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Objectives: The purpose of this systematic review was to evaluate the effects of herbal medicine on Chemo
-Radiotherapy-induced oral mucositis.

Methods: Electronic databases were used to search for studies published through 10 years until October 2022, and
a randomized controlled study was conducted to evaluate efficacy of herbal medicine on chemo-radiotherapy-induced
oral mucositis. Study quality was assessed using the Cochran’s risk bias tool.

Results: Two-hundred and three articles were initially searched, and 11 studies (head and neck cancer, breast cancer,
colorectal cancer, esophageal cancer etc. undergoing radio-chemotherapy were included in analysis. The effect of
herbal medicine on chemo-radiotherapy-induced oral mucositis, 9 studies reported that herbal medicine was more
effective than the placebo group or conventional treatment. One study reported that the effect of the herbal compound
treatment group was similar to that of the conventional herbal medicine, and one study reported that there was no
difference in effect between the two herbal medicines and the group without treatment.

Conclusion: This study suggests that herbal medicine effectively relieves the symptoms of chemo-radiotherapy
-induced oral mucositis. However, there is limited evidence that herbal medicine may relief chemo-radiotherapy
-induced oral mucositis, so further investigation is needed.
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Introduction

undergoing

Oral mucositis (OM) is a common complication
of radiotherapy, chemotherapy, a combination of
radio-chemotherapy, and hematopoietic stem cell
transplantation. OM is currently considered to be
the most severe complication of anticancer

therapy, affecting 40-80% of patients undergoing

radiotherapy of the head and neck. OM is
characterized by erythema and ulceration of the
mucosal lining of the gastrointestinal tract. OM is
associated with pain, difficulty in eating and
swallowing, the need for enteral or parenteral

increased opioid consumption, and

1-3)

nutrition,

interruptions to cancer therapy.

* Received : 19 October 2022
+ Correspondence to : Seong-Woo Lim

- Revised : 7 November 2022

- Accepted : 9 November 2022

Dept. of Oriental internal medicine, Dongguk university llsan Oriental medicine hospital,
27 Dongguk-ro, llsandong—-gu, Goyang-si, Gyeonggi—do 10326, Republic of Korea
Tel 1 +82-31-961-9043, Fax : +82-31-961-9049, E-mail : omdlsw@hanmail.net

hitp://dx.doi.org/10.13048/jkm.22048 89



(630) Journal of Korean Medicine 2022;43(4)

As the management of OM is considered
important in cancer patients, many studies have
been conducted and guidelines for the management
of oral mucositis have been published.” The
Mucositis Study Group of the Multinational
Association of Supportive Care in Cancer/
International Society of Oral Oncology(MASCC
/ISOO) has published evidence based clinical
practice guidelines for mucositis to clinical
evidence based patient care and improve
outcomes. The current guidelines updated in 2020
examined the evidence for the following
interventions: basic oral care, anti-inflammatory
photobiomodulation,

agents, cryotherapy,

antimicrobials, coating agents, anesthetics,
analgesics, growth factors and cytokines, natural
and miscellaneous agents."

Traditional herbal medicines are used for
treating various types of mucositis. Its use has
been based on the FEast-Asia medical theories
over thousands of years. Previously studies of
herbal medicine for chemo-radiotherapy-induced
oral mucositis (CROM) have been conducted on
case report’, and mechanism of action of
TJ-14(Hangshashinto)*”, and Oncheongeum® for
oral mucositis, and clinical studies on herbal

5:10) conducted.

medicine  gargles have been
Despite the progress of research on various drugs
and management, an effectiveness of treatment
has not been established. Therefore, the aim of
this systematic review 1is to evaluate the
effectiveness and safety of herb medicines or

herbs treatment in relieving CROM.
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Methods

1. Data Sources and Search Strategy

The following electronic databases were
searched to identify relevant studies published
through 10 years until September 2022: Pubmed,
MEDLINE, the Cochrane Library (CENTRAL),
Research Information Sharing Service (RISS),
Chinese Medical Database (CNKI). The search
terms used were as follows: (neoplasm OR cancer
OR tumor Or malignant OR chemotherapy OR
radiotherapy) AND  (herbal
traditional chinese medicine OR decoction OR
herb) AND (oral mucositis OR stomatitis OR [
% OR [IE5EE%) in Korean, English, and

Chinese. The databases used in this study were

medicine OR

independently searched manually.

