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ABSTRACT

Background: Treatment of chronic urticaria can be difficult at times. The present study aimed to evaluate the 
efficacy of oral mini-pulse (OMP) therapy with methylprednisolone in management of severe chronic urticaria (CU). 
Methods and material: 100 patients with severe chronic urticaria, not controlled with maximum dose of a second 
generation antihistamine, were enrolled in the study after an informed written consent. All patients were treated with 
methylprednisolone 16 mg tablet on two consecutive days of a week for 2 months along with levocetirizine 5 mg tablet 
once daily. All patients were reviewed at 0, 2, 4, and 8 weeks with urticaria activity score (UAS). Results: The study 
comprised of 100 patients (33 males and 67 females) with severe chronic urticaria. 29 patients (29%) had raised TSH 
levels while Autologous Serum Skin Test was positive in 37 patients. Mean UAS in patients treated with OMP was 
5.76 at baseline which reduced to 0.6 at the end of treatment period. Conclusion: Mean UAS showed a significant 
decline following OMP therapy with methylprednisolone. Most of the patients maintained the benefits of therapy at 
the end of follow up period of 4 months.
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Brief Report

INTRODUCTION

Urticaria is a fairly common condition characterized 
by transient swellings of the skin. This could be an 
extremely disabling and difficult-to-treat condition. 
Chronic urticaria (CU) is defined as urticaria persisting 
daily or almost daily for more than six weeks. It causes 
severe impairment on the quality of life [1]. CU includes 
physical urticaria, chronic "idiopathic" urticaria (CIU), 
chronic autoimmune urticarial (CAU) and urticarial 
vasculitis. It is important to recognize patients with 
physical urticaria, as the need for investigation and 
treatment modalities differ from patients with CIU or 
urticarial vasculitis. If we eliminate physical urticaria 
and urticarial vasculitis from all patients with CU, the 
remainder can be divided into CAU (45%) and CIU 
(55%). The autoimmune subgroup is associated with 
the IgG anti-IgE receptor alpha subunit in 35-40% of 
the patients, and IgG anti-IgE in an additional 5-10%. 
These autoantibodies have been shown to activate 

blood basophils and cutaneous mast cells in vitro, with 
augmentation of basophil activation by complement 
and release of C5a.

Depending upon the severity of the disease and 
response to various medicines, the drug therapy can 
be considered at various levels. The treatment can be 
started with a second generation non-sedating (or less 
sedating) antihistamines like cetirizine, loratadine, 
fexofenadine, astemizole, mizolastine, ebastine etc. 
In case of inadequate response, the dose can be 
increased upto four fold. Systemic corticosteroids 
constitute second line therapy for chronic urticaria. 
The use of systemic corticosteroids in the treatment 
of urticaria is a controversial issue. Short courses 
of systemic steroids (20-30 mg of prednisolone) 
can be given in resistant cases of chronic urticaria 
that have not responded to H1 antihistamine [2]. 
The efficacy of corticosteroid therapy is high, but 
long term therapy cannot be promoted because of 
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was sent to the clinical laboratory for centrifugation 
at 2000 rpm for 15 minutes and 0.05 ml of autologous 
serum (test) was then injected intradermally using a 
1 ml insulin syringe (30 gauge needle) on the right 
forearm 2 cm below the cubital fossa and similarly 0.05 
ml of 0.9% sterile normal saline (control) was injected 
intradermally to the left forearm. A serum induced 
erythematous wheal with a diameter of 1.5 mm more 
than the saline induced response within 30 minutes was 
taken as a positive test. In all subjects, antihistamine 
and steroids were withdrawn at least 72 hours and one 
week prior to skin test, respectively.

Investigations such as IgE, cold agglutinin, Anti-TPO 
antibodies, Anti TG antobodies were not done due to 
high cost in a private clinic setup.

In all these patients, we started treatment with 
methylprednisolone 16 mg tablet, given twice a week 
after breakfast for 2 months along with levocetirizine 5 
mg tablet daily at bed time. The patients were reviewed 
at 0, 2, 4, 6 and 8 weeks with urticaria activity score. 
The urticaria activity score consisted of the sum of the 
wheal number score and the itch severity score [10]. 
The blood pressure and weight of these patients was 
recorded initially and then monitored on monthly basis. 
Patients were asked for and examined for side effects 
such as weight gain, hypertension, gastritis, acneiform 
eruption, striae, and Cushingoid features. The patients 
were followed up monthly for 4 months after stopping 
the steroids and relapses were noted.

RESULTS

The present study comprised of 100 patients (33 males 
and 67 females) with severe chronic urticaria. The age 
of patients ranged from 15 to 65 years, with a mean 
age of 33.99 ± 11.79 years. Age and sex distribution 
of patients is given in Table 1.

Duration of urticaria in these patients ranged from 
2 months to 120 months, with a mean duration of 
19.14 ± 26.03 months, which was not controlled with 
maximum dose of a non-sedating second generation 
antihistamine.

