ABILIFY® (aripiprazole)
INDICATIONS AND USAGE1
ABILIFY is indicated for:
•
Acute and maintenance treatment of Schizophrenia in adults and adolescents 13-17 years of age.
•
Acute and maintenance treatment of manic and mixed episodes associated with Bipolar I Disorder with or without psychotic features in adults and pediatrics 10 to 17
years of age.
•
Adjunctive therapy to either lithium or valproate for the acute treatment of manic and mixed episodes associated with Bipolar I Disorder with or without psychotic
features in adults and pediatrics 10 to 17 years of age.
•
Adjunctive therapy to antidepressants for the acute treatment of Major Depressive Disorder (MDD) in adults.
ABILIFY Injection is indicated for the acute treatment of agitation associated with Schizophrenia or Bipolar Disorder, manic or mixed in adults.
Physicians who elect to use ABILIFY for extended periods should periodically re-evaluate the long-term usefulness of the drug for the individual patient.
MECHANISM OF ACTION2,3
The mechanism of action of ABILIFY is unknown. It is proposed that the efficacy of ABILIFY is mediated through a combination of partial agonist activity at D2 , D3 and 5HT1A receptors and antagonist activity at serotonin 5-HT2A receptors.
EFFICACY
Adolescent Schizophrenia (13 to 17 years)
A 6-week, double-blinded, randomized, placebo-controlled trial designed to evaluate the efficacy and safety of oral ABILIFY 10 mg/day or 30 mg/day in adolescents (13-17
years old) with schizophrenia 4,5.
•
Patients treated with ABILIFY demonstrated significant improvement compared to placebo on the primary endpoint, mean change in PANSS Total score from
baseline to endpoint (Week 6, LOCF).
•
Both doses of ABILIFY also demonstrated significant improvement compared to placebo on the following secondary efficacy measures: PANSS Positive subscale,
CGI-I scale, CGI-S scale, CGAS scale, time to all-cause discontinuation, and P-QLES-Q Overall item.
•
Patients treated with aripiprazole 10 mg had reported significant improvements on the PANSS Negative Subscale score at Week 6 compared to placebo.
•
ABILIFY treatment was generally safe and well-tolerated. The majority of adverse reactions due to ABILIFY were considered mild to moderate in severity.
•
ABILIFY 30 mg treatment was associated with higher incidences of adverse reactions relative to ABILIFY 10 mg treatment. There were 3 common adverse reactions
which also appeared to have a possible dose response relationship: extrapyramidal disorder, somnolence and tremor.
•
Incidence of a clinically significant increase in body weight (≥7% increase) among patients treated with ABILIFY was 4% in the 10 mg group and 5.2% in the 30 mg
group compared to 1% in the placebo group.
•
No significant change was observed between ABILIFY and placebo on AIMS or BARS. Patients in the aripiprazole groups showed worsening from baseline on SAS
with a significant difference between aripiprazole and placebo (aripiprazole 10 mg: 0.5; aripiprazole 30 mg: 0.3; placebo: -0.3; P<0.05; LOCF).
Adjunctive Therapy to Antidepressants for the Acute Treatment of Major Depressive Disorder (MDD) in Adults
Three double-blind, randomized, placebo-controlled studies in adults to evaluate the efficacy and safety of ABILIFY vs. placebo as adjunctive treatment to standard
antidepressant therapy (ADT) in patients with MDD who showed an inadequate response with one to three standard antidepressants. This study consisted of the following
phases 6,7, 8:
•
A 7 to 28-day screening phase
•
An 8-week single-blind, prospective treatment phase: patients received single-blind adjunctive placebo, in combination with one of the following antidepressants
(target dose): escitalopram (10 or 20 mg/d), fluoxetine (20 or 40 mg/d), paroxetine controlled release (CR, 37.5 or 50 mg/d), sertraline (100 or 150 mg/d) or
venlafaxine extended release (XR,150 or 225 mg/d). Patients who showed an incomplete response during this phase, defined as <50% reduction in the Hamilton
Rating Scale for Depression (HAM-D-17), a final HAM-D-17 total score of ≥14 or Clinical Global Impression - Improvement (CGI-I) score of ≥3, then entered the
double-blind treatment phase.
•
A 6-week randomized, double-blind treatment phase: patients continued existing antidepressant therapy and were randomized to adjunctive ABILIFY 2 to 20 mg/d or
adjunctive placebo. ABILIFY was started at 5 mg/d and increased by 5 mg each week depending on efficacy and tolerability. The maximum ABILIFY dose was 15
mg/d in patients treated with fluoxetine or paroxetine CR. The target ABILIFY dose was 10 mg/d.
The primary efficacy endpoint was mean change in the Montgomery-Asberg Depression Rating Scale (MADRS) from end of the prospective treatment phase to the end of
the double-blind treatment phase. Secondary endpoints included change from end of prospective treatment phase to end of double-blind treatment phase on the following
measures: Sheehan Disability Scale (SDS), CGI-I, CGI-Severity (CGI-S), remission (defined as MADRS total score ≤10 and ≥50% reduction in MADRS total score) and
response (defined as ≥50% decrease in MADRS total score).
Results from Trial 1(Berman et al) 6:
•
Of 781 patients who entered the prospective treatment phase, 362 were randomized to receive adjunctive ABILIFY (n=184) or adjunctive placebo (n=178).
•
The rate of treatment discontinuation among patients who received adjunctive placebo and adjunctive ABILIFY was similar (aripiprazole 12.1%, placebo 9.1%).
•
The most common reasons for discontinuation, for adjunctive ABILIFY and adjunctive placebo groups, respectively, were adverse reactions (3.3%, 2.3%), withdrawal
of consent (2.7%, 2.3%) and loss to follow-up (2.7%, 1.1%).
•
The mean change in MADRS total score was significantly greater in patients receiving adjunctive ABILIFY compared to adjunctive placebo from Week 2 until
endpoint (-8.8 vs. -5.8, P<0.001).
•
Remission rates were significantly greater in patients receiving adjunctive ABILIFY compared to patients receiving adjunctive placebo from Week 3 (18.8% vs. 8.7%,
P=0.006) through endpoint (26% vs. 15.7%, P=0.011), providing a number needed-to-treat for remission of 10.
•
Adjunctive ABILIFY also produced significantly greater response rates compared with adjunctive placebo from Week 1 (6.2% vs. 1.8%, P=0.025) through endpoint
(33.7% vs. 23.8%; P=0.027).
•
The mean change in SDS total scores showed a non-significant trend towards greater improvement in impairment among patients treated with adjunctive ABILIFY
compared to patients treated with adjunctive placebo.
•
On the SDS scale, significant differences in favor of adjunctive ABILIFY were observed on 2 of 3 domains: family/home responsibilities (P<0.05) and social activities
(P<0.05).
•
Mean CGI-S and CGI-I scores were significantly improved with adjunctive ABILIFY compared to adjunctive placebo at endpoint (CGI-S, P<0.001; CGI-I, P=0.003).
•
Adverse reactions occurring in > 10% of patients receiving either placebo or ABILIFY included akathisia (4.5% vs. 23.1%), headache (10.8% vs. 6.0%), and
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Background: Adalimumab is a fully human monoclonal antibody that binds tumor necrosis factor, a key
proinflammatory cytokine involved in the pathogenesis of psoriasis.
Objective: We sought to evaluate clinical efficacy and safety of adalimumab for moderate to severe
psoriasis and investigate continuous versus interrupted therapy.
Methods: We conducted a 52-week, multicenter study of 1212 patients randomized to receive adalimumab
(40 mg) or placebo every other week for the first 15 weeks. At least 75% improvement in the Psoriasis Area
and Severity Index (PASI) score was the criterion for advancement through this multiphase study.
Results: At week 16, 71% (578 of 814) of adalimumab- and 7% (26 of 398) of placebo-treated patients
achieved greater than or equal to 75% improvement in the PASI score. During weeks 33 to 52, the
percentage of patients rerandomized to placebo who lost adequate response (defined as \50%
improvement in the PASI response relative to baseline and at least a 6-point increase in PASI score from
week 33) was 28% compared with 5% of patients treated continuously with adalimumab.
Limitations: Lack of an active comparator and evaluation of maintenance of response beyond week 52 are
limitations.
Conclusion: Adalimumab is efficacious and well-tolerated in the treatment of chronic plaque psoriasis.
Trial Registration: Clinical trials.gov. NCT00237887. ( J Am Acad Dermatol 2008;58:106-15.)
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Abbreviations used:
AAA:
AE:
eow:
ITT:
PASI:
PGA:
TNF:
UV:

antiadalimumab antibody
adverse event
every other week
intention to treat
Psoriasis Area and Severity Index
Physician’s Global Assessment
tumor necrosis factor
ultraviolet

Psoriasis is an immune-mediated, chronic, inflammatory disease that impairs both physical and emotional aspects of an individual’s quality of life.1-4
Although traditional systemic agents can be effective,
their use may be limited by lack of efficacy and
concerns regarding adverse effects.1,4,5 Thus, newer
biologic agents targeting specific cytokines in the
psoriasis inflammatory cascade represent a promising new class of therapy. A key target is tumor
necrosis factor (TNF), a cytokine that has multiple
effects on the development and maintenance of
psoriasis, including increased keratinocyte proliferation and increased recruitment of T cells to the
skin.6
Adalimumab is a fully human monoclonal antibody of the IgG1 isotype that binds with high affinity
and specificity to human TNF.7 Upon binding to TNF,
adalimumab neutralizes the biologic activities of this
cytokine by blocking its interaction with the p55 and
p75 cell surface TNF receptors, thereby suppressing
TNF-associated biologic responses. Adalimumab is
approved for the treatment of rheumatoid arthritis,
psoriatic arthritis, ankylosing spondylitis, and
Crohn’s disease in the United States, Canada, and
Europe. Early studies have suggested that adalimumab has efficacy in the treatment of moderate to
severe chronic plaque psoriasis for up to 60 weeks of
continuous therapy.8
We report the results of a prospective, pivotal,
Phase III, multicenter, North American clinical trial in
patients with moderate to severe psoriasis. The
primary objectives of this study were to evaluate
the short- and long-term clinical efficacy, safety, and
tolerability of adalimumab. In addition, we investigated whether continuous therapy with adalimumab
would provide superior results when compared with
interrupted dosing.

METHODS
Patients
Institutional review boards at each participating
medical center approved the protocol, and all patients provided written informed consent before any
study-related procedures were performed. Eligibility

requirements were age 18 years or older, clinical
diagnosis of psoriasis for at least 6 months, stable
plaque psoriasis for at least 2 months before screening, moderate to severe plaque psoriasis defined as
10% or more of body surface area affected, a
Psoriasis Area and Severity Index (PASI) score of 12
or greater, and a Physician’s Global Assessment
(PGA) of at least moderate severity at the baseline
visit. Concomitant psoriasis therapies allowed were
low- to mid-potency topical corticosteroids applied
to the palms, soles, face, and intertriginous areas.
The washout period for prior psoriasis therapies was
at least 2 weeks for topical medications and ultraviolet (UV) B phototherapy, 4 weeks for psoralen plus
UVA phototherapy and nonbiologic systemic therapies, 6 weeks for efalizumab, and 12 weeks for all
other biologic therapies.
Before enrollment, all patients were evaluated for
latent tuberculosis with a purified protein derivative
test and a chest radiograph. Patients with evidence of
latent tuberculosis were permitted to enroll in the
study if prior prophylactic treatment for tuberculosis
was documented or if prophylactic treatment was
initiated before administration of study drug.
Prospective patients with a history of neurologic
symptoms suggestive of central nervous system
demyelinating disease or with a history of cancer or
lymphoproliferative disease (other than successfully
treated nonmelanoma skin cancer or localized
carcinoma in situ of the cervix) were excluded.
Women of childbearing age were required to use
contraception.
Study design and treatment regimens
The study was a 52-week, randomized, doubleblind, placebo-controlled, multicenter study, conducted in 67 centers in the United States and
14 centers in Canada, consisting of 3 treatment
periods (periods A, B, and C, respectively) (Fig 1).
Randomization schedules were generated by one of
our data management departments before study
inception. Patients were randomized by center (ie,
using center as a stratification factor) via an interactive voice response system. In period A, patients were
randomized 2:1 to receive subcutaneous injections
of: (1) an initial dose of adalimumab (80 mg) at week
0 followed by adalimumab (40 mg) every other week
(eow) beginning at week 1 and through week 15; or
(2) placebo injections at week 0 and placebo eow
beginning at week 1 and through week 15.
Adalimumab- and placebo-filled syringes were identically labeled and packaged, and self-administered
by patients.
Patients from either treatment arm in period A
who achieved a 75% or greater PASI (PASI 75)
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Fig 1. Study design describing 3 treatment periods. DBPC, Double-blind, placebo-controlled;
eow, every other week; OLE, open-label extension; PASI, Psoriasis Area and Severity Index.
*After 80 mg at week 0 and 40 mg at week 1. yAfter 80 mg at week 16 and 40 mg at week 17.