2. Study Selection

After reviewing the titles and abstracts of the
searched papers, the first selection was made, and
then the papers to be used for systematic review
were selected through the original text review.
The criteria for papers selection included the
following criteria. All randomized controlled trials
(RCTs) were included. Observational, cohort,
case-control, case series, qualitative, laboratory
studies, and uncontrolled trials were excluded.
CROM was diagnosed using published diagnostic
criteria. No restrictions were placed on race, age,
or sex. The interventions selected involved herbal
medicine of and ingredient to with no limit on
the total dosage and treatment session and
intervention,

included all types of control

including placebo and conventional medication.
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3. Data Extraction and Risk-of-Bias
Assessment
Two authors (SWP and MJK) performed the
collated

data  extraction and information

independently on sample size, age range,
interventions, treatment durations, outcomes, and
results. Any disagreement between the two
authors was resolved by discussion and decided
to seek the opinion of a third researcher (SWL)
along with consideration. Risk of bias was
assessed using the following seven criteria from

Cochrane Collaboration’s risk of bias tool.

Results

1. Study selection

A total of 203 studies were originally identified
by searching 5 databases using search terms and
search strategies. Of these, 49 were excluded for
duplication. The remaining 154 studies were
reviewed with a focus on titles and abstracts, and
69 were primarily excluded. Subsequently, another
74 studies were excluded for the following
reasons: 13 articles could not find the full text, 9
were not randomized, 35 did not include a
clinical trial, 8 did not use Herbal medicine, 2 did
not discuss CROM, and 7 did not coincidence

12D were selected, and

period. Finally, 11 studies
the flow chart of the selection process is provided

in Figure 1.

2. Description of the Included Trials

The meta-analysis was not possible due to the
large heterogeneity in the study, such as different
intervention methods and different evaluation
Therefore, the

indicators. research  design,

classification of disease, applied intervention,
control group, evaluation index, and adverse
effects of the selected papers were arranged for
each paper for descriptive analysis, and the

results were summarized in a Table 1, 2.

1) Characteristics of included studies

Characteristic data from the 11 studies'?" are
summarized in Table 1. Sample sizes ranged from
24 to 240, and patients’age from 18 to 90 years.
Therapy durations ranged from 2 weeks to 3
months during radiotherapy or chemotherapy. All
11 studies'?" reported type of cancer. Of these,
6 trials'>'72)

cancer. And the 4 studies

were studies of head and neck
L2110 conducted a
study on colorectal cancer, esophageal cancer,

19 was

gastric cancer, and breast cancer, 1 study
all included gastrointestinal cancer, leukemia,
lung cancer, bone cancer, kidney cancer, and
breast cancer. 9 studies'"®*” reported types of
radio-chemotherapy during the treatment of
studies'”*” did not. 5

conducted radiation therapy alone

carcinoma, but 2
Casesl3,17,l9—21)
to treat for head and neck cancer. In 5 studies'"
121416 were performed only chemotherapy, and it
was a cytotoxic chemotherapy agent, the standard

18)

treatment for each cancer type. 1 study ™ was

conducted chemo-radiotherapy.

2) Characteristics of herbal medicine
intervention
Of the 11 articles' " analyzed for the therapeutic
effect, 3 articles'®'® used oral administration
herbal medicines, the formulations were decoction;
CHIN granule (modified Liangge San), sherbet

form; Daiokanzoto, Hangeshashinto and tablet;
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——— ¢ of title and abstract
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= database searching
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§ *MEDLINE (n=79)
= *RISS (n=3)
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o eligibility
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= Studies included in review
E (n=11)

Fig. 1. Flow chart of trial selection process

Shuanghua baihe. 8 studies''* '*2)

used gargle
solution; Kouyangqing, TJ-14, Plantago ovate
husk suspension, Achillea millefolium solution,
Kangfuxin, Kouyanning were used in the treatment
group. 4 studies'"'>"*'"® have compared herbal
therapy with placebo, 5 studies'>'>''*?) have
compared herbal therapy with conventional
treatment; chlorhexidine gargle, compound borax
gargle, lidocaine, dexamethasone, sucralfate, thEGF

spray. one study'®

compared herbal medicine to
the untreated control group, and one study’” have
evaluated the efficacy of between herbal medicine.

