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TThe Diagnostic and Statistical Manual 
of Mental Disorders, Fifth Edition (DSM-5) 
recognizes binge eating disorder (BED) as 
a distinct eating disorder.1 Left untreated, 
individuals with BED often experience reduced 
quality of life2 and impaired functionality3 in 
multiple domains, including work/school, social 
life, and family responsibilities, compared to 
individuals without BED. For instance, on the 
Sheehan Disability Scale (SDS), a validated 
discretized analog (Discan) scale that assesses 

functional impairment in the work/school, 
social life/leisure activities, and family life/home 
responsibilities domains,4,5 role impairment 
(i.e., an individual’s inability to fulfill expected 
roles in different aspects of his or her life) was 
reported in individuals meeting DSM, Fourth 
Edition, Text Revision (DSM-IV-TR), criteria for 
BED (any role impairment: 46.7% and severe 
role impairment: 13.2%).3
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ABSTRACT
Objective: In two Phase III, randomized, placebo-
controlled trials (NCT01718483 and NCT01718509 
at ClinicalTrials.gov), lisdexamfetamine dimesylate 
(LDX) reduced binge eating days/week in adults 
with moderate-to-severe binge eating disorder 
(BED). We describe the effects of LDX (50mg and 
70mg) on the Sheehan Disability Scale (SDS; 
exploratory endpoint) from both studies. Design: 
The SDS was assessed at baseline, Week 6, and 
Week 12/early termination. Analyses included 
mixed-effects models for repeated measures for the 
examination of SDS total and domain score changes 
and a generalized estimating equation model to 
assess dichotomized remission status (remission 
[total score ≤6] versus nonremission [total score 
>6]). Results: Least squares (95% confidence 
interval [CI]) mean treatment differences for SDS 
total score change from baseline at Week 12 were 
-2.80 (-3.98, -1.61) in Study 1 and -3.70 (-4.81, 
-2.58) in Study 2 (both p<0.001). Least squares 
(95% CI) mean treatment differences across SDS 
domains favored LDX over placebo in both studies 
for the change from baseline at Week 12 (work/
school: -0.8 [-1.2, -0.4] and -1.1 [-1.5, -0.7], both 
p<0.001; social life/leisure activities: -1.0 [-1.4, 
-0.5] and -1.4 [-1.8, -1.0], both p<0.001; and 
family life/home responsibilities: -1.0 [-1.4, -0.5] 
and -1.3 [-1.7, -0.9], both p<0.001). Odds ratios 
(95% CI) for SDS remission versus nonremission 
favored LDX over placebo at Week 12 (Study 1: 
2.39 [1.44, 3.96]; p<0.001 and Study 2: 5.12 [2.80, 
9.33]; p<0.001). Conclusion: These findings indicate 
that LDX treatment is associated with improvement 
on the SDS in adults with moderate-to-severe BED.
Keywords: Binge eating disorder, disability, 
functionality, lisdexamfetamine dimesylate, 
Sheehan Disability Scale
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(LDX) in adults with moderate-to-severe BED have 
been examined in two placebo (PBO)-controlled, 
double-blind, Phase III studies. In these pivotal 
studies, dose-optimized LDX (50mg and 70mg) 
produced statistically greater reductions in binge-
eating days per week (primary efficacy endpoint) 
than did PBO in adults with protocol-defined 
moderate-to-severe BED.6 LDX was also associated 
with significantly greater global improvement 
on the Clinical Global Impressions–Improvement 
scale, four-week cessation of binge eating at 
endpoint, reductions in BED-related obsessive 
and compulsive psychopathology on the Yale-
Brown Obsessive Compulsive Scale Modified for 
Binge Eating, percentage body weight change, 
and reductions in triglycerides (key secondary 
endpoints) as compared to PBO in both studies.6 
Similarly, LDX (50mg and 70mg) demonstrated 
efficacy versus PBO in a Phase II, double-blind, 
fixed-dose study in adults with moderate-to-
severe BED, as demonstrated by greater decreases 
in binge-eating days per week.7

