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Summary

Treatment of chronic urticaria is challenging bessaof the chronicity of the disease and in moghefcases
the reason is unknown. Though many modalities editinent are available newer generation antihis@min
loratidine is proved to be efficacious and safeefEimmunosuppressant glucocorticoid, prednisolsrfeund

to be beneficial.

In view of paucity of studies this is an attemptitma comparative study of newer generatigramiihistamine
loratidine with glucocorticoid prednisolone in ttieatment of chronic urticaria.

Objectives: To compare the efficacy and safety of loratidimednisolone & their combination in the treatment
of chronic urticaria.

Methodology: Prospective, randomized, open clinical study cotetlion 100 patients were randomly allocated
into 3 groups. After initial clinical examinatioma relevant investigations, group | received Tabratidine
10mg, group Il Prednisolone 20mg per day in a tagedose, Group Il combination of both for two Wse
After two weeks patients were assessed for effiteased on improvement grading and reduction irefitial
eosinophil count (DEC), absolute eosinophil coAtsC); safety based on the incidence of adversateve

Results: There was reduction in AEC and DEC and clinicapriovements were almost similar in both
loratidine alone group and combination group.

Incidence of adverse events among loratidine greapless compared to other groups.

There was a significant reduction in AEC and DE&Q(5) and also significant clinical improvement in
combination group (p<0.05) (85%) than prednisol(@¥o) alone.

There was no statistically significant difference DEC, AEC reduction and clinical improvement begwe
combination and loratidine group.

Conclusion: Analysis of all the parameters shows that comimnabf loratidine and prednisolone and
loratidine alone are almost similar in efficacytire treatment of chronic urticaria. Side effects kss with
loratidine
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I ntroduction

Urticaria is a transient vascular reaction pattdraracterized by circumscribed, edematous, itcbipihes
usually lasting for few hours to 1 or 2 days. Uatia is referred to as chronic when wheals occuly aa
almost daily for a period of at least six weekshwén estimated lifetime prevalence of 0.5% acrdks a
populations studied. It is one of the commonest skin conditions andegothe problem not only to the
patient’s quality of life and performance but atstherapeutic challenge to the treating physiamwview of its
multiple aetiological factors (like foods, drugs)halant allergens, infection, insect and arthrojoes,
contactants, internal disease, psychogenic faajersetic abnormalities and physical agents) andast of the
cases, aetiology cannot be determined inspite lnd@stive and expensive diagnostic approach aredriset as
chronic idiopathic urticaria.

The urticarial wheal and flare occur due to sevewthological mechanisms including both
immunological and nonimmunological which alternativ converge on mast cells and basophils to release
mediators mainly histamine. Histamine acts on &hd H receptors on the skin to produce localised
vasodilatation and transudation of fluid from ckgpies and thus results in wheal, flare and praritto H
antihistamines are the main stay of therapy inttkatment of chronic urticaria. Various other mdads of
treatment like combination of Hand H antihistamines, sodium chromoglycate, calcium ole&rblockers
kallikrein inhibitors, prostaglandins inhibitorscedre tried. A course of systemic glucocorticoslgiven alone
or in combination with Hl blockers if above therapies do not adequately obnthronic urticaria.
Immunosuppressive properties of glucocorticoidskaeeficial in the treatment of chronic urticatat long
term therapy has given rise to serious adversetsffe

Newer non sedative antihistamines are found todmeficial in chronic urticaria because of their non
sedative nature, efficacy and convenience comparéte older generation antihistamines. Loratidgene of
the new non sedative anti histaminics and comptredhers has excellent clinical response and bsékety
profile in the treatment of chronic urticaffa’.

In view of the paucity of the studies, it was atempt to do a comparative study of loratadine,
prednisolone and their combination in the treatneérchronic urticaria.

Objectives

To compare the efficacy and safety of loratidinedmisolone & their combination in the treatment of
chronic urticaria.

M ethodol ogy

This was a prospective, randomized, open labelmtparative clinical study of loratidine, prednisodo
and their combination in the treatment of chronticaria. The study was conducted for a period ofdhths.
Institutional ethical committee approval was obealtefore starting the study.

Subjects: Hundred (100) patients in the age group betwe&eantd 60 years, suffering from urticaria for atstea
6 weeks and more were enrolled for this study aeckwecruited from the dermatology outpatient dmpant
of a tertiary care hospital.

Children less than 12 yrs of age, pregnhant wonaataling mothers, female on oral contraceptives pill
patients on antihistamines treatment for 72 hist@noids for one month and patients with any clodiness
were excluded from the study.
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On the basis of detailed proforma, selected ca$eshmnic urticaria were thoroughly interviewed
individually to record the circumstances which mpéated the attack as noticed by the patientseBam the
different causative factors, chronic urticaria imetselected patients was categorized as cold wuetica
dermographic urticaria, cholinergic urticaria, drugluced urticaria, food urticaria, inhalant urtieaand
chronic idiopathic urticari!.