Materials used in treatment from the 11 studies

92 hitp://dx.doi.org/10.13048/jkm.22048

Records removed before
screening:

| Duplicate records removed
(n=49)

Records excluded after reviewing

(n=69)

Full-text articles excluded, with
reasons (n=74)

No full text (n=13)

Non-RCTs (n=9)

Not clinical trials (n=35)

Not related to herbal medicine
(n=8)

Not related to oral mucositis
(n=2)

Not coincide with period (n=7)

are summarized in Table 3.

3) Outcome measure

All the studies' " examined in this study used
the oral mucositis grade such as radiation therapy
oncology group(RTOG) criteria, World Health
Organization(WHO) grade, Common Terminology
Criteria for Adverse Events version(CTCAE)
criteria. 5 studies'>'>!7'% 20
scale(VAS) or number rating scale(NRS) for

calculating oral pain. In addition, grade of

used visual analog

xerostomia, quality of life, adverse drug reaction
(ADR) were reported as an effect.



(633)

Clinical Efficacy of herbal medicine for Chemo-Radiotherapy-induced oral mucositis

198IN0JONI4-G :N4-G ‘UnedsIO . ddaD ‘opou YdWA| :NT ‘SWn|oA Jowin} sSOIB A LD ‘SINSOONW [2lo paonpul-Adelsyiowayd NQD

‘SIISOONW [BJO PBONpUI-UONEIPEI QY ‘SIHSOONW [eJ0 :NO

0¢ 0¢ 09 SL9¢ PSOIFI'OV 1Y 303U pue peay NOY IO¥ 0T (610001
0c1 0c1 (144 0L-81 daan + £90L~99 TedSukreydoseu NOD (purq 9[qnOp)LOY 81 (8107)3ueyz
S¢ S¢ 0L 9p-L1 AD000S Ise3] & 309U pue pedy NOYd (purq 9[qnOp)LOY LT (8107)3uepm
6 LIL vC 18-TS daa ‘Nd-s ‘[exeroop [edgeydosa NOD 104 91  (8100)ewekuopN
SonjoIqIue Jownjue 15019 “KoupDy
10V 1FS°SS/ soAneALop juerd e .
8T 8T 9 . ; < 2U0q ‘Fun| “eRudNa] NOD (purq A[qnop) LY §1  (ST0T)yopezueIy
TEYIFOY9S syuage June[Ay[e .
[eunsajuronses
sajjoqelownue : :
Ly 9 €6 $8-6C Adeioyjotwatd o1x0j03Ad [£30210]00 WOD (purq 9[qnop)LOY  ¥1 (ST0T)EPNSIEN
0150 (uonuaaaid yoou)Anog
0c1 0c1 (144 H% ﬂmwﬂ (N'T Ut ALD)AD0L-09 TedSukreydoseu NOd 109 €1 (9107)uySUL
(ALD)ADYL-99
. . (19A0-5S010 (0202)
4! 4! 8T 69 TFYL v uAureLIpy Isea1q NOD punqagrop) 1oy ! P—————
9% Sy 16 68-9¢ Adesoyjowrato Aue osed NOD (purq 9[qnOp)LOY 1 (107 errRAOY
€€ 43 $9 8L-0S AN [ea5ukreydoseu NOY 10¥ 1T (9107)3u0n
19 19 /4! 69-0¢ N 303U pue pedy NOY 109 61 (L10D)uEX
[onuo) UONUIAIU]  [e10], A.mO NV S1yIsooNU [e10 .
10 :JSFURIN) J100UBD JOJ JUAWIRAL], 100ued Jo 9dA], ugdisap Apmg Jo¥  (1eak)ioyny ISL

az1s ojdweg

A3y juoned

Jo uoneaiyisse])

SI}ISOONW [eJO PaonpuI-delsyloIpeI-oWayD 104 SUIDIPAW [egJay JO S|el] JO SonsLslorIRy) [eleusn) *| 8|qel

93

http://dx.doi.org/10.13048/jkm.22048



(634) Journal of Korean Medicine 2022;43(4)