response rate at week 16 were eligible to continue in
the open-label portion of the study (period B). To
maintain the blind at week 16, placebo-treated
patients of period A received adalimumab (80 mg)
(two injections of adalimumab [40 mg]) and adalimumab-treated patients received two injections of
placebo at week 16 (Fig 1). Starting at week 17 and
continuing through week 31, all patients received
open-label adalimumab (40 mg eow). Patients
achieving less than PASI 75 scores at week 16 were
eligible to enter a separate, open-label extension
study of adalimumab (40 mg eow).
Patients who achieved PASI 75 scores at week 33
were eligible to continue into period C. Of these,
patients who were originally randomized to active
therapy in period A were rerandomized in a 1:1 ratio
to receive adalimumab or placebo to compare the
percentage of patients in each group losing an
adequate response after week 33 and on or before
week 52 (Fig 1). The same procedure for randomizing patients in period A was used for rerandomization for patients continuing into period C. At week
33, patients who achieved at least PASI 50 but less
than PASI 75 response were eligible to enroll in the
open-label extension study; patients with less than
PASI 50 response were discontinued. Loss of adequate response was defined as a PASI score after
week 33 that was less than a 50% reduction relative to
the week-0 baseline score (\PASI 50 response) and
at least a 6-point increase in PASI score relative to the
week-33 PASI score. To maintain the blind design,
patients who were originally randomized in period A
to receive placebo and were eligible for period C

continued to receive adalimumab (40 mg eow) in a
blinded fashion. Evaluations were performed at
weeks 4, 8, 12, 16, 24, 33, 36, 40, 44, 48, and 52.
The treatment code for both periods A and C
remained blinded until the end of the study.
Efficacy assessments
The study had two primary efficacy end points.
The first primary end point was the percentage of
patients achieving PASI 75 response at week 16
relative to baseline. PASI is a composite score ranging from 0.0 (no psoriasis) to 72.0 (most severe)
based on the degree of body surface area affected by
psoriasis and the extent of erythema, induration, and
scaliness of the lesions.9 The second primary end
point was the percentage of patients losing an
adequate response after week 33 and on or before
week 52.
A PGA, which is a static assessment of overall
psoriasis severity, was also performed at each evaluation. This 6-point scale ranges from 0 to 5, with 0
indicating no psoriasis and greater scores indicating
more severe disease.10
Safety assessments
Safety evaluations, including vital signs, laboratory evaluations, chest radiographs, and electrocardiograms, were conducted. Abnormal laboratory
values that led to study withdrawal were considered
adverse events (AEs). AE data were collected during
the study and through 70 days after the last dose of
study drug, including the 70 days after rerandomization to placebo in period C.
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Statistical analysis
The study was designed to enroll approximately
1200 patients to evaluate both primary efficacy end
points and to characterize the safety of long-term
treatment. Assuming PASI 75 response rates of 62% in
the adalimumab group and 4% in the placebo group
at week 16, 1200 patients were required to provided
greater than 99% power to detect this difference in
response rate in period A.
Based on data obtained in patients receiving
adalimumab (40 mg eow) in the Phase II studies in
psoriasis, the following assumptions were made:
62% of the adalimumab-treated patients would reach
a greater than or equal to PASI 75 response at week
16 and continue into period B; 90% of the patients in
period B would maintain a greater than or equal to
PASI 75 response at week 33; and 90% of those
would be rerandomized into period C. Therefore, it
was expected that approximately 400 patients would
be rerandomized into period C. Assuming 21.8% of
patients continued adalimumab treatment and 34.5%
would withdraw or discontinue from the study for
any reason after week 33 and on or before week 52,
this sample size provided approximately 75% power
to detect the difference between adalimumab and
placebo in period C.
The primary efficacy analyses were conducted on
the intention-to-treat (ITT) population. The ITT
populations were defined as follows: period A, all
patients randomized at week 0; period B, all patients
who continued into period B; and period C, all
patients who were rerandomized at week 33. In
addition, an ITT analysis of efficacy outcomes for all
of the patients randomized at week 0 to adalimumab
was assessed to week 24 by pooling the outcomes for
those patients who continued into period B with the
outcomes for those patients who entered the openlabel extension study.
In the analysis of categorical variables (PASI
50/75/90/100 and PGA clear/clear or minimal) in
periods A and B and to week 24 from randomization
to adalimumab, a patient with missing data for a visit
or who was discontinued before a visit was counted
as a nonresponder at that visit in the primary approach. In the analysis of continuous variables (mean
percentage PASI score improvement) for these time
points, a patient with missing data for a visit or who
was discontinued had the last observation carried
forward. Patients in period C with missing PASI
evaluations at week 52 caused by lack of efficacy or
study drug toxicity were imputed to have lost an
adequate response. Safety analyses included all patients who received at least one study drug injection.
All statistical tests were two-sided and conducted
at a significance level of .05. Descriptive statistics

were provided for demographic, efficacy, and safety
parameters. Continuous variables were compared
between treatment groups using one-way analysis of
variance and categorical variables were analyzed
using the Fisher exact test, except for the two
primary efficacy variables, for which the CochranMantel-Haenszel test adjusting for center effect was
used. Time to loss of adequate response was analyzed using the log rank test. The secondary efficacy
end points in each period were ranked a priori, and
the fixed-sequence closed-testing procedure was
then applied for testing these end points. This
closed-testing procedure was applied to periods A
and C separately. Comparisons of the percentages of
patients experiencing an AE between the adalimumab and placebo groups were performed using the
Fisher’s exact test.
Role of the funding source
Abbott Laboratories funded this study and participated in the study design, data collection, data
management, data analysis, and preparation of the
manuscript. The corresponding author had full access to all of the data and takes responsibility for the
integrity of the data and the accuracy of the data
analysis. All of the authors were involved in the
analysis of data, revision of the manuscript, and
decision to submit the manuscript for publication.
Some of the authors were directly involved in the
design of the trial.

RESULTS
Patients
A total of 1212 patients were randomized at week
0: 814 to adalimumab treatment and 398 to placebo
treatment (Fig 2). Of those, 580 adalimumab-treated
patients and 26 placebo-treated patients entered
open-label period B based on a PASI 75 response;
203 adalimumab-treated patients and 329 placebotreated patients with less than PASI 75 response at
week 16 were eligible to receive adalimumab in a
separate, open-label extension study. A total of 490
PASI 75 responders were rerandomized and doubleblinded to continued adalimumab or to placebo at
week 33; 22 patients who received placebo in period
A and adalimumab starting from week 16 continued
adalimumab, double-blinded, up to week 52; and 840
patients received at least one dose of adalimumab,
with 540.5 patient-years of cumulative exposure.
Patient demographics and baseline disease activity characteristics were balanced across treatment
groups (Table I). Overall, 53% (637 of 1212) of
patients had moderate psoriasis and 47% (575 of
1212) had severe/very severe psoriasis by PGA. The
mean body surface area affected was 26%.
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Fig 2. Patient disposition by primary reason. eow, Every other week; IVRS, interactive voice response system. *Other
includes protocol violation, administrative problem, or other reason for study withdrawal. No patients died. yWhen patient’s
response was less than 75% improvement on Psoriasis Area and Severity Index (PASI), IVRS system instructed site not to
continue patient into next period. zWhen patient met study criteria for loss of adequate response, IVRS system prompted
site to request that patient discontinue. Loss of adequate response was defined as PASI score after week 33 less than 50%
reduction relative to week-0 baseline score and at least a 6-point increase in PASI score relative to week-33 PASI score.

