. Number of participants per study
ranged from 58 to 360. The studies which used HPV clearance rate as primary
outcome were considered as low risk of bias. Most of the studies had considerable
heterogeneity in terms of type of intervention, comparison and time-points for
outcome measurement. Compared to LEEP alone, herbal vaginal suppository combined
group showed favorable results for HPV clearance in patients (5 studies, n =627,
95% CI 1.26 to 1.55, 12=75%). And compared to LEEP alone, herbal external
application also showed favorable results for HPV clearance in patients (2 studies,
n=252, 95% CI 1.19 to 1.61, 12=86%). Three studies reported mild and temporary
adverse events, and no serious adverse events were reported.

Conclusions: The studies showed that herbal medicine can significantly effective
on recovery of CIN after LEEP. However, included studies suffered from incomplete
reporting, high or unclear risk of bias and substantial heterogeneity between studies.
In the Future, further high-quality RCTs are needed to prove effectiveness of herbal
medicine for CIN after LEEP and reduce the risk of bias.
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Fig. 1. Flow chart of the trials selection process.
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Fig. 2. Risk of bias assessment for studies included.
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SERICEY

5. X8 AT
1) sk A ek
(1) A8 =25

B
bt

g FAz W A FHF AAE
AREEE dFE F 59 dslen FAA
Wz o5 wag A3k 39, Hx
Toz oFF Ay FHA H2Ts
A AARFE A 19, AsdE B2k
=, Fof, W ABFoE e F
A Nz 232 vwdt A7) 19
A=t

7hu(2011) 8] A+? N M= Bobugang—jeon
(RAFER) & A8 FAZE FHA 9z
+32] HPV &4 AALES H7kskad o,
HPV &4 AAELS AE5LH A2
AN 7 88% St 52%E BAIHoZE 9
gt 2ol E B9 (p<0.05).

Shi(2012)2] AT+ ML Somi-go(il
JEE)E AR FA2 dx2L3e] v
Al HPV &4 A3t&o] X2 T2 83%,
WE2FS A%E T Ao]lE B
(p<0.01).

Li(2014) 9] Q3" AA Bobugang-jeon
(RERFEHE) A2 FHA dz2Es
w3 HPV HAF 24 o5, A4
M EZ ZAH Thin—prep cytology test, TCT)
ol A ZbF W] EA AR AT AR

=S Aoz vt 24
LA/ FE/FE)E A7 fE
o] BTN 97.6%=E NET2 81.4%
of ula] AA3] Epoew Aol FAA
o2 o8k o (p<0.05).

Zheng(2013)2] AFelME %

z KX
Chimiryeong-jeon(IGEE#HE) & AF4-3141

(

N L MR fr2] 8 Aol 7} i+

Feng(2019)8] AFWellNE= A27&
Jeoryeong-bang( 5455 77) 3 Bobugang-jeon
(FREARF) =, 7 AW ¥l Foz 1
A HxzLS B A glol AA
27 w&E AT A8 &3
HPV AAE, A4+ A2 TCT A3
2 HeEgd CIN A8 285 349 &
o, HE AZTe] dAEFA MU
I 9322 Jeoryeong-bang( %5 H ),
Bobugang-jeon( (RIARFHR) ==, 2+ <o
A (p<0.05) A7 5 3, 23 (050 ml),
+2 5& ##Z3 A3 Bobugang-jeon
(PRIAFERR) 0] Jeoryeong-bansg(F&%57)5)
TLolut W Az e wlsiME =3t
QAT FAA HxTol vl =
ok &37F A=k (p<0.05).

(2) A8 &8 vx

gl A A Ql Bobugang—jeon({RI1H#
). Somi-go({EE ), Chimiryeong-jeon
GREERR) S A5 FAE 3tdA FH
A W=+ HPV 4 AdES vx
g 5o AFEe SAAE AT 2
2 risk ratioZk 1.40W0(95% CI: 1.26
to 1.55, p<0.00001) 2 SFeFx 8+ F3

dzzel v Fol% 137 Al
2 dehe 12ghe %R o A4S o

& 4= (Fig. 3).




