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Pharmacovigilance of conventional therapy in
250 cases of vitiligo at tertiary specialty care
Aims and Objectives: Adverse drug reaction (ADR) may infringe upon compliance,
which compromises therapy outcomes in chronic diseases. Our study focused
on pharmacovigilance in stigmatizing disease vitiligo, concern with improving
disease management incorporating current medical knowledge. Materials and
Methods: Therapies in 250 vitiligo cases were scrutinized over period of six months,
examining consistency to consensus approach and profiling of the adverse effects.
Results: Adverse drug effects occurred in fifth of localized and third of generalized
vitiligo patients. Adherence to consensus line of therapy resulted significantly in
less adverse effect incidence, and steroid overtreatment was major determinant
of risk. Conclusion: Consistency of treatment to consensus approach based on
disease extent is prudent to reduce adverse drug effects in vitiligo. Increased
vigilance, due psycho-social address, and incorporation of safe and efficacious new
immunomodulator drugs is emphasized for consideration toward improved current
vitiligo management.
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Vitiligo, the stigmatizing skin disease, has prevalence ranging from 0.5% in the east to 4% in
extreme west regions in India.[1,2] Modern therapeutic options include topical immunomodulators,
photochemotherapy, excimer laser, and surgery. No single therapy is regarded as the most effective
since success varies with type and location vitiligo. Objective of present treatments is to regain pigment
in vitiligenous areas rather than controlling the disease process. Treatment is essentially long-term,
hence issue of safety remains important consideration. Corticosteroids, both topical and systemic,
have been used in vitiligo for over half a century. There is continuing concerns of steroidal efficacy as
well as the adverse effects. Corticosteroids and photochemotherapy using combination of psoralein
and sun radiation or UV-A exposure are the most widely prescribed conventional therapies for vitiligo.
Newer immunomodulators, protective antioxidants, nutrient supplement etc., are proposed as useful
in vitiligo treatment. Preferences for time-honored conventional economical therapy has hindered
due exploration of new therapeutic options in vitiligo. Nevertheless, adverse effects of steroids and
photochemotherapy remain persistent concerns. The efficacy versus adverse effect issues call for
focused re-assessment to utilization of alternative rational therapy options. Present study in 250 vitiligo
patients explores adverse effect profile of conventional therapy. Scope for alternative options toward
better outcomes may be also appraised.

MATERIALS AND METHODS
Two hundred and fifty cases seeking medical help purely for vitiligo and no other complaints were
included in the study. Some of these cases were discovered with defective thyroid function and were
referred for appropriate endocrinological care but not excluded from study. Diagnosis and therapeutic
prescription were at discretion of the clinical specialist. Patients were explained of the study and were
assured of keeping their identity secret. Free informed consent was thus obtained for their participation.
Detailed personal and disease history was elicited, and prescribed therapies were recorded. Total lesion
area as percent of body surface was assessed in order to gauze the prescribed therapy as consistent or
otherwise to consensus therapeutic guidelines.[3,4] This is explicit as described in Table 1.
Patients reporting fresh or those already under management were included. They were followed
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over six month period involving monthly visit for review. At each
visit, questions were asked to ascertain uninterrupted treatment
and any troubling adverse effects proactively. Examination to
detect cutaneous adverse effect was next performed. Patients were
segregated by the prescribed treatment regimens and conformity
of the same to consensus guidelines. Predictable and other adverse
effects with the regimens were recorded. Rates of adverse reactions
noted to occur in patients stratified by age, sex, duration, and
concurrent thyroid disorder were compared and analyzed using
Fisher’s exact statistic.

Table 1: Therapeutic guidelines for different
treatment regimens
Regimen

Number Drug used (alone or in
of cases combination)
Regimen 1
60
Topical fluticasone propionate
0.05%

