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Optimizing the Use of Tazarotene for the
Treatment of Facial Acne Vulgaris
Through Combination Therapy

Zoe Diana Draslos, MD; Emil A. Tanghetti, MD; and the Tazarotene Combination Leads io Efficacious Acne

Results {CLEAR,) Trial Study Group

A multicenter, investigator-masked, randomized,
paraltel-group study was performed in 440 patients
with mild-to-moderate facial acne vulgaris to
compare the efficacy and talerability of fazarotene
monotherapy with 3 cambination regimens—
tazarotene plus benzoyl peroxide gel, tazarotene
plus erythremycin/benzoyl peroxide gel, and
lazarofene plus clindamycin phosphate lotion.
An additional treatment group—monotherapy
with clindamycin phosphate lotion—also was
included as a reference arm. The only combina-
tion therapy io achieve a significantly greater
global improvement! than tazarotene monother-
apy was tazarotene pius clindamycin. For reduc-
ing noninflammatory lesions specifically, none of
the combination regimens offered significant
benefit over tazarotene monotherapy (though
tazarolene plus clindamycin and tazarotene plus
erythromycin/benzoyl peroxide were significantly
more efficacious than clindamycin monother-
apy). For reducing inflammatory lesions,
tazarotene plus erythromycin/benzoyl peroxide
was significantly more efficacious than all the
other regimens. Although iazarolene plus clin-
damycin and tazarotene plus bhenzoyl peroxide
reduced the incidence of adverse effects com-
pared with tazarotene monotherapy, the differ-
ence did not achieve statistical significance.

opical retinoids form the core of antiacne ther-
apy because they reduce and prevent the devel-
opment of microcomedos (the precursors of
both noninflammatory and inflammatory lesions).
Several well-controlled studies have compared differ-
ent toptcal retinoids in monotherapy regimens, and
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the results of these indicate that none of the topical
retinoids currently available are more effecrive than
tazarotene in reducing noninflammatory and inflam-
matory lesions.” However, it is cuwrrently unknown
whether adjunctive use of other antiacne medica-
tions potentially could further enhance the efficacy
and/or tolerability of tazarotene.

The adjuncrive use of clindamycin phosphate
previously has been shown to enhance the efficacy
of tretinoin 0.025% gel.* It is useful to know
whether any aspects of tazarotene trearment also can
be optimized through the use of combinarion regi-
mens. A multicenter, investigator-masked, random-
ized, parallel-group study was performed to evaluate
whether the adjunctive use of henzoyl peroxide gel,
erythromycin/benzoyl peroxide gel, or clindamycin
phosphate lotion could further enhance the efficacy
and tolerability of tazarctene monotherupy. An
additional treatment group—monotherapy with
clindamycin phosphate lotion—also was included
as a reference arm.

Methods

Patients—-Patients were eligible for recruitment into
the trial il they were at least 12 years of age, had
mild-to-moderate facial acne vulgaris, and had not
used any topical antiacne medication in the 14 days
preceding study entry, any oral antiacne medication
in the 28 days preceding study entry, or any investi-
gational drug or device in the 30 days preceding
study entry. They were required to sign a consent
form and, if female and of childbearing potential, to
have a regular menstrual cycle and a negative urine
pregnancy test at the time of study entry.

Patients were ineligible if they fulfilled any of the
following exclusion criteria: previous use of an oral
retinoid; nodular or cystic lesions; spontanecusly
improving or rapidly deteriorating facial acne vul-
garis; presence or history of other skin conditions
that would interfere with the evaluation of the test
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Table 1.

Grading Sc.ales for Ef'flcacy and Tolerabhility

i ‘Global Response

. 'Drynes's, Erythema, Pesling, Burning',

Score _ © . to Treatment ~Pruritus, Perception of Qiliness
o . Completely _clea'réd : None (normal) ' s
~ (no signs or symploms of disease) _
1 Almost cleared - Between none and mild
g (approximately 90% improvement, ' ‘
- - with only traces of disease remaining) _
2 © Marked improvement -+ Mild (mild evidence)
~(approximately 75% improvement, '
with some disease remaining)
3 Moderate imp'fov_ement Between mild and moderate
{epproximately 50% improvement)
4 - Mild improvement S Moderate (noticeable evidence)
(approximately 25% improvement, '
with significant disease remaining)
5 No change Between moderate and marked
6 Exacerbation {worsening of signs Marked (distinctive evidence)
or symptoms of disease)
7 e Between marked and sevare
8 —_— Severe (very distinctive evidence)

medications; known sensitiviry to any ingredient in
the test medications; pregnancy, nursing, or plan-
ning a pregnancy; not using a reliable contraceptive;
or uncontrolled systemic disease.

