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ABSTRACT

Urticaria, as one of the skin disorders affectirgtipnts’ quality of life is characterized with pitic erythematous
and edematous self-limited lesions. Regarding thpefsensitivity nature of this disorder, suppressid mast cell
activity and antihistamine release constitutes toee of current therapeutic guidelines. In Persigaditional

medicine Plantago major L. (Plantago) has been dimyly mentioned effective in treatment of urtiahtesions.
The aim of this study was to evaluate the effdcBlantago on urticarial lesions and compare it lwthe common
antihistamine, Cetirizine. In this double-blind domized clinical trial, 48 patients with urticariagferred to
dermatology wards of Razi, Loghman, and Tajrishicti, Tehran, Iran, were followed up during the ry2813.

Participants were randomly divided into two groupsach being treated with either Plantago extractcetirizine.

The number of lesions was recorded daily and satigfn was evaluated depend on type of treatmeaia vere
analyzed with SPSS software (version17.0). A witdl8 patients including 20 males and 28 femaldh thie age
range of 10 to 70 were participated in this studile median duration of therapy was 4.086 and 6.&dgs for
Plantago and Cetirizine, respectively. Based onultss Plantago proved to be more effective, alttioube

difference was not statistically significant. Theuks of this study indicated that Plantago extractuld be applied
in treatment of patients with urticaria, as therasaa near-significant decrease in duration of treant.
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INTRODUCTION

Urticaria is one of the most common skin disordidsa can markedly affect on patients’ quality delthat is
associated with multi strategy management in alregsty case [1].The common symptoms related teartl
include: transient pruritic, erythematous and edemslesions of the skin that gradually disappethinva few
hours[2]; hence, diagnosis is usually based orepti history and clinical features of the disefeAlthough
several studies have been conducted to elucidatgiqgathology of urticaria, the exact cause remaimsnown.
However, a variety of mechanisms have been sugfiestéhe predisposing factors, which may be canioily to
emergence and exacerbation of urticaria [4].Reggrdhat histopathological reactions including ditadn and
hyper-permeability of local capillaries, ultimatdgading to angioedema, are cardinal signs of anii¢ it seems
that activation of mast cells and histamine relept®y important role in the progression of this edise
[5]-Nevertheless, researches to find the underlgirigciples of mast cells degradation have remainednclusive.
It should also be noted that not all types of ari are responsive to antihistamines, which areently the first
line of treatment [6].Based on the hypersensitipiignomena involved in urticaria, various therajgemiethods are
used to suppress the activity of mast cells andedse the release of histamines[7]. Despite trect@feness of
glucocorticoids and immunosuppressive agents ssic@yalosporine in reducing the inflammatory sigmslonged
use of these drugs may bring about severe sideteff8,9,10].Cromoglycates, as another group ofiglithhat can
stabilize mast cell membrane, are not able to tffely subdue the release of antihistamines insttie because of
low systemic absorption [11,12].Thus, the curraritglines are focused on the use of antihistan{ib@swhile the
first generation of antihistamines can easily cilols®d-brain barrier and cause remarkable sedatiendecreased
lipophilicity of the second generation has sigrafidy minimized CNS side effects[14].. Followingethesistance to
antihistamines in the treatment of urticaria ansbalestricted usage in renal and hepatic impairmestients’
satisfaction in usage of antihistamines is decrggi8j15,16]. Several references in Persian trasidionedicine
point out to urticaria and related herbal treatreemtack of clinical trials, investigating the acaay of these
manuscripts, impelled us to design this study wiitle purpose of evaluating the anticipated efficand
complications of these methods. Thus, the aimisfghbject was to compare the therapeutic effdcBamtago , a
common herbal remedy, with Cetirizine, the medaatf choice among second generation of antihistami

MATERIALS AND METHODS

In this double-blind randomized clinical trial, 4ftients with urticaria, referred to dermatologyrdgof Razi,
Loghman, and Tajrish clinics, were followed up dgrithe year 2013. Exclusion criteria were includegan age
lower than 10 or higher than 70 years old, hiswfrgputoimmune or immunodeficiency disorders, constion of
antihistamines or corticosteroids in the previowmth, pregnancy and any recorded hypersensitivityrugs used
in this study. Patients were randomly divided it groups. The first group received 10% Plantaggom
aqueous extract, which was prepared using simpke §8up with 63% glucose after boiling 10 gr seedsater;
while the second group was treated with cetirizyeup. Patients of both groups were instructedate ttheir
medications two times per day (10 cc per day) anaddunt the number of urticarial lesions which theyd
experienced during the day each evening. Improveroérpatients’ condition were investigated regagdithe
amount of itching, drug resistance, and side effeatthe days 3 and 15 by visiting a dermatolagishe clinic and
also on the B and ¢' days thorough phone calls. At the end of the follgps, patients were asked about their
satisfaction of treatment.SPSS software (versio)1@nd independent sample t-test were used fdistital
calculations and comparison of the groups0.B5 was considered as statistically significarite Btudy protocol
was approved by the Ethics Committee of Tehran &hsity of Medical Sciences. Informed consents vedtained
from all the study participants at the initial viand before administration of the drugs.

