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ABSTRACT

Objectives: Present study was conducted to determine
efficacy and safety profile of oral isotretinoin (13-Cis-Retinoic
Acid) therapy in patients of acne vulgaris.

Methodology: Present study was carried out among the acne
vulgaris cases attending the outpatient department of
dermatology, Uttar Pradesh University of Medical Sciences,
Saifai, Etawah, UP (India) during April 2015 to March 2016. 56
patients with grade Il to grade IV acne vulgaris as per
Pillsbury’s scale, within the age group of 14-25 years were
included for study. In all these cases a general and cutaneous
examination was carried out and type and distribution and
count of acne lesions comedons, inflammatory lesions as well
as total lesions were recorded. The lesions were counted by
using Leeds technique of Burke and Cunliffe. Oral isotretinoin
was started at a dose of 0.5 mg/kg/day for a total duration of 20
weeks. Patients were scheduled for 3 visits i.e. at the end of
1st, 2nd & 5th month after start of treatment. Efficacy was
determined by evaluating inflammatory lesions count at
baseline and at every visit. A safety evaluation was carried out
for cutaneous and mucosal, hair and nail changes and any
systemic side effects at each schedule visit.

Results: Comedons decreases from baseline 39.19 to 10.15 at
the time of last visit i.e. on 5th month. As well as inflammatory
lesions decreased from 32.85 to 5.35 at the time of last visit at
5 month. These findings were statistically significant (<0.001).
Safety evaluation of the drug was observed with the side effect

INTRODUCTION

Acne vulgaris is a chronic inflammatory disease of pilosebaceous
units, characterized by comedones, papules, pustules, nodules,
cysts, abscesses and later on sometimes as widespread scarring.!
Acne is distributed mainly over the face, upper back, chest and
upper arms. This disease occurs worldwide and usually starts in
adolescence and resolves by the midtwenties.?

The origin of acne vulgaris is complex and incompletely
understood. At least 4 pathophysiologic events take place within
acne-infected hair follicles: (1) androgen-mediated stimulation of
sebaceous gland activity, (2) abnormal keratinization leading
to follicular plugging (comedo formation), (3) proliferation of the
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of the drug during or at the end of the treatment. Dry skin, Dry
mouth, Dry eyes, palmo-plantar peeling, exfoliative dermatitis,
photosensitivity, facial dermatitis, skin infections, & Cheilitis
were observed. Systematic side effects like Nausea, diarrhea,
abdominal pain were observed in 2 patients.

Conclusion: It can be concluded that oral isotretinoin is an
effective and safe drug in the management of acne producing
long-term remission and/or significant improvement in many
patients.
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bacterium Propionibacterium acnes within the follicle, and
(4) inflammation. In addition to these 4 basic mechanisms, genetic
factors, stress, and possibly diet may influence the development
and severity of acne.®® According to the severity of acne, there are
various treatment modalities available. They include both topical
and systemic therapy. Effective treatment is essential to prevent
physical and psychological scarring. So it's essential to target the
inflammatory lesions. Antibiotics continue to play an integral role
in the management of acne. Systemic treatment is required in
patients with moderate to severe acne, especially when acne
scars start to occur.”®
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The introduction of isotretinoin for acne was a major therapeutic
advancement which revolutionized the treatment of acne.
Isotretinoin is the only treatment that has an effect on the entire
major etiological factors involved in acne i.e. decrease sebum
production, comedogenesis, surface and ductal colonization of P.
acne, anti-inflammatory. Isotretinoin  (13-cis retinoic  acid)
represents the single most important advance in acne
therapeutics.10

Vitamin A is essential for proper differentiation of epithelia,
including those lining the hair follicles and the sebaceous glands.
Although the follicular keratinization is disturbed both in vitamin A
deficiency and in acne wulgaris. The importance of
hypovitaminosis A in the pathogenesis of acne is still highly
controversial. Recently the serum concentrations of retinol and
retinol-binding protein (RBP) and the skin concentrations of retinol
were found to be somewhat lower in acne patients than in healthy
controls. 14

Isotretinoin is given in a dosage of 0.5 to 1.0 mg/kg/day after
meals in severe nodulocystic acne and the treatment is continued
till a cumulative dose of 120-150 mg/kg has been achieved. This
causes many dose-dependent mucocutaneous and systemic side-
effects.

