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cne vulgaris is a common condition that

affects 40 to 50 million individuals in the

United States.! Acne is frequently localized
to the face and trunk, affecting appearance’ and
resulting in a range of psychosocial impacts such
as anxiety and depression, social withdrawal, and
lack of self-confidence.’® These negative impacts
often motivate patients to seek treatment.® The
effect of facial acne on health-related quality of
life (HRQL) can be profound and has been found
to be similar to patients with other chronic diseases
such as asthma, arthritis, or diabetes mellitus.?
Clinical objective assessments such as lesion counts
and physician grading classifications alone do not
adequately capture the impact of acne severity
from a patient’s perspective.® Assessing the impact
of facial acne on HRQL is important to fully
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characterize the overall burden of the disease and
effectiveness of treatment.

Acne treatments can differentially impact HRQL.
Consequently, HRQL is an important end point
in comparative clinical trials, complementing
the clinical objective assessments of efficacy and

tolerability. However, prior studies of the impact of

acne treatments on HRQL have had the following
limitations: small number of patients,”! no full
examination of changes in HRQL/7%1314 patients
with only mild to moderate facial acne,'*! or
unblinded observational studies.!>!0

A unique fixed combination of clindamycin
phosphate  1.2%-benzoyl  peroxide 2.5%
(clindamycin—-BPO 2.5%) in an aqueous gel
formulation is approved by the US Food and
Drug Administration for the treatment of acne
vulgaris in patients 12 years and older. Results from

2 identical, double-blind, 12-week, pivotal studies
(N 2813) indicated that clmdamycm—BPO 2 5%
gel was significantly superior
active ingredients and vehi
number of acne lesions (b
noninflammatory)(P<<.001)
assessments of overall acne
greater improvement in acne severity was observed
by investigators in participants treated with
in—-BPO 2.5% gel week 4 and by
The safet

clindamycin—BPO 2.5% gel using the validated acne-
specific quality of life (Acne-Qol) questionnaire.
Because a large number of patients with facial
acne were enrolled in these studies and assessed for
HRQL, these data can extend the results reported
from prior limited studies of the impact of acne and
its treatment on HRQL.

Methods

Data Source—The data for the present analyses were
collected from 2 identical, double-blind, randomized,
placebo-controlled, pivotal studies assessing the
efficacy and safety of clindamycin—-BPO 2.5% gel
in the treatment of moderate to severe facial acne
in 2813 participants aged 12 years and older.!
Participants were stratified by skin phototype
and were randomized to 1 of 4 treatment groups:
clindamycin—BPO 2.5%, clindamycin phosphate 1.2%,
benzoyl peroxide 2.5%, or vehicle. All participants
applied the study medication once daily for 12
weeks. Full details of the trial’s methods and results
are described elsewhere.!”
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We assessed HRQL in these pivotal studies of

The data from the 2 trials were pooled for the
present analyses because the studies were conducted
under identical protocols and ran concurrently,
all study sites underwent the same training, the
sample sizes of each treatment group were similar
between studies, and the demographics and baseline
characteristics of the study populations were similar
in both trials.

Measures—Participants completed the 19-item
Acne-QoL questionnaire prior to evaluation by
the investigator, thus potentially minimizing bias
in participant response by the investigator. The
Acne-QoL questionnaire was developed to assess
the impact of acne treatment on patients’ HRQL in
clinical trials. Questions were based on input from
patients regarding the important determinants of
HRQL as they relate to acne.’® The psychometric
properties and responsiveness of the questionnaire
have been established.!®17

The Acne-QoL questionnaire assessed 4 HRQL
ptoms, role-emotional, self-
social. It has a 1-week recall
jpants rated each item on a
tems (O=extremely; 1=very
; 3=a good bit; 4=somewhat;
5=a little bit; 6=not at all), except for 3 questions
that were rated on a 7-point scale (O=extensive;
. 2=a lot; 3=a moderate amount;
few; 6=none). Four overall

Mo
g
recommendations.!” Domain scores were computed
only for participants who answered 3 or more
questions within each subscale. If a participant
failed to answer 1 or 2 questions within a subscale,
responses for these items were imputed through
mean substitution prior to computation of
the domain score. Participants completed the
Acne-QoL at baseline and week 12.