Investigations revealed that 29 patients (29%) had 
raised TSH levels. Physician's opinion was taken 
in these patients regarding thyroxine replacement. 
Mean TSH levels in these patients was 5.01 ± 4.36. 
Autologous Serum Skin Test (ASST) was positive in 
37 patients (6 males and 31 females). ASST positivity 

known adverse effects, such as diabetes mellitus, 
hypertension, osteoporosis and gastrointestinal 
bleeding. Prolonged treatment of chronic urticaria 
with oral corticosteroids should usually be avoided 
except in disabling delayed or pressure urticaria and 
urticarial vasculitis, which are usually nonresponsive 
to antihistamines. Immunotherapy is considered as 
a third line therapy and could be tried in patients 
with severe refractory autoimmune urticaria. Various 
immunosuppressants that have been tried in severe 
chronic urticaria include cyclosporine, methotrexate, 
sulphasalazine, dapsone, cyclophosphamide, and 
intravenous immunoglobulin [3-8]. In a recent placebo 
controlled study autohaemotherapy has shown a 
beneficial role in ASST positive chronic urticaria 
patients [9].

In  order  to  eva luate  the  e f f icacy  o f  o ra l 
methylprednisolone mini-pulse (OMP) in severe 
chronic urticaria, we conducted a study on 100 
patients with CIU and CAU, who were treated with 
oral methylprednisolone mini-pulse (OMP).

METHODS

This study was carried out at our private dermatology 
centre over a period of one year, from October 2018 
to September 2019. 100 consecutive diagnosed cases 
of severe chronic urticaria, aged between 15 years and 
65 years were enrolled in the study after obtaining 
an informed consent. All the 100 patients had severe 
chronic idiopathic urticaria of duration ranging from 
2 months to 120 months (mean duration = 19.14 
± 26.03 months) which was not controlled with 
maximum dose of a second generation antihistamine. 
Urticarial vasculitis was ruled out by excluding cases 
wherein the lesions were not evanescent and remained 
persistent for a duration exceeding 24 hours. 

Exclusion criteria were physical urticaria, urticarial 
vasculitis, pregnant or lactating women, history of 
gastritis and a history of sensitivity to aspirin or 
NSAIDs. Routine investigations such as complete 
blood count, blood sugar, thyroid-stimulating hormone 
(TSH), and urine examination were performed in all 
the patients. 

Autologous Serum Skin Test (ASST) was performed 
in all the patients before putting them on treatment. 
ASST was performed as follows: About 5 ml venous 
blood was collected in a sterile vacutainer and allowed 
to clot at room temperature for 30 minutes. Serum 
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in CU was more commonly encountered in females 
(46.97%, n = 31/66) as compared to males (18.18%, n 
= 6/33) and the difference was found to be statistically 
significant using student’s t-test (p-value = 0.006). 
Thus, women were more likely to have an autoimmune 
etiology in CU as compared to males.

Mean urticaria activity score in patients treated with 
mini-pulse was 5.76 at baseline (0 weeks). At the end of 
2 weeks, mean scores was 2.51. At the end of 4 weeks, 
mean urticaria activity score came down to 1.79. Mean 
urticaria activity score at the end of 6 weeks and 8 weeks 
was found to be decreased to 1.14 and 0.6 respectively. 

Side effects as the result of treatment were seen in the 
form of epigastric pain (13 patients), acne (2 patients), 
weight gain (1 patient) and hypertention (1 patient).

Among our study group of 100 patients, 12 (12%) 
relapsed, with worsening of symptoms after stopping 
steroids. Rest 88 (88%) patients (30 males and 58 
females) remained well controlled and the remission 
was maintained till follow up period of four months 
after stopping steroids.

DISCUSSION

Urticaria is a fairly common condition characterized 
by transient swellings of the skin. This could be an 
extremely disabling and difficult-to-treat condition. 
Conventionally chronic urticaria is defined as the 
repeated occurrence of daily or almost daily cutaneous 
wheals accompanied by redness and itching for more 
than 6 weeks. Chronic urticaria has multifactorial 
aetiologies including intolerance to food or drugs, 
infectious diseases, and autoimmune processes. 
Chronic urticaria has a wide spectrum of clinical 
presentations and despite our best efforts no cause 
may be found in the majority of cases. Depending 
upon the various aggravating factors and the presence 
of circulating auto antibodies, chronic urticaria can be 
further divided in three subgroups:

Chronic urticaria with potential provoking factors 
(including drugs, food, food additives, infections, 
parasitic infestations, collagen and endocrine disorders, 
dermatological disorders etc).

Autoimmune urticaria (about 30 to 50% patients 
with chronic urticaria have circulating functional 
auto antibodies against the high affinity IgE receptor 
FCeRIa or against IgE).

Chronic idiopathic urticaria (even after evaluation for 
evidence of autoimmunity and other provoking factors, 
approximately 50% cases of chronic urticaria remain 
unexplained and are categorized as chronic idiopathic 
urticaria).

An affected patient often goes from one dermatologist 
to another in pursuit of a cure. Treatment for all forms 
of CU should include a sound, basic lifestyle. These 
include avoidance of stress, overtiredness, alcohol, 
NSAIDS, and tight fitting garments. Nocturnal pruritus 
can be reduced by tepid showering and keeping the 
ambient temperature of the bedroom cool. Cooling 
lotions such as calamine with 1% menthol are popular 
with patients.

