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ABSTRACT
The purpose of this study was 1o evaluate the efficacy of the topical use of 0.2% oral mouth wash ol
essential o1l of Zeavorne muadtiflora in the contrel of recurrent aphthous stomatitis (RAS) In this
double-blind, randomized study each of 60 patients with RAS was assigned to one of the 2
management modalities. Those in group A received an oral rinse solution of Zataria multijlora
essential oil, 3 times a day for 4 weeks and those in group B received placebo 3 times a day for 4
weeks, The patients were monitored two times weekly. A statistical Chi-Square test was performed
1o analvee the data. Zatario multiflora oral rinses was shown to be more efficacious than placebo n
the treatment of patients with RAS,
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INTRODUCTION

Fecurrent aphthous stomatitis (RAS) is a chronic
inflummatory discase characterized by recurrent
painful zingle or multiple, necrotizing ulceration of
the woral mucosal tissue. Its clinical course is
cssentially unaltered by modern medical and dental
therapy (1-4). The exact prevalence of RAS is
unknown: however, EAS 15 8 common discase
affecting 10-20%, of the general population and
reaching as high as 30%; 10 selected groups such as
university  students  (3-6) Several  treatment
modaliies have been used in order to eliminate
recurrence and to reduce the duratton of aphthous
ulzerations. The therapeutic rationale was hased on
the following factors: efficiency of agents to serve
as cither immunosuppressive, immuenestimulator,
antibiotic or to provide relief from pain and
discomfart, The therapeutic value o many of these
maodalities remains unproven or even disproved
i1y

Zataria  muliiflora Boisy (labiatag) is  widely
distributed 1o the central and southern parts of Iran,
It iz in renowned for its medical uses based on its
antiseptic, analgesic and carminative preperties in
lolk medicine (7.8, The composition of essential
oil of Zataria multiflora has been reported (%), The
main constifuents, of this ol are thyvmol, carvacral,
g-cvmene, linaloal and y-terpinenc. The essential
ol of Zataria multiflora showed  antimicrobial

activity (100, One study noted  the  inbubitors
activity of thymel, carvacrol on oral bacteria m
vitro (11}, Herewith we conducted a prospective,
placebo controlled, double-blind chincal tnial o

order to assess the efficacy of cssential ml of

Lataria pudiiflora in the treatment of RAS

MATERIAL AND METHODS

Patients and samples

Sty patients with RAS | whe did not have anv
systemic diseases and did not received any oiher
drugs during the study, received either treatment
with Zataria mudtiflora essential ol or essenual
cil-free placebo  mouthwash, The study group
consisted of 31 men and 29 women. their mean aps
was 33 (range 9-63) vears.

When topical Fataria mudiiflora essential ol
treatment  was  started,  all  the  lesions were
untreated, newly formed and old lesions were
classified as minor aphthac. The diagnosis was
made on the basis of clinical appearance. location,
history and the absence of other pathogens or
pathopenic processes that cause oral uleers (12,13)
Table 1 summerizes the patients characteristios
All patients agreed to self-treatment of 1 ta 10
aphthae with one solution (A or B for at least one
month, The two solutions were arbitrarily coded A
and B. 30 ml of clear solutions in identical dark
bottles were used. The patients were instrucied (o
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use the mothwash three times a day with routing
care. The solutions were given randomly. Solution
A comgisted of 30 ml of an agueous-aleoholic
solution of 60 mg of essential oil of Zataria
mudtiflora and solutions B was a liquid placebo of
essential o1l free agueous alechol (30:507,

Mome of the patients received any other medication
during the study. A special sheet was assigned o
cach RAS patient, in which a detailed clinical
history of aphthous lesions developed in the
preceding one year was recorded. This included the
frequency, duration number, degree of pain of
aphthous lesions and location of aphthae (Table 2.
These records served as the inlernal contral data
for patients without Zataria mudtiflora cssential ol
treatment. The patients were monitored two times a
week by oan experienced dermatologist from the

Table 1. Patient charactenistics

Department of skin discases. At the end ol the
treatment period, improvements in the reliel of
pain and shortening of the healing tme were
compared between the two groups of the study
Statistical analysis by means of a chi-squarc test
was performed on the resulting data.