SUND ‘SYA® ‘SYA® ‘7L-dIHO® ‘OV0® ‘OANO® IVILO@ VINOS INF1@ ‘Walshs Buipess OHM® ‘uedliubis 10N
SN ‘Hodal 10N YN ‘eJieuuonsanb Ajep sisoonw [eJo QN0 ‘epinb Juswssasse [elo Dy Xepul enbeid :||d ‘Xepul [eaiBuib ;|9 ‘xepul Buileod enbuo] D] ‘e|ijold Sioedw| yyesH |eiQ
‘71-dIHO ‘8|eOS sainses| [eonAfeuy pue Juswabeuepy ‘subiS aanoelqQ ‘swoidwAg ennoslgng/senssi| [eWION UO s10ey3 81eT YOS INJT ‘e[eos Bunes Jequinu :SYN ‘ejeds Bunes [eqien
:SYA ‘8|eos Bojeue [ensia QA ‘uoneziuebl() YyesH PHOA :OHM ‘UOISISA SIUSAT 8SIeApY Jo} el ABojouiuls| uowwo)) 3y 1) ‘dnoid ABojoouo Adelsyy uoneipes ;90 1Y ‘Yinow Ag ‘sQ
Jad :0d ‘Adesayioipes ;1Y ‘siisoonw |eo paonpul-Adesayioipei—owayd (NQYD ‘SIHSooNW [eio paonpul-Adessyiowayd (NQD ‘SIISooNW [ei0 paonpul-Adelsyloipel QY ‘SIHSooNW [eJo N

(@)ured [exo (¢)

AN (®)ope13 WO (2) SYOAME 10J ‘Aep B 90IM]  UIW G 0) ¢ Ysemynowr urxnj3uey] SuruueAnoy| (61001
Jwm Surfeay punom/1asuo ()
‘(3))$2100S AJIARD TRIO .
%€’€ XS [D ®©) A©vovm 5 __ZO Mw SyoaMm/, 10] ‘Aep & sowll} € od 0qaoed ayreq eny3uenys (8107)3uayz
(®) erw01so1X (¢)
AN (®) ured e10 (7) SyQam/, 10 ‘Aep © 201M) od Keads J0guy omued NIHD (8102)3uep
(®@)epeB WO (1)
BLIDJORQ JO s1oquunu (G) )
SN I1d ‘19 ‘IOL (2) S30aM 0] “Aep & soum ¢ 0d  oqeoe[d pajonpuod jou(d) vIL(E) (8102)
(@)Pes3 WO (1) OLLV) PHBAHON
‘ uonnjos (s100)
AN (®)ope13 WO (1) S)oaMT 10 ‘Aep & sowll) ysemynowt uonn[os [BUOUIAUOD wensjofoqytu vojIyOY e
Kyayes (7) 910Ao7 Surmp syoam )
SN (@pess WO (1) 7 303 *Aep 1ad sown so1p ysemyjnowt uone[nuiioy oqeoejd YI-[L (ST0T)EPNSIEN
Aav(y)
(@)ured [e10 (¢) 14 Jo pud 10 NO € 9peIs
SN (@)smsoonu [0 soddn (7)  [yun 103 “Aep Jod sown 251y U G 0 ¢ ysemyynowt 9131e3 xe1oq punodwod uonn[os urxnj3uey| (9107)unSue ;.
(®)epeB WO (1)
Aav ()
9111 Jo Ayirenb
SN A©v§:mmwvmmwm Jo o._wﬁm MMW skepy 1 ysemynowt uone[nuLIoy 0qaderd ysny 21pAo 03vjuv]J (0z02)
A.®v5m d 3o K3oA%s (7) Sump Aep 1od sown 21 : qeseunuyse
(®)epeBd WO (1)
Aav (2) 101 K . d . ¥
SN (@)opes8 WO (1) SyeaMm 9-7 10 ‘Aep © saur) G-¢ ysempnowr UONR[NULIOJ 0qa0¥] $I-rL (F107)RWRAOY
Ssyoamg
AN ( A@mew F_H\Mm @ 10§ ‘Aep 1od sowng-¢ :Jonuod unu ¢ ysemyynowt auiprxayloy) - sonuelr) JutbueAnoy| (9107)3uon
©) p ured (1) Aep & 901M) HjUUIRAT)
qav (¢)
SN (®)ured [e10 (7) Qwo& ¢ 20u0) ysemynowt QUIPIXAYIO[YD SuibueAnoy] (L107)uex
@)pes8 WO (1) Syoam/ 10 ‘Aep & 201m)
SIUAAD uoneInp/nol
SSIAPY (oreas)isiy sowod IO 9[NPaYDS JudUILAI, S dnoi3 jonuo) dnoi3 uonuaAIuy (reak)ioyny ISL]

SIISOONW [eI0 paonpul-delayjoipei—owayd

Jo} auDIPBW [eQUBY JO S[el} JO SONSLSlORIRY) JusWwiesl] °Z 8|qel

94 hitp://dx.doi.org/10.13048/jkm.22048



(635)