To overcome this limitation lower doses of isotretinoin are being
tried. Lower doses of isotretinoin may be effective in terms of side-
effects and cost, therefore, other regimens may be used instead of
daily conventional dose."s

Thus it is important to analyze its risk- benefit ratio at lower
dosages. Therefore, present study was conducted to determine
efficacy and safety profile of oral isotretinoin (13-Cis-Retinoic
Acid) therapy in patients of acne vulgaris.

METHODOLGY

Present study was carried out among the acne vulgaris cases
attending the outpatient department of dermatology, Uttar Pradesh
University of Medical Sciences, Saifai, UP (India) during April
2015 to March 2016. 56 patients with grade Il to grade IV acne
vulgaris as per Pillsbury’s scale, within the age group of 14-25
years were included for study. Patients with abnormal baseline
investigations, pregnant females, married females desiring to get
pregnant or using temporary methods of contraception, lactating
female, known hypersensitivity to isotretinoin, patients having
family and/or personal history of hyperlipidemia or diabetes, those
having drug-induced acne & concomitant use of other antibiotics
such as tetracycline were excluded from study.

Routine laboratory investigations carried out which included CBC,
Fasting blood sugars, LFT, Lipid profile. A wash out period of 1
week for those using topical application and 2 weeks for those
using systemic drugs for acne is given. The study includes
variables like age of onset of acne, duration of lesions, previous
therapy & history of allergy to any product. In all these cases a
general and cutaneous examination was carried out and type and
distribution and count of acne lesions comedons, inflammatory
lesions as well as total lesions were recorded. The lesions were
counted by using Leeds technique of Burke and Cunliffe. Oral
isotretinoin was started at a dose of 0.5 mg/kg/day for a total
duration of 20 weeks. Patients were scheduled for 3 visits i.e. at
the end of 1st, 2nd & 5th month after start of treatment. Efficacy
was determined by evaluating inflammatory lesions count at
baseline and at every visit.'® Institutional ethical committee
approval was taken prior to the study. Written informed valid
consent of the Patients fitting into the criteria was taken.

Table 1: Efficacy of oral Isotretinoin on number of comedons and inflammatory lesions

Time Comedons Inflammatory Lesion

Interval Mean SD P value Mean SD P value
Baseline 39.19 17.28 <0.001 32.85 16.92 <0.001
1 month 27.67 15.9 19.78 11.67

1 Month 27.67 15.69 <0.001 19.78 11.67 <0.001
2 month 20.07 13.57 12.65 8.47

2 month 20.07 13.57 <0.001 12.65 8.47 <0.001
5 month 10.15 8.97 5.35 4.03

Baseline 39.19 17.28 <0.001 32.85 16.92 <0.001
5 month 10.15 8.97 5.35 4.03

RESULTS DISCUSSION

56 patients Participated in the study. Table shows the efficacy of
isotretinoin on comedons and inflammatory lesions, the mean of
comedons decreases from baseline 39.19 to 10.15 at the time of
last visit i.e. on 5th month.

As well as inflammatory lesions decreased from 32.85 to 5.35 at
the time of last visit at 5 month. These findings were statistically
significant (<0.001).