RESULTS AND DISCUSSION

Eighty-three percent of the patients responded well
to the essential ol formulation. Whereas only 17%
reported  deterioration of  their symploms  whilst
recerving the drugs.
For those receiving placcho, 13% was improved
and #7% deteriorated. These differences  were
statistically  sigmificant  (P=0.001%.  Table 3
summarizes the relief of pain o two groups,
namely group A and B,

o . Male Female Total |
. e MNumber (%) Number (%) | Number (%) '
5 0-10 1 3 1 3 2 8
; 11-20 3 10 4 14 7 12
1 8 | 26 6 21 4 |
! 314 iz 39 I 38 23 38
I e i N U R T T M 7
51-60 1 3 il b | 2
| 61-70 0 0 | 1 3 |l ?
| Total 31 100 | 100 60 oo |
Tatal number of men 31, women 29, total =60, average mean age 33. i
_ Table 2. Number of ulcers in respect to localization -
I Locaton . Number "
! Tongue T T
| Gingiva ) 29 228
| Buccal & floor of the mouth 33 26
sofl plate 15 12
Hard plate ' 4 3
Total a , 127 ;_ L
Table 3. The relief of pain as clincal comparison in two groups A and B
 Shortened | Long -
Healing time 02 2-7 | =7 Total
| (day) | (days) (days) ‘
o | Number of paticnls 10 | 15 5 | 30
' Yo 33 5 17 100
R Mumber of patients - 2 P 20 30
Yo Fhidks | e BHFE 1)
{ir-:i-up“e-ﬂ'l_ constisted of 30 ml of an aqueous-alcoholic solution of 30 mg of essential o1l of Zataria muliiflora.

Group B was a liqud placebo of essential oil-free aguecus-alechel (30050 7% P<0T.
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Favorable and immediate response to the treatment
was noted in 33% ol the drug group and 7% of the
placebo group. Improvement of the ulcers after 2-7
days of reatment was achieved in 30% and 7% of
drug and placebo groups respectively, Shorlening
of the healing time was also different between the
2 proups. It was found that the healing time of the
placeko group (9.1 days) was 4.6 davs mare than
that of the drug group (4.3 days), Therefore,
compared with the miemal control data we found a
significant  clinical improvement  meluding  less
pain and shorter duration in RAS patients of
Foetaria sndenflora essentizl o1] reatment.

The ctology of RAS is still not well understood,
Some  genetic, wmmunepathogenic and microbial
possibilities have been reporled (14-173 however,
these  are  neither  sufficiently  convincing  nor
particularly helpful o cxploring RAS treatment.
The uncertain  pathogenesis has led to  many
clinical trials of therapeutic drugs,

Many drugs, such as chlorhexidine, corticosteroids,
levamisole,  colchicine, and  others have been
applizd to RAS with some depree of improvement
{18-24y.  However, these apents  have not
specifically been developed for BAS and their
effects do not seem to be long-lasting in RAS
therapy, Thymol and carvacrol has a  proven
antiseptic value in the inhibition of oral bactenia in
vitre (117 The current study represents the first
randomized double-blind placebo controlled trial.
The phenel like structure of thymol and carvacrol

suggest ils possible antimicrobial and antifungal
properties (7.8). In our study B3% ol patients
experienced a beneficial effect on their svmproms
in the short term (prompt relief of pain and
reduction 1 healing  time). There  was  onc
pemphigus patient who had many aphthae at the
back of his lip. After three days usig the drug all
of the aphthae disappeared. However, in the oral
becheet's aphthas the drug had no beneficial ellee
In comparison with other trals wsing other drogs
we concluded that the Zavarra mudfiflora essential
ol had a good beneficial effect. In 80% and 23%
of those treated with sucralfate and Al-Mg anlacid,
respectively, the healing time was shortened (257
For levamisole, duration of wleers 15 7 days afier 2
and 4 months treatment and 5 days after & months
treatment {20

In another report, agquecus  chlothesdme  6.2%
mouthwash did not appear to improve any aspecl
of the pattern of ulceration and  benevdamine
hydrochloride 0.15% mouthwash was no more
effective  than  agueous  chlothexidine  0.2%
mothwash in control of minor BAS (273 The result
of the current study establishes that the agueous
alcoholic essential ol of Zataric wmultiflora can be
effectively used in reatment of RAS.
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