Clinical Efficacy of herbal medicine for Chemo-Radiotherapy-induced oral mucositis

JOoeOo.d03 uedLIdWY,/

uonn[og urxnySuey

7 vavdo.ns vaj) * PIDLYS V)R] ‘DIULIDPUDU DASI | TIAOUIUDYIS]NG SIDPLIOD) DDIUUDUIYDY DUDLIDSLONG DLIDINYAO0.108 SuruueAnoy| 10T
auurTAlDS pZAU() U0 12q13Uly ‘Suasurd xvuvg ‘wnjradid wnjxoyuny (0jozuexore1)98-1

auioziy4 S1pndo)) DUOZIYL WNSSIIO0A] S1AqISUL7 XIpD.d SUdSUIS XIpp.4 20Z1YL1AA)S XIpD.4 dDLID]]INIS U2Gh] aD1]]oUl] (oyuryseysaSueH )4 1L (B10zymredpion

awioziy.4 S1pndo)) DUOZIYL WNSSIIO0A] S1AqISUL7 XIpD.d SUdSUIS XIpp.4 20Z1YL1AA)S XIpD.1 dDLID]JINIS U2GN] aD1]]oUl] (oyuryseysoSueH )4 1-[L (ST0Z)RPNSIERIA

awioziy.4 S1pndo)) DUOZIYL WNSSIIO0A] S1A2GISUL7 XIpD.d SUdSUIS XIpp.d a0Z1Y L1003 XIpD.1 dDLID]INIS U2qN] aD1]]oUl] (oyuryseysoSueH )y 1-[L (y107)ewrRAOY

YODO.LYI0D UDILIDULY uonnjos urxnjJuey| (9107)unSue ;.

G s e R T

1y)pydoT ‘SO, dV2MOdD[ IDA2IIOT XIPDY IVIGIULY MWMM MMMWNMVMAMMMWW@WMW&MMNMMWNMW MMMMN:MMMMW $121983 dqreqenyauenys (81003127

Xipo.4 2021411403 ‘VOMOdD 0422110 ‘DUDLISAoNG DLDINYd010S ‘D)ydGo)d odoriry ‘Sisuautyoury20d sn3vadsy SuibueAnoy] (9107)3uon

Xipo.4 20z1YL14A)S ‘DOMOdD 04221107 ‘DUDLIDSAoNG DL INYd010S ‘D)ydoid odoriry ‘Sisuautyou1y20d sn3vadsy SuibueAnoy] (L107)uex

suonereidorg B[NULIO (reak)ioyny IsIg

S|el} [eoIUIO Ul BUIDIPAW [eqUaY Ul pasn s|eusiely ‘g ojqel

95

http://dx.doi.org/10.13048/jkm.22048



(636) Journal of Korean Medicine 2022;43(4)

The effect of herbal medicine on CROM, 9"
171920 of 11 studies reported that herbal medicine
was more effective than the placebo group or
conventional treatment. No effectiveness was
reported in Daiokanzoto and Hangeshashinto'®
compared with control group. The other one
study”” was conducted comparing the effects
between herbal medicines; Kouyanning, Kangfuxin,
and reported no difference in clinical effects on
OM, therefore both medicines are considered to
use to relieve the symptoms of OM. Herbal
medicines suggested in studies that have been
effective included compound herbal medicine;
Kouyangqing, Kangfuxin, TJ-14(Hangeshashinto),
CHIN granule(modified Liangge San), Shuanghua
Baihe tablets, single herbal medicine; Plantago
ovate husk, Achillea millefolium. In particular,
traditional herbal medicine TJ-14(Hangeshashinto)
was effective in grade 1 and 2 OM, and there
was no effect in severe OM grade 3. The duration
of treatment reported in the selected studies
ranged from 2 weeks to 3 months depending on
the schedule of chemotherapy or radiotherapy.

7 studies'"*'*"*19) reported adverse effects during
the treatment. Of these, 6 studies'*'*' reported
no significant adverse effects. In one study'”, GI
adverse events 3.3% were reported in Shuanghua

Baihe tablets group.