Menter et al 111

J AM ACAD DERMATOL
VOLUME 58, NUMBER 1

Table I. Baseline demographics and disease
characteristics
Characteristic

Age, mean (SD), y
Male, n (%)
Caucasian, n (%)
Weight, mean (SD), kg
Duration of psoriasis, mean
(SD), y
History of PsA, n (%)
BSA affected, mean (SD), %
PASI score, mean (SD)
PGA, n (%)
Moderate
Severe
Very severe
Previous psoriasis treatment*,
Topical therapy
Phototherapy
Systemic nonbiologic
Systemic biologic
Laser

Placebo
(n = 398)

45.4
257
359
94.1
18.4

(13.4)
(64.6)
(90.2)
(23.0)
(11.94)

113 (28.4)
25.6 (14.76)
18.8 (7.09)
220 (55.3)
155 (38.9)
23 (5.8)
n (%)
290 (72.9)
59 (14.8)
88 (22.1)
53 (13.3)
0

Adalimumab
(n = 814)

44.1
546
742
92.3
18.1

(13.2)
(67.1)
(91.2)
(23.0)
(11.91)

224 (27.5)
25.8 (15.51)
19.0 (7.08)
417 (51.2)
346 (42.5)
51 (6.3)
618 (75.9)
138 (17.0)
188 (23.1)
97 (11.9)
1 (0.1)

All data shown are for patients in period A. Differences in baseline
characteristics for patients in periods B and C vs period A were
minimal.
BSA, Body surface area; PASI, Psoriasis Area and Severity Index;
PGA, Physician’s Global Assessment; PsA, psoriatic arthritis.
*Within 12 months before study treatment.

Efficacy
Weeks 0 to 33. After 16 weeks of study treatment, 71% of adalimumab-treated patients (578 of
814) achieved a PASI 75 response (the first primary
end point) compared with placebo-treated patients
(7%; 26 of 398) (P \.001) (Fig 3). The difference in
PASI 75 score between adalimumab- and placebotreated patients was significant at the first study visit
(P \ .001), 4 weeks after the initial dose of medication (Fig 3). PASI 75 results for all patients who had
been randomized to adalimumab at week 0 (ITT
analysis) and pooled from period B and the openlabel extension, indicated that the PASI 75 score was
maintained to week 24 (Fig 3). The adalimumab
treatment effect was robust to different imputation
methods for missing PASI evaluations during period
A; PASI 75 score was achieved by 73% (594 of 811) of
adalimumab-treated patients compared with 7% (27
of 397) of placebo-treated patients at week 16 with
last-observation-carried-forward analysis.
Patients treated with adalimumab experienced
clinically significant improvement in secondary efficacy variables (Table II). Mean percentage PASI
score improvement of 52% versus 9% for placebotreated patients was noted by the first study visit
(week 4) (P \.001). PASI 100 score was achieved by

Fig 3. Percentage of patients achieving at least 75%
response in Psoriasis Area and Severity Index score over
time using intention-to-treat (ITT) population. Patients
with missing scores were considered nonresponders.
Week-24 data are pooled efficacy outcomes for all patients
who had been randomized to adalimumab at week 0 (ITT
analysis). OLE, Open-label extension. *P less than .001
versus placebo.

7% versus less than 1% for placebo-treated patients at
week 8 (P \ .001). At week 16, PASI 90 and 100
scores were achieved by 45% and 20% of adalimumab-treated patients compared with 2% and 1% of
placebo-treated patients, respectively (P \ .001 for
both comparisons). Fig 4 shows photographs of a
patient who achieved 95% improvement in PASI
score relative to baseline by week 16.
All patients who achieved a PASI 75 response at
week 16 were permitted to continue in the study on
open-label adalimumab to week 33, with patients
from the placebo group starting adalimumab at week
16. Adalimumab-treated patients who achieved a
PASI 75 response at week 16 had a mean 92% PASI
score improvement relative to baseline and had a
mean 89% PASI score improvement relative to baseline at week 33.
Weeks 33 to 52. Patients with PASI 75 response
after 33 weeks of continuous adalimumab therapy
were rerandomized in a double-blind manner to
either continued adalimumab treatment or to
placebo.
The second primary end point, which was the
percentage of patients who lost adequate response,
was significantly greater for patients rerandomized
to placebo (28%; 68 of 240) compared with patients
rerandomized to adalimumab (5%; 12 of 250) (P \
.001). Time to loss of adequate response was significantly shorter for patients rerandomized to placebo
(P \ .001) (Fig 5). The rate at which patients
rerandomized to placebo lost adequate response
increased from week 33 to 52, whereas the rate
at which patients rerandomized to adalimumab
lost adequate response remained low throughout
period C.
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Table II. Efficacy results at weeks 4, 12, and 24
Week 4
Assessment

Mean PASI Improvement, %
PASI 90, %
PASI 100, %
PGA, clear or minimal, %
PGA, Clear, %

Week 12

Week 24

Placebo

Adalimumab

Placebo

Adalimumab

Adalimumab

9
\1
\1
1
\1

52*
4*
1
17*
1

15
2
\1
4
\1

76*
37*
14*
60*
16*

77
49
22
60
24

PASI, Psoriasis Area and Severity Index; PGA, Physician’s Global Assessment.
*P \ .001, adalimumab vs placebo. Intention-to-treat analysis for patients randomized at week 0 of period A. Missing values were imputed as
nonresponse for PASI 90, PASI 100, PGA clear, and PGA clear or minimal; missing values were imputed from last observation carried forward
for mean percentage PASI improvement. Week-24 data are pooled efficacy outcomes for all patients who had been randomized to
adalimumab at week 0.

Fig 4. Photographs of patient randomized in period A to adalimumab. A, Baseline (Psoriasis
Area and Severity Index [PASI] score = 25.2). B, Week 4 (PASI score = 5.9; 77% improved from
baseline). C, Week 16 (PASI score = 1.2; 95% improved from baseline).