Treatment Regimen—Patients were randomized ro
receive | of the following 5 treatment regimens for
12 weeks: once-daily tazarotene 0.1% gel, cwice-
daily clindamycin phosphate lation, once-daily
tazarotene 0.1% gel plus twice-daily benzoyl
peroxide 4% gel, once-daily razarotene 0.1% gel
plus twice-daily erythromycin 3%j/benzoyl peroxide

% gel, or once-daily tazarotene 0.1% gel plus rwice-
daily clindamycin phosphate lotion.

Randomization and Masking Procedures—Subject
medication kits containing sufficient study medica-
tion for the 12-week duration of the study were pre-
pared using an electronic randomization scheme.
Two sealed and coded kits for each of the 5 study
regimens were sent to each study site (a total of
10 kits per site). Each patient was assessed by the

investigator and then assigned a sealed kit by the
study nurse. The kits were assigned chronologically
in order of study entry. The nurse checked the con-
tents of the kit and, if the assigned treatmenc regi-
men included erythromycin/benzoyl peroxide, the
nurse mixed the formulation before dispensing it to
the patient.

Patient Evaluations—At the baseline visit, the
investigators recorded demographic information
and made an overall evaluation of the patient's
acne. At baseline and at weeks 4, 8, and 12, the
investigators evaluated the patients for noninflam-
matory lesion count (open and closed comedos on
the right side of the face only, excluding the nose);
inflammarory lesion count (papules plus pustules on
the right side of the face only, excluding the nose);
levels of dryness, erythema, peeling, burning, and
pruritus; and perception of oiliness (Table 1). At
weeks 4, 8, and 12, patients also were evaluated for
global improvement from baseline. In addition,
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¢~ Tazarotene alone
B- Clindamycin alone
~= Tazarotene + benzoyl peroxide

<@~ Tazarotene + erythromycin/benzoyl peroxicle

= Tazarotene + clindamyein

Mean Global Response Score
w

1 Almost Cleared

i)
2 i ﬁ ~75% lmprovement
- ~50% Improvement
4 ~25% Improvement

1 No Change
12

Figure 1. Global response fo treat-
ment. Asterisk indicates P<.05 vs
tazarotena monotherapy; dagger,
P<.05 vs clindamycin mono-
therapy. For clarity, figure does
not depict any significant differ-
ences that may or may not ke
present between any 2 of the

patients rated their study medicarion for overall
impression (using ratings of highly favorable, favar-
able, neutral, unfavorable, or highly unfavorable)
and efficacy compared with other medications used
for acne in the past (using ratings of more effective,
as effective, or less effecrive).

Statistical Analysis—Between-group comparisons
of baseline demographics were analyzed using the
t test for continuous variables and the x? test for cat-
egorical variables. Between-group comparisons of the
efficacy outcome measures were analyzed using analy-
sis of variance (for global response scores; baseline
lesion counts; and baseline scores for dryness, erythema,
peeling, buming, pruritus, and perception of oiliness),
tikelihood ratio ¥ (for incidence of treatment success),
Wilcoxon rank sum test (for postbaseline lesion
counts), or analysis of covariance with the baseline
value as the covariate (for postbaseline levels of dry-
ness, erythema, peeling, burning, pruritus, and per-
ceprion of oiliness). Patient assessments (of the
effectiveness of the study medication in relation to
previously tried treatments and their overall impres-
sion of the study medication) and the incidence of
adverse effects and discontinuations were analyzed
using the Fisher exact test to compare pairs of treat-
ments. All tests were 2 sided, and a P value of <.05
was considered statistically significant.

Results

Patient Demographics—Of the 440 patients enrolled
and evaluated for demographics, 397 (90%) had
data beyond the baseline visit and 311 (71%) com-

combination regimans.

pleted the week 12 visic. Baseline demographic
details showed that the patients had a mean age of
27 years and a mean of 21 noninflammatory lesions
and 9 papules plus pustules. The female-male dis-
tribution ratio was 56%:44%. Demographic details
according to each treaument group are outlined in
Table 2. Generally, baseline demographics were
comparable among treatment groups, though the
evaluation of facial acne vulgaris was significantly
lower in the clindamycin monotherapy group than
in all of the other groups, and the comedo count
was significantly lower in the clindamycin group
than in the tazarotene monotherapy and tazarotene
plus clindamycin groups.