In these short-term studies,6,7 the safety 
and tolerability profile of LDX was similar to its 
established safety profile for the treatment of 
attention deficit hyperactivity disorder (ADHD).8 
Treatment-emergent adverse events reported 
by 10 percent or more of participants with BED 
treated with LDX in any study were dry mouth, 
decreased appetite, insomnia, and headache.7 
Across all three short-term BED studies,6,7 
observed small increases in blood pressure 
and heart rate were also consistent with the 
established safety profile of LDX for ADHD.8

The objective of this report is to describe 
the effects of LDX on functional impairment as 
measured by changes on the SDS, which was 
assessed as an exploratory endpoint in the pivotal 
Phase III trials.6 The SDS has been validated9–12 
and used to assess functional disability13–18 in 
multiple patient populations. Although the SDS 
has not been clinically validated in individuals 
with BED, it has demonstrated internal 
consistency, test–retest reliability, and construct 
validity across many different populations.5,9–12

METHODS
The overall methodology of the two Phase 

III BED studies discussed in this report has 
previously been described in detail.6 This 
information is briefly summarized here.

Participants. Eligible participants were 
18 to 55 years of age, met the DSM-IV-TR BED 
criteria,19 exhibited protocol-defined moderate-

to-severe BED (defined as 3 or more binge 
eating days each week for the 14 days before 
the baseline assessment), and had a Clinical 
Global Impressions–Severity score of 4 or 
greater at screening and baseline.

Key exclusion criteria included a current 
diagnosis of anorexia nervosa or bulimia 
nervosa; a comorbid psychiatric disorder 
controlled with study-prohibited medications 
or uncontrolled and associated with significant 
symptoms; any condition or symptom that 
might confound study assessments; the use of 
psychotherapy or weight loss support for BED 
within three months of screening; a previous 
suicide attempt, current demonstration of 
active suicidal ideation, or potential suicide risk 
as determined by the investigator; a history of 
cardiovascular conditions, moderate or severe 
hypertension, average sitting systolic blood 
pressure greater than 139mmHg, or an average 
diastolic blood pressure greater than 89mmHg; 
a lifetime history of stimulant abuse or recent 
history of substance abuse or dependence; 
or a known or suspected intolerance of or 
hypersensitivity to LDX or related compounds.

Study design and treatment. The two 
randomized, PBO-controlled, multicenter 
studies (NCT01718483 conducted between 
November 26, 2012, and September 25, 2013, 
at 50 clinical research sites and NCT01718509 
conducted between November 26, 2012, and 
September 20, 2013, at 43 clinical research 
sites) described in this report were conducted 
using the same design and methods.6 Each 
study included a screening phase; a 12-week 
double-blind phase (dose optimization, 4 
weeks; dose maintenance, 8 weeks); and a 
one-week follow-up phase. Study protocols 
for both studies were approved by ethics 
committees, and both studies were conducted in 
accordance with the International Conference on 
Harmonisation Good Clinical Practice guidelines 
and the principles of the Declaration of Helsinki. 
Participants were required to provide written, 
informed consent before entering the studies.

After screening, participants were 
randomized 1:1 to 12 weeks of dose-optimized 
LDX or matching PBO, with both the participant 
and investigator blinded to treatment. To 
maintain blinding, both treatments were 
identical in appearance. Treatment started 
at 30mg LDX during Week 1; the dosage was 
titrated to 50mg LDX during Week 2. During 
Weeks 3 and 4, dosage increases to 70mg LDX 

were made based on tolerability and clinical 
need. A single titration down to 50mg LDX was 
allowed during Week 3 based on participant 
tolerability. During Weeks 4 to 12, the optimized 
LDX dosage (50mg or 70mg) was maintained. 
If a dosage reduction occurred during the 
optimization phase, no further changes were 
allowed during maintenance; participants 
requiring such a reduction were discontinued. 
A follow-up visit occurred one week after the 
Week 12/early termination (ET) visit to assess 
safety.