Safety
Less than 2% of patients discontinued primarily
because of an AE in any of 3 treatment periods of
the study (Fig 2). No deaths occurred during the
study.
Period A. The safety experience of adalimumab
treatment was compared with that of a randomly
allocated placebo group observed through period A
(week 16) by assessment of the percentage of
adalimumab- and placebo-treated patients with
AEs, and of the AE rates for the two treatment
groups. The overall incidences of AEs and the
incidences of specific AEs that occurred in 5% or
more of patients observed during period A are noted
in Table III. The incidence of any AE and the
incidence of nonserious infectious AEs were greater
among adalimumab-treated patients. AEs experienced by adalimumab- and placebo-treated patients
were typically mild to moderate. Upper respiratory

tract infection, nasopharyngitis, and sinusitis were
the only infectious AEs that occurred in more than
2% of adalimumab-treated patients in period A.
Injection-site reactions occurred in 3.2% of adalimumab-treated patients, compared with 1.8% of placebo-treated patients, with one adalimumab-treated
patient (0.1%) discontinuing because of this reaction.
The percentage of patients with serious AEs (1.8%
for both adalimumab- and placebo-treated patients
through week 16), serious infections, and malignancies (excluding nonmelanoma skin cancer), along
with the rates of these AEs (Table IV), were comparable between placebo- and adalimumab-treated
patients. One patient in the placebo group was given
the diagnosis of uterine carcinoma; in the adalimumab group, one patient was given the diagnosis of
breast carcinoma on day 11, and one patient was
given the diagnosis of malignant melanoma in situ on
day 29.
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Table III. Adverse events during period A
Adverse event, n (%)

Fig 5. Time to loss of adequate response for patients
rerandomized to continued adalimumab versus those
rerandomized to placebo at week 33. Loss of adequate
response was defined as Psoriasis Area and Severity Index
(PASI) score after week 33 that resulted in less than 50%
reduction relative to week-0 baseline score and at least a 6point increase in PASI score relative to week-33 PASI score.
Intention-to-treat analysis based on patients rerandomized
at week 33; missing week-52 PASI assessment imputed as
loss of adequate response if caused by lack of efficacy or
study drug toxicity.

All-adalimumab group. The all-adalimumab
group comprises all patients in the study who received at least one dose of adalimumab during the
entire 52-week duration of the study (Table IV). The
AE rates from the all-adalimumab treatment group
were not statistically compared with the AE rates for
the placebo- and adalimumab-treated patients in
period A (Table III) because these groups are not
independent. The AEs experienced by those placebo-treated patients who achieved PASI 75 score at
week 16 and entered period B and those experienced
by the adalimumab-treated patients in period A are
subsets of the AEs in the all-adalimumab group.
However, the patterns shown for the AE rates in the
all-adalimumab treatment group were similar to the
patterns observed for adalimumab-treated patients in
period A. Infections were the most common serious
AEs in the all-adalimumab treatment group. Most of
these were soft-tissue infections (cellulitis or abscess). The nonmelanoma skin cancers were basal
cell carcinomas (3 patients), squamous cell carcinomas (3 patients), and atypical endophytic epidermoid
proliferation, not further classified (one patient). Two
of these patients had a history of psoralen plus UVA
therapy, and a third had a history of narrowband UVB
therapy.
No cases of lymphoma, demyelinating syndrome,
lupuslike syndrome, or rebound on adalimumab
discontinuation were reported. The case of tuberculosis was diagnosed in a patient who had a normal
chest radiograph finding and positive purified

Any AE
Mild or moderate AE
Serious AE
Serious infectious AE
Infectious AE
AE leading to withdrawal
Malignancies, excluding NMSC
NMSC
Upper respiratory tract infection
Nasopharyngitis
Headache

Placebo
(n = 398)

221
211
7
4
89
8
1
1
14
26
15

(55.5)
(53.0)
(1.8)
(1.0)
(22.4)
(2.0)
(0.3)
(0.3)
(3.5)
(6.5)
(3.8)

Adalimumab
(n = 814)

506
484
15
5
235
14
2
4
59
43
40

(62.2)
(59.5)
(1.8)
(0.6)
(28.9)*
(1.7)
(0.2)
(0.5)
(7.2)y
(5.3)
(4.9)

Events shown include AEs that occurred in $ 5% of patients in
any treatment group and AEs of particular interest.
AE, Adverse event; NMSC, nonmelanoma skin cancer.
*P = .019 vs placebo by Fisher’s exact test.
y
P = .01 vs placebo.

protein derivative at baseline, underwent prophylaxis with isoniazid, but prematurely discontinued
his prophylaxis because of gastrointestinal upset,
without informing his physician. He presented with
fever, malaise, and night sweats during period B.
Adalimumab was discontinued, and the patient was
successfully treated with a 9-month course of multiple antituberculosis medications. The only opportunistic infection, excluding tuberculosis, was oral
candidiasis successfully treated with fluconazole in a
patient who continued on adalimumab. Congestive
heart failure was diagnosed in one patient based on
ankle swelling, without orthopnea or hospitalization. The patient was treated with oral furosemide
and remained in the study.
Laboratory investigations. No patients in either treatment group had clinically significant laboratory abnormalities or changes from baseline during
period A. No adalimumab-treated patients and one
placebo-treated patient discontinued because of
laboratory abnormalities. In all, 2.8% of adalimumab-treated patients had an alanine transaminase
value greater than 2.5-fold the upper limit of normal,
compared with 2.6% of placebo-treated patients.
Of 825 patients who received at least one dose of
adalimumab and were assessed for the presence of
antiadalimumab antibodies (AAAs), 73 (8.8%) had
detectable AAAs at least once during the 52-week
treatment period. Three of 7 AAA-positive patients
compared with 65 (28%) of 233 AAA-negative patients lost an adequate response. The presence of
AAAs was not correlated with any treatment-related
AEs, including serious AEs and injection-site
reactions.
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Table IV. Adverse event rates (events/patient-year)
Placebo in period A
(120.7 PYs)
Adverse event

Any AE
Serious AE
Serious infectious AE
Infectious AE
AE leading to withdrawal
AE of interest
Tuberculosis
Opportunistic infections excluding tuberculosis
Congestive heart failure
Allergic reaction
Injection-site reaction
Malignancies, excluding NMSC and lymphoma
NMSC
Lymphoma
Lupuslike syndrome
Demyelinating disorder

Event

Event/PY

498
7
4
106
15

4.13
0.06
0.03
0.88
0.12

0
0
0
0
26
1
1
0
0
0

0
0
0
0
0.215
0.008
0.008
0
0
0

Adalimumab in period A*
(250.2 PYs)
Event

1155
17
7
315
18
0
0
1
1
69
2
4z
0
0
0

Event/PY

4.62
0.07
0.03
1.26
0.07
0
0
0.004
0.004
0.276
0.008
0.016
0
0
0

All adalimumab
groupy (540.5 PYs)
Event

2157
33
12
650
42
1
1
1
1
92
2
7
0
0
0

Event/PY

3.99
0.06
0.02
1.20
0.08
0.002
0.002
0.002
0.002
0.170
0.004
0.013
0
0
0

AE, Adverse event; NMSC, nonmelanoma skin cancer; PY, patient-year.
*Includes safety data up to 70 days after last dose for patients not continuing into period B.
y
All patients receiving at least one dose of adalimumab during the 52 weeks of study; includes safety data up to 70 days after last dose.
z
Two of the NMSCs were diagnosed within 60 days of study entry.

