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Maintenance Treatment With Topical Adapelene in Patients With
Nodulo Cystic Acne After Systemic Isotretinoin Therapy

Nodulokistik Akne lcin Sistemik [sotretinoin Kullanan Hastalarda Topikal Adapelene lle idame Tedavisi Uygulanmasi
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Acne vulgaris is the most common

Aim: Oral isotretinoin is a mainstay for the treatment of acne however, approximately 20% to 40%
of patients require a repeated course due to recurrences.

The aim of this study was to assess the efficacy of %0.1 adapelene gel following the discontinua-
tion of systemic isotretinoin treatment for the prevention of recurrences in patients with severe
facial acne.

Patients and Methods: Thirty patients with facial nodulocystic acne used systemic isotretinoin
and after the discontinuation of treatment they are instructed to use %0.1 adapelene gel every
night. They were followed every 6 months for a total period of 18 months.

Results and Conclusion: Only twelve patients could manage to use %0.1 adapelene gel, two
patients were missing during controls and the rest could not tolerate the treatment. None of these
twelve patients had any recurrences at the end of 18 months.

Although patient tolerance may be quite low, recurrences may be fewer after isotretinoin tre-
atment when patients are pursuaded to use %0.1 adapelene gel. Controlled studies with more
patients in different age groups are required to confirm these findings.
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Amag: Sistemik isotretinoin akne tedavisinde etkinligi gosterilmis bir ajandir. Bununla birlikte
isotretinoin kullanan hastalarin %20-40'inda tedavi sonrasi rekkirens gelismekte ve ikinci bir kiir
isotretinoin kullanimi gerekmektedir. Bu calismanin amaci sistemik isotretinoin tedavisini takiben
uygulanacak %0.1 adapelene jelin rekkirenslari azaltmak amaciyla etkinliginin degerlendirilme-
sidir.

Hastalar ve Yontem: Bu amacla yiiz bolgesinde nodulokistik aknesi olup sistemik isotretinoin
kullanan 30 hasta calismaya alinmis ve sistemik tedavi sonrasi topikal %0.1 adapelene jel kullani-
mina devam etmeleri 6nerilmistir. Hastalar 6 ayda bir toplam 18 ay sire ile takip edilmislerdir.

Bulgular ve Tartigma: Otuz hastanin sadece onikisi %0.1 adapelene jel kullanimini tolere edebil-
mistir. Bu 12 hastanin hicbirinde 18 ay sonunda akneye ait rekkiirens bulgusuna rastlanmamistir.
Sistemik isotretinoin tedavisi sonrasi rekkirenslari azaltmak amaciyla %0.1 adapelene jel kullani-
minin etkinliginin degerlendirilmesi amaciyla daha biylk ve cesitli hasta gruplariyla yeni calisma-
lara ihtiyag vardir. Bununla beraber hasta uyumunun dustik olabilecegi de akilda tutulmalidir.

Anahtar Sozciikler: akne, idame, tedavi, adapelene, isotretinoin

reduce the severity and potential
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dermatologic disorder which can
persist untill the adult ages. The
disease is physically and psycho-
logically scarring and sufferers
often have significantly impaired
psychosocial development, redu-
ced self-esteem and emotional dis-
tress. Thus effective treatment to

for recurrence is extremely impor-
tant for which sometimes combi-
nation therapies are indicated (1).

Oral isotretinoin is a mainstay for

the treatment of especially severe
cases of acne and a single course
of treatment will usually clear the
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lesions. However approximately
20% to 40% of patients require a
second or repeat course due to re-
currences.

Previous studies have shown that a

higher relapse rate occured in pa-
tients who received a dose of 0.5
mg/kg/body weight, or a cumula-
tive dose less than 100-120 mg/kg/
body weight. Younger age, presen-
ce of severe acne, presence of fa-
mily history and a prolonged his-
tory of acne are all reported to be
risk factors for recurrence (2,3,4).

After the cessation of the oral treat-

ment usually patients are not war-
ned about wearing oily make up
and foundation, or avoiding oily
and sticky sun protection creams.
These warnings together with app-
lying comedolytic topical agents
to keep the pores open might pre-
vent the recurrences in patients
with severe facial acne.

The aim of this study was to assess

the efficacy of %0.1 adapelene gel
following the discontinuation of
systemic isotretinoin treatment
for preventing the recurrences in
patients with severe facial acne.

Patients and Methods

Patient selection criteria for this pros-

pective study were;

1. Patients having stable nodulo-
cystic acne, more than 5 nodu-
locystic lesions on the face stage
5 or more according to Burke
and Cunliffe classification (3),

2. Patients not truncal

acne,

having

3. Patients with a positive family
history of acne either on father
or mother side or both,

4. Patients who did not use isotre-
tinoin before,

5. Female patients with normal
FSH, LH, free testosterone,
DHEA-S, 17 hydroxy progeste-
rone, androstenedione and pro-
lactin levels and with no signs
of hirsutismus on face, breasts,
abdomen and thighs

Thirty patients were selected accor-

ding to these criteria and presc-
ribed systemic isotretinoin at a
daily dose of 0.5 mg/kg/day. They
continued systemic isotretinoin
untill they reached a total dose of
120 mg/kg which took 8 months of
treatment. Meanwhile all patients
were given an oil in water, light
moisturizer to use after each was-
hing. They were also prescribed a
non drying cleansing gel and a wa-
tery, spray formula for sun protec-
tion for facial use. Female patients
were advised to use powder forms
for make up.