Sheehan Disability Scale. In both studies, 
functionality was assessed as an exploratory 
endpoint using the SDS. Assessments of the SDS 
occurred at baseline, Week 6, and Week 12/ET. 
On the SDS, participants rated the effect of their 
BED on work/school, social life/leisure activities, 
and family life/home responsibilities using 
an 11-point Discan scale (0=no impairment, 
1–3=mild, 4–6=moderate, 7–9=marked, and 
10=extreme); total scores ranged from 0 to 30.4 
The numbers of days lost from work/school and 
days  of underproductivity while at work/school 
were also assessed using the SDS instrument.20

Data presentation and statistical 
analyses. Sample size in each study was 
determined based on the primary efficacy 
endpoint of change from baseline in binge 
eating days/week at Weeks 11 to 12.6 None of 
the analyses described in the current report 
were included as part of the prespecified 
hierarchical testing strategy for controlling 
multiplicity in either study. As such, all 
reported p-values are nominal (unadjusted for 
multiplicity and descriptive).

Least squares (LS) mean treatment 
differences (LDX-PBO) in the change from 
baseline SDS total score (prespecified analysis), 
SDS domain scores (prespecified analyses), 
and for the numbers of days lost and days 
underproductive (individually and combined 
[post-hoc analyses]) while at work/school in the 
last week were separately assessed in the full 
analysis set (FAS; all randomized participants 
taking 1 or more study drug doses and having 
1 or more post-baseline assessments of the 
number of binge eating days per week) of each 
study. Data were analyzed using a mixed-effects 
model for repeated measures with treatment, 
visit, and the treatment x visit interaction as 
factors, baseline score as a covariate, and its 
interaction with visit also in the model using 
an unstructured covariance matrix. Effect size 
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TABLE 1. Baseline demographic and clinical characteristics, full analysis set*

DEMOGRAPHIC
STUDY 1 STUDY 2

PBO (n=184) LDX (n=190) PBO (n=176) LDX (n=174)

Mean±SD age (years) 37.5±10.21 38.4±10.43 38.7±10.02 37.3±10.05

Sex, n (%)

Female 161 (87.5) 164 (86.3) 149 (84.7) 153 (87.9)

Race, n (%)

White 141 (76.6) 150 (78.9) 133 (75.6) 126 (72.4)

Black/African American 29 (15.8) 31 (16.3) 29 (16.5) 40 (23.0)

Native Hawaiian/Pacific Islander 1 (0.5) 2 (1.1) 0 2 (1.1)

Asian 5 (2.7) 3 (1.6) 2 (1.1) 3 (1.7)

American Indian/Alaska native 2 (1.1) 2 (1.1) 4 (2.3) 0

Multiple 6 (3.3) 1 (0.5) 8 (4.5) 3 (1.7)

Mean±SD weight, kg 92.88±19.438 93.95±19.478 93.13±20.291 94.76±21.825

Mean±SD BMI, kg/m2 33.28±6.251 33.58±6.252 33.36±6.353 33.86±6.197

BMI category, n (%)

Underweight/normal (<25.0 kg/m2)† 21 (11.4) 14 (7.4) 19 (10.8) 13 (7.5)

Preobesity (≥25.0 to <30.0 kg/m2) 39 (21.2) 49 (25.8) 34 (19.3) 40 (23.0)

Obesity class I (≥30.0 to <35.0 kg/m2) 47 (25.5) 48 (25.3) 51 (29.0) 46 (26.4)

Obesity class II (≥35.0 to <40.0 kg/m2) 47 (25.5) 43 (22.6) 37 (21.0) 41 (23.6)

Obesity class III (≥40.0 kg/m2) 30 (16.3) 36 (18.9) 35 (19.9) 34 (19.5)