Antihistamines are the first line treatment for all patients 
with chronic urticaria. Treatment is generally started 
with nonsedating second generation antihistamine with 
up-dosing to four-fold, in case of inadequate response. 
Nonsedating second generation H1 antihistamines include 
loratadine, cetirizine, terfenadine, and mizolastine, 
desloratadine, levocetirizine, and fexofenadine. H2 
antihistamines include cimetidine, ranitidine, famotidine 
and nizatadine. It has been seen that combination of 
antihistamines often helps the patient. One study from 
secondary referral center found that 40% patients did not 
respond to antihistamines [11].

Doxepin is the second line of treatment if 
antihistamines do not work and has shown superiority 
over diphenhydramine in various studies [12]. 
Montelukast is a leukotriene receptor antagonist and 
works well for aspirin-sensitive urticarial [13]. A study 
found montelukast monotherapy ineffective in CIU 
when compared with cetirizine [14].

Corticosteroids can be considered in chronic urticaria 
where antihistamines in high doses failed to show 
desired result. They should be used cautiously and 
for only short periods due to their side effect profile. 
Pasricha and Khaitan et al. have devised a new 

Table 1: Demographic characteristics of patients
S.No Demographic characteristic Group Percentage
1 Age group 11-20 years 12%

21-30 years 37%

31-40 years 21%

41-50 years 21%

51-60 years 8%

61-70 years 1%

2 Gender Male 33%

Female 67%
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therapeutic regime called OMP therapy for reducing 
the side effects of corticosteroids. The OMP regime had 
been primarily designed for treating patients having fast 
spreading/extensive vitiligo to achieve the therapeutic 
results with the minimum of side effects [15]. Similar 
therapy is used for treatment of lichen planus and 
alopecia totalis [16,17]. Systemic corticosteroids act 
at multiple levels, they suppress the formation of 
antibodies, they have a strong anti-inflammatory effect, 
and in addition, are known to decrease the production 
of histamine-releasing factors [18]. Steroids should 
be used very cautiously in patients with diabetes, 
hypertension, and osteoporosis.

In this study, we found that 29% of our patients suffering 
from CU had a raised TSH level (> 5.5 μU/ml). This 
was much higher than the prevalence of hypothyroidism 
reported as 10.95% in Indian population based on 
similar criteria [19]. This is expected as a relation of 
hypothyroidism and autoimmune thyroid disorder with 
chronic urticaria has been reported in literature [20,21].

Association with an underlying autoimmune etiology 
was also more likely to be seen in case of females as 
compared to males and this had a statistical relevance. 
This was expected as autoimmune disorders are known 
to be more common among females [22]. It could not 
be established unequivocally whether the autoimmune 
etiology encountered in our cases was related to 
autoimmune thyroiditis as anti-TPO antibody testing 
could not be performed.

Mean urticaria activity score showed a significant 
decline following institution of OMP therapy with 
methylprednisolone with a decline of more than 50% 
within 2 weeks of institution of treatment. The mean 
UAS went on to decrease by 89.58% at the end of 8 week 
treatment period. Most of the patients maintained the 
benefits of therapy at the end of follow up period of 4 
months with relapse being seen in a minimal proportion 
(12%) of patients.

Treatment of chronic urticaria can pose a major 
challenge to the physician. Many patients with chronic 
urticaria have at least partial response to antihistamines, 
but there are a proportion of patients that do not 
respond; thus requiring a more aggressive treatment 
with different types of immunomodulatory agents. 
Thus, dermatologists must be knowledgeable about the 
implementation of correct treatment. There is a wide 
range of non-pharmacological and pharmacological 
options and there is no universal solution, therefore 

the most appropriate treatment should be tailored 
individually for each patient.

In summary, on the basis of the outcome of our study, 
oral methylprednisolone mini-pulse therapy is a viable 
options in treating patients with severe chronic urticaria 
not responding to first and second lines of treatments.

CONCLUSION

Chronic urticaria is one of the most vexing management 
problems that dermatologists face and still remains 
a therapeutic dilemma. Most of the therapeutic 
modalities used in the treatment of severe chronic 
urticaria are immunosuppressants such as methotrexate, 
cyclosporine, or omalizumab. However their use is 
limited by factors like need for prolonged therapy, 
related side effects and toxicity, presence of co-morbid 
disorders, need for elaborate laboratory testing, regular 
patient monitoring, and high cost of therapy. Because 
of these reasons, immunosupressive drugs can’t be 
used routinely in an Indian setting. So, corticosteroids 
in oral mini-pulse therapy can further broaden our 
pharmacologic approach and be a ray of hope in the 
management of patients with severe refractory chronic 
urticaria.

Statement of Human and Animal Rights 

All the procedures followed were in accordance with the ethical 
standards of the responsible committee on human experimentation 
(institutional and national) and with the 2008 revision of the 
Declaration of Helsinki of 1975. 

Statement of Informed Consent 

Informed consent for participation in this study was obtained from 
all patients.
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