A written informed consent was taken from all thagignts included in the study after explaining the
patients about the diagnosis, the nature and perpbshe proposed therapy. The benefits and riskhe
proposed therapy i.e. with loratidine or prednisel@r their combination were discussed with théepat

Participants enrolled in the study were subjecteddughly to complete general physical examination,
systemic examination and local examination of s&md also an ENT check up, dental check up and
gynecological checks up to rule out the focus ¢éation. Certain diagnostic tests were carriedinwgelected
patients as suggested by the history of their sSknt diagnose the different types of chronic arit like
dermographism test, ice cube test, and exercise tes
Of the 100 cases of chronic urticaria, each patieag selected randomly and assigned into 3 grabpsipl,
Group 2 and Group 3. Groupl contains 34 patiemtsyp2 and group 3 contains 33 patients each. TBese
groups received the following treatment.

Group 1: Tab loratidine 10mg daily for 15 days.

Group 2: Tab prednisolone 20mg per day for first 3 daygrldbse was gradually tapered by 5mg/ day every 3
days to 5mg/day. Total duration was 12 days.

Group 3: Combination of Tab loratidine and prednisolone. ®asd dosage schedule same as Group 1 and
Group 2.

Follow up: Done after 2 weeks of treatment.

Laboratory tests: Routine analysis of blood- Haemoglobin, Totalkiecyte count(TLC), differential neutrophil
count (DNC), differential lymphocyte count (DLC)iffdrential eosinophil count (DEC), absolute Eogihi
Count(AEC), Erythrocyte sedimentation rate (ESRJ aimine- albumin, sugar, microscopy were estimated
each patient.

Efficacy of the drugs was assessed based on thegebhain the TLC, DEC, AEC and also by
improvement grading arbitrarily as follows.

Improvement in signs and symptoms of urticaria grasled as follows:

Grade 1- Complete relief from itching and skin lesions.

Grade 2- Skin lesions disappeared completely, itching dased slightly.

Grade 3- No improvement in both itching and skin lesions.

Safety of the drugs was assessed based on thesadxamts reported or changes in the vital sigdgagsical
examination recorded before and at the end ofrdarhent.

Statistical analysis
Interval data were expressed as mean +/- SD aegaatal data in percentage. Since haematological
counts showed moderately skewed, a non parametibad, Mann Whitney test was used. Categorical data
was analysed by chi-square test. P value of <W@a&bconsidered significant.

Results

Among the 100 cases of chronic urticaria, basetlamographic data, including patient’s age, sex,
severity and types of chronic urticaria is giveriTable 1. Majority of the participants were betwege group
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31-40yrs (37%). 43% were males and 57% were femMate to female ratio is 1:1.32. Moderately severe
urticaria was common (65%), and among differengesyphysical urticaria was common (46.03%). (Table.

In Table 2, it was observed that TLC, DNC and DLltwed alteration in their counts after
treatment in each group and were not statisticdjgificant (p> 0.05) when compared by Mann Whittest in
between the groups.

In Table 2, mean reduction in differential eosinibgbunt after treatment in loratidine group alomas
1.7 £ 1.3, prednisolone group was 1.5 + 1.1 andlgoation group was 2.2 + 1.3. By using Mann Whithest
when mean difference in their count were companewrey the groups, there was statistically significan
reduction (p<0.05) in combination group than predline alone group. There was no significant cifiee
between loratidine alone group & prednisolone algmoeip; and loratidine alone and combination group.

In Table 2, mean reduction in absolute eosinophiint after treatment in loratidine group alone was
43.2 £ 47.6, prednisolone group alone was 25.8 A#36d combination group was 53.3 + 51.9. Maximum
reduction was observed in combination group folldwg loratidine group alone and prednisolone gralope.

There was a statistically significant reduction @®%) in combination group than prednisolone alone
group. There was no significant difference betwkwatidine alone group & prednisolone alone groapd
loratidine group alone and combination group.

In this study improvement grading ( Table 3) afteatment in 3 groups were as follows. In loratdin
alone group (n=34) maximum number of patients ZR4H)and 7 (21%) patients showed grade 1 and grade 2
improvement respectively. In prednisolone aloneigrm=33), 18 (54%) 13 (40%) and 2 (6%) patientsisid
grade 1, grade 2 and grade 3 improvement respbctne in combination group (n=33) maximum numbiker o
patients 28 (85%) and 5 (15%) showed grade 1 aakg? improvement respectively.

When Chi-square test was applied and compared batgmups, there was a statistically significant
clinical improvement in signs and symptoms in camabibn group over prednisolone alone group.

In loratidine alone group (n=34) out of 3 patie(@%6) who experienced adverse effects 1 had slight
drowsiness, 1 had headache and 1 patient had drghesouth. In prednisolone alone group (n=33) a@ut0
(30%) patients who experienced adverse effects ® dastric irritation, 1 had headache and anxiety. |
combination group, out of 15 patients (45%) who exignced adverse effects 7 had gastric irritat@n,
complained of headache, 1 patient had drowsinesgdldryness of mouth, 1 had vomiting and 1 showed
depression and 2 exhibited anxiety. In the prestmty, maximum number of patients 15 (45%) in coraton
group had adverse effects followed by prednisollnae group - 10 (30%) and loratidine alone grdif8%).
The difference in the incidence of adverse effectsetween 3 groups was not significant.