Mean±SD binge days/week 4.60±1.210 4.79±1.271 4.82±1.422 4.66±1.273

Mean±SD binge episodes/week 5.96±2.551 6.42±2.962 6.62±3.797 6.40±3.463

Mean±SD CGI-S 4.6±0.67 4.6±0.63 4.6±0.70 4.5±0.72

CGI-S,‡ n (%)

Moderately ill 86 (46.7) 98 (51.6) 97 (55.1) 100 (57.5)

Markedly ill 83 (45.1) 78 (41.1) 58 (33.0) 61 (35.1)

Severely ill 13 (7.1) 14 (7.4) 21 (11.9) 8 (4.6)

Among the most extremely ill 2 (1.1) 0 0 5 (2.9)

Mean±SD Y-BOCS-BE total score 21.51±4.745 21.78±4.886 21.52±4.840 21.12±4.411

Mean±SD SDS scores

Total score 10.81±7.536§ 10.52±7.212l 11.33±7.330# 10.88±7.809

Work/school 3.1±2.70§ 2.9±2.55l 3.1±2.53# 3.1±2.74

Social life/leisure activities 4.2±2.93§ 4.0±2.91¶ 4.3±3.02 4.1±3.01

Family life/home responsibilities 3.5±2.69§ 3.6±2.66¶ 3.9±2.76 3.6±2.82

*Demographic and baseline characteristics in the safety analysis set have been reported.6

†Participants with BMI <18.5kg/m2 were not enrolled.
‡Based on inclusion criteria, a CGI-S score ≥4 (at least moderately ill) was required for study eligibility.
§n=183
ln=188
¶n=189
#n=175

BMI: body mass index; CGI-S: Clinical Global Impressions–Severity; LDX: lisdexamfetamine dimesylate; PBO: placebo; SD: standard deviation; SDS: Sheehan Disability Scale; Y-BOCS-BE: 
Yale-Brown Obsessive Compulsive Scale modified for Binge Eating
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was calculated based on the estimated standard 
deviation from the unstructured covariance 
matrix.

Based on findings of several previous 
studies,4,14,15 an SDS remission analysis was also 
conducted. In this post-hoc analysis, SDS total 
scores were dichotomized as indicating remission 
(SDS total score ≤6; minimal or no functional 
disability) or nonremission (SDS total score >6; 
some level of functional disability) at baseline 
and Week 12. Dichotomized remission status was 
analyzed using a generalized estimating equation 
model over all visits with remission status as the 
outcome variable, and treatment, visit, and the 
treatment x visit interaction as factors using an 
unstructured covariance matrix; odds ratios for 
remission versus nonremission were calculated as 
LDX versus PBO.

RESULTS
Participant disposition and 

demographics. Participant disposition in 
each study is described in detail elsewhere.6 
In brief, 383 participants were randomized in 
Study 1 (PBO, n=191 and LDX, n=192) and 390 
participants were randomized in Study 2 (PBO, 
n=195 and LDX, n=195). The FAS included 374 
participants in Study 1 (PBO, n=184 and LDX, 
n=190) and 350 participants in Study 2 (PBO, 
n=176 and LDX, n=174). Sixty-eight participants 
did not complete Study 1 (PBO, n=34 and LDX, 
n=34) and 96 participants did not complete 
Study 2 (PBO, n=48 and LDX, n=48). The most 
frequent reasons for discontinuation in Study 
1 were participant withdrawal in the PBO 
treatment arm (n=14) and adverse events and 
participant withdrawal in the LDX treatment 
arm (both n=12); in Study 2, the most common 
reasons were lost to follow-up in the PBO 
treatment arm (n=18) and in the LDX treatment 
arm (n=15). Key participant demographics and 
clinical characteristics in the FAS are summarized 
in Table 1. 