Statistical Analyses—All statistical analyses were
completed in the intention-to-treat population,
which comprised all participants randomized to
treatment. For participants who discontinued
treatment before week 12, the last observation
was carried forward. The primary end points for
the HRQL analyses were the absolute change
in scores from baseline to week 12 on the
4 Acne-Qol domains. Between-group differences
were evaluated using a series of analyses of
covariance (ANCOVAs) with the following
covariates: baseline Acne-Qol domain score,

gender, and age. When comparisons involved the
3 active treatment groups, all active treatment
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Figure 1. Absolute change of meaCmMpeofluatyl:eSJL ) questionnaire from baseline to

week 12. Improvement with clindamycin phosphate 1.2%-benzoyl peroxide 2.5% (clindamycin-BPO 2.5%) gel was signifi-
cantly greater compared with active ingredients or vehicle. Asterisk indicates P<<.001 versus active ingredients and vehicle.

25

Mean Acne-QoL Score

Role-Emotional Role-Social Self-perception Acne Symptoms

Acne-QoL Domains

Figure 2. Treatment with clindamycin phosphate 1.2%-benzoyl peroxide 2.5% gel for 12 weeks improves health-related
quality of life based on the acne-specific quality of life (Acne-QolL) questionnaire. The maximum score for each domain
is 30, except role-social, which has a maximum score of 24. Higher scores indicate better health-related quality of life.
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Figure 3. Treatment with clindam
12 weeks improves health-related
life (Acne-Qol) questionnaire.

the vehicle group was different than the active
treatment groups, which would interfere with the
sensitivity of the ANCOVA to discriminate among
the active treatment groups. A separate series of
ANCOVAs with the same covariates were used to
compare clindamycin—BPO 2.5% gel to vehicle.?
A hierarchical, closed-test procedure was used
to handle the multiplicity of the Acne-QoL end
points. The Acne-Qol domains were prioritized
as follows: acne symptoms, role-emotional, self-
perception, and role-social. All statistical tests
were 2-sided at a=.05. All analyses were carried
out using SAS (version 9.1.3).

Results

Baseline Demographics and Clinical Characteristics—
The baseline demographics and clinical charac-
teristics were similar across the 4 treatment groups
(N=2813). The mean age was 19.3 years and the
majority of participants were not of Hispanic or
Latino ethnicity (83.7%).'7 The mean lesion counts
and Acne-QoL domain scores were similar across
the treatment groups. The internal consistency
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BPO 2.5% was 7.4 for acne sympt 7.3 for
role-emotional, 8.9 for self-perception, and

5.6 for role-social. Participants treated with
clindamycin—-BPO 2.5% had significantly greater
improvements in all 4 Acne-Qol domains
compared with participants treated with each
individual active ingredient and vehicle (P<<.001),
which is consistent with lesion count reduction
results!? (Figure 1).

At baseline the mean Acne-QoL scores in the
clindamycin—-BPO 2.5% group ranged from 15.1 to
15.6. After 12 weeks of treatment with clindamycin—
BPO 2.5%, mean scores increased to 22.9, 24.1, and
22.5 for role-emotional, self-perception, and acne
symptoms, respectively (out of a total score of 30), and
increased to 20.7 for role-social (out of a total score
of 24)(Figure 2).

At week 12 the percentage improvement in mean
Acne-QoL scores with clindamycin—-BPO 2.5%
was 47%, 37%, 59%, and 49% for role-emotional,
role-social, self-perception, and acne symptoms,
respectively, compared with 25%, 23%, 37%, and
29%, respectively, with vehicle (Figure 3).

WWW.CUTIS.COM

Copyright Cutis 2010. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



- oo f Slinici

Comment 5. Gupta MA, Gupta AK, Schork NJ, et al. Psychiatric
These Acne-QoL findings demonstrate that aspects of the treatment of mild to moderate facial
treatment with clindamycin-BPO 2.5% gel acne. some preliminary observations. Int ] Dermatol.
significantly improved participant perceptions of 1990;29:719-721.

moderate to severe acne across all 4 domains of the 6. Koo J. The psychosocial impact of acne: patients’
Acne-Qol questionnaire (acne symptoms, role- perceptions. ] Am Acad Dermatol. 1995;32(5, pt 3):S26-S30.
emotional, self-perception, role-social)(P<<.001) 7. Mallon E, Newton ]N, Klassen A, et al. The quality
compared with participants who received the of life in acne: a comparison with general medical
individual active ingredients and vehicle. When conditions using generic questionnaires. Br ] Dermatol.
used to assess mild to moderate facial acne, the 1999;140:672-676.

