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€fficacy of oral Isotretinoin in viral warts
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-

Viral warts are commonly seen in dermatology OPD involving all age groups. Available treatment
modalities have their own limitation like unacceptable side effects or inadequate efficacy. The present
study was conducted to assess the efficacy of oral isotretinoin in the management of viral warts. Male
agricultural workers in their 2nd to 4th decade were the most commonly subgroup of patients. Verruca
vulgaris was the most common clinical subtype seen in 52.77% of the cases. Out of all body sites,
upper limbs were affected in 37.5% followed by lower limbs in 31.94% and face in 10.18%. After
isotretinoin therapy, complete response was seen in 87.09% of verruca plana, 60.78% of palmoplantar
warts, 57.17% of verruca vulgaris and 30% of genital warts. However, 17.64% of palmoplantar wart and
14.91% of verruca vulgaris did not show any response. The common adverse effects observed were
Chelitis (78.70%) followed by xerosis (36.57%), hair loss (3.70%) and hypertriglyceridemia (3.24%).
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Warts are benign epithelial proliferation of the skin
and mucous membrane resulting from infection with
human papilloma virus.

Cutaneous warts spread either by direct contact from
person to person or indirectly by contact with contami-
nated surfaces or objects, transmission being facilitated
by minor breaks in the epidermal barrier.

Prevalence varies across different populations and age
ranges, but is highest in children and adolescents at an
estimated 3-5%!. The natural progression of warts indi-
cates approximately 23% of warts regress spontaneously
within 2 months, 30% within 3 months and 65% to 78%
within 2 years?. Warts typically continue to increase in size
and distribution and may become more resistant to treat-
ment over time>. Individuals with treatment-resistant warts
potentially may be reservoirs for HPV transmission. In
addition, warts can be painful depending on their location
(eg, soles of the feet and near the nails).

Of the various therapeutic options available treatment
depends on factors as the location, size and type of wart as
well as the patient’s wishes. The various treatment mo-
dalities include destructive methods like topical salicylic
acid, trichloroacetic acid and canthiridins or wart removal
by surgical excision, laser ablation or electrocautery. Vari-
ous immune modulators and antivirals used are Interferon
alfa, Imiquimod, DCP and DNCB, Cidofovir, Antisense
oligo nucleotides. The chemotherapeutic modalities in-

Department of Dermatology, VSS Institute of Medical Sciences &
Research (VIMSAR), Burla, Sambalpur, Odisha 768017
'MD, Associate Professor & Head and Corresponding author
2MD, Junior Resident
3MD, Associate Professor
“MBBS, Junior Resident

clude Bleomycin, 5-Fluorouracil, Podophyllin, Podophyl-
lotoxin. Other modalities used with variable outcomes in-
clude topical tretinoin, Oral Isotretinoin, Glutaraldehyde,
Formaldehyde soaks and cimetidine available to practi-
tioners faced with patients presenting with problematic
warts.

Isotretinoin is a first generation retinoid and structur-
ally it is 13-cis retinoic acid. Though used primarily for
treatment of acne vulgaris it can be used in the treatment
of viral warts as it can debulk warts by inhibiting the epi-
dermal growth and differentiation* they are also potent
immune modulators® and can down regulate HPV tran-
scription in effected cells.

AIMS AND OBJECTIVES

The aim of the study was to evaluate therapeutic effi-
cacy of oral Isotretinoin in different types of warts and
also to study clinical profiles of patients with viral warts
and various adverse effects oral Isotretinoin.

MATERIALS AND METHODS

Our study was a cross-sectional study based at a ter-
tiary care Centre conducted between October 2015 to
October 2017.

Inclusion criteria — All patients reporting to OPD with
lesions clinically suggestive of warts were included.

Woman in the reproductive age group who had at least
two negative urine or serum pregnancy tests and using two
methods of contraception including at least one primary
methods (tubal ligation, partner’s vasectomy, intrauterine
devices, birth control pills, and injectable/implantable/
insertable hormonal birth control products) at least one
month prior to Isotretinoin therapy and one month after
discontinuation of therapy were included in the study.
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Exclusion criteria — Patients with Abnormal bio-
chemical profiles, pregnant woman and those taken any
topical or systemic treatment within 3 months of enrol-
ment were excluded from the study.