DISCUSSION
In this 52-week, randomized, double-blind, placebo-controlled, multicenter study, adalimumab
demonstrated significant efficacy, as assessed by
several measures. At week 16 of the study, 71% of
patients who had received 40 mg of adalimumab
(eow) achieved PASI 75 response, compared with 7%
of patients who had received placebo (P \ .001).
Response to adalimumab was rapid, with significantly greater improvements for adalimumab-treated
patients than placebo-treated patients in mean percentage PASI and PASI 75/90 response rates, and
PGA clear or minimal scores by week 4, the first
study visit (all P \ .001). During the course of the
study, approximately one of two patients treated
with adalimumab achieved a 90% improvement in
PASI score (49% at week 24) or a PGA score of clear
or minimal (60% at week 24). In addition, approximately one in 4 patients treated with adalimumab
exhibited full clearance of skin signs of psoriasis
(PASI 100 score: 22% at week 24; PGA clear: 24% at
week 24).
Although this study did not directly evaluate
adalimumab versus an active comparator, these results compare favorably with those observed for other
biologics in the treatment of psoriasis, including
etanercept, infliximab, alefacept, and efalizumab.11-14
In a Phase III active comparator trial (comparative
study of adalimumab [Humira] vs methotrexate vs
placebo in psoriasis patients [CHAMPION] study),

adalimumab was more efficacious than either methotrexate or placebo for the treatment of moderate to
severe psoriasis.15
The majority of patients who achieved clinically
significant improvement by week 16 were able to
sustain this improvement during open-label adalimumab therapy to week 33. Among patients who
achieved a PASI 75 response at week 33, significantly
more patients rerandomized to placebo lost adequate response by week 52 compared with patients
taking adalimumab (28% vs 5%, P\.001), suggesting
that continuous treatment with adalimumab may be
required to maintain efficacy over time. The optimal
dosage regimen of adalimumab for maintenance of
response in patients with psoriasis requires further
investigation.
Some patients who developed AAAs demonstrated reduced efficacy. Because the percentage of
patients in the treated population who developed
antibodies to adalimumab was small, the overall
contribution of AAAs to diminution of efficacy was
minimal.
The percentage of adalimumab-treated patients
with nonmelanoma skin cancer, although small, was
numerically greater compared with the percentage of
placebo-treated patients in period A. A numerically
greater risk of nonmelanoma skin cancer has been
described after adalimumab treatment in other indications.16 The short duration (\60 days) between
commencement of adalimumab therapy and onset of
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two of the nonmelanoma skin cancers is consistent
either with subclinical tumors being promoted as a
consequence of TNF antagonist therapy17 or with
established skin cancers being obscured initially by
coexisting psoriatic plaques. Thus, appropriate evaluation for nonmelanoma skin cancer in patients
undergoing adalimumab therapy for psoriasis is
warranted, especially in patients with a history of
phototherapy or psoralen plus UVA treatment.
Adalimumab treatment was not associated with an
increased risk of serious infections, in contrast to
what has been reported in a study of adalimumab in
the treatment of rheumatoid arthritis.18 This difference may be related to underlying disease states,
comorbidities, or the use of concomitant immunosuppressive medications. Surveillance of a more
varied patient population receiving adalimumab for
a longer duration of time with an extended follow-up
period is required to provide further reassurance
about the safety profile in patients with psoriasis.
The significant and sustained efficacy of adalimumab in this large (81-center), 1212-patient, 52-week
study in conjunction with the results of the
CHAMPION study support the use of adalimumab
as a rational therapeutic option for the treatment of
chronic plaque psoriasis.
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restlessness (3.4% vs. 14.3%).
The rate of discontinuation due to adverse reactions was low (1.7% for placebo vs. 2.2% for ABILIFY); only 1 patient treated with adjunctive ABILIFY discontinued
due to akathisia.
Patients treated with adjunctive ABILIFY had a significantly greater mean weight gain (+2.01 + 0.17 kg) than patients treated with adjunctive placebo (+0.34 +
0.18kg; P<.001).
Incidence of a clinically significant increase in body weight (≥7% increase) was significantly different among patients treated with adjunctive ABILIFY (7.1%)
compared to adjunctive placebo (1.2%; P=.008).