During the systemic treatment they

used their moisturizer after each
washing and two or three more ti-
mes whenever they felt dry. They
used it in very small amounts like
the size of three peas for the entire
face.

Two months before the cessation of

the systemic therapy, they are all
prescribed 0.1% adapelene gel.
They are told to use the gel every
other night for the first two mon-
ths, before going to bed, keeping
the amount very small as the size
of one or two peas for the entire
face. It is applied at least one hour
after washing and applying a mois-
turizer to the face.

After the discontinuation of isotreti-

noin, %0.1 adapelene gel was app-
lied every night keeping the same
amount. Patients never changed
their moisturizers, or the amount
they applied, the only difference

was they applied it only after each
washing. They continued using
the same sun protection spray and
non comedogenic make up pro-
ducts.

Recurrence of acne was defined as at
least five papular or nodular lesi-
ons at a time, a second course of
isotretinoin was started in patients
with repeating papules or nodu-
les unresponsive to topical treat-
ments for at least two months.

Patients were followed every 6 mon-
ths, after the cessation of systemic
isotretinoin unless they had prob-
lems.

Results

Patients were aged between 16-37,
with an average of 26.32 * 3.96
years. Twenty six were female and
four were male. None of the fema-
le patients became pregnant du-
ring or within four weeks after the
treatment.

All patients came to follow up and
used systemic isotretinoin untill
the end of 8 months. At the end
of the systemic treatment, none of
the patients had any inflammatory
or nodular lesions. Retentional le-
sions were not counted as patients
would continue using a comedoly-
tic topical agent.

However only twelve female patients
could tolerate using %0.1 adapele-
ne gel and continued using it for
18 months after the treatment.
Average age of the patients (26.94
* 4.90vs. 26.10 = 3.78)and avera-
ge duration of acne (7.33 * 3.38
vs. 5.50 = 1.90) were similar in
adapelene using and intolerant
groups (p = 0.96 vs p = 0.15,
Mann-Whitney U test) .

Two patients moved to another city
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and the remaining 16 patients, alt-
hough could not tolerate adapele-
ne gel, kept coming to follow ups.
Patients who could not tolerate
using adapelene gel had repeated
attacks of irritation of the skin alt-
hough they used it after the moistu-
rizer and in very minute amounts.
Once they had irritation they stop-
ped the treatment until redness
completely subsided. Afterwards
they restarted using adapelene gel
first every othernight and if no irri-
tation occurs every night after the
first month. If they had 3 or more
repeating attacks of irritation they
discontinued the treatment.

At the end of 18 months, 12 patients

who could tolerate using %0.1
adapelene gel did not have any
recurrences of acne. On the other
hand, 4 of the 16 patients (%25)
who could not use %0.1 adapelene
gel needed a second course of sys-
temic isotretinoin. Although num-
ber of patients is limited, number
of recurrent cases were statistical-
ly more in adapelene intolerant
group (p< 0.5, fisher’s exact test).
Three of the recurrent cases were
female and hormonal abnormaliti-
es were ruled out by blood tests
for the second time.

Discussion

Although the effectiveness of isotre-

tinoin against acne is undeniable,
the maintenance of effect after tre-
atment is a problem. In the past
it has been shown that lower da-
ily doses like 0.5 mg/kg or a to-
tal dose less than 120 mg/kg of
isotretinoin could be related with
higher relapse rates (4). It was also
shown that beginning isotretinoin
treatment with lower daily doses
like 0.5 mg/kg might minimize
some adverse effects like dry mu-
cosa, myalgia and initial flares of
acne (5). In a more recent study

lower daily doses were not shown
to be a risk factor for recurrence
of acne (6,7). Our patients used
0.5mg/kg/day of isotretinoin for 8
months and we did not have any
acute flares or serious side effects,
besides, they all responded to tre-
atment. Although it took 8 mont-
hs to receive it, all patients had a
total dose of 120mg/kg. The pati-
ent selection criteria was to stan-
dardize the patient group and to
have a group of patients who were
likely to have recurrences like po-
sitive family history and acne with
higher grade but except for hy-
perandrogenic states for female
patients in whom systemic cypro-
terone acetat is suggested as the
treatment of choice (6,7).

Patients with acne try many over the

counter cosmetic products althou-
gh they usually don’t know much
about them and which ones to
choose to keep their pores open.
Applying heavy make up with oily
products or using oily sunscreens
can aggravate the recurrences.
One of our aims was to instruct
the patients on choosing right
products for moisturizing, sun
protection and make up. We also
wanted them to use a comedolytic
agent to clear any retentional lesi-
ons, if present, and to keep their
pores open to have a lasting effect
of isotretinoin.

