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Sir,

Warts or verrucae are benign proliferations of the skin and 
mucosa caused by infection with human papilloma viruses 
(HPVs). Various treatment modalities are available which are 
classified into destructive, virucidal, antimitotic and 
immunotherapy. Treatment is exhaustive both for clinician and 
patient due to high recurrence rate and unwanted adverse effects 
associated with treatment. Problem is further increased when 
there is large number of warts, i.e. 15-20 or more. Use of 
destructive methods is difficult in such cases as multiple sittings 
are required along with risk of scarring and post inflammatory 
hypo or hyper pigmentation. Therefore, destructive methods are 
unsuitable for cosmetically important sites such as face where 
these side effects are undesirable. Thus, there is always a need for 
effective medical treatment of warts to overcome these 
disadvantages.

The two major goals of management of warts are to prevent 
recurrences by control of viral replication and minimal cosmetic 
disfigurement. Immunotherapy and antimitotic therapy for 
treatment of warts are two potential areas where we can achieve 
these goals. Retinoids are antimitotic as well as immunomodulator 
drugs. Retinoids have been found to be effective for treatment of 

1-11warts in some previous case reports and studies . In these 
studies isotretinoin or etretinate has been used in patients with 
refractory genital warts or in patients with recalcitrant extensive 
warts. Isotretinoin being cheaper should be preferred over 
etretinate in developing countries like India. Topical tretinoin 
(0.05%), a first generation retinoid, has been successfully used 

12,13for treatment of warts especially plane warts.  We conducted a 
double blind placebo controlled trial to compare the effect of oral 
isotretinoin and tretinoin cream (0.05%) combination with 
tretinoin cream (0.05%) alone to treat non genital cutaneous 
warts in immunocompetent persons as well as to study its effect 
with respect to site, morphology and number of warts.

A prospective, open label study was conducted and a total of 80 
patients were enrolled in the study. Inclusion criteria were 
patients who were willing to give a written informed consent, 
patient with six or more cutaneous warts, married female who 
had underwent sterilisation (tubectomy or vasectomy in 

partner), women of childbearing potential, if sexually active, 
were included if they were using two forms of contraception. 
Exclusion criteria were pregnancy and lactation, age less than 12 
years of age, liver dysfunction, hyperlipidemia, any associated 
systemic disease and patients with genital warts. Qualitative and 
quantitative data was analyzed with Medcalc (version 11.6.0.0) 
software. Quantitative data was summarized with mean and 
standard deviation. Mean observations at week 0 and week 12 
were compared with Paired t-test. Qualitative data was analyzed 
with CHI-SQUARE TEST. P value <0.05 was considered to be 
of statistical significance.

All patients underwent thorough history taking, clinical 
examination including relevant laboratory investigation e.g. 
Liver function test and total lipid profile to monitor side effects 
of retinoids. Patients were randomized into two groups by 
computer generated random number table. Both groups were 
given topical tretinoin 0.05% cream to be applied as single night 
time application. Patients who were randomized into retinoid 
group were given isotretinoin capsule 20 mg /day after meal for 
12 weeks (group 1). Patients who were randomized into placebo 
group were given placebo capsule of same colour and size 
containing sugar powder for 12 weeks (group 2).

Patients were followed up after 2, 4, 6, 8, 10, 12 weeks. Treatment 
was given for three month duration. They were further followed 
for next four weeks to note any recurrence. Patients were 
investigated monthly to identify any side effect. During the 
whole study period, clinical responses as well as adverse effects 
were recorded.

Clinical response was determined and noted at each visit by 
reduction in the number of lesions; No response = 0; Poor 
response = + 1 (<30% reduction in the number of lesions); Fair 
response = +2 (30-60% reduction in the number of lesions); 
Good response = +3 (60-90 % reduction in the number of 
lesions); Complete clearance, excellent response = +4.

A total of 80 patients (59 males, 21 females) with age ranging 
from 13 to 54 years (mean 24.84) were included in the study. 
Demographic data of both groups were comparable in all 
variables including age, sex, occupation of patients and site, type, 
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duration of warts. Table 1 shows demographic data of both groups.

Common wart (verruca vulgaris) was the commonest type of 
wart (40%) followed by plane wart (33.75%). Face (62.5%) was 
the most common site of involvement followed by hands 
(37.5%) and forearm (26.25%). Most of the patients were 
students (47.5%) followed by housewives (13.75%) and were 
in 15-24 year age group. Mean duration of wart was 12.63 
months in group 1 and 13.83 months in group 2. Mean numbers 
of warts were 37.04 in group 1 and 36.08 in group 2. Past history 
was present in two and family history was present in seven out of 
80 patients. Fifteen patients were lost to follow up, five from 
group 1 and ten from group 2.