Results from Trial 2 (Marcus et al) 7:
•
381 patients were randomized to receive either adjunctive placebo (n=190) or ABILIFY (n=191).
•
A total of 162 patients from each group (adjunctive ABILIFY, 84.8% and adjunctive placebo, 85.3%) completed the study.
•
Reasons for discontinuation, for adjunctive ABILIFY and adjunctive placebo, respectively, were lack of efficacy (2.1%, 1.6%), adverse reactions (3.7%, 1.1%),
withdrawal of consent (1.6%, 5.3%), and other (7.9%, 6.8%).
•
Mean reduction in MADRS Total score was statistically significantly greater in patients receiving adjunctive ABILIFY vs. placebo from Week 1 through to endpoint
(- 8.5 vs. -5.7; P=0.001).
•
Both remission (25.4% vs. 15.2%; P<0.05) and response (32.4% vs. 17.4%; P<0.001) rates were significantly improved with adjunctive ABILIFY compared to
adjunctive placebo at the end of the study.
•
Mean CGI-S scores and CGI-I scores both showed significant improvement with adjunctive ABILIFY compared to adjunctive placebo at all timepoints (P<0.001).
•
The SDS scores showed that patients treated with adjunctive ABILIFY had statistically significantly greater improvement in Total score and on their family and social
activities scores, than patients treated with adjunctive placebo.
•
Most commonly reported adverse reactions (occurring in > 10% of patients with adjunctive placebo vs. adjunctive ABILIFY) were akathisia (4.2 vs. 25.9%), headache
(10.5 vs. 9.0%) and fatigue (3.7 vs. 10.1%).
•
Two patients discontinued adjunctive ABILFY due to akathisia and one discontinued due to restlessness.
•
Adjunctive ABILIFY was associated with a statistically significant increase in body weight compared to adjunctive placebo (1.47±0.16 kg vs. 0.42±0.17 kg; P<0.001).
•
Significantly more patients treated with adjunctive ABILIFY showed ≥7% weight gain than with patients treated with adjunctive placebo (3.4% vs. 0%; P<0.05).
Results from Trial 3 (Berman et al)8
•
Baseline patient characteristics were similar between groups except for gender (more females randomized to adjunctive ABILIFY).
•
Of 827 patients who entered the prospective treatment phase, 349 were randomized to receive adjunctive ABILIFY (n=177) or adjunctive placebo (n=172).
•
A total of 296 patients (ABILIFY 83.1%, placebo 86.6%) completed the study.
•
Reasons for discontinuation, for adjunctive ABILIFY and adjunctive placebo groups, respectively, were: lack of efficacy (1.1%, 1.7%), adverse events (6.2%, 1.7%),
withdrew consent (3.4%, 3.5%), and other (6.2%, 6.2%).
•
The mean change in MADRS total score was significantly greater in patients receiving adjunctive ABILIFY compared to adjunctive placebo from Week 1 until
endpoint (ABILIFY -10.12, placebo -6.39; P<0.001).
•
A post-hoc analysis correcting for gender difference between treatment groups showed similar improvements in MADRS Total score at endpoint (ABILIFY -9.6,
placebo -6.1; P<0.001).
•
Subgroup analysis of mean change in MADRS Total score from the end of the prospective treatment phase to the end of double-blind treatment showed no statistically
significant interaction effects for antidepressant, age group, MADRS response or gender.
•
Patients in the adjunctive ABILIFY group demonstrated a nonsignificant improvement in mean SDS total scores compared with adjunctive placebo at endpoint (–1.2
vs. –0.8; P=NS).
•
Significant difference in favor of adjunctive ABILIFY was observed on 1 of 3 domains: family life (ABILIFY -1.4, placebo -0.8; P=0.037).
•
Two serious adverse events were reported during the randomized, double-blind phase: 1 patient treated with adjunctive ABILIFY reported suicidal ideation and 1
patient treated with adjunctive placebo reported arterial occlusive disease.
•
Adverse reactions occurring in > 10% of patients receiving either placebo or ABILIFY included akathisia (3.5% vs. 18.2%), restlessness (3.5% vs. 12.5%), and fatigue
(4.7% vs. 9.1%).
•
The mean change in weight in patients treated with adjunctive ABILIFY compared to adjunctive placebo was 1.2 kg vs. 0.8 kg; P=NS; LOCF.
•
More patients taking adjunctive ABILIFY showed a ≥7% increase in body weight compared to adjunctive placebo (4.5% vs. 1.2%; P=NS).
Pediatric Bipolar I Disorder, Manic or Mixed (10-17 years)
A 4-week, double-blinded, randomized, placebo-controlled trial designed to evaluate the efficacy and safety of oral ABILIFY 10 mg/day or 30 mg/day in pediatric patients
(10-17 years old) with manic or mixed episodes associated with Bipolar I Disorder 9, 10, 11.
•
•
•
•
•
•
•
•

ABILIFY (10 mg/day and 30 mg/day) was shown to be superior to placebo in the mean change from baseline to Week 4 on the primary efficacy endpoint, Y-MRS
total score. A significant change was observed as early as 1 week on the Y-MRS total score.
Statistical significance was also established in secondary endpoints including CGAS Score, CGI-BP Severity Score for Overall Bipolar Illness and Mania, GBI Total
Score Parent/Guardian Version for Mania, GBI Total Score Subject Version for Mania, response rate, and ADHD-RS-IV Total Score.
ABILIFY was generally safe and well tolerated.
There was a low rate of discontinuation due to adverse reactions at Week 4.
ABILIFY 30 mg/day was associated with higher incidences of adverse reactions (ARs) relative to ABILIFY 10 mg/day.
The most common ARs included extrapyramidal disorder, somnolence, blurred vision, nausea, salivary hypersecretion, fatigue, akathisia, and dizziness.
There were no clinically significant differences between ABILIFY and placebo in the following: weight, BMI, fasting triglycerides, fasting HDL-C, blood pressure,
and serum prolactin levels. The only clinically meaningful metabolic trend observed was the incidence of abnormal fasting cholesterol levels, which was greatest in
ABILIFY 30 mg/day.
There was one report of suicidal ideation in each ABILIFY treatment group with no reports in the placebo group. The patient from the ABILIFY 10 mg group
discontinued the study.

SAFETY1
WARNINGS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of seventeen
placebo-controlled trials (modal duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.6 to 1.7 times that seen in
placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-related patients was about 4.5%, compared to a rate of about
2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or
infectious (e.g., pneumonia) in nature. ABILIFY is not approved for the treatment of patients with dementia-related psychosis.

2

Suicidality and Antidepressant Drugs
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults in short-term
studies of Major Depressive Disorder (MDD) and other psychiatric disorders. Anyone considering the use of adjunctive ABILIFY or any other antidepressant in a
child, adolescent, or young adult must balance this risk with the clinical need. Short-term studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with antidepressants compared to placebo in adults aged 65 and older.
Depression and certain other psychiatric disorders are themselves associated with increases in the risk of suicide. Patients of all ages who are started on
antidepressant therapy should be monitored appropriately and observed closely for clinical worsening, suicidality, or unusual changes in behavior. Families and
caregivers should be advised of the need for close observation and communication with the prescriber. ABILIFY is not approved for use in pediatric patients with
depression.
•
•
•
•
•