As a maintenance treatment our cho-

ice was 0.01% adapelene gel as it
was shown to have a rapid onset
of action and a particularly favou-
rable tolerability profile compared
with other retinoids (8). It has
shown to have a similar activity in
inhibiting epithelial cell prolifera-
tion to tretinoin and topical app-
lication is thought to modulate
keratinisation, inflammation and
differentiation of follicular epithe-
lial cells. As a result a reduction in
the formation of both microcome-
dones and inflammatory lesions is

detected (8). Adapelene has been
found to be effective as an adjunc-
tive treatment to topical clindamy-
cine, oral antimicrobial medicati-
ons and benzoyl peroxide in the
treatment of acne.

Although tolerability of adapelene is

reported to be better than other
retinoids, our results showed that
only twelve patients out of thirty
could tolerate using it. It may be
because they started using it after
a long treatment with systemic
isotretinoin. As a result, although
they used it initially every other
night, in very small amounts and
always after a moisturizer, becau-
se of severe and repeating attacks
of irritation most of the patients
stopped using it.

very recently published study
showed the risk factors for relapse
after systemic isotretinoin as seve-
re seborrhea after treatment, high
number of superficial inflamma-
tory lesions after treatment, young
age when treatment was initiated
or when acne was diagnosed, fa-
mily history, prepubertal acne and
acne on both face and body (6).

In our study we applied the regimen

to only facial acne patients. At the
end of the treatment none of our
patients had any inflammatory le-
sions left or had they prominent
seborrhea. We had only two pati-
ents younger than 20 years, one
of whom applied adapelene gel
and has no recurrence. As for fa-
mily history all of our patients
had a positive family history whe-
re uncles, aunts and cousins are
also considered but unlike some
recent studies we did not define
subgroups for family history whet-
her from mother’s or father’s side
or both (7).

We followed patients for 18 months

after the treatment although lon-
ger follow up time may be better
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for more reliable results, in previ-
ous studies, relapses were repor-
ted to be mostly during the first 2
years after discontinuation of isot-
retinoin (9).

Acne and cosmetic products seem

to be interacting. Cosmetics that
are appropriate for use in patients
with acne must be noncomedoge-
nic, nonacnegenic , nonirritating
and hypoallergenic (10). Otherwi-
se patients can have aggravation of
symptoms while using some over
the counter products, this is why
dermatologists should be guiding

REFERENCES

1.

Leyden JJ. A review of the use of com-
bination therapies for the treatment of
acne vulgaris. ] Am Acad Dermatol.2003;
49: 200-210.

Haryati I, Jacinto SS. Profile of acne pati-
ents in the Phillipines requiring a second
course of oral isotretinoin. Int J Dermatol
2005: 999-1001.

Burke B, Cunliffe W: The assessment of
acne vulgaris: The Leeds Technique. Br. J
Dermatol1984;111: 83-92.

Layton AM, Knaggs H, Taylor J et al. Isot-
retinoin for acne vulgaris-10 years later:
a safe and successful treatment. Br J Der-
matol 1993;129: 292-296.

patients in selection of cosmetic
products (11).

In our results out of 30 patients we

had only 12 patients using adape-
len gel as a maintenance treatment
at the end of 18 months. In previ-
ous studies as well, patient adhe-
rence to maintenance programs
were shown to be difficult and pa-
tients are advised to be motivated
for treatment (12).

As a result, tolerability of adape-
lene gel seems to be quite low,
on the other hand, adapelene gel

Lehucher-Ceyrac D, De La Salmoniere B
Chastang CI, etal. Predictive factors for
failure of isotretinoin treatment in acne
patients: results from a cohort of 237 pa-
tients. Dermatology1999; 198: 278-283.

Quereux G, Volteau C, N’Guyen JM et al.
Prospective study of risk factors of relap-
se after treatment of acne with oral isotre-
tinoin. Dermatology 2006; 212: 168-176.

Ballanger F, Baudry B, N'Guyen JM et al.:
A prognostic factor for acne. Dermato-
logy 2006; 212: 145-149.

Waugh J, Noble S, Scott LJ. Adapelene A
review of its use in the treatment of acne
vulgaris. Drugs 2004; 64: 1465-1478.

Zoubuolis CC. The truth behind this un-

10.

11.

12.

using group had no relapses of
inflammatory acne lesions for 18
months. Although number of pa-
tients is limited, recurrences may
be fewer after isotretinoin treat-
ment when patients are warned
to avoid certain cosmetic products
and pursuaded to use comedoly-
tic topical agents routinely.

deniable effifacy recurrence rates and re-
lapse risk factors of acne treatment with
oral isotretinoin. Dermatology 2006; 212:
99-100.

Draelos ZD. Cosmetics in acne and ro-
sacea. Semin Cutan Med Surg 2001;20:
209-214.

Toombs AL. Cosmetics in the treatment
of acne vulgaris. Dermatol Clin 2005; 12:
575-581.

Wolf JE,Jr. Maintenance therapy for acne
vulgaris, cutaneous tolerability and adhe-
rence. SKIN Med 2004; 3: 23-26.

Fatma Giilru Erdogan, Aysel Giirler

75