HS Mo treatment Risk Ratie Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 35% CI
Zhu 2011 110 125 B5 125 34.7% 1,69 [1.41, 2.03] 2011 ——
Shi 2012 25 30 18 28 9.9% 1.30 [0.94, 1.78] 2012 i R
Zheng 2013 24 30 12 30 64%  2.00(1.25 321 2013 ¥
Li2014 41 43 34 43  18.2% 1.21[1.02, 1.43] 2014 =2
Feng 2019 69 84 53 79 30.8% 1.08 [0.90, 1.33] 2018 T
Total (95% CI) 322 305 100.0% 1.40 [1.26, 1.55] &>
Total events 269 182 . . . .
Heterogeneity: Chi? = 16.75, df = 4 (P = 0.003); I? = 75% 05 o7 1 175 2

Test for overall effect: Z = 6.40 (P < 0.00001)

Fig. 3. Forest plot comparison: herbal suppository vs no treatment, outcome

clearance rate.
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Z3 gt A risk ratiofk< 1.3791(95% o}(Fig. 4)
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HS No treatment Risk Ratio Risk Ratio
. g " o

Zhu 2011 110 125 65 126 41.5% 1.69 [1.41, 2.03] 2011 &

Li 2014 41 43 34 43 21.7% 1.21[1.02,1.43] 2014 -
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Fig. 4. Forest plot comparison: Baofukang suppository vs no

HPV clearance rate.
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vl F9& 235 ¥ H(p<0.05).
Tao(2017)8] AFWer= Az 7
Pateukryoung(RFF 7)< &S5 ==x,
AT dE2FAMNE oFE Ao
At HPV & A3g A} Al X
EFAA FolsA o wWHeo F

l"

P& JA dx22F FoF 2ol s
o FA 120 A = feAe] &
= At

Wang(2015) 52 AF9exE XaF
2 Buannyoung({A%T) M2 A 2} oFek (<l
B & a2 FF) & WLy dHxde
ofeket A&-stedet. A= F HPV €4 A
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&5 HF A {27 2ol (p0.05)7F &
At = e F A AF7A S
AlZh, 28] Ax, AR &5 34
AR T NS HE A5 AN 5
AFow w23 32 B oH(p<0.05)

Tang(2016)¢] AFVeXE HNz2Fe

Gweyang-san(5tzHE) = A He| x5

N2+ KRB (Cefixime
dispersible tablets) S 744+ =83}t
T 29 A g%y 2IAL 2 AA F
T F FEEAA Az HELd

HI No treatment

Cai 2013 75 85 47 85

Tao 2017 35 42 3 40

Total (95% CI) 127 125 100.0%
Total events 110 78

Heterogeneity. Chi*=7.15, df=1 (P = 0.007), F= 86%
Testfor overall effect Z=4.19 (P < 0.0001)

/‘1]7'9i Al 'B st Hunse bang(ﬁﬁ'ﬁji)ﬁr
=39} NHE& A8t Pateukryoung(ik
%K) o] sld=dch Ao o2 risk ratio
2 1.3941(95% CI: 1.19 to 1.61. p=0.007)
2 A s FAA dxzol vlE] 9]
3 &7 9= Aoz vehygd. g
86% 2 o] AA X thA E3keH(Fig. 5).
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Fig. 5. Forest plot comparison: herbal irrigation vs no treatment, outcome : HPV

clearance rate.
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(fERikiy) A58 A523 F43
dxz+o]l HRHRT A8 45 F A3
T F FrEE FUllA A2l 95.24%
2 Wxz<9 80.95%E o =33 (p<0.05)
A 2% 2 SHA DA E 2o
vl o8t HAE BT (p0.05).

Feng(2019)9] QAW N e X2ds
Jeoryeong-bang( B&%5577) =3 Bobugang-jeon

Oo

(R <=, W3 +
27 B A4 dlel *3*471 LR A
gt Aldete A &

&, AR Ax TCT 22 3 #He3

=
A CIN A= && 52 I3y W3

Jeoryeong-bang(rG55 ) Bobugang-jeon
(REARHE) ==, = Tl A (p<0.05)
A7 74, 29050 mD), 2 5= 3
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733 A <K Cervical intraepithelial
neoplasia, CIN)> A5 73 o] efjol] wk
Aste AAFE Ao AgA WItE,
ARG AT oA EA o} 277
3 o] A Z(Cervical dysplasia) gt
275 9. CINS oA A=

o @ Sel FEHEH, CIN 12 7}
Me o HAE, 2k 7 AR WP
Aol 371% F% w1RY 24 P(x
£) AR AR 4w} 2 of 158
o J4e TP I3E A7 w2
CIN®| 3% A7 TAFS 34 10009

A
2798 &olw, CIN 1719 AS$ 20-24A.
CIN 2, 3719 A% 25-204¢1 4 7}A =
L MY ES RA® " oA o}

WA 9 Y Bz e e o

CINS o8 A#A IEY, =7 A
g e AR A9, Wy 2y, 4
=9 Q& AFB/AI} gl ¥
A QAR 7P FQos Wy Qolog
I AL AdFFF vwhelg A (Human
papilloma virus, HPV)<2] A<= 9l 74

|t} HPV #H12 Alg7d5st 2k 99.8%
ol ] BA"E 4 glew CINelAl HPV
W2 644-90.9%2 4HA UG, A
A oA AFA AFA Rz 213
e dHe HF 10de] o8y o
A 7] wEte] A dANA EAHA