Sheehan Disability Scale total score. 
Baseline SDS total scores are presented in Table 
1. Mean ± standard deviation (SD) SDS total 
scores decreased from baseline for both treatment 
groups during double-blind treatment (Figure 
1). In both studies, the LS mean (95% confidence 
interval [CI]) treatment difference for the SDS 
total score change from baseline favored LDX 
over PBO at Week 6 (Study 1: -3.06 [-4.18, -1.95]; 
effect size=0.57 and Study 2: -3.48 [-4.57, 
-2.38]; effect size=0.69; both p<0.001) and 

Week 12 (Study 1: -2.80 [-3.98, -1.61]; effect 
size=0.51 and Study 2: -3.70 [-4.81, -2.58]; effect 
size=0.74; both p<0.001).

Sheehan Disability Scale remission 
analysis. At baseline, lower percentages of 
participants were categorized as meeting the 

criterion for SDS remission versus nonremission 
(based on SDS total score) in Study 1 in both 
the PBO (remission: 35.0% [64/183] and 
nonremission: 65.0% [119/183]) and LDX 
(remission: 34.6% [65/188] and nonremission: 
65.4% [123/188]) treatment arms, and, in 

FIGURE 1. Mean ± SD SDS total scores during double-blind treatment in (top graph) Study 1 and (bottom graph) Study 
2, full analysis set*

*Study 1 (total scores: baseline [PBO, n=183; LDX, n=188], Week 6 [PBO, n=176; LDX, n=186], and Week 12 [PBO, 
n=159; LDX, n=166]; LS mean changes: Week 6 [PBO, n=176; LDX, n=184] and Week 12 [PBO, n=159; LDX, n=164]); 
Study 2 (total scores: baseline [PBO, n=175; LDX, n=174], Week 6 [PBO, n=164; LDX, n=166], and Week 12 [PBO, 
n=147; LDX, n=153]; LS mean changes: Week 6 [PBO, n=163; LDX, n=166] and Week 12 [PBO, n=146; LDX, n=153])

LDX: lisdexamfetamine dimesylate; LS: least squares; PBO: placebo; SDS: Sheehan Disability Scale
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Study 2, in both the PBO (remission: 29.1% 
[51/175] and nonremission: 70.9% [124/175]) 
and LDX (remission: 35.6% [62/174] and 
64.4% [112/174]) treatment arms. Percentages 
of participants meeting the criterion for 
SDS remission and nonremission at Week 
12 as a function of baseline nonremission 
or remission status are depicted in Figure 2. 
Among participants meeting the criterion for 
nonremission at baseline, higher percentages 
of participants met the criterion for SDS 
remission than nonremission at Week 12 in 
both studies in each treatment group. Among 
participants meeting the criterion for remission 

at baseline, most participants in both studies 
in each treatment group continued to meet the 
remission criterion at Week 12. The odds ratio 
(95% CI) for remission versus nonremission at 
Week 12 favored LDX over PBO in both studies 
(Study 1: 2.39 [1.44, 3.96]; p<0.001 and Study 
2: 5.12 [2.80, 9.33]; p<0.001).

Sheehan Disability Scale domain scores. 
Baseline SDS domain scores are presented 
in Table 1. Mean ± SD SDS domain scores 
decreased from baseline in both treatment 
groups during double-blind treatment in 
both studies (Figure 3). During double-blind 
treatment, LS mean (95% CI) treatment 

differences for the change from baseline favored 
LDX over PBO on all SDS domains in both studies 
(Study 1 and Study 2, respectively) at Week 6 
(work/school: -0.9 [-1.3, -0.6] and -1.1 [-1.5, 
-0.7], effect sizes=0.51 and 0.64, both p<0.001; 
social life/leisure activities: -1.1 (-1.5, -0.7) and 
-1.3 (-1.7, -0.8), effect sizes=0.53 and 0.64, 
both p<0.001; family life/home responsibilities: 
-1.1 [-1.5, -0.7] and -1.2 [-1.6, -0.8], effect 
sizes=0.55 and 0.62, both p<0.001] and Week 
12 (work/school: -0.8 [-1.2, -0.4] and -1.1 [-1.5, 
-0.7], effect sizes=0.46 and 0.64, both p<0.001; 
social life/leisure activities: -1.0 [-1.4, -0.5] and 
-1.4 [-1.8, -1.0], effect sizes=0.46 and 0.72, 
both p<0.001; family life/home responsibilities: 
-1.0 [-1.4, -0.5] and -1.3 [-1.7, -0.9], effect 
sizes=0.47 and 0.72, both p<0.001).