3. Risk of Bias

All studies' " were described as ‘randomized’
and reported the methods of random sequence
generation such as using computer program,
random number table. 6 studies''>!*!>!719
described allocation concealments, 1 study'® had

high risks of bias for allocation due to divide

96  http://dx.doi.org/10.13048/jkm.22048

randomly into three groups using the envelop
method without a blind. 6 studies"'*'"!*?Y had
high risks of bias for participant and personnel
blinding, and 5 studies'"'>'*'>'® had low risk. 3

trialslz,lS,lS)

used outcome assessment blinding.
All studies reported complete outcome data, and
did not reported selective data. The reviewers had

no disagreements the risk of bias. (Figure 2, 3)

Discussion

This systematic review analyzed 11 randomized
trials with 1089 total participants to reveal that
herbal medicines can improve symptoms of
CROM. As for the overall clinical efficacy; OM
grade, oral pain, our analysis revealed that
experiment groups showed better efficacy than
control groups without severe adverse effects.
Recently published SR***" of OM that occurred
after radiation and chemotherapy, the clinical
efficacy of traditional Chinese therapy(Yin-Yang)
and the herbal medicine gargle was analyzed, and
the studies was conducted until 2021. In addition,
there are studies analyzing the effects of herbal
medicine treatment on xerostomia’” caused by
radiation and  chemotherapy.  These are
well-designed SRs, and the effects of herbal
medicine also yielded positive results. This study
analyzed and reviewed studies on OM that
occurred after radiation and chemotherapy for 10
years until 2022,

OM is one of the most debilitating morbidities
after radio-chemo therapy.”” In order to accurately
identify the symptoms of OM, objective assessment
and subjective assessment. Mucositis assessment

tools include the Common Terminology Criteria
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Fig. 3. Risk of bias summary

for Adverse Events version (CTCAE), Oral
Assessment Guide (OAG), Oral Mucositis Daily
Questionnaire (OMDQ), and the World Health

Organization (WHO) Oral Toxicity Assessment

Tool.?®

Chemotherapy and radiotherapy have
direct effect on epithelial cells leading to
epithelial thinning and loss of barrier and
oxidative stress followed by production of
inflammatory cytokines (Tumor necrosis factor
TNF-¢, Interleukin IL-1,6) has been established
as the major causative factor of OM.*** In
addition, the development of OM is associated
with the type of anticancer therapy, dosage, and

how to deliver it.?®

Kouyanging granules have
the functions of detoxification and swelling.
Shuanghuabaihe tablets, TJ-14 contained Berberine,
the main active component of the Coptidis
Rhizoma, and has been demonstrated to possess
antifungal, antibacterial, antioxidant, anti-inflammatory

L1429 Modified LianggeSan, in a

properties.
recent clinical study, combined LianggeSan and
conventional medicine showed a significant effect
on mucositis patients and reduced the relapse
rate, and its mechanism may be to inhibit the
release of inflammatory mediators by promoting

the secretion of anti-inflammatory mediators,

hitp://dx.doi.org/10.13048/jkm.22048 97
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regulating the balance between inflammation and
anti -inflammatory response. Also, A. millefolium
has therapeutic antibacterial effect, antispasmodic
and anti-inflammatory effects, P. ovata seeds is
useful to treat oral cavity inflammation, burning
sensation of the tongue and mouth dryness by
anti-inflammatory, antioxidant, antibacterial activities.
Kangfuxin may reduce the pain and discomfort of
patients after chemo-radiotherapy by inhibiting
radiation  damage-induced opening of the
calcium-dependent potassium channel. Most of
the herbal medicines in the study have effects;
anti-inflammatory and antioxidant effects, and
these effects resulted in effective treatment of
CROM.

This study was comprehensive review to assess
the effectiveness of herbal medicines on CROM.
A systematic review was conducted by selecting
the 11 randomized controlled clinical studies
related to the topic among the papers published
over 10 years by using a search term online
databases. There are several limitations of this
systematic review regarding the use of herbal
medicine for the treatment of CROM that should
be considered further. The small sample sizes and
low, questionable methodological qualities, duration
of the intervention, and OM scaling makes it
conclusion of lack of evidence. The significance
of this study is that healing and symptomatic care
of OM can be performed without severe side
effects. And herbal medicine used in this study
may be additional options for patients who do not
respond to conventional treatment. In addition,
further studies should follow using consistent
assessment, long duration of intervention, large-scale

clinical study to draw a more definitive conclusion.

98  http://dx.doi.org/10.13048/jkm.22048

Conclusions

This study suggests that some herbal medicine
effectively relieves the symptoms of CROM.
However, there is limited evidence that herbal
relief CROM, so further

investigation is needed.

medicine  may
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