Special instruction —

(I) Women in the reproductive age groups were coun-
selled not to conceive during the period of one month be-
fore therapy and one month after completion of therapy.

(IT) All the patients enrolled into the study were ad-
vised to apply white petrolatum jelly (Vaseline) over the
lips to avoid lip dryness.

Methods — A detailed history was elicited from pa-
tients selected for the study regarding

(I) Demographic details

(IT) Duration of lesion

(IIT) Symptoms if any

(IV) H/O contact in anogenital warts

(V) Previous treatment if any

Detailed general, physical and systemic examinations
were conducted.

Dermatological examination — It includes

(D Location of lesion whether on skin or genitalia noted.

(IT) No of lesions, distribution and types of warts were
noted both before and after treatment.

(IT) Serial digital photographs were taken both before
and during the course of treatment.

Laboratory investigation — This include

(1) Routine laboratory investigation —

(I) Complete Haemogram

(I) LFT

(III) RFT

(IV) Serum lipid profile

(V) Fasting blood sugar

(2) Biopsy of skin if required

(3) VDRL for syphilis and ELISA for HIV in genital
warts

(4) Any specific investigation, if required

Laboratory investigations were performed before treat-
ment and every four weeks during the treatment period.

The patients were administered 0.5 mg/kg/day of
isotretinoin for three months. The response to therapy was
either any of the following. Complete response - when there
was complete disappearance of warts.

Partial response - when there was more than 50% re-
duction in the no of warts.

No response - when there was no or partial improve-
ments.

OBSERVATION

During the study period, out of 64,347 patients com-
ing to the OPD, 592 were clinically diagnosed as wart with
a prevalence of 0.92% (Table 1&2).

In the present study, most of the patients had Verrucae
vulgaris 114 (52.77%) followed by Palmo-plantar wart

51(23.61%), fol- Table | — Demographic details
lowed by Verrucae Characteristic = Number Percentage
plana 31(14.35%) [Gender-
and Genital wart| Male 143 66.2
20(9.25%). In our| Female 73 338
studv. majority of pa- Age Distribution (in years) :

rudy, may v pl 0-10 0 0
tients were male| 5 5 24.07
143(66.2%), with| 2130 83 38.43
male to female ratio| 31-40 51 23.62
1.95. Most of the pa-| 41-30 18 8.33

. in th 51-60 9 4.16
tients were in the age | g, 3 138
group 21-30 years. |Residence :
Mean and median age | Rural 157 72.68
were found to be S Urban t 59 27.32

ocloeconomic status :
27.89+10.03 years Upper 25 1157
and 24.5 years. Out of |  Upper-middle 24 11.11
patients,72.68% pa- Lower-middle 35 16.20
tients were from rural Epper'lower g ; gg ‘22
0 ower .
area and 27.32% pa- Ossrpsiton
tients from urban| Farmer 88 40.74
area. Majority of pa-| Office Worker ~ 42 19.44
tients belonged to Housewife 32 14.81
| . Unemployed 54 25.00
Owe_r §0C10-€CO- | g qycational status :
nomic status| Tlliterate 79 36.57
77(35.64%) patients| Primary 51 23.61
had upper lower Secondary 47 21.75
Graduate
o

55(25.46%) status| " qahove 39 18.05
and 35(16.20%) had

lower middle status. | Table 2—Details of Clinical Types of Warts
Majority of patients [Clinical Types of No of  Percentage
were found to be |Warts Cases
79(36.57%) illiterate, | Verrucae Plana 31 14.35
51(23.61%) patients Verrucae Vulgaris 114 52.77
studied up to prima Palmo-Plantar Wart 51 23.61

P 1O PIIMALY | o ical Wart 20 925

level while

47(21.75%) patients had studied up to secondary level.
Majority of patients were farmers 88 (40.74%) followed
by un employed 46(21.24%) followed by office workers
42(19.44%) and housewives 33(15.27%) (Table 3).

Most of the patients had lesions over upper extremi-
ties 63(29.16%) followed by lesions over lower extremi-
ties 57(26.38%) and face 22(10.18%) (Table 4).