Efficacy—The greatest levels of global improvement
were achieved with tazarotene plus clindamycin and
with tazarotene plus erythromycin/benzoyl peroxide
(which achieved a mean global improvement of
approximately 77% and 73% ac the end of treatment,
respectively)(Figure 1). Compared with tazarotene
monotherapy, tazarotene plus clindamycin resulted in
significantly greater global improvement ac weeks 4
and 12, and tazarotene plus erythromycin/benzoyl
peroxide resulted in significantly greater global
improvement at week 4. Both combinations also
achieved significantly greater global improvement
than clindamycin monotherapy at weeks 8 and/or 12.

The incidence of treatment success—defined as
73% to 100% clearing of facial acne by week 12—
was significantly greater with tazarotene plus
clindamycin than with any of the other regimens

{67% vs 38%—49%; P<.05).
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~¥- Tazarotene alone

& Clindamycin alone

=i Tazarotene + benzoyl peroxide

-e~ Tazarotene + erythromycin/benzoyl peroxide
- Tazarotene + clindamycin

Week

<~ Tazarotene alone

& Clindamycin alone

= Tazarotene + benzoyl peroxide

- Tazarotene + erythromycin/benzoyl peroxide
~# Tazarotene + clindamycin

Week

4 8 12

@ 0% h
£
% —10%
Figure 2. Percentage mean 2 ~20%
reducticn in noninflammatory 5] 309
lesion count (open and closed ITE ¢
comedos). Asterisk indicates E _40%
F «.05 vs tazarotene mono- %
therapy; dagger, F<.05 vs £ _50%
clindamycin monotherapy. For O
clarity, figure does not depict any 5 ~60%
significant differences that may or %
may not be present between any —~70% -
2 of the combination regimens.
@ 0° Q
c Yo &7
= .
é —~10% -
Figure 3. Percentage mean = —20% 1
reduction in inflammatory lesion S _30%
count {papules plus pustules). L
Asterisk indicales P<.05 vs & —40%-
tazarotene monotherapy; dagger, c% o
P <.05 vs ciindamycin mono- (-CJ —50% 4
therapy. For clarity, figure does c  —B60%-
not depict any significant differ- 3
ences that may or may not be S -70%-
prasent between any 2 of the
combination regimens.

For efficacy against noninflammatory lesions,
the most effective regimens were tazarotene plus
clindamycin and tazarotene plus erythromycin/
benzoyl peroxide, though these were not signifi-
cantly more efficacious than tazarotene monother-
apy (Figure 2). All the tazarotene regimens
(including tazarotene monotherapy) appeared to be
more effective than clindamycin monotherapy,
though significance was achieved only for the

24 cumnse

tazarotene plus clindamycin and tazarotene plus
erythromycin/benzoyl peroxide regimens atr weeks 8
and 12 (P<.03). For efficacy against inflammatory
lesions, tazarotene plus erythromycin/benzoyl perox-
ide was significantly more effective than all other
regimens (P .05, Figure 3).

Patient Evaluations—The highest percentages of
patients who had a favorable or highly favorable
overall impression of their study medication, and who
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& Tazarotene alone
B Clindamycin alone
® Tazarotene + henzoyl peroxide
B Tazarotene + erythromycin/benzoyt peroxide
# Tazarotene + clindamycin
*+
100 ~ 929, T T
90 - TR 86%  85%
-0 80 - R Figure 4. Percentage of patients
S* 701 -~ Favorable who had a favorable or highly
*“é’ 60 L QOverall faverable overall impression of their
@ 50 - Impression siudy medication at the end of the
E 40 4 : treatment period. Asterisk indicates
30 - Highly. . P<.05 vs fazarotene monotherapy;
20 4 Favorable dagger, P<.05 vs clindamycin
104 Overall monotherapy. For clarity, figure
04 . ot ITNPression does not depict any significant
n= 60 55 61 64 67 differences that may or may not be
present between any 2 of the
combination regimens.
B Tazarotene ajone
Clindamycin alone
Tazarotene + benzoyl peroxide
B Tazarotene + erythromycin/benzoyl peroxide
i Tazarotene + clindamycin
100 +
90 1
80 Figure 5. Percentage of patients
52 70 who considerad their study medi-
w B0 - cation to be more effective than
g 50 - other antiacne medications tried
=404 previously. Asterisk indicates
©
a. 30 - P<05vs tazarotenaa_ monothgrapy;
dagger, P<.05 vs clindamycin
20 + monotherapy. For clarity, figure
104 does not depict any significant
- ' - differences that may or may not be
n= 358 o4 58 63 64 present between any 2 of the