•

•

•

ABILIFY is contraindicated in patients with a known hypersensitivity to the product. Reactions have ranged from pruritis/urticaria to anaphylaxis.
Cerebrovascular adverse events (e.g. stroke, transient ischemic attack), including fatalities, have been reported at an increased incidence in clinical trials of elderly
patients with dementia-related psychosis treated with ABILIFY, including a significant dose-response relationship in a fixed-dose trial. ABILIFY is not approved for
the treatment of patients with dementia-related psychosis
Two possible cases of neuroleptic malignant syndrome (NMS) occurred during ABILIFY treatment in the premarketing worldwide clinical database. As with all
antipsychotic medications, prescribing should be consistent with the need to minimize the risk of tardive dyskinesia (TD).
Hyperglycemia, including some serious cases ranging from ketoacidosis, hyperosmolar coma, or death, has been reported in patients treated with atypical
antipsychotics. Patients on ABILIFY should be appropriately monitored during treatment.
Leukopenia, Neutropenia, and Agranulocytosis – Leukopenia, neutropenia, and agranulocytosis have been reported with antipsychotics, including ABILIFY.
Patients with history of a clinically significant low white blood cell (WBC) count or drug-induced leukopenia/neutropenia should have their complete blood count
(CBC) monitored frequently during the first few months of therapy and discontinuation of ABILIFY should be considered at the first sign of a clinically significant
decline in WBC count in the absence of other causative factors.
Commonly observed adverse reactions [≥ 5% incidence and at least twice the rate of placebo for ABILIFY vs. placebo, respectively]:
Adult patients with Major Depressive Disorder (adjunctive treatment to antidepressant therapy): akathisia (25% vs. 4%), restlessness (12% vs. 2%), insomnia (8% vs.
2%), constipation (5% vs. 2%), fatigue (8% vs. 4%), and blurred vision (6% vs. 1%). Adult patients (monotherapy) with Bipolar Mania: akathisia (13% vs. 4%),
sedation (8% vs. 3%), tremor (6% vs. 3%), restlessness (6% vs. 3%), and extrapyramidal disorder (5% vs. 2%). Adult patients (adjunctive therapy with lithium or
valproate) with Bipolar Mania: akathisia (19% vs. 5%), insomnia (8% vs. 4%), and extrapyramidal disorder (5% vs. 1%). Pediatric patients (10 to 17 years) with
Bipolar Mania: somnolence (23% vs. 3%), extrapyramidal disorder (20% vs. 3%), fatigue (11% vs. 4%), nausea (11% vs. 4%), akathisia (10% vs. 2%), blurred vision
(8% vs. 0%), salivary hypersecretion (6% vs. 0%), and dizziness (5% vs. 1%). Adult patients with Schizophrenia: akathisia (8% vs. 4%). Pediatric patients (13 to 17
years) with Schizophrenia: extrapyramidal disorder (17% vs. 5%), somnolence (16% vs. 6%), and tremor (7% vs. 2%). Adult patients with agitation associated with
Schizophrenia or Bipolar Mania: nausea (9% vs. 3%)
Extrapyramidal syndrome (EPS) rates in short-term bipolar mania and schizophrenia trials were 5% for ABILIFY and 3% for placebo. EPS-related events
(excluding events related to akathisia) in short-term schizophrenia trials in adults were13% for ABILIFY and 12% for placebo (the rate of akathisia-related adverse
events was 8% ABILIFY vs. 4% placebo). EPS-related events (excluding events related to akathisia) in short-term schizophrenia trial in adolescents (13-17 years)
were 25% for ABILIFY and 7% for placebo (the rate of akathisia-related adverse events was 9% ABILIFY vs. 6% placebo). EPS-related events (excluding events
related to akathisia) in short-term bipolar mania trials in adults were 16% for ABILIFY and 8% for placebo (the rate of akathisia-related adverse events was 13%
ABILIFY vs. 4% placebo). EPS-related events (excluding events related to akathisia) in short-term bipolar mania trial for adjunctive therapy with lithium or valproate
in adults were 15% for adjunctive ABILIFY and 8% for adjunctive placebo (the rate of akathisia-related adverse events was 19% adjunctive ABILIFY vs. 5%
adjunctive placebo). EPS-related events (excluding events related to akathisia) in short-term bipolar mania trial in pediatrics (10-17 years) were 26% for ABILIFY and
5% for placebo (the rate of akathisia-related adverse events was 10% ABILIFY vs. 2% placebo). EPS-related events (excluding events related to akathisia) in shortterm MDD trials in adults were 8% for adjunctive ABILIFY and 5% for adjunctive placebo (the rate of akathisia-related adverse events was 25% adjunctive ABILIFY
vs. 4% adjunctive placebo).
Weight gain in short-term schizophrenia trials in adults was +0.7 kg for ABILIFY and -0.05 kg for placebo; 8% of ABILIFY-treated patients vs. 3% of placebotreated patients experienced a ≥7% increase in body weight. In a 26-week schizophrenia trial, weight change was -0.5 kg for patients with BMI <23 for both ABILIFY
and placebo-treated patients, -1.3 kg ABILIFY vs. -0.6 kg placebo for patients with BMI 23-27, and -2.1 kg ABILIFY vs. -1.5 kg placebo for patients with BMI >27.
The percentage of patients on ABILIFY and placebo with ≥7% increase in body weight was 6.8% and 3.7% for those with BMI <23, 5.1% and 4.2% for those with
BMI 23-27, and 5.7% and 4.1% for those with BMI >27, respectively. In a 6-week trial in pediatric patients (13-17 years) mean weight gain for ABILIFY and placebo
was +0.13 kg vs. -0.83kg, respectively; 5% of ABILIFY-treated patients vs. 1% of placebo-treated patients experienced a ≥7% increase in body weight. In 3-week
trials in adults with mania with ABILIFY monotherapy, mean weight gain for ABILIFY and placebo patients was 0.1 kg vs. 0.0 kg, respectively; 2% of ABILIFYtreated patients vs. 3% of placebo-treated patients experienced a ≥7% increase in body weight. In a 6-week trial in adults with mania with ABILIFY as adjunct to
either lithium or valproate, mean weight gain for ABILIFY and placebo patients was 0.6 kg vs. 0.2 kg, respectively; 3% of adjunctive ABILIFY-treated patients vs.
4% of adjunctive placebo-treated patients experienced a ≥7% increase in body weight. In trials of adults with MDD, the mean weight gain with adjunctive ABILIFY
and adjunctive placebo patients was 1.7 kg vs. 0.4 kg, respectively; 5% of ABILIFY-treated patients vs. 1% of placebo-treated patients experienced a ≥7% increase in
body weight.

Dystonia is a class effect of antipsychotic drugs. Symptoms of dystonia may occur in susceptible individuals during the first days of treatment and at low doses.
References: 1. ABILIFY® (aripiprazole) FULL PRESCRIBING INFORMATION. Bristol-Myers Squibb Company and Otsuka America Pharmaceutical, Inc. 2. Burris KD,
et al. J Pharmacol Exp Ther 2002; 302(1):381-9. 3. Jordan S, et al. Eur J Pharmacol 2002; 441(3):137-40. 4. Robb AS, et al. APA 2007. 5. Findling RL, et al APA 2007. 6.
Berman RM, et al. J Clin Psychiatry. 2007;68:843-53.7. Marcus RN, et al. J Clin Psychopharmacol. 2008;28(2):156-65. 8. Berman RM, et al. CNS Spectr. 2009;14(4):156164. 9. Chang KD, et al. AACAP 2007. 10. Wagner KD, et al. AACAP 2007. 11. Correll CU, et al. AACAP 2007.
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