In the present study majority of the patients had dis-
ease onset of >6 months comprising of 81 patients
(37.50%) (Table 5).

Majority of pa-
. Table 3 — Distribution of Warts
tients 106 (49.07%) |—= d
Sites No of Cases Percentage
had average no of le- = > O
. ace !
sions 10_3(? foll_owed Upper extremities 81 375
by <10 lesions in 77 |Lowerextremities 69 31.94
(35.64%) patients | Trunk - 5 231
and >30 lesions in |Genitalia 20 9.25
Generalized 19 8.79
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Table 4 — Duration of Lesion

Table 5 — Average no of Lesions

type was verrucae vulgaris (77.6%) followed

Duration of Lesion No of Cases Percentage

No of Lesions No of Cases Percentage

by ano-genital wart (23.7%), plantar (18.8%),

<1 month 7 324 <10 106 49.07 | verrucae plana (6.9%), filiform (4.7%) which
1-3 month 50 23.14 [ ]110-30 77 33.64 | may be due to the pattern of sexual life in that
SHO s 3611 | |>30 . 1527 | country®. Out of 216 cases in 81 patients warts
>6months 81 375

33(15.27%) pa-
tients. In the present study, 43(19.90%) patients had fam-
ily contact history of wart.

Out of 216 patients immune-suppression was present
in 19(8.79%) cases (Table 6&7).

Out of 216 patients treated with isotretinoin, Chelitis
was the most common side effect seen in 170(78.70%)
patients.

DiscussioNn

The prevalence of viral wart in our study was found to
be 0.92% however Larsson and Liden and Beliavea TL et
al have found it to be 20.1% and 12.9% respectively®’.
This wide variation in prevalence may be probably due to
variation between samples and populations,variation in
study design and age related effects.

In our study mean and median age were calculated to
be 27.89 £10.03 years and 24.5 years respectively which
is comparable to the findings of study done by Gonul M et
al where the mean age was found to be 24.7+13.5%. In our
study out of 216 patients maximum no of patients
83(38.24%) belonged to third decade while 52(24.07%)
belonged to second decade and 51(23.61%) patients be-
longed to fourth decade while in the study by Ghadgepatil
SS et al 32 % belonged to second decade and 30% patients
belonged to third decade’. Similarly in the study of Bilgili
ME et al the incidence of viral wart was found to be 32.52%
and 20.8% in the second and third decade respectively!©.

Most of the studies by various workers have reported a
definite male preponderance which was in accordance with
our study so far as gender distribution was concerned.

In our study out of 216 cases verrucae vulgaris was
present in 114 (52.77%) patients followed by palmo-plan-
tar wart 51 (23.61%) cases and verrucae plana 31 (14.77%)
cases and conyloma acuminata 20 (9.25%) cases which is
comparable to the findings of study by Ghadgepatil SS et
al where cutaneous warts comprised of verrucae vulgaris
(42%), palmo-plantar wart (20%), verrucae plana (18%),
mosaic wart (6%), and filiform/digitate wart (4%) type and
condyloma accuminata was present in 10% of cases’. Simi-
lar results were found in the study by Baysal ez a/'! How-
ever in the study by Goniill M ef al the most frequent

were present on up-

Table 6 — Response to Treatment
Complete Response Partial Response  No Response
No of cases (%)  No of cases (%) No of cases (%)
Verruca plana 27(87.09) 3(9.67) 1(3.24)
Verrucae Vulgaris 64(56.17) 33(28.94) 17(14.91)
Genital Wart 6(30) 9(45) 5(25)
Palmo-Plantar Wart  31(60.78) 11(21.56) 9(17.64)