rated their study medication as more effective than
the previous treatments they had tried, occurred with
the 3 combination regimens (Figures 4 and 5).
Tolerability—All regimens except clindamycin
monotherapy were associated with transient
increases in levels of dryness, erythema, peeling,
burning, and pruritus (Figure 6, A through E). How-
ever, mean maximum levels were generally no worse
than mild, and thus, the changes in these parameters
were of minimal clinical significance. All regimens
resulted in similar reductions in perception of oili-

combination regimens.

ness at the end of treatment, with tazarotene plus
erythromycinf/benzoyl peroxide resulting in a statis-
tically significantly greater reduction than
tazarotene monotherapy at week 4 (Figure 6F).

The incidence of adverse effects probably or
definitely related to treatment was significantly
greater with tazarotene plus erythromycin/benzoyl
peroxide and tazarotene monotherapy compared
with clindamycin monotherapy (Table 3). There
were no other significant between-group differences.
Overall, the most common adverse effects were
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¢ Tazarolene alone

- Clindamycin alane

-+ Tazargtene + benzoyl peroxide

<~ Tazarotene + erythromycin/benzoyl peroxide
< Tazarotene + clindamycin ’

A B
4 Maderate 4 Moderate
s o
5 ]
& @ 3
o ©
a g
c =
£ £
[3 i
- L
o oy
o 3
= =
0 . . . None
g 4 a8 12
Week
C D
4 Moderate 4 Moderate

Mild

Mean Peeling Scare
Mean Burning Score
fyv]

Week

4 Moderate 4 Moderate

Mild

Mean Pruritus Score
[p%]

Mean Perception of Oiliness Scare

Weaek

Week

Figure 6. Mean levels of dryness (A), erythema (), peeling (C), burning (B}, prurilus (E), and percepticn of oiliness (F).
Asterisk indicates P<.05 vs tazarotene monotherapy; dagger, P<.05 vs clindamycin maonotherapy. For clarity, figure
does not depict any significant differences that may or may rot be present between any 2 of the combination regimens.
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_ Tab[e 3.

. Inmdence of Treatment Related Adverse Eﬁects and Treatment Reiated

Patlent Dlscontlnuations

:Incidence of Treatment:—'.F{e[ated DiscdntinUétions, nINT (%)

~Incidence of

* Treatment-Related”  Due to . Due to _ TotaE (Due to
R ‘Adverse Effects = Adverse - Lack of L Adverse Effects or
. Ireatment .- n/N (%) Effects Efficacy Laqk of Efficacy)
Tezarotene+ . 15/90 (17} - &/88 (6) C/se (1)E B8 (7)
erythromycin/ - o o BREETIE o
: benzoyl peroxide i SR
* Tazarotens 14/89 (16) 10/87 (11) 3/87 (3) -13/87 (15)
.monotherapy : R o :
Tazarotene + 9/87 (10) 4/85 (5) 0/85 (0) ~4/85 (5)
- clindamycin ' o _ N
Tazarotene + - 8/89 (9) 6/86 (7) . 5/86 (6) 11/86 (13)
“benzoyl pe{c»qde ' : '
-Cllndamycm ' 2/85 (2) 2183 (2) - 7/83(8) 9/83 (1)
meonotherapy '

*Probably or definitely freatment related.

N is fess here than in previous column because exit forms were not completed for all patients.
$P<.05 vs clindamyzin manotherapy., using Fisher exact test io compare pairs of frealments. -

erythema (5%), burning (5%}, peeling (3%), dryness
{3%), irritation (3%), and pruricus (2%).

Farient Discontinuations—The incidence of all
ereatment-related discontinuations (ie, those due ta
adverse effects or lack of efficacy) ranged from 5%
with tazarotene plus clindamycin to 15% with
razarotene monotherapy (Table 3). The only signifi-
cant between-group difference was a lower inci-
dence of discontinuation due to lack of efficacy only
with tazarotene plus clindamycin and tazarotene
plus erythromycin/benzoyl peroxide compared with
clindamycin monotherapy.