Table 2 shows treatment response in group 1. There was no case 
of filiform wart in this group. Patients with periungual warts 
showed mean response score +0.5 at the end of 12 weeks 
indicating poor response, while patients with common, plantar 
and palmar warts showed fair response with mean score 1.2, 
1.71 and 2 respectively at the end of 12 weeks. Three out of 

fifteen patients of common warts and two out of ten patients of 
palmoplantar warts showed complete clearance. Patients of 
plane wart showed mean response score +0.66 at two weeks 

which increased to +3.05 at the end of twelve weeks, indicating 
excellent response. Six out of thirteen patients showed complete 
clearance.

Table 3 shows treatment response in group 2. There was no 
response in patients with filiform, periungual and palmar type of 
warts during whole period of 12 weeks in group 2. There was no 
case of plantar wart in this group. Patients of common wart 
showed mean response score +0.04 at two weeks which 
increased to +0.33 at the end of twelve weeks, indicates poor 
response, whereas patients of plane wart showed mean response 
score +0.1 at two weeks which increased to +1.2 at the end of 
twelve weeks which indicates fair response. None of the patient 
showed complete clearance in this group.

Table 4 shows comparative results at the end of 12 weeks 
between group 1 and group 2. For common wart ‘p’ value is 
0.005 which is significant while in case of plane wart ‘p’ 
value is 0.0000 which is highly significant. It showed that 
there was significant difference in response in group 1 and 
2 in patients of common and plane wart.

Table 5 shows adverse effect profile in group 1 and 2. Cheilitis 
was the most common adverse effect in group 1 seen in 36 (90%) 

Table 1: Demographic data of both groups

Table 2: Treatment response in group 1

 

Males

Females

Common warts

Plane warts

Face 

Hand 

Forearm  

Students

Housewives

Group 1

31

9

 

15

 

13

25

17

13

20

6

Group 2

 

28

12

 

17

 

14

25

13

8

18

5

Total

59(73.75%)

21(26.25%)

32(40%)

27(33.75%)

50(62.5%)

30(37.5%)

21(26.25%)

38(47.5%)

11(13.75%)

Type of
wart

 

Number of
patients

 

Response-According to reduction in number of
lesions (mean response score)

 2
weeks

 

4 
weeks

6
weeks

8
weeks

10
weeks

12
weeks

Common

 

15(37.5%)

 

+0.18

 

+0.31 +0.5 +0.59 +1.10 +1.22

Plane 13(32.5%) +0.66 +1.27 +1.72 +2.33 +2.77 +3.05

Filiform 0 0 0 0 0 0 0

Periungual 2(5%) 0 0 0 0 +0.5 +0.5

Palmer 3(7.5%) 0 0 +0.33 +0.33 +2 +2

Plantar 7(17.5%) 0 +0.14 +0.85 +0.85 +1.71 +1.71

Number
of
patients

Response-According to reduction in number
of lesions (mean response score)

2
weeks

 

4 
weeks

 

6
weeks

 

8
weeks

10 
weeks

12
weeks

Common 17(42.5%)

Type of
wart  

+0.04

 

+0.04

 

+0.12

 

+0.17 +0.22 +0.33

Plane 14(35%) +0.1 +0.1  +0.35  +0.63 +0.88 +1.2

Filiform 2(5%) 0 0 0 0 0 0

Periungual 2(5%) 0 0 0 0 0 0

Palmer 5(12.5%) 0 0 0 0 0 0

Plantar 0 0 0 0 0 0 0

Table 3: Treatment response in group 2

Table 4: Comparative mean response score at the end of 12 weeks

Type of wart

Mean response score
at the end of 12 weeks

‘P’ valueGroup 1 Group 2

Common +1.22

 

+0.33

 

0.005

Plane +3.05

 

+1.2

 

0.0000

Filiform 0

 

0 NA

Periungual +0.5

 

0 NA

Palmer +2 0 NA

Plantar +1.71 0 NA
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of patients. Other adverse effects such as dryness, redness and 
itching were seen in few patients.

Recurrence was defined as reappearance of wart, which 

cleared earlier or appearance of new lesions after successful 
treatment. Recurrence occurred in two patients in group 1 
after successful treatment (i.e. having score +4). Both of these 
patients had plane warts in high number (>90).

The management of warts still remains a challenge. There 
are multiple modalities of treatment with variable efficacy 
and side effects. Topical tretinoin is a first generation 
retinoid, which has been reported to be useful for the treatment 

12,13of warts.  The available evidence suggests that topical 
tretinoin has multiple effects such as antiviral, antiproliferative 
and peeling effect. Many authors have reported use of systemic 
retinoids in the treatment of wart which is summarized in table 6.