Table 7 — Adverse Effects per extremities fol-
Advc?r§e Effects Noof Cases Percentage lowed by 69 pa-
Chelitis 170 78.70 tients on lower ex-
Xerosis 79 36.57 .-
Hairloss 3 370 |tremities followed
Epistaxis 2 092 | by 22 cases over
Hypertriglyceridemia 7 324 face and 19 cases
Hypertransaminases 3 1.38 involving more
None 13 6.01 -
than one site. Trunk

was the least common site involved only in 5 cases. The
findings are comparable to findings of the study done by
Theng TSC et al where hands were involved in 39.1%
cases and feet were involved in 38.4% cases followed by
face involved in 23% of cases while trunk was involved in
only 3.3% of cases'? while in the study by Al-Mutairi N et
al hands were the most common sites (40.19%) followed
by feet (37.59%)!3. Similarly in the study done by
Ghadgepatil SS et al extremities (66.7%) were most fa-
vored sites of warts followed by the face (23%)°. Frequent
involvement of extremities in warts is due to their increased
exposure to trauma. Involvement of face is probably at-
tributable to the increased cosmetic procedures like wax-
ing, threading, facials etc. The trunk is the least common
site involved as it is less exposed and less prone to trauma
involved only in 5 (2.31%) cases comparable to findings
of Ghadgepatil SS et al (3%)° and Theng TSC et al
(3.3%) cases'?. In our study out of 216 patients 88
(40.74%)cases were farmers followed by unemployed 54
(25%)cases followed by office workers 42 (19.44%) cases
and housewives in 32 (14.81%)cases while in the study by
Ghadgepatil SS et al 32% cases were students, 28% cases
were labourer, 16% cases were housewives and 14 % cases
were office workers®. In our study higher cases of warts in
farmers may be due to lower level of literacy and high
amount of physical activities in them.

In our study out of 216 patients a positive family his-
tory was present in 43 patients which was comparable to
study of Theng TSC et al (30%)'? and Al-mutairi and
Alkhlaf (19.8%)"3.

In our study the mean duration of lesion before treat-
ment was 6.25+4.39 month. The mean no. of lesions per
patient was 9.2+3.9 comparable to findings of Al-Mutairi
N et al (5.6)3 and Theng TSC et al (7.03+8.08)'2.

In our study out of 216 patients 31(14.35) cases were
verrucae plana. On treatment with oral Isotretinoin 0.5
mg/kg/day for 3 months 27(87.09%) patients showed com-
plete clearance of warts and 3(9.67%) patients showed
partial clearance while 1(3.24%) patient showed no re-
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sponse. The results are comparable to finding of the study
by Al-Hamamy HR ef a/ in which 73.07% patients showed
complete clearance while 7.92% patients showed partial
clearance of plane warts present on face'*. In the study
conducted by Olguin Garcia MG et al 100% patients
showed complete clearance of recalcitrant plane warts
present over face!’.

In our study out of 216 patients 20 (9.25%) had condy-
loma acuminata. After 3 months of treatment with oral
Isotretinoin at the dose of 0.5mg/kg/day for 3 months 6
(30%) patients showed complete clearance, 9 (45%) pa-
tients showed partial clearance while 5 (25%) patients
showed no response to therapy. The results were compa-
rable to the findings of a double-blind placebo controlled
clinical trial conducted by Georgala S ef a/ in which 32.1%
cases responded completely to treatment, 39.1% showed
partial response while 28.5% showed no response'¢. In
another study Tsambaos D et al treated 56 male patients
with recalcitrant genital warts using Isotretinoin 1 mg/kg
for 3 months. Of these, 39.6% responded completely and
13.2% responded partially'”.

In a study by Olsen EA ef al patients with condyloma
acuminata showed no response to therapy with Isotretinoin
Img/kg /day for 6 weeks which may probably be due to a
shorter duration of therapy used in the study'®. In our study
out of 216 patients 114 patients had verrucae vulgaris. On
treatment with oral Isotretinoin 64(56.14%) patients
showed complete response 33(28.94%) patients showed
partial response while 17(14.91%) patients did not show
any response to therapy. The lesions on the upper extremi-
ties were more responsive in comparison to the lesions
over the lower extremities.

Viral warts are very common entities in dermatologi-
cal practices. The response to therapy in different patients
depends on their immunity status as well as number, size
of the lesions and duration of the disease. However there
is no definite therapy in the literature which is 100% ef-
fective in the treatment of warts. Hence newer modalities
of treatment like oral Isotretinoin which would be effi-
cient in the treatment of warts with minimal side-effects
as well as cost-effective should be tried out.
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