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Abstract ;
This was a 12-month extension of a randomized, investigator-blinded, multicenter, 8-week trial with triple
combination (TC) cream in facial melasma. A total of 585 patients were enrolled in the study and 569 patients .
received study medication. Three hundred eighty-nine patients completed 6 months of treatment and 327 patients
completed 12 months of treatment. TC cream demonstrated a favorable safety profile: only 14 Pauﬁﬁto (2.5%)
discontinued the study due to treatment-related adverse events (AEs). The Z cases of skin atrophy were mild and =~ | -
did not lead to withdrawal. From the 23 cases of mild telangiectasia, only 2 resulted in discontinuation. All others
 were transient. Results cgnﬁrmed those of a previous smaller study, with both physicians and patients reporting

 clinically significant improvements in melasma. By month 12, 80% of patients had lesions completely cleared or

neatly cleared. Once daily application of TC cream applied intermittently over a long perlod is a safe, tolerable, and
. 'effectlve treatment for moderate to severe melasma of the face. / ~

Introduction have been used as monotherapy or in various
Cutaneous melasma is a common dermatological disease ~ combinations.™"

occurring in all skin types, but more commonly in darker : _

skinned persons such as Asian and Hispanic females of Kligman and Willis found that monotherapy with HQ,
child-bearing age."” Exposure to solar UV radiation is the  tretinoin (RA), or the topical corticosteroid dexametha-
most important environmental factor in the pathogenesis  sone dld not produce substantial lightening of the skin

of melasma.** Therapy for melasma remains a challenge
and pharmacological treatments are the mainstay.>s
Hydroquinone (HQ) has been the gold standard depig-
menting agent, and has been used alone or in combina-
tion. Other treatments, such as azelaic acid, tretinoin,

alpha and beta hydroxy acids, and topical corticosteroids

within a 3-month treatment period. However, they did |

observe satisfactory results with a combination of 0.1%
RA 5 O‘%) 11).{ dlld . l /0 (.ICXd[IlCL[ldbUIIC 111 d [lyurUp[llllL
ointment.” Furthermore, Kligman and Willis, as well as
other researchers have noted efficacy and safety benefits

with use of HQ, RA, and various topical steroids. In both
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experimental and clinical studies, the use of RA and other
retinoids has been found to abrogate the epidermal atrophy
that can occur with topical corticosteroids. This may be
potentially due to the ability of RA and other retinoids to
induce hyperplasia of epidermal cells as well as dermal col-
lagen synthesis.'*!"

A stable fixed combination cream has been developed con-
taining fluocinolone acetonide (FA) 0.01%, a low potency

(Group VI) corticosteroid, hydroquinone 4%;- and

tretinoin 0.05% and is currently marketed under the trade
name of Tri-Luma® Cream (Galderma Laboratories L.P,
Fort Worth, TX) and hereafter called TC (triple combina-
tion). This combination was tested in two 8-week, multi-
center, randomized, investigator-blind studies in a total of
641 patients with moderate to severe melasma.'

TC cream was shown to be significantly more effective in
achieving total clearing of melasma than any of its dyads
(defined as a combination of 2 of its active ingredients). In
addition, TC cream demonstrated favorable safety and
tolerability following 8 weeks of once daily application in

the evening. As melasma is a long-term, recurring disease,

it was important to test this triple-combination in patients .

treated intermittently for a longer duration. Hence we
extended our 8-week study to confirm the local and
systemic safety and efficacy results described in a recent
publication by Torok et al® in a larger population
of patients.

ratiein

SAFETY AND EFFICACY EXTENSION TRIAL OF TRIPLE
COMBINATION CREAM

approximately 30 minutes before bedtime after washing
the facial area with a mild cleanser. A thin layer was
applied to cover the whole melasma lesion including the
outside of its borders extending to the normal pigmented
ultraviolet A and B protec ord
Protective clothing and avoidance of sun exposure

skin. A sunscreen with-a sum protection factor 30 and both

ailv 1ice
arly wuol,

the

tion was pr (‘“HAPA
proviaea Io y
to

face was recommended and cosmetics were. a allowed. ..