There are multiple proposed mechanisms of action of 
retinoids in warts. First is immunomodulatory activity as 
retinoid may increase or prolong expression of HPV antigens 

to T or B cell allowing clearance of the warts by immune 
mechanisms. The hallmark of HPV infection is epithelial 
hyperplasia and retinoids have an endogenous antiproliferative 
effect. It has been proposed that the retinoids by altering 
keratinisation are able to inhibit replication and assembly of the 
virus, which requires keratinocytes in an advanced rate of 

14,16differentiation. Warts display abnormal keratin expression.  
Retinoids regulate epithelial cell differentiation and keratin 

17expression.  An inverse relation was observed between 
concentration of retinoids and HPV-DNA within infected 
epithelial cells, suggesting a downregulation of viral replication 

18by the retinoids.  Lastly, their potent apoptotic activity may also 
19play a part. 

In our study patients of common wart showed mean response 
score of +1.22 and +0.33 in group 1 and 2 respectively at the 
end of 12 weeks. In group 1, three out of fifteen patients 
showed excellent response i.e. complete clearance. Majority of 
patients showed no or poor response, thus oral isotretinoin 
cannot be considered as an effective treatment option for 
treatment of common wart. Poor response (i.e. +0.33) in 17 
patients of group 2 signifies that topical tretinoin 0.05% cream 
alone is also ineffective in common warts.

In patients of plane wart mean response score at the end of 12 
weeks were +3.05 and +1.2 in group 1 and 2 respectively. 
Also in group 2, out of 14 patients only one patient showed 
+3 score (i.e. good response) and four patients showed +2 score 
(i.e. fair response) at the end of 12 week treatment. Rest of the 
patients showed either poor or no response. No patient showed 
complete clearance. These findings are in contrast with study of 

 12EP Kubeyinje,  who observed clearance of plane wart in 84.6% 
children after 12 week application of tretinoin 0.05% cream. In 

Table 5: Adverse effects

36 0

4 1

Side effect Group 1

Chelitis

Dryness

Redness

Itching 

Group 2

4 1

3 1

Table 6: Summary of previous studies using systemic retinoid for treatment of warts

Dramatic
improvement

S.No.

1.

 2.

 
3.

 

4.

 

5.

6.

7.

Number 
of 
patients 

20

12

 
1

 

1

1

1

28

Type of warts 

Extensive 

 Recalcitrant 
facial flat wart 

 
Recalcitrant 
wart in low
grade 
lymphoma pt.

 

Giant common 
wart in  HIV pt.

 

Refractory
warts

 

Warts 

Refractory 

genital warts

Retinoid
used 

Etretinate 

 Isotretinoin 

 Isotretinoin

 

Acitretin 

 

Acitretin

 

Acitretin

Isotretinoin

Dose

1mg/kg

0.5mg/kg

1mg/kg

25mg/day

1mg/kg

0.5mg/kg

0.5mg/kg

Duration
 

3 months

 
3 months

 10 weeks

 

2 months

 

2 months

 

3 months

12 weeks

Success
rate  

16(80%)

 100%

 
100%

 

 

100%

 

100%

9(32.1%)

 

Authors(Reference)

 
Gelmetti et al

1

 Olguin Garcia et al 
2

Clara DE Simone et al 
4

 

 
D. S. Krupashankar et 

al 6

S Georgala et al 7

Yun-Lim Choi , MD et 

al 5

Alexandra Monastirl 

et al 3
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our study we found that that topical tretinoin 0.05% cream alone 
is not an effective treatment option for treatment of plane wart. In 
group 1 mean score was +3.05 indicating excellent response. Six 
out of thirteen patients showed complete clearence. As majority 
of patients showed good to excellent response, the combination 
of oral isotretinoin and topical tretinoin 0.05% can be considered 
as an effective treatment option for treatment of plane wart. Our 

2findings are similar to Olguin Garcia et al  study which showed 
100% response of oral isotretinoin 0.5mg/kg for treatment of 
recalcitrant facial flat warts. We have used lower dose of 
isotretinoin which have the advantage of cost effectiveness as 
well as less incidence of side effects. In our previous study the 
use of low dose isotretinoin in acne had similar advantage.20

Numbers of patients with filiform, periungual, palmoplantar 
warts were less in both groups. In group 2 there was no 
response in all patients while in group 1 the response was 
poor. Two out of ten patients of palmoplantar warts showed 
excellent response with complete clearance in group 1, 
indicating variable effect of oral isotretinoin in this group.

No major side effect was observed except for chelitis in 
group 1. Isotretinoin is a well tolerated drug in low dose. No 
sys temic  s ide  effec ts  were  found and labora tory 
investigations remained within normal limit.

Topical tretinoin 0.05% cream was found to ineffective for 
common, filiform, periungual and palmer type of warts. Oral 
isotretinoin along with topical tretinoin was found to be 
effective in treatment of plane warts. We strongly recommend 
use of this combination and it is worth trying before any 
destructive measure of treatment. For common and 
palmoplantar warts oral isotretinoin alone is not an effective 
treatment option but can be used as adjunctive to some effective 
treatment modality.
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