RESULTS AND DISCUSSION

A total of 48 patients including 20 male and 28 &snwith the age range of 10 to 70 participatethia study.
Patients’ response to therapy occurred on the #a®s7 and 14 following the administration of dsugoth groups
contained patients who had resistant urticaria wilrecuperation during the course of therapy @haplin cases
where treatment with Plantago aqueous extract moeti more than one day, lesions increased atfiirsexample,
patients who were significantly improved on tHeday had the highest number of lesions on thel@. However,
in the patients of cetirizine group the numberesidns was stable till thé*3lay and then started to diminish up to
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the 7" day. The results showed a noticeable improvenretitd number of lesions in patients treated widnigo
(Mean: 4.0886) compared to the group that rece@itizine (Mean: 6.5454) (P value< 0.07).

Table 1 - Duration of patients’ response and improgment of urticarial lesions after administration of
Plantago major and Cetirizine .

Response Durationl  Plantago major aqueous exjracttirizBe
1 6 5
2 9 3
7 6 9
14 2 5
Resistant to therap 1 2

Plantago major, also known as plantain, is an hefxecies belonging to the family Plantaginacedgchvgrows in
temperate zones worldwide. The use of plantagoealates back to thé' tentury A.D. as used by traditional
Greek physicians in order to wound healing. A broadge of therapeutic featuresincluding anti-inflaatory,
antimicrobial, antiviral and antitumor effects hafeen attributed to the plantsconstituents, suctphanols,
terpenoids and iridoids[17,18,19]. As well as itsllvknown utilization of leaves, either whole oushed, even the
juice of seeds are widely used [20,21].The biocleahfunctions of this herb have been investigatesdme recent
researches. A possible role for cyclooxygenase (C®Mhibitors has been suggested in the treatrokohronic
urticaria [22].Furthermore, an in vitro study bynBbomet al. has shown, ursolic acid, a triterpenoid from pdaot,
can directly inhibit COX-2 catalyzed prostaglandinoduction [23].Another chemical compound, Luteoln
flavonoid in plantago , has been shown to suppmagsation and activation of leukocytes, degranolatof mast
cells and interleukin-5 bioavailability,which ard segarded as potential strategies in the treatnoérurticaria
[24,25].Alcoholic extracts of plantago leaves (withncentrations of 0.5 mg/ml) can deploy high iitoity activity
(more than 80%) on IgE-dependent histamine rel&ase RBL-2H3 cells,a tumor analog of mast cellss&es of
this study indicated that active compounds of tkteaet inhibit mast-cell degranulation, and providsight into the
development of novel drugs for treating allergiinskanifestations[26].Besides the anti-inflammatprgperties,
which may be due to COX-2 inhibitory effect, plagdehas also been reported as a hepatoprotectivardiokidant
agent, which makes its use much more prudent inpaoison to antihistamines[27,28]. Investigation of
histopathologic changes of lung in asthmatic mals has proved that hydroalcoholic extract of @lgatcan
decrease the number of mast cells [29].Baicalefig\wenoid and a free radical scavenger, is knoamits special
ability to inhibit cytokines induced by mast cell&lso, Aucubin, as the major irioid glycoside ideld from
plantago leaves, can specifically halt the actoratif nuclear factor-kappa B (NdB) in mast cells and thus lessen
the urticarial signs [30].0Our results demonstrateat use of aqueous extract of plantago can exbispicuous
effects in the treatment of urticaria and consitgthe limitations of antihistamine use it is reecoemded as another
choice of therapy.

CONCLUSION

In this study, we sought to assess the efficagylaftago on treatment of urticarial lesions and enalcomparison
with cetirizine. The duration of therapy was no#éibly shorter in patients treated with Plantago mejdract than in

patients of cetirizine group although ther was sighificant statistically. It is suggested thatrtkego can be safely
used as an alternative remedy in urticaria.
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