Safety evaluation of the drug was observed with the side effect of
the drug during or at the end of the treatment. Dry skin, Dry
mouth, Dry eyes, palmo-plantar peeling, exfoliative dermatitis,
photosensitivity, facial dermatitis, skin infections, & Cheilitis were
observed. Systematic side effects like Nausea, diarrhea,
abdominal pain were observed in 2 patients.
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Isotretinoin is quite a useful therapeutic advance in the
management of acne. It has been recommended for the treatment
of severe nodulocystic acne in the doses of 0.5-2 mg/day.15.17.18
While using this treatment protocol the incidence of side-effects is
quite high and requires regular monitoring including a watch on
the serum lipid profile. It has been debated whether isotretinoin
should be reserved for severe nodulocystic acne only or it can be
used for mild and moderate acne also.'® To decrease the
incidence of side-effects and to make the therapy protocol simpler,
the lower dose regimen has been tried by various authors.20-22
Most of these studies have found that low-dose and intermittent
regimens of isotretinoin are effective in moderate to severe acne
with a low incidence and severity of side-effects.
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Oral isotretinoin if used in correct dose, it is very seldom fails to
clear acne completely and it effects a permanent cure in large
number of cases.?

In the present study, 56 patients participated (34 were males
(60.7%) and 22 were females (39.3%) and there was no statistical
significance in both the groups and thus were comparable. In
present study, oral isotretinoin was started at a dose of 0.5
mg/kg/day for a total duration of 20 weeks. We included moderate
to severe cases of acne, we did not follow the criteria of total
accumulated dose schedule of 120 mg/kg as followed in other
studies carried for the more severe forms of acne.

Mandekou -Lefai et al.?# in their study “low — dose schema of
isotretinoin in acne vulgaris” treated a group of 32 patients of
different types and grades of acne vulgaris with oral isotretinoin in
dose from 0.15 — 4 mg/kg/day. The mean success rate was only
69%. Hermes B et al.% in their study “medium dose isotretinoin for
the treatment of acne” treated 94 patients of moderate to severe
acne vulgaris with stepwise incremental dose, for a mean duration
of 8.3months, at a mean dose of 34.4mg. In their study oral
isotretinoin was administered in initial dose of 10 mg/day with a
variable increase according to tolerability, reaching a mean dose
0.43 mg/kg and reported very good results in 62.8% and good
results in 31.9% of patients. Chetan D et al.' studied 38 patients
and found 50% decrease in comedons at the end of 2 month from
the initiation of treatment. The efficacy of oral isotretinoin on
inflammatory lesions showed decreased from baseline 36.13 to
4.87 at the time of last visit at 5 month. Similar findings were
reported in present study where we studied 56 patients.
Comedons decreases from baseline 39.19 to 10.15 at the time of
last visit i.e. on 5th month. As well as inflammatory lesions
decreased from 32.85 to 5.35 at the time of last visit at 5 month.
These findings were statistically significant (<0.001).

The total number of patients with side effects were 8 (14.3%). 5
(8.9%) out of 56 patients showed muco cutaneous side effects
which include Dry skin, Dry mouth, Dry eyes and palmo-plantar
peeling. 3 (5.4%) patients presented with chelitis. 2 (3.6%)
patients developed mild gastrointestinal side effects including
nausea and vomiting. However these mild side effects only
required symptomatic treatment instead of discontinuing of
treatment. The study concludes that isotretinoin was safe and
effective in reducing the acne lesions.

In previous studies, less common adverse effects were seen as
benign intracranial hypertension, so therapy must be

stopped if a patient experiences persistent headaches. Isotretinoin
can also be associated with a mild to moderate elevation in liver
enzymes and in serum lipid indices, especially triglycerides. It is
generally well accepted that baseline cholesterol, fasting
triglycerides, and liver function tests be done. Follow-up tests are
recommended at weeks 4 and 8.26

Isotretinoin is a proven teratogen, and its use necessitates
adequate contraception during and 6 weeks after therapy, as well
as baseline and monthly pregnancy tests. Major malformations
occur in 40% of infants exposed to isotretinoin in the first
trimester. It is strongly recommended that patients have 2
negative pregnancy tests before starting isotretinoin and regular
monthly pregnancy tests thereafter.2’

So, it can be concluded that oral isotretinoin is an effective and
safe drug in the management of acne producing long-term
remission and/or significant improvement in many patients.
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