Days lost and of underproductivity at 
work/school. The numbers of days lost and 
of underproductivity at work/school in the 
last week are presented, both individually 
and combined, in Table 2. At baseline, the 
numbers of days lost, days of underproductivity, 
and the combined value for days lost and 
of underproductivity in the last week were 
comparable between treatment arms in each 
study. Mean ± SD reductions at Week 12 were 
observed for all measures in both treatment 
arms in each study. At Week 12, LS mean 
treatment differences favored LDX over PBO for 
days of underproductivity and the combination 
of days lost and days of underproductivity in 
both studies, as well as for days lost in Study 2 
(Table 2; all p<0.05).

DISCUSSION
In two large-scale PBO-controlled trials, 

reductions in functional disability as measured 
by SDS total score at Week 12 favored LDX over 
PBO in adults with moderate-to-severe BED. In 
support of this finding, greater improvement 
in functioning was also observed for LDX over 
PBO for SDS domain scores at Week 12, with 
effect sizes being moderate, and for days of 
underproductivity at work/school in the last 
seven days, with effect sizes being small. 
Treatment with LDX was also associated with 
numerically greater rates of SDS remission 
at Week 12. These results suggest that LDX 
treatment was associated with clinically 
relevant improvement in functioning in adults 
with moderate-to-severe BED. 

In these two studies, mean baseline SDS 
scores in study participants were indicative 

FIGURE 2. Percentage of participants categorized as exhibiting remission* and nonremission† based on SDS total score in 
(top graph) Study 1 and (bottom graph) Study 2, full analysis set

*Remission (no or minimal functional disability) was defined as SDS total score ≤6.
†Nonremission (some level of functional disability) was defined as SDS total score >6.

LDX: lisdexamfetamine dimesylate; PBO: placebo; SDS: Sheehan Disability Scale
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FIGURE 3. Mean ± SD SDS domain scores during double-blind treatment in (a–c) Study 1 and (d–f) Study 2, full analysis set*

*Study 1 (domain scores: baseline [PBO, n=183; LDX, n=188 (a) and n=189 (b, c)], Week 6 [PBO, n=176; LDX, n=186], and Week 12 [PBO, n=159; LDX, n=166 (a) and n=167 (b, c)]; 
LS mean changes: Week 6 [PBO, n=176; LDX, n=184 (a) and n=185 (b, c)] and Week 12 [PBO, n=159; LDX, n=164 (a) and n=166 (b, c)]); Study 2 (domain scores: baseline [PBO, n=175 
(d) and n=176 (e, f); LDX, n=174], Week 6 [PBO, n=164; LDX, n=166], and Week 12 [PBO, n=147; LDX, n=153]; LS mean changes: Week 6 [PBO, n=163 (d) and n=164 (e, f); LDX, 
n=166] and Week 12 [PBO, n=146 (d) and n=147 (e, f); LDX, n=153])

LDX: lisdexamfetamine dimesylate; LS: least squares; PBO: placebo; SDS: Sheehan Disability Scale

TABLE 2. Days lost and of underproductivity at work/school based on the Sheehan Disability Scale, full analysis set

FUNCTIONAL DISABILITY
STUDY 1 STUDY 2

PBO LDX PBO LDX
Days lost from work/school

Baseline, mean±SD 0.4±1.08 (n=182) 0.3±0.87 (n=188) 0.5±1.38 (n=173) 0.4±1.03 (n=172)