Dotio

ts who entered the present study fell into 2
The first group included those patients with a satlsfactow
resolution of melasma (melasma severity score O: melasma
lesions approximately equivalent to surrounding normal
skin or with minimal residual hyperpigmentation or 1:
mild, slightly darker than surrounding normal skin) after
8 weeks of treatment. These patients were followed every
2 months and re-treated as necessary once daily. The
second group included those patients who did not achieve
satisfactory melasma severity scores during the initial
8-week randomized study (melasma severity score > 1).
This category of patients was re-treated once daily upon
ent1y and followed -up monthly durmg re-treatment unul

i of .
sunscreen. They, hke the p1ev1ous group of pat1ents,
continued to be followed-up every 2 months when

off treatment:

w0

aty
LY wa

This 12-month multicenter, open-label, non-controlled
clinical study extension was conducted in accordance with
the principles of the Declaration of Helsinki and all of its
amendments, and in compliance with local regulatory

requirements. Patients provided written informed consent - ea

prior to study procedures. All study sites received written
International Review Board (IRB) approval before initia-
tion of the study.

atients were at leas ears of age, of either gender, with -
Patient tleast 18 y f f either gend h

melasma of the face and previously enrolled in a 8-week
randomized clinical trial with TC cream or one of its
dyads.’ In the present extension study, all patients were
treated with TC cream, irrespective of their previous
treatment group. The treatment was applied once daily

~-cian’s global assessment of melasma was-scored at each-treatment -~ - -

~lesions -approximately - equivalent to-

and laboratory test results. Expecte‘d\,AEs, mcludmg ery-
thema, skin peeling, burning, stinging, telangiectasia,
rosacea, dermatitis, atrophy, and grayish discoloration of
skin or black dots were specifically solicited by the evaluator at
<h

CrLi

o

count, serum chemistries, and urinalysis.

To assess efficacy, the severity of the patient’s melasma was
scored at each visit by the investigator as follows: 0 melasma

skin or with minimal residual hyperpigmentation; 1 mild
(S].Ighd'y' darker than the Sufi‘(}uudulg normal ol\xu), 2 modera
(moderately darker than the surrounding normal skin);

( malkedly darker than the surroundmg normal skin). The physi-

PO Ay

visit. Laboratory testing consisted of complete blood - - --

surrounding normal - -

te
rate - -

3 severe .. ...
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visit as follows: O completely clear, no evidence of hyperpig- -
mentation; 1 nearly clear, only minor visual evidence of hyper-
pigmentation; 2 significant evidence of hyperpigmentation.

SAFETY AND EFFICACY EXTENSION TRIAL OF TRIPLE
COMBINATION (CREAM

%) fromr the TC cream group and 427 -
) ﬁom the dyad groups in the initial 8-week random-

(

ized study. Details on Baseline characteristics are provided

in Table 1.

A patient’s global assessment of melasma; which-included

an assessment of all treated areas, was performed at each
treatment visit as follows: 1 completely cleared; 2 nearly -
cleared; 3 significant hyperpigmentation present.

Statistical Methods -
All patients who received the study drug were included in
the analyses (intent-to-treat [ITT] Population).
Descriptive statistics were provided for all variables for all
patients in the ITT Population. For certain variables,
descriptive statistics were provided broken down by treat— -
ment group in the initial 8-week study and by duration of
treatment with TC cream.