Regimen 2

99

Regimen 3

91

RESULTS
The incidence of adverse effects attributable to treatment exhibited
increase with increasing disease extent and intensity of therapy
from one fifth in localized to one third in extensive vitiligo
patients [Table 2].
Psoralein photochemotherapy employed in spread out lesions was
particularly associated with ocular photosensitivity as well as systemic
maliaze of headache, nausea, and vomiting. Skin burns resulted also in
one tenth of cases. Milder consequences like inflammation, pruritus,
and hyperpigmentation occurred nearly to same frequency [Table 3].
Steroid monotherapy in regimen 1 also had skin complaints as major
adverse consequence including pruritus and skin inflammation as
well as atrophy. Incidence of skin atrophy increased in sequential
regimens in combination with photochemotherapy. Steroid did
associate also with systemic complaints of headache, nausea, and
skin hyperpigmentation in some patients [Table 3].
Extent-wise prescription of therapy as per consensus rules very
significantly prevented the incidence of adverse effects overall.
Adverse effects also occurred significantly less frequently in younger
patients. There was no significant difference in rate of adverse
effects among sexes or in regard to early or late stages of disease.
Though thyroid dysfunction was found only in 12% of cases, there
was significant reduction in adverse effects associated with vitiligo
treatment [Table 4].

DISCUSSION
Adverse effects play important role in poor compliance to therapy.
Reported high non-compliance rates in vitiligo may be due to
such adverse effects.[5] Ocular problems, headache, nausea, and
vomiting are recognized adverse effects of oral steroids and
PUVASol therapy.[6,7] These occurred most frequently in regimen
3, whereas the frequencies are less in regimen 2. Skin atrophy was
more frequent in regimen 3 followed by regimen 2, and may be due
to added strong topical corticosteroid. Steroids cause biochemical
changes in skin lipids, disturbing water homeostasis.[8] The least
adverse reactions in regimen 1 may be due to use of mild potency
topical corticosteroid. Frequent hyperpigmentation in regimen 3
followed by regimen 2 may be due to exaggerated reaction to sun
light. Drug in vitiligo patients are singularly the major determinants
of adverse effects risk.
Prescribed treatment was examined for conformity with the referred
guidelines stated in method section.[3,4] Digression of guideline for

Consensus
or guideline
Adequate
for under
3% BSA
affliction
Topical fluticasone propionate For lesions
0.05% clobetasol propionate exceeding
3% and up
0.05% in combination
with oral methoxsalene
to <10%
(0.6 mg/kg, E.O.D.) with sun BSA but not
light exposure
aggressively
progressive
Oral methoxsalene
Progressive
lesions
(0.6 mg/kg, E.O.D.) with
afflicting
sun light exposure+topical
clobetasol propionate 0.05%
more than
3% BSA or
with or without topical
mometasone furoate 0.01% + any lesion
oral prednisolone (0.5 mg/kg as exceeding
pulse therapy)+ antacids and
10% BSA
antioxidant 1 capsule per day
(containing lycopene 3 mg)

Table 2: Occurrence rate of any adverse effects
under different treatment regimens
Regimens
Regimen 1
Regimen 2
Regimen 3

Total number
of patients
60
99
91

Patients affected
with any ADR
12
26
30

Percent
incidence
20
26.26
32.96

ADR = Adverse drug reaction

Table 3: Percent-frequencies of specific adverse
effects as per therapeutic regimens
Adverse effects

Drug regimens
Regimen 1 Regimen 2 Regimen 3
All
n=60
n=99
n=91
combined
n=250
Hyperpigmentation
3.33
8.08
12.09
8.4
Pruritus
8.33
9.09
6.59
8
Sun sensitivity
5
10.10
13.19
10
and sun burn
Skin eruptions
1.67
7.07
8.79
6.4
and inflammation
Skin atrophy
5
11.11
12.09
10
Ocular irritation
1.67
20.20
26.37
17.2
Headache,
5
18.18
20.88
16
nausea, and
vomiting

regimen 1 represents overtreatment while that for regimen 2 and
regimen 3 drugs is undertreatment. Greater depigmentation area
increases anxiety in patient, and overtreatment decision by clinical
may be compelled. Such decisions significantly caused increase in
risk of adverse effects. The evidence is prohibitive to digression
from standard therapeutic guideline based on disease extent. Patients
under 16 years significantly suffer less adverse effects, this aspect
requires in-depth exploration.
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Table 4: Percent incidence of adverse effects with
regard to probable determinants
Probable
determinants
Treatment decision
As per guidelines
Not as per guidelines
Age
Up to 16 years
>16 years
Sex
Males
Females
Disease duration
Up to 5 years
>5 years
Thyroid disorder
Present
Not present

n

% incidence of
adverse effects

Fisher’s exact
test P value

167
83

12.57
56.63

<0.0001

80
170

17.5
31.76

<0.0121

112
138

22.32
31.16

NS

129
121

25.58
28.93

NS

30
220

20.91
73.33

<0.0001
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