Week 12, mean±SD 0.2±0.69 (n=158) 0.2±0.79 (n=166) 0.2±0.83 (n=145) 0.1±0.43 (n=153)

Week 12 change from baseline, mean±SD –0.3±1.09 (n=157) –0.1±1.08 (n=164) –0.3±1.10 (n=142) –0.4±1.13 (n=151)

Week 12 LS mean (95% CI) treatment difference; p-value* 0.0 (–0.2, 0.2); 0.962 –0.2 (–0.3, –0.0); 0.023

Effect size† 0.01 0.26

Days of underproductvity at work/school

Baseline, mean±SD 1.5±1.72 (n=181) 1.6±2.00 (n=188) 1.4±1.87 (n=173) 1.6±1.83 (n=172)

Week 12, mean±SD 0.6±1.20 (n=156) 0.3±0.90 (n=166) 0.6±1.25 (n=146) 0.3±1.12 (n=153)

Week 12 change from baseline, mean±SD –0.9±1.79 (n=155) –1.3±1.88 (n=164) –0.7±1.78 (n=143) –1.2±2.04 (n=151)

Week 12 LS mean (95% CI) treatment difference; p-value* –0.4 (–0.6, –0.1); 0.001 –0.3 (–0.6, –0.1); 0.012

Effect size† 0.36 0.29

Combined days lost and days of underproductivity at work/school

Baseline, mean±SD 2.0±2.36 (n=181) 1.9±2.41 (n=188) 1.9±2.72 (n=173) 2.0±2.38 (n=172)

Week 12, mean±SD 0.8±1.61 (n=156) 0.4±1.31 (n=166) 0.9±1.85 (n=145) 0.4±1.31 (n=153)

Week 12 change from baseline, mean±SD –1.2±2.44 (n=155) –1.4±2.34 (n=164) –1.0±2.26 (n=142) –1.6±2.66 (n=151)

Week 12 LS mean (95% CI) treatment difference; p-value* –0.4 (–0.7, –0.1); 0.022 –0.5 (–0.8, –0.2); 0.003

Effect size† 0.25 0.34
*Reported p-values are nominal (unadjusted for multiplicity and descriptive) and based on post-hoc analyses that were not part of the hierarchical testing strategy for controlling 
multiplicity.
†Effect size is based on the estimated standard deviation from the unstructured covariance matrix.
CI: confidence interval; LDX: lisdexamfetamine dimesylate; LS: least squares; PBO: placebo; SD: standard deviation
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of mild-to-moderate functional disability 
across all domains.4 Based on mean values at 
baseline, the current analyses also suggest 
that BED was more likely to be associated with 
underproductivity at work/school than with 
days lost from work/school. Further supporting 
the notion that a substantial portion of study 
participants exhibited some level of functional 
disability at baseline, approximately two-thirds 
of study participants were categorized as 
meeting criteria for nonremission based on SDS 
total score. Because individuals with psychiatric 
comorbidities were excluded, the observed 
disability at baseline can be attributed to BED. 

These findings are consistent with other 
published data relating to functional 
impairment in individuals with BED. In a 
study of women conducted at primary care 
and gynecology clinics throughout the United 
States, BED was associated with statistically 
significantly worse function on all six indices 
(i.e., physical functioning, social functioning, 
role functioning, mental health, bodily 
pain, and general health perception) of the 
Medical Outcomes Study Short-Form General 
Health Survey in comparison with women 
without psychiatric disorders.21 Similarly, in a 
publication based on World Health Organization 
(WHO) World Mental Health Surveys, impaired 
functionality in individuals with BED was 
evidenced by the fact that early-onset BED 
was associated with reduced odds of being 
employed among men (but not women).22 In 
another publication based on the WHO World 
Mental Health Surveys—which incorporated 
findings from the National Comorbidity Survey 
Replication conducted in the United States23 
and the European Study of the Epidemiology 
of Mental Disorders conducted in six European 
countries24—role impairment (i.e., an 
individual’s inability to fulfill expected roles 
in different aspects of life) as measured across 
all SDS domains was reported in individuals 
meeting DSM-IV-TR criteria for BED (any role 
impairment: 46.7%; severe role impairment: 
13.2%).3