Results

A total of 585 patients were enrolled in the 1d 569
patients received study medication. A total of 389 patients
completed the first 6 months of the study and 327 patients
completed the 12 months treatment. The most.common -

anr]v ar

S

reasons for discontinuation were patient request (31%)
lost to follow-up (25%). The ITT population consisted of 569

Table 1. Patient Demographics.
Number (%)

of patients |

569 (100.0%)

Age in years

Mean+SD 43,2489
Gender

Male 9 (2%)

Female 560 (98%)
Race

Caucasian 375 (66%)

Black 16 (3%)

Asian 24 (4%)

Other 154 (27%)
Skin Phototype

I 52 (9%)

I 178 (31%)

111 221 (39%)

v 118 (21%)

\Y 0 (0%)

- vious TC cream group and

_ _discontinuati

The mean cumulative exposure to TC creain in the pres-

“ent study was 204 duys.When data were combined with

data from the initial 8-week study, the mean cumulative ..
exposure to TC cream was 218 days (256 days in the pre-
206 days in the previous dyads
groups). A total of 330 patients applied the cream for more
than 180 days and 92 patients applied TC cream for more
than 360 days. There was an average of 2 treatment cours-

es. Each one required less time to achieve the desired

~Patients were retr

OQry

I AVINES L

ated as early as-one month.

A total of 346 patients (61%) experienced treatment-
related adverse events (AEs) (Table 2). The most fre-

quently-reported AEs were application site erythema and

1
v

Fest
K i

ann [o1 51

limati
appiicatiorn site de\,qu

ALT1IPFE

natiory; CCECU:

HE 1Ull,

mately one third of patients. Most of these treatment-related
AEs were mild, transient, did not require remedial therapy,
from - the - study. - -

1L/ eir -
1. _ - . . .
brave an-increase in-inct- - --

and sult di tinuation -
site-AEs tended to-
dence with longer treatment duration. However; the ‘inci-
dence of treatment-related AEs in patients who had 2
treatment courses (66%) was not notably higher than the
incidence in those patients who only had one treatment

course (60%). These AEs also tended to have a higher

incidence in patients over 40 years of age, in non-

~and. did . not. result in discon

Caucasian patients, and in patients with skin phototypes I
to III. Skin atrophy/thinning occurted in 2 patients and
rosacea occurred in one patient (both less than 1%), facial
telangiectasia occurred in 23 patients (4%). The 2 cases of
did not-- -
result in study discontinuation; one case had resolved by
the end of the study and one case was unchanged. All 23
cases of telangiectasia were mild and only 2 resulted in

skin atrophy/thinning. described were. mild and

Jits

study discontinuation; 15 cases had resolved or improved
by the end of the study while 8 cases were unchanged: -

Overall, TC cream was well tolerated by patients and only
14 patients (2.5%) had treatment-related AEs leading to
on of the
ciated with any serious adverse events or clinically mean-
ingful laboratory changes.

treatment, TC cream was not asso- -

ngin-approxi- — -
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Figure 1. Physician’s Assessment of Melasma Severity
Over Time.
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Figure 2. Physician’s Static Global Assessment of Melasma.
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Figure 3. Patient’s Static Global Assessment of Melasma.
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TC cream as both hydroquinone and tretinoin are known
to cause a certain amount of irritation of the
application site.,"

In the past, concerns have been expressed regarding the
risk of skin atrophy and telangiectasia following long-term
topical administration of corticosteroids.” However, only 2
cases of skin atrophy/skin thinning in the present study-

SAFETY AND EFFICACY EXTENSION TRIAL OF TRIPLE
COMBINATION CREAM

were reported and both were mild and did not result in
study discontinuation. This low incidence may be due to
the presence of the tretinoin, which has been demonstrated to
prevent corticosteroid-induced atrophy without lessening
the anti-inflammatory effect.®” Only 4% of the patients -
developed mild telangiectasia from which 2 resulted in study
discontinuation. The relatively low incidence of these side

effects after such a long treatment period and the fact that

-they.are commonly associated with: corticosteroids may be—

due to the fact that fluocinolone acetonide in a concentra-
tion of 0.01% is a relatively low potency (Class VI) corti-
costeroid. Both physicians and patients reported clinically
significant improvements in melasma lesions during the
12-month extension of treatment.

In conclusion, the present 12-month extension study con-
firmed recent research work demonstrating that TC cream
applied once daily over a long-term period is a safe, tolera-
ble, and effective treatment for melasma of the face” - --
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