No significant changes in vital signs, parametarsphysical and general examination were observed
during the study in any group.

Table1: Thedrugs used:

Drugs | Antibiotics| Zinc suspensions Anti-emetics | Probiotics | Paracetamol | Others

Percentage | 23.86% 23.30% 19.50% 10.60% 7.20% 15.60%

Table 2: Antimicrobial agents used:

Drugs Cephalosporins Aminoglycosides Others

Per centage 45 (38.80%) 58 (50%) 13 (11.20%)

26



Pharmacologyonline 3: 23-29 (2011) Newsdletter Jyothi et al.

Table 3: Dehydration status and use of IVF, ORS:

Number of patients IVF ORS IVF+ORS No IVF+ORS
No 14 03 04 04 03
dehydration
Some 111 39 10 54 08
dehydration
Severe 07 03 - 04 -
dehydration

Table4: WHO prescribing indicators:

Prescription indicators Findings
1. Average number of drugs per encounter 4.5
2. Percentage of drugs prescribed by generic name 7.9%
3. Percentage of encounters with an antibiotisgibed 25.13%
4. Percentage of encounters with an injectionqoifesd 55.70%
5. Percentage of drugs prescribed from natiessential drugs list 37.9%
6. The average cost per admission Rs. 166.53

Discussion

Even though chronic urticaria has many causaticéofa, detailed understanding of pathophysiology
has given way for the new generation antihistamase$st line of treatment which gives symptomagief and
improves quality of life of these patients. StillSome cases of chronic urticaria ensuring a gaoadity of life
for the patient is challenging to the physician dnely combine glucocorticoid with antihistaminesaatast
measure in the treatment of chronic urticaria.

In the present study, among 100 patients peak pmuee of chronic urticaria was seen in the agemrou
between 31-40 years (37%). Females were more affaban males. The results of age, sex distribiaimh
type of chronic urticaria were supported by thevjmes studie$ © !

DEC and AEC were estimated before and after traatnmeall the three groups and were compared
between groups. There was a statistically sigmticaduction in both DEC and AEC in combination ugyo
than loratidine alone and prednisolone alone grodipd when compared between groups, there was a
statistically significant difference between condiion treated group (group 3) and prednisoloneealgnoup
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(group 2). And the same was not significant betwleestidine alone and prednisolone alone groumtidine
alone group and combination group. This suggestisthiere was a better control of DEC and AEC inepds
treated with loratidine and prednisolone combinatio

All the patients in each group were evaluated foprovement grading after treatment. There was
significant grade 1 improvement (85%) of signs apchptoms in patients treated with combination drings
prednisolone alone (54%). Whereas grade 1 impromemith loratidine treated group (79%) was almost
comparable with combination drugs. Monsoe EW et®aktudy showed loratidine treated patients had
significantly (2p<0.01) greater symptomatic reliéfah placebo treated group (64% vs 25% improvement).
Belaich et all”) study showed marked or complete relief of symptamé4%, 52% and 25% of patients in
loratidine, terfenadine and placebo treated graspectively. Thomas et &l reported that more number of
loratidine treated patients improved compared taziee treated patients (81% vs. 60%). The impnogst in
signs and symptoms of this study were supporteitidywbove studies.

In the present study, incidence of adverse effildatsgastric irritation was more in combination gpo
then followed by prednisolone alone treated groalfpdved by loratidine alone treated group. Incideruf
dr%\]/vsiness was more in loratidine treated groupveasi supported by the previous study conducteddjatbt
al™.

Cuss et af'® have been reported that the Ag induced Eosin@philinasal and bronchial lavage in
guinea pig was decreased by loratidine. Ryosula @t in their in-vitro study of the effect of loratidinon
eosinophil functions have reported that loratidimhibited eosinophil chemotaxis (i.e. activationjda
superoxide anion generation (responsible for ablemgactions) thus suggested that loratidine alas h
antiallergic properties in addition to; Hhntagonism. Whether loratidine has an effect owivo eosinophil
migration and chemical mediator release is unclElae. potential action of loratidine on eosinophayresult
from either by a direct effect on eosinophils ordirect effect through other cell population sashmast cells
by inhibiting the release of chemotractant andvatitig factors for eosinophil¥”.

Choruses et al*? stated the mechanism of prednisolone in chroniticaria is due to its
immunosuppressive property i.e. by decreasing epkihand basophiles in the circulation as altesfutheir
movement from the vascular bed to lymphoid tissue.

Conclusion

The overall conclusion that can be drawn after mgkill observations is that loratidine alone is@din
as effective as combination of loratidine and pigolone in the treatment of chronic urticaria cdesing the
effect on differential eosinophil count, absolutesiaophil count and clinical improvement. Considgrihe
adverse effects of prednisolone which can berstife deleterious after long term use, loratidinfisid to be
a better drug in view of its efficacy and minimuuivarse effects. Further studies are needed in sag®ele
size to confirm the findings of the present study.
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