Comment

All tazarotene regimens (including tazarotene
monotherapy) were similarly effective in reducing
the noninflammarory lesion count. It is not surpris-
ing that the adjunctive use of benzoyl peroxide
and/or an antibiotic did not result in any significant
enhancement in the reduction of the noninflamma-
tory lesion count, as topical retinoids are considered
highly effective in treating noninflammatory acne.

Both benzoyl peroxide and topical antibiotics are
antibacterial and more appropriate for the treat-
ment of inflammatory lesions. Indeed, the adjunc-
tive use of erythromycin/benzoyl peroxide with
tazarotene was significantly more effective than
tazarotene monotherapy. Erythromycin/benzoyl
peroxide and tazarotene are both effective against
inflarnmatary lesions, and rheir different mecha-
nisms of action appear to optimize efficacy when
used in conjunction with one another.

Although at  haseline the clindamycin
monotherapy group showed z significantly lower
score for overall evaluation of acne and a signifi-
cantly lower noninflammatory lesion count com-
pared with some of the other groups, presentation
of rthe efficacy resules as a percentage change from
baseline (as has been done here} should negate any
possible influence this may have had on the results.
Opverall, clindamycin was the least efficacious regi-
men but also the best tolerated. Mean levels of
dryness, erythema, peeling, burning, and pruritus
tended to be greatest with tazarotene monotherapy
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Table 4

Optimizing the Use of Tazarotene in Famai Acne Vulgaris

Regimens to Optimize Efficacy

Far optimai global impravement, tazarotene plus ciindamYcin’f .

For 0pt|mal reduction in noninflammatory acne, any of the tazarotene reglmens

(monotherapy or combination)

'For optsmal reductlon irn mﬂammatory acne, tazafotene plus e;ythromycm/benzoyl perc»ude :

Suggest[ons to Optlmlze To[erabmty

Cleanse using only a mild nonsoap cleanser

Lise a moisturizer as needed

Avoid peeling agents, abrasives, asiringents, and other_cl_rying agents

Initiate tazarotens treatment with allernate-day dosing . -

Use tazérotene sparingly (spread pea-sized amou:rjt'in_ thin film across face)

or tazarotene plus erythromycin/benzoyl peroxide
but were lower when clindamycin was used in con-
junction with razarotene, and lowest of all with
clindamycin monotherapy (Figure 6). Although
the levels of these paramerters were of minimal clin-
ical significance (as mean maximum levels were
generally no more severe than mild), the inci-
dences of treatment-related adverse effects showed
a similar ranking of the regimens for rolerability.
The highest incidence was seen with tazarotene
plus erythromycin/benzoyl peroxide (17%), fol-
lowed by tazarotene monotherapy (i6%),
tazarotene plus clindamyein (10%), tazarotene plus
benzoyl peroxide (9%), and clindamycin
monotherapy (2%)(Table 3). Again, the adjunc-
tive use of clindamycin reduced the incidence of
treatment-related adverse effects compared with
tazarotene monotherapy.

Overall, the results of this study suggest that
the adjunctive use of tazaratene plus clindamycin can
achieve a significantly greater global improvement
than tazarotene monotherapy, that erythromycin/
benzoyl peroxide can enhance the efficacy of
tazarotene against inflammartory lesions, and that the
adjunctive use of benzoyl peroxide with tazarotene
does not appear to offer any efficacy advantage.

[t may take some degree of experimentation
with different combinations of agents at different
dosages to determine the oprimal regimen for an
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individual patient. The tolerability of tazarotene
can be optimized in all patients not only through
combination therapy but also through a variety of
treatment management approaches (Tuble 4). For
example, a gentle skin care regimen is important to
minimize dryness and irritation. Thus, the face
should be cleansed gently using only a mild non-
soap cleanser, and a moisturizer should be used as
needed. Peeling agents, abrasives, astringents, and
other drying agents should be avoided. Equally
important, parcicularly when initiating tazarotene
treatment in patients with sensitive skin, is to
apply the medication on alternate days for the firse
few days before introducing once-daily treatment,
as tolerated. Finally, the medication should be used
sparingly—a pea-sized amount is sufficient and can
be spread in a thin film across the entire face. By
following these recommendations to optimize tol-
erability, it is likely that compliance and therefore
efficacy also will be optimal.
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