T3 HPVE AA3 2 A

5227 Aol T3,
o q:lz
o

d A=E

A2 glolx AdA IES 79 &
dE AS5F WS A3 CIN9 X=
o 7} da] o] &E = oz uiby o] 3t

ALE QW (Loop electrosurgical excision
procedure, LEEP) o]t}. LEEPE= &2 4

% A2 Ae g B A 53 F

[S 3R]
o Y4 xEHow de o431 9
o1} LEEP Fol §HFo=z 4-6%lA
de glom 249, WAGE A ¥

& 95 LEEP 9| W =% HPV
ARE 25T 4 9l AAEe] A7
3 glot RuAuhd Aelrt 3 A
A% e BEAA 540 LAY
a9l AA P AR AL dSE o]
A g

= v AF e e A=

87} FAA A2l vle feold w3
7 e Aew dEhdoh =3 FRu
AFA ZHol A 22 FA
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HPVE 2 AAZ CIN 2 =27
oF HkAle] X WA Qo YPelorw I
. A142 HPV #gde] = 4¢ C
ol Abe] W Wb & o] F7}sE= A
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oz o E%Z% °l Dﬂlz“ S5 AE A
<} Edy s
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2157, weka, HPVE &4 A3g
CIN ¥Ww o] x|&o|} i 939
= dSE 5 de A= "5
FHFE 7|E9] 3o A AHAA 3
7&2 Lin $%¢] HPV #3 A3 =%
2 goF X7 =FES vEs T ko
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SHE AAE 2FFeEHN Xs A

2 e
ol-;l
nﬁi
o
30,

R

o ¥Agel AT A mshe 7

& AAsE ¥ FHE& £9Y. 7
Zoll & SV T FOIA HERE, 1710
fLss, FAEIHIE St o= &F AMufo] ==
HokA Eol apoptosisE  Frtsled

A
£342 9 4 oge ¥ w glom,
o

ATl A wlLx 22= Borneolum
Syntheticum(GK Fr) el 63, Phellodendri
Cortex(##1) ) 58, Zedoariae Rhizoma
(FA) ol 49, Fructus Cnidii(¥eIR T ) <
Sophorae Radix(i%%)°] 38 52 <]l
ol ol FE FHof MFH 5 8oz
o8¢l A sF £ F Phellodendri
Cortex(¥4) 2+ Zedoariae Rhizoma(3%
fir) 27 1A Rke] 7 FE-Lol 3T H
o—h;}

Borneolum Syntheticum(GKFr, FEMS) <=
P FEEII Y e I FEM
o] glo] EEFT o =M FARMEMS L F
Bk, ENLERSEE fkgel sl A
3 JEES s YEE wiEddx
st o]gefor YLHY. Borneolum

o7



CAAR =3 0F 2 HEREA

SyntheticumGkiT) 8] = 74344382 Isoborneol
oldl o]e] Fmtoli s, 42302 herpes
simplex virus 1(HSV-1)2] A%, 417
BAEF AEF] g FAars a2
ol 438A ol

go2 wL¥ Phellodendri Cortex
WA > EBVEER, EARE, HEHS]
of [k NEGEE, BEEHFLEE, ALUR TR,
REHEE 55 A83t TR,
o 5ol Wgt gA|, Addatgol
7 wp gz F ]l
53] ME dAtel] geFdt 28-S 7HA

g
4 HZ GAE 2Ae dAstn

D
EO Ko rle sy

o
(2
v
o)
o
)
ok m =

= °—1
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5o A7 AP HFTY 5=
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3 A7 Az gl g el A7A A
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o] Ago g HPV A AL 73.4% °14
°2 ¥
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Wel DBE #8333t d8 % 7E
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Zovt 74 FE, A5 7|7 FIt AlA
52 zkelelAM 71QlE S 7HsA el 9l
= Aoz AhEo

J=y sl E EB3sly, AAAQ
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5 kst 94 Az WY ¥
ol & 4 glg 9uk 3 o8 3§
gAel FE T FA W AddE
ANAME S5 FAEH =3 U HHA 9
=17 ¥R A AAE d35 RCT
A77F 22d 7oz Aedd
Vi. 32 &
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Cortex(¥#f1), Zedoariae Rhizoma(3;
K., Fructus Cnidiil(8¢JK+), Sophorae

Radix(#%) 59 <ol
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