The level of functional impairment 
exhibited on the SDS by individuals with BED 
at baseline in these studies is also consistent 
with previously published clinical studies.25,26 
In a randomized, PBO-controlled study of 
topiramate in individuals with BED,25 baseline 
SDS total score and domain scores were 
comparable to those reported in these two 

studies. However, SDS domain scores in an 
open-label, prospective study of memantine26 
tended to be lower than scores in the 
topiramate and LDX studies, despite having 
generally similar levels of binge-eating days 
per week and binge-eating episodes per week. 
As was observed in this report, the studies of 
topiramate25 and memantine26 also indicated 
that impairment tended to be higher in the 
social life/leisure activities and family life/home 
responsibilities domains than in the work/
school domain.

The reductions in functional impairment 
associated with LDX treatment that were 
observed in the current studies are also 
generally consistent with the effects of 
topiramate and memantine on functional 
impairment.25,26 In the topiramate study, 
statistically greater improvements in SDS total 
score, the social life domain score, and the 
family life domain score were observed with 
topiramate than with PBO in adults with BED.25 
In an open-label, prospective study, memantine 
produced statistically significant reductions 
from baseline in all SDS domain scores in adults 
with BED.26

At the time of this study, there were 
no published reports of the effect 
of pharmacotherapy on days lost or 
underproductive at school/work or on SDS 
remission rates in adults with BED. The 
findings from these studies for these endpoints 
suggest that LDX was associated with 
improved functionality in study participants, 
with the effects of LDX more consistently 
improving underproductivity than days lost. 
Furthermore, the odds ratios for remission 
versus nonremission at Week 12 in both studies 
favored LDX over PBO. Taken together, these 
findings suggest that improvement on the SDS 
favored LDX over PBO.

Limitations. When interpreting these data, 
several limitations should be considered. First, 
the SDS was an exploratory endpoint in these 
studies and was not part of the hierarchical 
testing strategy for controlling for multiplicity. 
Therefore, all reported p-values for both 
prespecified and post-hoc analyses based on 
the SDS are reported for descriptive purposes 
only. Second, although the SDS has been 
validated9–12 and used to assess functional 
disability13–18 in multiple patient populations, it 
has not been clinically validated in individuals 
with BED. Third, analyses of the relationships 

between changes on the SDS and other study 
endpoints were not conducted for this report. 
Fourth, high percentages of study participants 
were women, were white, and were overweight 
based on body mass index. Furthermore, 
individuals with comorbid illnesses and 
psychiatric conditions were excluded. As such, 
it is not known how the current findings 
would generalize to a more heterogeneous 
population. Lastly, the study only enrolled 
individuals with protocol-defined moderate-
to-severe BED; consequently, the level of 
impairment in individuals with less severe BED 
is not known.

CONCLUSIONS
In two Phase III studies, adults with protocol-

defined moderate-to-severe BED exhibited 
mild-to-moderate functional impairment 
based on mean SDS total score, mean SDS 
domain scores, and the mean number of 
days of underproductivity at baseline. A 
substantial proportion of study participants 
was also categorized as meeting criteria for 
nonremission based on SDS total score at 
baseline, which suggests that most study 
participants exhibited some level of functional 
disability. For each study, at Week 12, dose-
optimized LDX (50mg or 70mg) produced 
significant reductions in SDS total score, SDS 
domain scores, and in the number of days of 
underproductivity while at work/school. Rates 
of remission versus nonremission on the SDS 
also favored LDX over PBO. These findings 
suggest that the previously reported reductions 
in binge-eating behavior with LDX observed in 
these studies6 are accompanied by reductions in 
functional impairment.
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