Acne-QoL questionnaire revealed changes in all 8. Finlay AY. Quality of life measurement in dermatology: a
4 domains of the Acne-QoL in studies involving practical guide. Br ] Dermatol. 1997;136:305-314.
standard therapy'® and placebo-controlled clinical =~ 9. Klassen AF, Newton JN, Mallon E. Measuring quality of
trials.’®® The results from the present study life in people referred for specialist care of acne: comparing
confirm the utility of the Acne-QoL questionnaire generic and disease-specific measures. ] Am Acad Dermatol.
in assessing changes in patients’ HRQL in a 2000;43(2, pt 1):229-233.

clinical trial setting and extend the data to include 10. Girman CJ, Hartmaier S, Thiboutot D, et al. Evaluating
patients with moderate to severe facial acne. health-related quality of life in patients with facial acne:
Similar to prior studies,’®!? the present study development of a self-administered questionnaire for
found significant changes in all 4 domains of clinical trials. Qual Life Res. 1996;5:481-490.

t

A, AM, Gupta AK. The development
nd Qualitytof Life scale: reliability, validity, and

the Acne-Qol questionnaire
period with greater improve
with clindamycin—-BPO 2.5

individual active ingredients

to acne severity in mild to moderate
anish Acta)Derm Venereol. 1998;78:451-456.
. Practical use of a disability index

Conclusion in the routine management of acne. Clin Exp Dermatol.
The 2 pivotal studies of clindamycin—BPO 2.5% 1992;17:1-3.
gel represent a large number of patie with acne allon E, Klassen A, et al. The effectiveness

e impact on H evaluated.
demo t : )

5% si i
perc of mo » A

acne compared with 1nd1v1dual active ingredients 15. Jones-Caballero M, Chren MM Soler B, . Quality
and vehicle (P<<.001). The efficacy of clindamycin— of life in mild to moderate acne: relationship to clinical
BPO 2.5% gel reported by others!” has been extended severity and factors influencing change with treatment. J
to include benefits in participant-reported HRQL. Eur Acad Dermatol Venereol. 2007;21:219-226.

16. Martin AR, Lookingbill DP, Botek A, et al. Health-related
Acknowledgment—The authors thank Brian Bulley, quality of life among patients with facial acne—assessment
MSec, Lindfield, West Sussex, United Kingdom, for of a new acne-specific questionnaire. Clin Exp Dermatol.
editorial assistance. 2001;26:380-385.

17. Thiboutot D, Zaenglein A, Weiss ], et al. An aqueous gel
REFERENCES fixed combination of clindamycin phosphate 1.2% and

1. White GM. Recent findings in the epidemiologic benzoyl peroxide 2.5% for the once-daily treatment of
evidence, classification, and subtypes of acne vulgaris. | moderate to severe acne vulgaris: assessment of efficacy
Am Acad Dermatol. 1998;39(2, pt 3):S34-S37. and safety in 2813 patients [published online ahead

2. Yazici K, Baz K, Yazici AE, et al. Disease-specific quality of print September 20, 2008]. ] Am Acad Dermatol.
of life is associated with anxiety and depression in patients 2008;59:792-800.
with acne. ] Eur Acad Dermatol Venereol. 2004;18:435-439.  18. Fehnel SE, McLeod LD, Brandman ], et al. Responsiveness

3. Kellett SC, Gawkrodger DJ. The psychological and of the Acne-Specific Quality of Life Questionnaire (Acne-
emotional impact of acne and the effect of treatment with QoL) to treatment for acne vulgaris in placebo-controlled
isotretinoin. Br ] Dermatol. 1999;140:273-282. clinical trials. Qual Life Res. 2002;11:809-816.

4. Rubinow DR, Peck GL, Squillace KM, et al. Reduced 19. Maloney JM, Arbit DI, Flack M, et al. Use of low-dose
anxiety and depression in cystic acne patients after oral contraceptive containing norethindrone acetate and
successful treatment with oral isotretinoin. ] Am Acad ethinyl estradiol in the treatment of moderate acne
Dermatol. 1987;17:25-32. vulgaris. Clin ] Womens Health. 2001;1:123-131.

WWW.CUTIS.COM VOLUME 86, NOVEMBER 2010 267

Copyright Cutis 2010. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.





